
CPG for DUB I

Clinical Practice Guidelines for the Primary Care

Management of Menorrhagia with no Known Pathology/

Dysfunctional Uterine Bleeding in Manitoba

by

Coralie Buhler

A practicum project submitted to the Faculty of Graduate Studies of

the University of Manitoba

in partial fulfillment of the requirements for the degree of

MASTERS OF NURSING-NURSE PRACTITIONER

Department of Nursing

University of Manitoba

Winnipeg

Copyright @ 2007 by Coralie Buhler



THE UNIVBRSITY OF MANITOBA

FACULTY OF GRADUATE STUDIES
*****

COPYRIGHT PERMISSION

Clinical Practice Guidelines for the Primary Care Management of

Menorrhagia with No Known Pathology/

Dysfunctional Uterine Bleeding in Manitoba

BY

Coralie Buhler

A ThesisÆracticum submitted to the Faculty of Graduate Studies of The University of

Manitoba in partial fulfillment of the requirement of the degree

Master of Nursing

Coralie Buhler @ 2007

Permission has been granted to the Library of the University of Manitoba to lend or sell copies of
this thesis/practicum, to the National Library of Canada to microfilm this thesis and to lend or sell
copies of the film, and to University Microfilms Inc. to publish an abstract of this thesis/practicum.

This reproduction or copy of this thesis has been made available by authority of the copyright
owner solely for the purpose of private study and research, and may only be reproduced and copied

as permitted by copyright laws or with express written authorization from the copyright owner.



CPG for DUB 2

Abstract

As a diagnosis of exclusion, dysfunctional uterine bleeding can only be

diagnosed in the absence of a pathologic explanation and therefore requires

investigation. However, the degree to which investigations are attempted prior to referral

to gynaecology varied greatly between primary care practitioners.

The College of Physicians and Surgeons of Manitoba report that there are only

61 Obstetrician-Gynaecologists practicing in Manitoba in 2006. Thus limiting

gynaecologists available to accept referrals from family practice, and impacting the

waiting times. The Fraser lnstitute reported an average waiting time in Manitoba of 7.7

weeks for a referral to a gynaecologist in 2005, and an additional 7.1 weeks for

treatment from the gynaecologist, totalling a 14.8-week wait for patients from time of

referral to a gynaecologist to treatment. Through clinical experience in 2002, waiting lists

were closer to 6-8 months in Manitoba.

It was also through personal clinical experience that it became evident that there

were no clinical guidelines accepted in Manitoba for the primary care management of

Dysfunctional Uterine Bleeding. Therefore, a literature search was performed of clinical

practice guidelines for the management of Dysfunctional Uterine Bleeding and after

critiquing each, the recommendations were compiled to create one Clinical Practice

Guideline relevant to the primary care management of Dysfunctional Uterine Bleeding in

Manitoba.

As menorrhagia, defined as excessive menses, is one of the most common

complaints presented to gynaecologists (Warner, Critchley, Lumsden, Campbell-Brown,

Douglas & Murry, 2001) accounting for twothirds of all hysterectomies (Oehler & Rees,

2002) the long wait times for treatment impact many Manitoban women's lives.
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Chapter One

Description of the Problem

Over the past several years there has been a shift in the principles that guide

clinical governance. lt is no longer acceptable to base clinical decisions solely on

experience and opinion, but rather care is directed by the relevant research. One form of

disseminating this research in support of evidence based practice is through the

development of Clinical Practice Guidelines (CPG). This shift in focus has resulted in an

explosion of CPGs.

The most commonly used definition of Clinical Practice Guidelines has been

developed by the lnstitute of Medicine, which states that Clinical Practice Guidelines are

statements that have been systematically developed and used by health care

practitioners and patients to direct patient care (Goolsby,2001). When these guidelines

are applied appropriately, it is reported that they can be beneficial in improving the

process of health care, as well as patient outcomes (Grahm, Calder, Hebert, Carter,

Tetroe, 2000).

One area of primary care where patient outcomes would þenefit from CPGs is

the gynaecological issue of mennorhagia, and more specifically dysfunctional uterine

bleed (DUB). Menorrhagia has been defined as heavy menstruation that occurs over

several cycles, and is described both subjectively and objectively. Subjectively,

menorrhagia is the complaint of heavy menstrual bleeding. Objectively, on the other

hand, menorrhagia is a menstrual period with greater than 80ml of blood loss per cycle

(Vilos, Lefebvre, & Graves, 2001). The causes of menorrhagia can be classified into

three main categories; endocrine disorders, hematological disorders, and physical

changes to the uterus (Oehler & Rees, 2002).lf no medical condition or pelvic pathology

can explain the menorrhagia, it is considered dysfunctional uterine bleeding.
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Carlson, Sayegh & Awwad (2002) define dysfunctional uterine bleeding (DUB) as

"a diagnosis of exclusion that indicates excessive uterine bleeding in the absence of an

organic uterine pathologic condition, abnormalities of other reproductive organs, or

systemic condition."(Carlson, Sayegh & Awwad, 2002 pp.391). The Society of

Obstetricians and Gynaecologists of Canada (SOGC) further describe DUB as typically

heavy, prolonged menstrual flow that may occur with or without ovulation (Vilos,

Lefebvre & Graves, 2001)

It has been stated by Warner, Critchley, Lumsden, Campbell-Brown, Douglas

and Murry (2001) that menorrhagia is one of the most common complaints presented to

gynaecologists, and it has been estimated that approximately 30% of all women

subjectively feel that they suffer from heavy cyclical menstrual bleeding (Oehler & Rees,

2OOZ). Further, Oehler & Rees (2002) estimate that complaints of heavy menstrual

bleeding account for two{hirds of all hysterectomies. However, in 50% of the surgeries,

no pathology is found to explain the bleeding. This unexplained heavy menstrual

bleeding is then labeled Dysfunctional Uterine Bleed (DUB).

As dysfunctional uterine bleeding can only be diagnosed in the absence of a

pathologic explanation, it requires some investigation. However, through personal

clinical experience it has become obvious that the degree to which investigations were

attempted prior to referral to gynaecology varied greatly between primary care

practitioners. lt was also through personal clinical experience that it became evident that

there are no clinical guidelines accepted in Manitoba for the primary care management

of DUB. Primary Care Clinical Guidelines for Manitoba act as a standard by which

primary care practitioners can guide investigations and plan therapeutic interventions.

Primary care guidelines for DUB would provide that standard for care, as well as help

define for practitioners when referral to gynaecology is appropriate.
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Background to the Menstrual CYcle

To understand the physiology of Dysfunctional Uterine Bleeding, one must first

understand the mechanisms involved in the normal menstrual cycle. The menstrual

cycle is dependent on an intricate relationship between the hypothalamus, anterior

pituitary and ovaries. The communication between these organs through positive and

negative feedback loops is called the Hypothalamic-Pituitary-Ovarian Axis (HPO axis),

and is the driving force of ovulation and menstruation. The following outline of the

endocrinology of the menstrual cycle was adapted from the Faculty of Medicine at McGill

University (2003).

The Hypothalamus secretes Gonadotropin Releasing Hormone (GnRH) in a

pulsatile manner, which stimulates the anterior pituitary to secrete both Follicle

Stimulating Hormone (FSH), and Luteinizing Hormone (LH). FSH acts on the ovaries

stimulating severalfollicles to develop. However, only one follicle becomes dominant. As

the dominant follicle containing the oocyte matures, it secretes estradiol, a form of

estrogen, which both inhibits and stimulates the anterior pituitary. Estradiol inhibits the

furlher secretion of FSH, but also stimulates a surge of LH that is necessary for

ovulation. This secretion of estrogen also acts as stimulus for the proliferation of the

lining of the uterus.

The surge of LH secretion by the anterior pituitary stimulates the release of the

oocyte (ovulation), as well as the division of the lining of the uterus. Following this

release, the remaining follicle develops into a structure called the corpus luteum, which

furlher secretes progesterone and estrogen. These hormones have a negative feedback

effect on the hypothalmus resulting in decreased frequency of the pulsating secretion of

GnRH. This change in the frequency of GnRH causes a decrease in the release of both

FSH and LH. Without these hormones, the corpus luteum begins the process of

degeneration, or atresia, and is now a structure called the corpus albicans. The corpus
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albicans no longer has the ability to secrete progesterone or estrogen, and therefore the

negative feedback loop that prevented the secretion of FSH and LH is removed. lf

fertilization does not occur the lining of the uterus is shed (menstruation), and the

hypothalamus begins to stimulate the anterior pituitary to once again secrete FSH and

LH, which begins the cycle again.

Physiology of Menorrhagia

Underlying medical conditions or pelvic pathology that cause menorrhagia

include endocrine, hematological or anatomical pathology.

As the normal hormonal balance is regulated by the intricate relationship

between the hypothalamus, anterior pituitary and ovaries, any systemic condition

interrupting this communication will disrupt the regulation of menstruation. One systemic

condition that disrupts this communication, possibly resulting in menorrhagia is

hypothyroidism. Although Krassas, Kaitsas, Papadopoulou, Paunkovic, Paunkovic and

Duntas (1999) report that menorrhagia due to hypothyroidism is likely less common than

previously thought, the authors did recognize that with severe hypothyroidism,

menorrhagia is likely a result of anovulation. McCance and Huether (1997) state that

hyperprolactinemia, resulting from an increase in TSH, causes a decease in GnRH and

thereby a loss of LH secretion. The resulting inhibition of progesterone secretion causes

follicular atresia, leading to anovulation. As the pituitary is intricately involved in the HPO

Axis, any pituitary disorders may similarly cause anovulation and result in menorrhagia.

One other systemic condition that influences the menstrual cycle, and may cause

menorrhagia, is liver disease. The liver is responsible for the metabolism of hormones

including estrogen (McCance and Heuthe r, 1997 , pp.1312). Liver disease decreases the

liver's ability to metabolize estrogen, thereby increasing the level of free estrogen. This

build up of estrogen causes over stimulation of the endometrium and results in bleeding

(Brenner, 1996). A build up of estrogen may also occur with adrenal dysfunction as it is
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secreted by the adrenal glands (McCance and Heuther, 1997 pp.716). Again, this build

up will cause the endometrium to become over stimulated, and results in menorrhagia.

As menorrhagia may be a symptom of one of these conditions, the management must

focus on the pathology underlying the presenting menorrhagia.

Similarly, heavy menses rnay be a symptom of an underlying haematological

disorder. Any condition which influences the normal clotting cascade also influences the

body's ability to control blood loss during menses. These conditions include congenital

disorders affecting clotting factors, such as von Willibrand's Disease, as well as platelet

disorders. Another hematologic factor influencing blood loss during menses is bone

marrow disease. The practitioner must also consider any medications the patient is

regularly taking as a possible cause of the menorrhagia. For example, since

anticoagulants increase clotting time, they may contribute to heavy menses.

Finally, an anatomical cause for the heavy bleeding must be considered. lt is

critical that the practitioner ensure that the menorrhagia is not caused by the presence of

neoplasm, fibroids or pregnancy, since the treatment for the bleed may negatively

impact the underlying cause. Other physical causes for abnormally heavy blood loss

include infection, such as pelvic inflammatory disease, or the presence of an intrauterine

contraception device.

It is essential that the practitioner consider these possibilities, and investigate

with appropriate diagnostic tests in order to ensure that the complaint of menorrhagia is

not actually a symptom of an underlying medical condition or pelvic pathology.

Understanding the possible causes of menorrhagia will direct the practitioner to the

appropriate management and help confirm a diagnosis of DUB.

Background to Dysfunctional Uterine Bleeding

Menorrhagia can become a major health issue for women. Continued cyclical

blood loss of greater than 80ml per month can have a profound impact on a woman's
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life, however, the Society of Obstetricians and Gynaecologists of Canada (2001) report

that a monthly blood loss of 60ml can also lead to fatigue and anemia. With the growing

demands on a women's life due to career choices as well as family and friends, fatigue

and difficulties due to heavy menstrual flow is less tolerated (Osei & Critchley, 2005).

It has been stated that "one women's spot is another woman'S clot" (Roy, 1998,

page 59). This discrepancy in normal menstrual loss presents a challenge when

investigating DUB. Ewenstein (1996) reports that there is no practical method to

accurately determine the volume of blood loss. Similarly, Brenner (1996) states that a

women's estimation of blood loss is unreliable. Brenner (1996) also reports that one third

of women who quantitatively lose greater than 80ml of blood per cycle report their

periods as light to moderate. Fudher, Brenner (1996) reports that 1 5o/o of women whose

blood loss has quantitatively been found to be less than 20ml per cycle reported heavy

menses. Similarly, counting the number of soaked tampons or sanitary pads during

menses has been found to be an unreliable indicator of blood loss as different products

have differing absorbencies (Division of Standards and Practice (DOSP) of the American

College of Nurse-Midwives, 2OO2). As a result of this poor correlation, practitioners must

rely on other indicators (Brenner, 1996; Ewenstien, 1996). lndicators such as

menstruation lasting more than seven days, passage of frank blood clots, symptoms of

volume depletion, development of anemia, and socially embarrassing bleeding are

reporled to be fairly reliable indicators of menorrhagia (Ewenstein, 1996; Brenner, 1996;

Division of Standards and Practice of the American College of Nurse-Midwives, 2002).

These symptoms can have a great impact on a woman's ability to continue with her

activities of daily living and can lead to missed days of work.

Management Strategies for DUB

Clinical practice guidelines are used in primary care as tools to identify strategies

for management of various conditions. When accepted by a professional organization,
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these guidelines provide a standard by which health care professionals can base their

practice.

ln the United Kingdom, the Royal College of Oþstetricians and Gynaecologists

(Shaw, Allen, Harpe¡, Hempsall, Hourahane, Rees, Smith & Sutton, 1998) has

developed guidelines for the initial management of menorrhagia, which would apply to

primary care. Similarly, the American Board of Family Physicians has developed a

reference guide for the management of menstrual disorders and dysfunctional bleeding

(Bates, Gill & Johnston 2OO3). ln Canada, the management of DUB for gynaecologists is

outlined in the Clinical Guideline produced by the Society of Obstetricians and

Gynaecologists of Canada (Vilos, Lefebvre & Graves, 2OO1). Further, the British

Columbia College of Physicians and Surgeons (1998) has guidelines for the primary

care management of DUB. However there are no guidelines from the College of

Physician and Surgeons of Manitoba for the management of DUB in the primary care

setting. As a result, the care of the women suffering from DUB varies greatly between

primary care practitioners within Manitoba.

Traditionally, gynaecologists receive many consultations for women suffering

from menorrhagia. Some primary care practitioners perform the necessary investigations

and try several treatment options prior to referral, whereas others refer immediately. This

discrepancy in referrals is not an issue exclusive to Manitoba, but is an international

issue (Warner, Gritchley, Lumsden, Campbell-Brown, Douglas & Murray, 2001).

I mplications for Manitoba

Further complicating the situation are the growing waiting lists for a gynaecology

consultation in Manitoba. The time required from referral to treatment has a great impact

on the effective management of DUB. The Fraser lnstitute reported an average waiting

time in Manitoba of 7.7 weeks for a referral to a gynaecologist in 2005, and an additional

7.1 weeks for treatment from the gynaecologist totalling a 14.8-week wait for patients
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from time of referral to a gynaecologist to treatment. Although the wait time to see a

gynaecologist has decreased in 2005, this drop was only 0.3 of a week, and was the first

decline in wait time for over 6 years. Anecdotally, in Manitoba in 2002, waiting lists were

reported to be closer to 6-8 months. To complicate the issue, The College of Physicians

and Surgeons of Manitoba report that there are only 61 Obstetrician-Gynaecologists

practicing in Manitoba in 2006. Thus limiting gynaecologists available to accept referrals

from family practice, and possibly negatively impacting the length of these waiting lists in

Manitoba.

The time to treatment for a patient could be decreased if primary care

practitioners felt comfortable initiating investigations to rule out serious pathological

issues and attempting treatment options for DUB prior to a referral to gynaecology. With

the increasing length of waiting lists for a gynaecological appointment, and with the

resulting physical and psychological impact being so great, the primary care

management of DUB would be beneficial to women. This can be achieved through a

Clinical Guideline for the primary care management of Dysfunctional Uterine Bleed in

Manitoba.

Conclusion

ln Manitoba, the lack of clear Primary Care Clinical Guidelines for Dysfunctional

Uterine Bleeding leaves the management strategies for this condition unclear. Since

many of the investigations, as well as treatment options, do not require a specialist's

expertise, clinical guidelines will assist in the timely management of many women

presenting with DUB by their Primary Care Practitioners. Concise clinical guidelines will

also provide a clear indication of when it is suitable for the Primary Care Practitioner to

refer to a specialist, and possibly decrease the number of consultations to gynecologists

in Manitoba. However, it is the women who suffer with DUB who will ultimately benefit

from the creation of Primary Care Clinical Guidelines for DUB. As primary care
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practitioners become comfodable with the management of DUB, wait times for treatment

will decrease, and many of the physical and psychological implications of heavy monthly

bleeding can be minimized.

It is the purpose of this practicum project to review clinical guidelines used in

other jurisdictions and clinically analyze them as appropriate to create clinical practice

guidelines for the primary care management of DUB applicable to the Manitoba

population.
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Chapter Two

Literature Review

Family practice practitioners make clinical decisions regarding patient care

regularly, and it is trusted by the patient that these decisions are made using the best

available information (Hayward, Wilson, Tunis, Bass, Rubin, and Haynes, 1993)' This

leaves practitioner with the daunting task of accessing and utilizing the most current and

reliable research available. As it is rare for a clinician to be able to review and critique all

the literature on all the possible conditions seen in practice, clinical practice guidelines

(CpGs) are often relied on to present the literature and guide practice (Goolsby, 2001).

Clinical guidelines have been defined as the systematic presentation of statement

intended to guide practitioners, together with patients, through the process of clinical

decision making in regard to diagnosis and treatment of medical conditions (Vlayen,

Aertgeeds, Hannes, Sermeus and Ramaeker, 2005)'

These clinical practice guidelines are expected to contribute to the ongoing

monitoring of health care outcomes to ensure a high standard of care is provided to

patients. (Berti and Grilli, 2003), and are increasing in number and use at an explosive

rate (Goolsby,2QO1). However, through a search of the literature, it was determined that

there is no standard by which guidelines are developed (Paul and Kleinpell-Nowell,

1999), and as a result the quality of existing guidelines varies greatly (Vlayen,

Aertgeeds, Hannes, Sermeus and Ramaeker, 2005).

Ch aracte ri stics of G u id el i n e s

The purpose of a clinical guideline has been debated in the research. Through

performing a literature review of 1O arlicles Caro (2000) identified three differing views of

clinical practice guidelines. The first is that a CPG will enhance clinical practice by

providing strategies for managing. ln contrast, the second view is that guidelines are

merely a method of disseminating new research. Finally, the third view discussed by
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Caro (2000) is that clinical guidelines are a method of control used by administrators to

minimize the cost of healthcare. This debate looks at the changing view of a practitioner

from a scientist who uses knowledge and research to assess each patient individually,

determining the right diagnosis and the best fit for treatment, to one who solely applies a

guideline to each patient as a "cookie cutter" without considering the individual's

situation. Although Caro (2000) identifies this debate, through the literature review no

clear conclusion is arrived at, but rather it is stated that the appropriate use of clinical

practice guidelines will emerge with time.

Other organizations and authors who have studied CPGs identify the ability of a

practitioner to use a CPG as a tool to help determine a diagnosis and best treatment

option as the most important characteristic of a guideline (Goolsby,2001, Graham,

Calder, Hebert, Carter and Tetroe, 2000, and Paul and Kleinpell-Nowell, 1999). A

guideline must allow for clinicaljudgement. The lnstitute of Medicine (lOM) identifies

clinical flexibility as one of eight characteristics of a desirable guideline (Graham, Calder,

Hebert, Carter and Tetroe, 2OOO). These eight characteristics have been divided into two

categories. This first category focuses on the content of the guideline. The IOM includes

validity and reliability in this category. This means that the guideline does what it says it

does (validity) and the results can be reproduced and interpreted consistently by various

groups (reliability). Also included in the content category is the applicability of the

guideline to the clinical situation and the flexibility to allow the practitioner to use clinical

judgement.

The second category of criteria identified by the IOM refers to the process by

which the guideline was developed. These characteristics include the clarity of the

guideline, the amount of multidisciplinary involvement in the development of the

guideline, the timeliness of scheduled reviews, and finally that there is documentation

around its development.
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The Agency for Health Care Policy and Research (AHCPR) is an agency that

was developed in the United States to improve the quality of health care. This agency

has adopted the characteristics defined by the IOM as those required for an effective

clinicalguideline (Graham, Calder, Hebert, Carter, and Tetroe, 2000).

These characteristics identified by the IOM are consistent with those identified

through a content analysis performed by Graham et. al. (2000). ln this analysis, twelve

guideline evaluation tools were compared. From these tools eleven major common

attributes of a clinical guideline were identified. Overall, these eleven attributes are

remarkably similar to those characteristics outlined by the lOM. Seven of the attributes

compiled from the twelve tools are common to the characteristics identified by the lOM.

These involved methodology, identified as validity and reliability, the content of the

guideline in relation to applicability and flexibility, the use of a multidisciplinary process

for the development, the clarity of the presentation, and finally the need to update the

guideline or provide a scheduled review. Although the IOM acknowledges the method of

documentation as a characteristic, it is not identified by the Grahm et. al.(2000). Through

the critiquing of the twelve guideline appraisal instruments, four additional categories

were identified. These are having a strategy to disseminate the guideline, ability of the

practitioner to implement the guideline, the evaluation process of the guideline, and a

category for residual items that did not fit into any of the identified categories.

Role of the Nurse Practitioner

Over that past 40 years, the role of the nurse practitioner has developed into an

integral part of the health care system (Par1in, 2006). Nurse practitioners have become

unique healthcare providers, incorporating aspects of both nursing and medicine (Partin,

2006).

Throughout the literature, there are common competencies noted that the nurse

practitioner possesses. Foremost is competency in clinical practice. Sidani and lrvine
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(1ggg) use the term practitioner to envelope the clinical practice role, whereas, Grasse

and Nicklin (2001) have developed a more detailed description. They discuss the role as

providing direct care to patients focussing on health promotion and disease prevention,

as well as performing advanced assessments of patients and making clinically sound

decisions. Hameric, Spross and Hanson (2000) have divided this role into two

independent competencies. These are the nurse practitioner working as an expert to

guide patients, families and other healthcare workers, and the competency of making

ethical decisions.

The role of being a consultant or liaison for other health care providers is also

considered a major role for the nurse practitioner (Hameric, Spross & Hanson, 2000).

This role is further defined as working in collaboration within a multidisciplinary team and

acting as a consultant for members within that team (Grasse & Nicklin, 2001). Whereas

Hameric, Spross and Hanson (2000) separate the role of consultant from that of

collaborator.

The competency of research is integral to the nurse practitioner, as they must

utilize and support the advances being made in healthcare ( Grasse & Nicklin, 2001)

This competency is also supported by Sidani and lrvine (1999) and Hameric, Spross and

Hanson (2000) as one of the major competencies a nurse practitioner must hold. Due to

the rapid advances in healthcare it is rare that a practitioner can read and apply all the

research as it is developed. CPGs can provide this information in a succinct and

effective manner (Goolsby, 2OO1) Nurse practitioners can use these CPGs as protocols

to guide practice and apply current evidence'

Similarly, nurse practitioners must be educators, and clinical experts (Grasse &

Nicklin, 2001, and Sidani & lrvine, 1999). This role would rely on the appropriate use of

the available research as they support professional development and act as role model

to other practitioners (Grasse & Nicklin, 2001)'
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Finally, the nurse practitioner must possess the competency of being a leader

and working as an administrator (Grasse & Nicklin, 2001, Hameric, Spross & Hanson,

2000, and Sidani & lrvine, 1999). lt is as an administrator that the nurse practitioner can

act as a change agent to promote professional development and growth (Hameric,

Spross & Hanson, 2000). Grasse and Nicklin (2001) further describe this role as moving

to improve nursing practice and taking a leadership role in developing protocols and

guidelines.

As primary care practitioners, nurse practitioners have used clinical guidelines to

direct practice (Goolsby, 2OO1) ln the United states the use of nurse practitioners is

increasing since the mid 1990's (Paul and Kleinpell-Nowell, 1999). These nurse

practitioners work in a variety of clinical settings, many of which use practice protocols

and guidelines to direct patient care (Paul and Kleinpell-Nowell, 1999). Further, Paul and

Kleinpell-Nowel (1999) state that if the role of the nurse practitioner is to further develop,

there is first a need to develop appropriate clinical guidelines. Although historically

medicine has taken an active role in the development and evaluation of CPGs, the use

of CPGs by nurses is rising as evidence-based practice increasingly becomes the focus

(Thomas, 1999). Therefore the need for nurses to take the lead in developing guidelines

is also increasing.

Guideline Development

The process of developing a CPG is a complex task (Thomson, Lavender

Madhok, 1995). Berti and Grill (2003) identify two basic types of clinical guidelines, those

developed by national groups, and those developed by local groups. Thomas (1999)

also identifies these two guideline categories. Typically local groups work with more

limited resources as compared to the national groups, and as a result may develop

guidelines using a less structured development process. At a local level of development,

a strict, structured process may not be as critical in producing a valuable guideline if the
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guideline is created by synthesizing pre-existing guidelines (Berti and Grilli, 2003). The

Appraisal of Guidelines, Research, and Evaluation in Europe (AGREE) Collaboration

evaluated ten European countries in a number of areas regarding guideline appraisal

and use, including policies on guideline development (Thomason, Cluzeau and

Litteljohns, 2000). The AGREE Collaboration (Thomason et. al. 2000) reported that of

the ten countries, seven had some form of a national policy for guideline development.

Through a literature search no similar policy was found for the development of guidelines

in Canada.

Although Canada has no national policy on guideline development, steps for the

creation of a CPG are outlined in the literature. This chain of development varies within

the literature, but five major categories are addressed. These are the gathering of the

published knowledge, guideline development, dissemination, implementation and finally

evaluation (Thomson, Lavender and Madhok 1995).

pubtished knowledge. Thomson et. al. (1995) preface this step with a step

enti¡ed research. This pre-step covers allthe research that has already been pedormed

on the chosen topic. Choosing to develop a guideline in an area where little is known is

not advised (Thomson et. al. 1995). The research and evidence must be a building block

for the guideline. Thomas (1999) refers to this initial step as the literature search.

Whether called the Published Knowledge or the Literature Search, this step involves the

gathering of evidence from research. This search may include studies on the clinical

setting and the strategies used (Thomas, 1999) or if the development is not starting from

scratch, but being adopted locally from previously developed CPGs, this would include

gathering and critiquing these other guidelines. To critique these guidelines it is

important to have a tool (Thomson, Lavender and Madhok, 1995) The AGREE

(Appraisal of Guidelines, Research, and Evaluation in Europe) instrument has been

developed to assess the quality of a clinical guideline (Thomason, Cluzeau and
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Litteljohns, 20OO). This tool uses the characteristics of an effective guideline to critique

CPGs. The components of this AGREE tool are based on three categories. These were

the dimensions covering the rigor in the development of the guideline, the content and

context of the guideline, and finally the application (Thomason, Cluzeau and Litteljohns,

2OO0) (l think lwould like to include the tool as an appendix here...is that appropriate).

This reliable tool (Berti, and Grilli, 2003), can be used to critique a guideline and it's

applicability at the local level.

Guidetine developmenf. The next step in creating a clinical guideline is the

construction of the guideline. This usually involves a multidisciplinary team of

professionals who have an interest in the issues (Thomas, 1999). There is no one

method of developing a guideline that is superior, and therefore, questions must be

answered before commencing on this task (Thomson, Lavender and Madhok, 1995).

Some of these key questions include clearly defining the subject, the issue and the users

of the guideline. Similarly, there is no single format for presenting the information that

has been gathered, and as a result, the developers must decide what presentation

would best represent the issue in an effective and logical manner (Thomson, Lavender

and Madhok, 1995). A study by the American College of Obstetricians and

Gynaecologists (Farquhar, Kofa, Power, Zinberg, Schulkin, 2002) also discusses the

importance of producing a toolthat is succinct and useful in the practice setting. Ease of

use was identified as a feature of a clinical guideline that influences its applicability.

Farquhar et. al. (2002) reported that guidelines that were simple to follow, and logical

were more likely to be accepted by the practitioners, and influence practice. This may be

due to the current time constraints on a practitioner. A clinical guideline that flows in a

logically and is easy to follow would provide the information in an appropriate and

succinct manner. Strategies that lead to an easy to use, succinct guideline include the

use of algorithms or option lists (Thomson et. al. 1995).
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Dissemination of guidelines. Dissemination is the act of informing the intended

target audience of the presence of the guideline (Thomson et. al. 1995). There are

various methods that can be used to bring these guidelines to the practitioner, which

include publishing it in a professionaljournal, posting the guideline directly to the

practitioner, or using educational seminars and interventions (Thomas, 1999). Farquhar

et. al (2002) identify that the support of the guideline by a professional society increases

the likelihood of use. However, the authors further stated that although this support may

be a usefultool in disseminating the information to the practitioners, it does not

guarantee the acceptance of the guideline, nor a change in clinical practice. Both

Thomson et. al. (1995) and Thomas (1999) state that publication of a guideline in a

professionaljournal has not been the most effective method of dissemination. Rather,

practitioners prefer to have the guideline presented to them in a forum where discussion

can occur (Thomson et. al. 1995 and Thomas, 1999).

lmplementation of guidetines. Dissemination without taking action to ensure the

intended audience incorporates the suggestions is futile. Therefore the implementation

strategies used is the next step in developing an effective clinical guideline. Often, the

implementation strategies can correlate to the dissemination strategies used. For

example, if educational sessions are used as a tool to disseminate the information to the

practitioner, this discussion can also act as an implementation strategy as practitioners

are reported to be more likely to adopt the suggestions into practice (Thomson et. al.

1gg5 and Thomas, 1999). Other suggested effective strategies include providing a

reminder to the practitioner, or including the practitioner in an audit of the guideline

(Thomson et. al. 1995, and Thomas, 1999).

Evaluation. The effectiveness of a clinical practice guideline can be challenged at

any stage of development, and in order to overcome these challenges it is imperative

that evaluation be ongoing in the development process (Thomson et. al. 1995 and
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Thomas, 1999). Further, including those practitioners who remain the target group to

use the CPG in the ongoing audit process increases the likelihood of adopting the

suggestion into practice. These audits provide information on the adherence to the

guideline, as well as draw attention to any Snags in the development process.

Finally, including regularly scheduled evaluations of the guideline is essential to

ensure the data presented is current and reflects the most relevant evidence. (Goolsby,

2001, Thomson et. al. 1995 and Thomas, 1999).

Barriers fo use of clinical guidelines

Publishing a clinical guideline does not ensure that the guideline will be used in

the clinical setting, and the implementation of a clinical guideline does not solely rely on

the information included in the guideline. There have been several barriers to the

implementation of a clinical guideline identified in the literature.

The Journal of Reproductive Medicine has published a study by the American

College of Obstetricians and Gynaecologists (Farquhar, Kofa, Power, Zinberg, Schulkin'

2OOZ) that examined practitioners' awareness of published clinical practice guidelines.

The objective of this study was to determine whether practitioners were aware of the

clinicat practice guidelines, as well as identify aspects that increase the likelihood of, or

limit, its use. By understanding how the practitioners receive the guidelines produced,

the authors identified barriers to their use.

Many of the barriers to the use of a clinical guideline identified by Farquhar et. al.

(ZOO2) reflect characteristics that would influence acceptance of a guideline into practice,

and have been summ arized into two main categories. These are a) features of the

guidelíne itself that act as þarriers to its use, and b) patient factors. One feature of a

guideline that acts as a barrier to its use that was identified by greater than 1Oo/o of

respondents in the Farquhar et. al. (2002) study was the ease of use of the guideline.

Almost twenty{hree percent of all respondents reported that guidelines that did not
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contain a summary of recommendations were more difficult to use. Secondly, twenty{wo

percent reported that the use of a guideline was limited because it was not designed

specifically for the practitioners' clinical setting. Other barriers identified by the

respondents include the lack of an algorithm, as well as those guidelines that were not

readily available to clinicians.

Finally, Farquhar et. al. (2002) also identified many patient factors that influence

the practitioner's use of a guideline. One major factor that influenced the use of a

guideline was the patient preference. Over twenty-six percent of the respondents to the

Farquhar et. al. (2002) study reported that patients request alternative procedures from

those included in the guideline, and this influences the guidelines use.

Another factor identified by the participants of the Farquhar et. al. (2002) study is

the cost of the suggestions in the guideline. The participants reported they were less

likely to follow the recommendations in a guideline if the cost of the intervention to the

patient is not considered, although this may be less of a concern in Canada because of

the medicare coverage.

A final limiting factor reporled by Farquhar et. al. (2002) was the time required to

explain the intervention to the patient. Almost twelve percent of the participants reported

that a guideline that contained interventions requiring extensive explanation to the

patient were less likely to be used in their practice.

A similar study reviewing 76 articles identified barriers limiting the use of a

guideline (Cabana, Rand, Powe, Wu, Wilson, Abboud & Rubin, 1999 and Goolsby,

2001). Lack of awareness of the guideline was identified as one of the primary reasons

practitioners do not utilize a guideline. Cabana et. al. (1999) report that for the majority

(78%) of the guidelines reviewed, over 1 0o/o of the practitioners did not know they

existed. However, even if the practitioners are aware of the existence of the guidelines,

the lack of famiiiarity with the guidelines was an even larger barrier. Further, according to
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Cabana et. al. (1999), making a practitioner aware and familiarwith a CPG and its

suggestions does not guarantee that it will be followed. The lack of agreement with the

guideline is the third barrier identified.

Cabana et. al. (1999) identified the lack of confidence of practitioners in their

ability to perform the suggested behaviour, lack of self-efficacy, as a barrier to the use of

a CPG. Similarly, if practitioners do not believe the suggestion will produce the desired

outcome, they will be less likely to adhere to the CPG. Cabana et. al. (1999) identifies

this barrier as the lack of outcome expectancy.

The final practitioner barrier identified is the inertia of previous practice (Cabana

et. al. 1999). This inerlia refers to the motivation, or lack thereof, of the practitionerto

change.

There are also external barriers to the implementation of a CPG that the

practitioner faces (Cabana et. al. 1999). One of these external barriers is the

presentation of the guideline. Cabana et. al. (1999) reporl that the convenience of the

guideline or ease of use has an impact on whether it is applied to the clinical situation.

Patient related barriers also have been reported to have an impact in the implementation

of a CPG. This type of barrier would include patient preference, with over 10% of the

participants indicating patient related concerns as a barrier (Cabana et. al. 1999).

Finally, issues such as lack of resources, material or liability have been identified as

environmental barriers (Cabana et. al. 1999).

Avaitabte Treatment Options for Dysfunctional Uterine Bleed

Although dysfunctional uterine bleeding is defined as menorrhagia in the

absence of any pelvic pathology (Roy, 1998), in the literature there is no distinction

made for treatment options. Rather, treatment options are discussed in terms of medical,

or less invasive interventions, to surgical, or more invasive interventions.
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The least invasive method to treat menorrhagia is drug therapy (Osei & Critchley,

2005). Nonsteroidal anti-inflammatory drugs (NSAIDs) are the first choice in treatment of

menorrhagia (Rosenfeld, 1996). The effect they have on menstrual bleeding is due to

their effect on prostaglandins. Rosenfeld (1996) reported that women diagnosed with

menorrhagia typically have three times more 6-ketoprostaglandin than those who do not

complain of menorrhagia. The NSAIDs effect on the endometrial tissue causes an

increase in platelet aggregation and vasoconstriction of the uterus (Rosenfeld, 1996).

This all contributes to a decrease in blood loss during menses' A study of two

medications from the NSAID class reported a reduction in menses by 46-4Tpercent

(Rosenfeld, 1996). Since these medications do not have any hormonal effects and a low

incidence of reported side effects, they have become the initial treatment of choice (Osei

& Critchley, 2005 and Rosenfeld, 1996).

Although not an NSAID, tranexamic acid is also a non-hormonal treatment option

in managing DUB (Osei & Critchley, 2OO5 and Rosenfeld, 1996). This antifibrinolytic

agent inhibits the activation of plasminogen (Compendium of Pharmaceuticals and

Specialties, 2000). By inhibiting the transformation of plasminogen to plasmin, the

antifibrolytic action is halted and menstruation is limited. Osei and Critchley (2005) report

that, although the majority of studies have found no increase in the risk of a

thrombogenic event when using tranexamic acid, a practitioner must be aware of the

potential for this side effect.

Hormonal therapies have also been found to be effective in the treatment of

DUB. The oral contraceptive pill (OCP) is an option for those women suffering from

menorrhagia and not seeking immediate fertility, as it decreases menstrual loss over

months (Rosenfeld, 1996). A Cochrane Review pedormed by lyer, Farquhar and Jepson

(2006) concluded that, although the study was small, there were no differences in the
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amount of reduced blood loss experienced between study groups treated with OCP

versus the NSAIDs studied or Danazol (androgen).

Another type of hormonal therapy used to treat DUB is progesterone derivatives.

ln the United Kingdom suggested progesterone derivatives include norethisterone

(Micronor), which is under the same monograph as norethindrone in Canada

(Martindale ,2002) medroxyprogesterone acetate (Depo-provera) or the levonorgestrel-

releasing intrauterine system (LNG-IUS) (Osei & Critchley, 2005). Both

noreth isterone/norethi ndrone a nd medroxyprogesterone acetate act on the

Hypothalamic-Pituitary-Ovarian Axis (HPO axis), to limit follicular maturation and thus

impacting menstruation (Compendium of Pharmaceuticals and Specialties, 2000).

However, due to the possible side effects of these medications including the effect on

bone density, these medications are not the primary treatment choice (Osei & Critchley,

2005 and Rosenfeld, 1996). The LNG-IUS, in contrast, has become a first line treatment

option ((Osei & Critchley, 2005). The LNG-IUS is a device that exposes the uterus

locally to exogenous progesterone, and thereby causes a decrease in the proliferation of

endometrium and a decrease in menstrualflow. (Osei & Critchley, 2005). Reid, and

Virtanen (2005) report that, although both the NSAID, mefenamic acid, and the LNG-IUS

reduce menstrual loss, the LNG-IUS surpasses the benefits of mefenamic acid in

treating menorrhagia. Wildemeersch and Rowe (2004) studied the effects of LNG-IUS

on menorrhagia, and report that it is a "highly effective, long-acting and reversible"

(Wildemeersch & Rowe, 2004, pg 471) treatment option.

It is noteworthy that selective progesterone receptor modulators (SPRM) and

progesterone antagonists also decrease blood loss due to menstruation. Although the

mechanism is not fully understood, this reduced blood loss is due to the antiproliferative

effect of the progesterone antagonist or SPRM on the endometrium (Osei & Critchley,

2005).
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Throughout the literature Danazol has also been identified as a treatment option

for DUB (lyer, Farquhar & Jepson, 2006, Osei & Critchley, 2005 and Rosenfeld, 1996).

Danazol is an androgen, and results in an increase of free testosterone (Need, Forbes,

\Ailazzo & McKenzie,1992). Although it has been reported that there are benefits to

using Danazol in the treatment of DUB, there is a high discontinuation rate due to side

effects, and this ultimately has limited its use (Osei & Critchley, 2005).

When medical treatments are unsuccessful, or not chosen, the alternative

therapy is surgical. Although not a cure, dilatation and curettage will temporarily treat

menorrhagia (Rosenfeld, 1996). Endometrial ablation involves the complete destruction

of the endometrial tissue (Carlson, Eisenstat, Frigoletto and Schiff, 2002), and can be

performed using various methods. These include lasers (Carlson, Eisenstat, Frigoletto

and Schiff, 2QO2), thermal balloons, and electronic rollerball process (Mousa, Abou El

Senoun & Mahmood, 2001). The use of endometrial ablation resulted in 79 percent

satisfaction rate with the improvement in menstrual loss by those who unden¡uent the

treatment (Mousa, Abou El Senoun & Mahmood,2001).

Finally, a hysterectomy is the most invasive but also curative treatment for DUB

(Rosenfeld, 1996). However, because of the finality of the treatment, and the body

image issues that are associated with such a drastic treatment, a hysterectomy may not

be the treatment of choice even if fertility is not an issue (Rosenfeld, 1996).

Guidelines Available for Dysfunctional Uterine Bleed

lnternational guidetines. Dysfunctional Uterine Bleed (DUB) is an issue not

specific to Canada, but rather an international concern. Therefore a literature review was

done focussing on clinical guidelines used internationally and nationally, as well as those

published in textbooks.

Through searching for international guidelines discussing the management and

treatment of DUB guidelines were found from Australia and the United Kingdom as well
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as the United States. Although these guidelines do eventually discuss the issue of

dysfunctional uterine bleed, the issue is not clearly identified in the title. This will impact

the usefulness and ease of use of each guideline. The Acta Obstetricia et Gynecologica

Scandinavica (Oehler & Rees, 2OO3) in collaboration with the University of Sydney and

the University of Oxford has published a clinical guideline for the management of

menorrhagia. Although this guideline is identified as specific to menorrhagia, the

diagnostic discussion and treatment options are for menorrhagia with no pelvic

pathology, which by definition is DUB. The ability of a practitioner to use this guideline in

practice is also affected by the suggestions presented. Although this guideline is

inclusive, the vastness of the suggestions present a limitation, since it is not clear to the

practitioner which interventions are intended to be first line and at what point referral to a

specicialist is necessary.

Similar to the guideline published by the Acta Obstetricia et Gynecologica

Scandinavica (Oehler & Rees, 2003), the Royal College of Obstetricians and

Gynaecologists has also developed a clinical guideline for the management of

menorrhagia. This guideline, the National Evidence-Based Clinical Guidelines; The lnitial

Management of Menorrhagia (Shaw, Allen, Harper, Hempsall, Hourahane, ReeS, Smith

& Sutton, 1g98) also discusses menorrhagia in the absence of any pelvic pathology. By

including suggestions for diagnosis and treatment of heavy bleeding in the absence of

pelvic pathology, the authors have addressed the issue of DUB without identifying it. As

the lack of clear identification by the Acta Obstetricia et Gynecologica Scandinavica

limited the use of their guideline, so is this guideline limited.

The American Board of Family Practice (ABFP) publishes guidelines with the

intent to provide the family physician with specific criteria to assess patients presenting

with a particular complaint (Bates, Gill & Johnston 2003). One of the guidelines the
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ABFP has prepared is guide for the management of menstrual disorders, including

dysfunctional uterine bleeding.

Similar to the other international guidelines found though a literature search, the

guideline produced by the ABFP does not specifically identify management of DUB, but

rather includes it in a general guideline for menstrual disorders. However, contrary to the

other international guidelines found, this one is identified for use in family practice. This

applicability is challenged, however, as the investigations and treatment options

suggested are not restricted to those that are relevant to the primary care practitioner.

Finally, a literature search was done of the American College of Obstetricians and

Gynaecologists (ACOG), where despite being referred to as a resource for practitioners,

no guideline specific to Dysfunctional Uterine Bleeding was found, rather the ACOG has

published a practice bulletin for the management of anovulatory bleeding (Stovall, 2000)

Nationat guidetines within Canada. The management of Dysfunctional Uterine

Bleeding has been addressed by the Society of Obstetricians and Gynaecologists of

Canada (SOGCXVilos, Lefebvre & Graves, 2001). Although some of the suggested

investigations and treatments would be appropriate for the primary care practitioner to ,

initiate, others reflected the ability of a physician specialized in gynecology. The

guideline did not address this as a limitation, nor did it provide a clear identification of

when referralto a specialist would be appropriate. Rather, the guideline identified the

diagnostic and treatment options, leaving the individual practitioners to determine their

own level of comfoft and whether referralwas warranted. This lack of clear direction for

implementation of the guidelines may have been due to the fact that the SOGC

represents a speciality, and this particular guideline was not specifically intended to be

used by primary care practitioners.

There were no guidelines found by reviewing the literature that were developed

or published by a national regulating body for primary care practitioners. Rather, each
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province has been independent in providing a primary care guideline for DUB. ln

Manitoba, the College of Physicians and Surgeons (CPSM) has not developed a

guideline for wide use by primary care practitioners. CPSM has, however, has made

reference available for its members to access the guideline developed for use in British

Columbia (1998). Although this guideline does not address Dysfunctional Uterine

Bleeding as an independent gynecological issue, it does include a definition of DUB and

how it relates to menorrhagia.

C¡nicat guidetines in textbooks. Another resource for practitioners to access

guidelines to help in the diagnosis and management of DUB is textbooks. However,

when accessing these resources, the same limitations become apparent. Uphold and

Grahm (1998) does not identifiy dysfunctional uterine bleeding individually, but like many

of the other guidelines includes it in the management of menorrhagia. By not

distinguishing DUB from other forms of menorrhagia, the use of the guideline may be

limited as it may be more difficult to access. Robinson, Kidd, and Mangus-Rogers (2000)

by comparison, does devote an entire chapter to the management of DUB, making

access to this guideline much easier. Thé practitioner can easily access the textbook,

and gather information on the diagnostic strategies as well as treatment options'

Conclusion

The management of dysfunctional uterine bleeding can þe initiated in primary

care, however within Manitoba there are no clear guideline to assist the practitioner with

these clinical decisions. The development of a clinical practice guideline specific to the

primary care practitioner in Manitoba, based on the evidence, would influence the

management of DUB, decrease the waiting time to treatment, and ultimately have a

positive impact on a women's life.
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Chapter Three

Methodology

The goals of clinical practice guidelines are to influence the practitioner, to act as

a continuing education toolto disseminate rapidly changing information, and to maintain

professional standards of care (Farquhar, Kofa, Power, Zinberg & Schulkin,2Q02).

However, in order to achieve these goals, the practitioner must view the guidelines as

applicable and useful. Therefore, the most important thing to consider when creating a

clinical practice guideline (CPG) is its applicability and usefulness to the practitioner. The

goal of this practicum project was to create a clinical practice guideline that could be

used to influence practice in Manitoba. ln order to create a guideline that would

accomplish this goal, there were three aspects that had to be considered: the

development, dissemination and evaluation of the CPG. Although all areas are equally

important to ensure that the guideline is useful, for the purposes of this practicum project

the focus was on the development of the guideline.

Guideline Development

lnitially, a review of the literature was done to gather information from various

sources on availability and accessibility of clinical guidelines for the management of

DUB. The automated databases that were used to gather these guidelines included

CINAHL, Medline, PubMed and the Cochrane Library of Systematic Reviews. However,

the search was not limited to these databases, and other sources included the College

of Physicians and Surgeons of Manitoba, College of Physicians and Surgeons of British

Columbia, and the Society of Obstetricians and Gynaecologists of Canada. As identified

earlier, the management of DUB is not an issue isolated to Canada, but rather, is of

international interest. Therefore international sources included the Royal College of

Obstetricians and Gynaecologists and the American Board of Family Practice. Finally, a
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search of textbooks from one clinical setting was performed, and each text reviewed for

applicable clinical guidelines published about DUB.

Similarly, a review of the literature was done to find information on the

development of CPGs and the critiquing of clinical guidelines. This search also used the

automated databases of CINAHL, Medline and the Cochrane Library. Keywords used in

this search were: clinical guidelines/review, clinical guideline/ critique, and synthesis of

clinical guidelines.

Through reviewing the literature on how to critique clinical practice guidelines,

key elements that influence the use of a guideline were identified. These common key

elements were combined into one checklist. The guidelines identified in the literature

review were then compared and analyzed according to this checklist. Following the

critique of the available guidelines, a clinical practice guideline was developed through

the synthesis of the guidelines that are in current practice and found by the literature

review. The result is a compilation of the recommendations made by the various

guidelines.

The intent of this clinical practicum is to provide a guideline for the primary care

practitioner in the management of DUB. The guideline provides a brief written summary

on the history of DUB, appropriate clinical investigations and treatment options. Although

the intent of the guideline is to provide evidence based interventions for the practitioner,

it has been noted by Farquhar et al (2002) that a practitioner is more likely to utilize a

guideline if it is flexible. This flexibility is reflected in the ability of the practitioner to apply

clinicaljudgement and experience, rather than simply following the step-by-step direction

of a guideline. Since it has been reporled that guidelines that do not contain some form

of a summary are more difficult to use (Farquhar el. a|.2002) this guideline will include a

quick reference summary of the recommendations. This summary is in the form of a
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desktop algorithm, systematically outlining the steps recommended to be taken when

gathering a patient's menstrual history, diagnostic testing to rule out pathological issues

for the bleeding, treatment options, as well as suggestions of when referral to a

gynaecologist is necessary.

Although the target setting for application of this guideline are primary care clinics

in Manitoba, making the target audience the primary care practitioner, the patient must

also be considered when developing a CPG. Since one of the major factors influencing

the use of a CPG is the patient them self (Farquhar et al 2002), patient explanation and

input must also be considered. Therefore an adaptation of the desktop algorithm was

formatted using layperson's language, and provided as a handout for the patient. This

handout acts as a tool to help the patient understand the treatment options, as well as

the plan for her care.

The patient's input is also needed in the assessment of monthly blood loss. As

stated in chapter one, it has been reported that DUB is defined both subjectively and

objectively. However, it was also stated that a woman's estimated blood loss was

unreliable (Brenner, 1996). Therefore, a toolwas developed to help accurately report to

the practitioner the amount of monthly blood loss. This tool is a compilation of existing

tools found in the literature. The intent of both the patient handout and blood loss

assessment tool is to provide a sense of autonomy for the patient, and allow her an

active roll in the treatment plan.

Dissemination and Evaluation

Dissemination of the guideline and patient handout would be the next step in

implementing a new guideline. This would include distributing the guideline to primary

care clinics for use by physicians and nurse practitioners. Although the dissemination of

the guideline is beyond the parameters of this practicum project, a few key things to
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consider when disseminating a clinical guideline were identified in the literature.

Farquhar et al (2Q02) reported that clinicians were more likely to use a clinical guideline

if it were supported by a specialty society, such as the SOGC. The support of an

appropriate specialty group could also be useful in disseminating the guideline if

approval for print in their professional publication were obtained. Publication in this

manner would also address the issue of accessibility, which also influences the use of a

guideline according to Farquhar et al (2002). Finally, since this guideline is intended for

use in the primary care setting in Manitoba, dissemination might also include involving

the College of Physicians and Surgeons of Manitoba, perhaps by having it added to their

online database of CPG's.

The final step in creating a clinical guideline is evaluation. ln order to ensure that

a CPG remains useful it must be evaluated on a regular basis. Since advances in

research are continuous, the treatment options for medical conditions are constantly

changing. Therefore, to ensure that the recommendations made in the clinical guideline

continue to be based on the current research, regular review of the suggestions is

mandatory. Similarly, the usefulness of the guideline should be reassessed. This may be

done though communication with the practitioners that would be using the guideline.

Unfortunately, this task of evaluation, although a major aspect in creating a clinical

guideline, is also beyond the parameters of this practicum project. Further consideration

for both dissemination and evaluation would have to be made if this guideline would be

implemented in the clinical setting.

Conclusion

The goal of this practicum project was to create a Clinical Practice Guideline for

the primary care management of DUB/menorrhagia in Manitoba. This guideline is a

compilation of the current relevant guidelines and literature. However, the dissemination
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of the guideline produced, as well as the continuing evaluation will not be included in this

practicum project. Although these are valuable steps in the creation, they are beyond the

scope of this project but would be suggested if the developed guideline were to be

implemented in Manitoba.
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Chapter Four

Creating a Clinical Guideline

G uideline Assessme nt Tool

Assessment of a clinical guideline is a key element to using guidelines. The

practitioner must evaluate each guideline to ensure that it is both reliable and applicable

to the clinical setting. Through the literature review it became evident that the issue of

assessing a clinical guideline is an international issue. Although many countries have

developed tools to assist practitioners in assessing clinical guidelines, Canada has no

standardized tool. ln Europe, the Appraisal of Guidelines for Research and Evaluation

(AGREE) Collaboration was developed to evaluate ten European countries on their

policies regarding the use and development of clinical guidelines (The AGREE

Collaboration, 2001). The end result of this collaboration was a tool used to assist in the

development and evaluation of clinical guidelines. This tool is comprised of 23 questions

in six categories, or domains, each focussing on a separate aspect of a quality guideline.

The six domains address the scope and practice of a guideline, the amount of

stakeholder involvement, the rigour of development, the clarity in the presentation, the

applicability of the guideline, and the editorial independence. Each of these domains

reflects a desirable characteristic of a quality guideline, and allows the appraiser to score

a guideline, using a likert scale, on each characteristic.

Characteristics of a high-quality, clinical guideline have been identified in the

literature by several additional research groups. The lnstitute of Medicine (lOM), the

Agency for Health Care Policy and Research (AHCPR) and a review of twelve guideline

evaluation tools identify the same basic characteristics (Graham, Calder, Hebert, Carter,

and Tetroe, 2OOO). These characteristics are remarkably similar to those used in the

AGREE lnstrument (The AGREE Collaboration, 2001). The first domain addressed by
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the AGREE lnstrument deals with the scope and practice of the guideline. Within this

domain, the auditor of the guideline is presented with questions regarding the overall

objectives of the guideline, as well as the specific clinical question being addressed, and

the target population of interest. The lOM, AHCPR, and the review of twelve additional

evaluation tools include these questions in the characteristic of applicability of the

guideline to the clinical setting.

The second domain discussed by the AGREE evaluation tool is the amount of

stakeholder involvement. ln this domain, the AGREE lnstrument has addressed the

issue of multidisciplinary involvement. This issue was also identified by Graham, Calder,

Hebert, Carter, and Tetroe (2000) to be a required characteristic for a quality guideline.

However, in this domain the AGREE lnstrument also includes questions addressing the

validity of the guideline. The lOM, AHCPR, and the review of twelve additional

evaluation tools, by comparison, identify validity as an independent characteristic. Within

this domain, the AGREE lnstrument includes the patient as a major stakeholder, and as

such, includes a question for the auditor on the flexibility of the guideline to adapt to the

patient's preferences. The AGREE lnstrument, however, does not take into account the

practitioners preferences, or address flexibility in the guideline for the practitioner.

The characteristics identified in the literature review of reliability, timeliness of

scheduled reviews/evaluation process and documentation regarding the development of

a guideline are all addressed by the AGREE lnstrument within the domain of rigour of

development. This domain is the largest of the six within the tool, consisting of seven

questions involving the methodology of the guideline development, the evidence

supporting the recommendations, and the issue of evaluation.

The clarity of the guideline influences the ability to apply a guideline to a clinical

setting. The lOM, AHCPR, and the review of twelve additional evaluation tools all

identified the clarity of a guideline as a critical characteristic. The AGREE lnstrument
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addresses this issue in a separate domain. Also within this domain the AGREE

lnstrument directs the appraiser to evaluate the guideline on how it deals with the

challenges of implementation. The ability of the practitioner to implement the

recommendations was also addressed in the literature as a characteristic of an effective

guideline (Graham, Calder, Hebert, Carter, and Tetroe, 2000).

The final two domains of the AGREE lnstrument are the applicability domain, and

the editorial independence domain. These two remaining categories address whether

barriers to the use of the guideline and specific monitoring criteria are clearly identified,

as well as drawing the appraiser's attention to any conflicts of interest that may impact

the usefulness of the guideline.

Through reviewing the AGREE lnstrument, and the characteristics identified by

the lOM, AHCPR, as well as the twelve additional evaluation tools (Graham, Calder,

Hebert, CaÉer, and Tetroe, 20OO), the only characteristics not addressed by the AGREE

tool are the issues of flexibility of the guideline to allow for clinical judgement and

strategies for disseminating the guideline. With the addition of these two characteristics

to the AGREE lnstrument, a comprehensive tool can be developed to assist auditors or

developers of clinical guidelines to ensure that all the essential characteristics of a

quality guideline are included. Therefore, the AGREE lnstrument, with the addition of

questions evaluating these two characteristics, will be used as part of the evaluation of

each of the clinical practice guidelines identified by the literature review.

Provincial Clinical Practice Guidelines for DUB

Cottege of Physicians and Surgeons of Manitoba. The College of Physicians and

Surgeons of Manitoba have no clinical practice guidelines for the primary care

management of dysfunctional uterine bleeding. lnstead of publishing specific guidelines

for Manitoba, the college has posted on its website a reference to the guideline for the
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management of menorrhagia created by the College of Physicians and Surgeons of

British Columbia (CPSBC).

The Cottege of Physicians and Surgeons of British Columbia. The purpose of the

guideline developed by the CPSBC is to summarize the current treatment options for

menorrhagia. The authors also state that in the absence of gynaecological or systemic

cause for the excessive bleeding, it may be called dysfunctional uterine bleeding. By

including DUB in the definition of menorrhagia, the authors imply that the

recommendations are intended for the management of dysfunctional uterine bleeding.

Diagnostic tests that are suggested by the authors include a brief statement

recommending testing for anaemia, but do not address any clinical presentations that

may be suggestive of an underlying medical condition that may be responsible for the

bleeding. Further investigations recommended by the college include evaluating the

endometrial lining in patients over 40 years of age, primarily by dilation and curettage.

This suggestion is not a procedure that can be performed by a primary care practitioner,

and therefore would require investigation by a specialist, further delaying treatment. The

suggestion of dilation and curettage is somewhat confusing as the authors follow this

recommendation by stating that other less invasive diagnostic methods may be used.

The treatment options are discussed in a separate section, and are organized

into Drug or Surgical Treatments. The recommended drug treatments are well within the

scope of the primary care practitioner. They are categorized into drug classes, and

provide the reader with several specific medications in each class. By providing this

information the practitioner can choose an appropriate medication for the individual

patient. Although the CPSBC include several drug classes, they do not rate them in any

order, which might have suggested first, second and third line treatments. Therefore, the

choice of medical treatment, NSAIDs versus synthetic progestins and

estrogen/progesterone iombinations, are left up to the practitioner. Further, the date that
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the guideline was created is not included in the publication, nor is any suggestion for

continued evaluation of the guideline. Possibly as a result, the guideline appears to be

outdated in its recommendation regarding the use of a hormone releasing lUD. At the

time of publication, the CPSBC guideline states that the levonorgestrol IUD was not

available for general use. This is no longer the case, as it has been approved for use in

Canada.

Finally, the discussion of surgical therapies for menorrhagia is included in the

guideline, even though these treatments would be beyond the scope of the primary care

practitioner. The authors do not provide any indications when surgical treatment or

referral is necessary, but rather recommend that the "physician should offer at least one

course of recommended drug therapy before consideration of surgical treatment'"

(College of Physicians and Surgeons of British Columbia, page 4).

The supporting evidence for the suggestions made by the CPSBC are not

included for each recommendation, but rather it is stated that the recommendations were

based on other reputable guidelines, and that a literature search was performed

regarding possible medical treatments. They did, however, include a statement that the

guideline fits the format recommended by the Canadian Medical Association, and was

validated using the criteria set out by the United States lnstitute of Medicine. Although it

is evident that the college used severaltechniques to ensure the recommendations were

evidence based, the guideline itself would be more credible, and therefore useful, if

accepted levels of evidence were assigned to each of the recommendations'

Overall, the suitability of this guideline to the primary care setting would be

increased if it focussed on diagnostic and treatment options that were available to the

primary care practitioner. Similarly, the usefulness would be improved if it were made

clear in the guideline when referral to a specialist is necessary. Finally, although the

CpSBC recognizes the difficulty in accurately assessing menstrual loss, they do not
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provide any tools to assist with assessing blood loss. Although the information in the

guideline may be valuable, it is entirely in text form, and does not report any of the

supporting evidence. By presenting the guideline in a way that would be make an easy

reference, and providing the sources of evidence supporting the recommendations, the

overall usefulness of this guideline would increase.

Assessme nt using modified AGREE instrument (AGREE Collaboration, 2001 ,

and Graham, Calder, Hebert, Carter, and Tetroe, 2000).

Scope and Purpose

1. The overall objective(s) of the guideline is (are) specifically described'
StronglyAgree ! 3 2 1 StronglyDisagree

2. The clinical question(s) covered by the guideline is (are) specifically described.
StronglyAgree 4 3 2 1 StronglyDisagree

3. The patients to whom the guideline is meant to apply are specifically described
StronglyAgree 4 3 ? 1 StronglyDisagree

Stakeh olde r I nv olv e me nt

4. The guideline development group includes individuals from all the relevant
professional groups.
StronglyAgree 4 3 2 1 StronglyDisagree

5. The patients'views and preferences have been sought.
StronglyAgree 4 3 2 1 StronglyDisagree

6. The target users of the guideline are clearly defined
StronglyAgree 4 3 Z 1 Strongly Disagree

7. The guideline has been piloted among target users
StronglyAgree 4 3 2 1 Strongly Disagree

Rigour of Development

8. Systematic methods were used to search for evidence.
StronglyAgree 4 I 2 1 StronglyDisagree

9. The criteria for selecting the evidence are clearly described.
StronglyAgree 4 3 2 1 StronglyDisagree

10. The methods used for formulating the recommendations are clearly described
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StronglyAgree 4 E 2 1 StronglyDisagree

11. The health benefits, side effects and risks have been considered in formulating the

recommendations.
Strongly Agree 4. 3 2 1 Strongly Disagree

12. There is an explicit link between the recommendations and the supporting

evidence.
StronglyAgree 4 3 Z 1 StronglyDisagree

13. The guideline has been externally reviewed by experts prior to its publication.

StronglyAgree 4 3 2 1 StronglyDisagree

14. A procedure for updating the guideline is provided'
StronglyAgree 4 3 2 L Strongly Disagree

Clarity and Presentation

15. The recommendations are specific and unambiguous.
StronglyAgree 4 3 2 1 StronglyDisagree

16. The different options for management of the condition are clearly presented

StronglyAgree 4 3 Z 1 StronglyDisagree

17 . Key recommendations are easily identifiable'
StronglyAgree 4 3 2 t Strongly Disagree

18. The guideline is supported with tools for application
StronglyAgree 4 3 2 L Strongly Disagree

Applicability

1g. The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 2 L StronglyDisagree

20. The potential cost implications of applying the recommendations have been

considered.
StronglyAgree 4 3 2 ! StronglyDisagree

21.The guideline presents key review criteria for monitoring and/or audit purposes

StronglyAgree 4 3 2 ! StronglyDisagree

Ed itori al I n de p e n de n ce

22.The guideline is editorially independent from the funding body.

StrònglyAgree 4 3 2 ! StronglyDisagree

23. Conflicts of interest of guideline development members have been recorded

StronglyAgree 4 3 2 ! StronglyDisagree
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Additional Domain

24. Allows for flexibility based on clinicaljudgement
StronglyAgree 4 E 2 1 Strongly Disagree

25. Suggests strategies for dissemination.
StronglyAgree 4 3 2 ! Strongly Disagree

National Clinical Practice Guidelines for DUB

Within Canada, the Society of Obstetricians and Gynaecologists of Canada

(SOGC) has published a clinical practice guideline for the management of Abnormal

Uterine Bleeding. The goal of this guideline is to provide recommendations, based on

current evidence, for the management of abnormal uterine bleeding. Within the definition

of abnormal uterine bleeding, the authors include dysfunctional uterine bleeding as

typically heavy prolonged bleeding with no underlying pelvic pathology or medical

condition. Unlike the definition by Uphold and Grahm (1998) this definition is widely

accepted.

The SOGC discusses obtaining a menstrual history from the patient to help

determine whether the abnormal bleeding is due to ovulatory or anovulatory cycles, as

well symptoms that would be suggestive of other pathologies. However, the authors do

not address the discrepancies between reported blood loss and actual bleeding, nor

suggest a tool to objectively gather data.

During the discussion sections included in this guideline, the SOGC addresses

several diagnostic techniques that would be useful for the practitioner. However, not all

are appropriate for the primary care practitioner. The authors suggest blood tests that

would help diagnose anemia, as well as other tests if the clinical presentation supports

investigation. Ordering and performing these diagnostic tests would be within the scope

of a primary care practitioner. Further investigations suggested by the authors include an
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assessment of the endometrium, and assessment of risk for endometrial cancer. The

SOGC state that routine endometrial sampling is not supported by the research but

rather after assessing a patient's risk factors for endometrial carcinoma, sampling may

be indicated. To assist with assessing the need for endometrial sampling, the authors

have included a table outlining the factors that increase the risk of carcinoma. This table

could act as a reference guide for the practitioner. ln Manitoba, endometrial biopsy is

within the scope of practice of primary care physicians. However, some may not be

comfortable performing this procedure. Further sampling techniques discussed by the

SOGC, such as hysteroscopically-directed sampling or dilatation and curettage, would

require referralto a specialist.

When discussing the treatment options for abnormal bleeding, the authors begin

with the least invasive medical management. This suggests that the practitioner begin

with non-invasive treatment before initiating more aggressive options, such as

endometrial ablation or hysterectomy. As the treatment options become increasingly

aggressive, the primary care practitioner, if using this guideline, would have to determine

their own comforl level with the intervention, and refer when appropriate. As this

guideline is intended for gynaecologists, it does not identify when referral from the

primary care practitioner is necessary.

Although the discussion regarding possible therapies is entitled "Treatment of

abnormal uterine bleeding", the recommendations are for abnormal uterine bleeding in

the absence of an underlying pathology or medical condition, and therefore meet the

definition of dysfunctional uterine bleeding. Similar to other guidelines, the usefulness of

these suggestions for treatment would be increased if the title accurately reflected the

focus of the discussion.

The SOGC has increased the credibility of this guideline by basing all the

recommendations on the available research. The authors have not only included a
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summary of the levels of evidence supporting the recommendations, but also the list of

databases that were used to gather the information. The supporting evidence for each

suggestion was included in the discussion of the treatment options, but also listed in the

in the table summ arizing the recommendations. Where levels of evidence were not

included the authors identified what type of research the suggestion was based on, such

as randomized control trials, as well as reference to the article reporting the results.

However, it is not clear as to why some of the suggestions are given a designation

reflecting the quality and classification of the evidence, and others merely state that the

recommendation is based on research.

The overall usefulness of this guideline in the primary care setting is limited

because its intended audience is gynaecologists. However, the primary care practitioner

may find many of the recommendations useful. As not all of the recommendations can

be applied to primary care, and the authors do not identify when referral to a specialist is

indicated, the practitioner must understand when the suggested treatment or test is

beyond the scope of primary care. lncluding indications for referral beyond primary care

would increase the applicability of this guideline to the primary care setting. Similarly,

including specific medications and dosages, would also increase the ease of use in

primary care.

This guideline does summarize the recommendations with levels of supporting

evidence, into seven points, which makes finding the information easier. However, not all

of the suggestions are included within these seven points. The suggestions regarding

the medical management are omitted from this summary, and therefore, might be

missed if the guide were used as a quick reference tool. Therefore, although this guide

contains valuable information for the diagnosis and management of dysfunctional uterine

bleeding, its applicability to primary care is limited.
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Assessme nt using modified AGREE instrument (AGREE Collaboration, 2001 ,

and Graham, Calder, Hebert, Carter, and Tetroe, 2000)

Scope and Purpose

1. The overall objective(s) of the guideline is (are) specifically described.
Strongly Agree 4. 3 2 1 Strongly Disagree

2. The clinical question(s) covered by the guideline is (are) specifically described.
StronglyAgree 4 3 Z 1 StronglyDisagree

3. The patients to whom the guideline is meant to apply are specifically described
StronglyAgree 4 3 2 1 StronglyDisagree

Stake h olde r I nv olve m e nt

4. The guideline development group includes individuals from all the relevant
professional groups.
StronglyAgree 4 3 2 1 StronglyDisagree

5. The patients'views and preferences have been sought.
StronglyAgree 4 3 2 ! StronglyDisagree

6. The target users of the guideline are clearly defined
StronglyAgree ! 3 2 1 Strongly Disagree

7. The guideline has been piloted among target users
StronglyAgree 4 3 2 1 Strongly Disagree

Rigour of Development

8. Systematic methods were used to search for evidence.
StronglyAgree 4 3 2 1 StronglyDisagree

L The criteria for selecting the evidence are clearly described.
Strongly Agree 4. 3 2 1 Strongly Disagree

10. The methods used for formulating the recommendations are clearly described
StronglyAgree 4 3 Z 1 StronglyDisagree

11. The health þenefits, side effects and risks have been considered in formulating the

recommendations.
StronglyAgree 4 3 2 1 StronglyDisagree

12. There is an explicit link between the recommendations and the supporting
evidence.

StronglyAgree 4 3 2 1 StronglyDisagree

13. The guideline has been externally reviewed by experts prior to its publication
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StronglyAgree 4 3 2 1 StronglyDisagree

14. A procedure for updating the guideline is provided
StronglyAgree 4 3 2 t Strongly Disagree

Clarity and Presentation

15. The recommendations are specific and unambiguous.
Strongly Agree 4. 3 2 1 Strongly Disagree

16. The different options for management of the condition are clearly presented

StronglyAgree ! 3 2 1 StronglyDisagree

17 . Key recommendations are easily identifiaþle
StronglyAgree 4 3 2 1 Strongly Disagree

18. The guideline is supported with tools for application
StronglyAgree 4 3 2 t Strongly Disagree

Applicability

1g. The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 2 L StronglyDisagree

20. The potential cost implications of applying the recommendations have been

considered.
StronglyAgree 4 3 2 ! StronglyDisagree

21.The guideline presents key review criteria for monitoring and/or audit purposes

StrónglyAgree 4 3 Z 1 StronglyDisagree

Ed itori al I n dep e n d e n ce

22.fhe guideline is editorially independent from the funding body.

StrônglyAgree 4 3 2 ! StronglyDisagree

23. Conflicts of interest of guideline development members have been recorded.

StronglyAgree 4 3 2 ! StronglyDisagree

Additional Domain

24. Allows for flexibility based on clinicaljudgement.
StronglyAgree ! 3 2 1 Sirongly Disagree

25. Suggests strategies for dissemination
Strongly Agree 4 3 2 ! StronglY Disagree
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lnternationat Ctinical Practice Guidelines for DUB

Austratia. The Acta Obstetricia et Gynecologica Scandinavica published a review

in which they outlined the management of menorrhagia (Oehler, & Rees, 2003). This

was done in affiliation with the University of Sydney and the University of Oxford.

Although this review is entitled Menorrhagia: an update, the diagnostic strategies

ou¡ined are those used to exclude any pelvic pathology, and therefore aid in a DUB

diagnosis. Similarly, the management strategies, both the medical and surgical

approaches identified, would be used only in the absence of any pelvic pathology or

underlying medical condition. Therefore, the management strategies outlined by the Acta

Obstetricia et Gynecologica Scandinavica apply more appropriately to diagnosing and

managing DUB. lt is possible that the authors have included the symptom in the title as

opposed to the actual diagnosis in an attempt to assist practitioners to use the guideline;

however this has not been made clear'

Although the title of this review is misleading, the authors do provide a clear

definition of menorrhagia, identifying the discrepancies between the subjective and

objective diagnosis, as well as the definition of dysfunctional uterine bleeding. Following

these definitions, the authors describe several assessment techniques to determine the

amount of menstrual blood loss. Appropriate suggestions are provided in attempting to

measure blood loss, such as assessing this over two menstrual periods to account for

cycle variation, however other suggestions were less appropriate. Suggestions such as

the alkaline hematin method, where patients present their used sanitary napkins or

tampons to the practitioner, are less practical. The used sanitary devises are then

soaked in a 5o/o sodium hydroxide solution and a density test indicates how much

hemaglobin is present, thereby representing how much blood was lost. Similarly, an

alternative method suggested by the authors of weighing sanitary products is currently

not very practical. The authors, however, do recognize this impracticality, and suggest
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that it requires further investigation. One suggestion made by the authors is to use a

pictorial blood loss assessment chart (PBAC) which would be somewhat more practical

in the clinical setting. However, the authors did not include an example of a PBAC in the

guideline, but rather referenced another paper. Applying this tool would be made easier

if the authors had included a PBAC and instructions in the guideline publication'

ln the section following the assessment techniques, the authors include a list of

diagnostic tests. This list includes ultrasound, as well as endometrial sampling. Although

a primary care practitioner can order some of the suggested tests, others are beyond the

scope of primary care. For example, the suggestion of endometrial sampling using a

Pipelle devise does not require anaesthesia, and therefore can be performed by the

primary care practitioner, however, the authors' suggestion of endometrial sampling via

dilatation and curettage or hysteroscopy would require referral to a specialist. Although

the authors do site a meta-analysis reporting that the results do not support one method

of endometrial sampling over another, they do not provide any levels of evidence for the

suggestions. Therefore, this guideline does not provide the primary care practitioner

with direction as to which tests are necessary, or when to refer on to a gynaecologist.

The treatment options suggested by the authors are very inclusive, and range

from medical management to surgical treatment. This section of the guideline is

cumbersome to the reader, and many of the options presented are not applicable to the

primary care practitioner. The medical management included the use of non-steroidal

anti-inflammatory drugs, antifibrinolytics as well as drugs to reduce the fragility of the

capillaries. As the comfort level of the primary care practitioner with the latter

recommendations would vary, these might not be practical alternatives in primary care.

Similarly, some the hormonal therapies suggested by the authors may be beyond the

comfoÉ level of the primary care practitioner, and would indicate a need for referral to a

gynaecologist. Finally, the surgical treatments suggested by the authors would all be
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beyond the scope of a primary care practitioner, and therefore are not applicable to a

guideline intended for primary care.

Although this clinical guideline provides a clear description of possible

assessment techniques, diagnostic tests, and treatment options, its use in primary care

would be limited. lnitially, it may be difficult for the primary care practitioner to access

this guideline, as the title does not concisely describe what information is included, or

how it may be used. Similarly, it would be limited in its use in a primary care setting

because of the inclusiveness of the discussion of the treatment options. lt does not

identify which of the options would be first line, or when a referral to a specialist would

be indicated. Finally, although the authors cite many articles supporting their

suggestions, they do not provide the reader with the level of evidence supporting each

one. This guideline is very comprehensive however it is this vast amount of information

that limits its use in primary care. This guideline includes many diagnostic tests and

treatment options that are not appropriate for primary care, making it difficult for the

reader to find specific information, and therefore is not the most suitable guideline for the

primary care management of dysfunctional uterine bleeding in Manitoba.

Assessme nt using modified AGREE instrument (AGREE Collaboration,2QOl,

and Graham, Calder, Hebert, Carter, and Tetroe, 2000).

Scope and Purpose

1. The overall objective(s) of the guideline is (are) specifically described.

StronglyAgree 4 3 Z 1 StronglyDisagree

Z. The clinical question(s) covered by the guideline is (are) specifically described.

StronglyAgree 4 3 Z 1 StronglyDisagree

3. The patients to whom the guideline is meant to apply are specifically described.

StronglyAgree 4 E 2 1 StronglyDisagree

Stakeh old e r I nvolve m e nt

4. The guideline development group includes individuals from all the relevant

professional grouPs.
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StronglyAgree 4 3 2 1 StronglyDisagree

5. The patients'views and preferences have been sought.
StronglyAgree 4 3 2 1 StronglyDisagree

6. The target users of the guideline are clearly defined
StronglyAgree 4 3 2 7 Strongly Disagree

7. The guideline has been piloted among target users'
StronglyAgree 4 3 2 1 Strongly Disagree

Rigour of Development

8. Systematic methods were used to search for evidence.
StronglyAgree 4 3 2 1 StronglyDisagree

9. The criteria for selecting the evidence are clearly described.
StronglyAgree 4 3 2 ! StronglyDisagree

10. The methods used for formulating the recommendations are clearly described

StronglyAgree 4 3 Z 1 StronglyDisagree

11. The health benefits, side effects and risks have been considered in formulating the

recommendations.
StronglyAgree 4 3 2 1 StronglyDisagree

12. There is an explicit link between the recommendations and the supporting

evidence.
StronglyAgree ! 3 2 1 StronglyDisagree

13. The guideline has been externally reviewed by experts prior to its publication.

StrônglyAgree 4 3 2 1 StronglyDisagree

14. A procedure for updating the guideline is provided
StronglyAgree 4 3 2 t Strongly Disagree

Clarity and Presentation

15. The recommendations are specific and unambiguous'
StronglyAgree 4 E 2 1 StronglyDisagree

16. The different options for management of the condition are clearly presented

StronglyAgree ! 3 2 1 StronglyDisagree

17 . Key recommendations are easily identifiable
StronglyAgree 4 3 ? 1 Strongly Disagree

18. The guideline is supported with tools for application
StronglyAgree 4 3 2 t Strongly Disagree
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Applicability

19. The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 2 ! StronglyDisagree

20. The potential cost implications of applying the recommendations have been

considered.
StronglyAgree 4 3 2 L StronglyDisagree

21.The guideline presents key review criteria for monitoring and/or audit purposes

StronglyAgree 4 3 2 ! StronglyDisagree

Editori al I n de pe n d e nce

22.The guideline is editorially independent from the funding body.
StronglyAgree 4 3 2 ! StronglyDisagree

23. Conflicts of interest of guideline development members have been recorded.

StronglyAgree 4 3 2 1 StronglyDisagree

Additional Domain

24. Allows for flexibility based on clinicaljudgement.
StronglyAgree ! 3 2 1 Strongly Disagree

25. Suggests strategies for dissemination.
StronglyAgree 4 3 2 ! Strongly Disagree

The united Kingdom. The Royal College of Obstetricians and Gynaecologists

has also developed a clinical guideline, and have titled it the National Evidence-Based

Clinical Guidelines; The lnitial Management of Menorrhagia (Shaw, Allen, Harper,

Hempsall, Hourahane, Rees, Smith, & Sutton, 1998). By including the statement "initial

management" in the title, the authors accurately describe the purpose of the guideline,

and imply that it is intended for primary care. Similar to the Acta Review (Oehler, &

Rees, 2OO3) the Royal College of Obstetricians and Gynaecologists have stated this is a

guideline for the management of menorrhagia. However, when the treatment options are

discussed, they are intended for the treatment of menorrhagia in a patient with no

underlying medical conditions or pelvic pathology causing the menorrhagia. This, by
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definition is DUB. Therefore the title of the guideline might be more accurate if it included

the type of menorrhagia being treated, or the diagnosis of dysfunctional uterine bleedìng.

A more descriptive title would make the guideline easier to access for the practitioner.

The format of this clinical guideline is clearly outlined, thereby making the

information accessible and easy to follow for the reader. The authors begin by describing

the purpose of the guideline. This provides the user with a clear indication of the

expected use of the guideline as a tool, not to limit practice, but rather to direct the

practitioners' investigations and treatment of menorrhagia. The authors suggest that the

guideline be used to provide the primary care practitioner with the evidence supporting

various management strategies. By providing this information and suggestions for use,

the authors have made the guideline easy to apply to a clinical practice.

Following the aim of the guideline, the authors include a section to discuss the

likely costs and benefits to implementation. ln this section the authors report on the

financial implications of applying the guideline to a clinical setting. Through discussing

the probable benefits as well as possible increase in treatment costs, the authors

present an effective argument for the benefits of a primary care clinical guideline. The

presentation of the benefits of implementing a clinical guideline may influence a

practitioner to overlook the initial costs of changing the treatment options offered, and

increase the likelihood of using this clinical guideline. Similarly, by including a section

with suggestions on the dissemination and implementation of the guideline, the authors

increase the likelihood of its acceptance into practice.

The authors have included several methods of improving the credibility of the

guideline. lnitially, to supporl the use of this clinical guideline in practice, the authors

have provided the reader with an overview of the possible grades assigned to each

recommendation. These grades reflect the level of evidence to support the

recommendations, and range from Grade A to C. The authors assign a Grade A to a
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recommendation that was based on randomized control trials, Grade B to

recommendations with robust experimental or observational studies as evidence, and

finally a Grade C, where although there may be limited evidence, the recommendation is

based on the consensus of experts as well as respected authorities. By providing this

information, the authors add credibility to the recommendations.

Another way in which the RCOG increases the integrity of the guideline is by

recognizing its limitations. One limitation that the authors identify in this section is that

the evidence itself is not graded, but rather the grading system is used only for the

recommendations. ln recognizing this limitation, the authors add further credibility to the

guideline.

Another strategy intended to improve the credibility of the recommendations is

the method used for reviewing the guideline. A formal peer group including individuals as

well as organizations reviewed the initial draft form of the recommendations. A second

group of reviewers focussed on the methodology of the guideline. The RCOG state that

the recommendations made by the review groups were considered when constructing

the final guideline however they do not ieport that the peer group was given an

opportunity to review any of the changes made. Although credibility may be improved by

including a peer review, an opportunity for that group to review the changes made would

further add integrity to the guideline.

Finally, a plan for continued review of the guideline has been included by the

RCOG. This assures the reader that further developments in the literature and research

will be incorporated in guideline. By stating the intention for continued review, the

authors increase the reliability of the guideline.

The recommendations themselves are presented in a separate section of the

guideline, making them readily accessible. This makes the use of the guideline easier,

and increases the likelihood that it will be applied in a clinical setting. Similarly, utilizing
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these recommendations was made easy by presenting them in point form. A practitioner

can readily recognize the recommendations, and scan through them to identify the

appropriate suggestion as well as the level of evidence supporting it. The

recommendations included in this section guide the practitioner through the initial

assessment of the complaint of menorrhagia. This includes history taking, diagnostic

tests to be ordered, as well as effective and some not effective treatment options. The

suggestions with the lowest level of evidence, however, were those regarding the history

taking and ordering of diagnostic tests. The lack of support for these suggestions does

not imply that they are of less importance, but rather that there is a lack of research in

this area, and therefore the authors have relied on expert opinion.

Finally, the authors have included two algorithms. The first algorithm outlines

recommendations for the evaluation of menorrhagia. ln this section, the authors present

the suggestions for the history and diagnostic tests, and elaborate on several of the

points identified in the previous section. The second algorithm outlines the medical

management of menorrhagia. These two algorithms schematically show the practitioner

the steps to assessment and treatment, as well as direct the primary care practitioner as

to when further referral is appropriate. These algorithms could be used as a quick

reference in a primary care setting.

Overall, the guideline for the initial management of menorrhagia by the RCOG

would be a useful tool for the primary care practitioner to outline the treatment options

and identify when referral is necessary. The treatment options are appropriate for the

primary care setting; however, the discussion on taking a menstrual history did not

address the challenges faced by the primary care practitioner. According to Brenner

(1996) a women's subjective description of blood loss is not reflective of objectively

measured blood loss, while Ewenstien (1996) suggests that practitioners must rely on

objective indicators. The RCOG did not address this issue, nor provide indicators that
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would accurately describe menorrhagia. The guideline produced by the RCOG would be

made more useful to the clinical setting if the authors had provided indicators, in the form

of a tool, which the practitioner could use to objectively identify menorrhagia.

Assessme nt using modified AGREE instrument (AGREE Collaboration, 2001,

and Graham, Calder, Hebert, Carter, and Tetroe, 2000).

Scope and Purpose

1. The overall objective(s) of the guideline is (are) specifically described.
StronglyAgree L 3 2 1 StronglyDisagree

2. The clinical question(s) covered by the guideline is (are) specifically
described.

StronglyAgree 4 3 2 1 StronglyDisagree

3. The patients to whom the guideline is meant to apply are specifically
described.

StronglyAgree 4 3 2 1 StronglyDisagree

Stakeh ol d e r I nvolve m e nt

4. The guideline development group includes individuals from all the relevant
professional groups.
StronglyAgree ! 3 2 1 StronglyDisagree

5. The patients'views and preferences have been sought'
StronglyAgree 4 3 2 1 StronglyDisagree

6. The target users of the guideline are clearly defined
Strongly Agree 4. 3 2 1 Strongly Disagree

7. The guideline has been piloted among target users
StronglyAgree ! 3 2 1 Strongly Disagree

Rigour of Development

8. Systematic methods were used to search for evidence.
StronglyAgree 4 3 2 1 StronglyDisagree

9. The criteria for selecting the evidence are clearly described.
StronglyAgree ! 3 2 1 StronglyDisagree

10. The methods used for formulating the recommendations are clearly described.
Strongly Agree 4. 3 2 1 Strongly Disagree

11. The health benefits, side effects and risks have been considered in formulating the
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recommendations
Strongly Agree 4 3 2 1 StronglYDisagree

12.There is an explicit link between the recommendations and the supporting

evidence.
StronglyAgree ! 3 2 1 StronglyDisagree

13. The guideline has been externally reviewed by experts prior to its publication

Strongly Agree 4. 3 2 1 Strongly Disagree

14. A procedure for updating the guideline is provided
StronglyAgree ! 3 2 1 Strongly Disagree

Clarity and Presentation

17 . Key recommendations are easily identifiable
StronglyAgree 4 3 2 1 Strongly Disagree

18. The guideline is supported with tools for application
StronglyAgree 4 3 2 1 Strongly Disagree

Applicability

1g. The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 2 1 StronglyDisagree

20. The potential cost implications of applying the recommendations have þeen

considered.
StronglyAgree 4 3 2 1 StronglyDisagree

15. The recommendations are specific and unambiguous.
StronglyAgree ! 3 2 1 StronglyDisagree

16. The different options for management of the condition are clearly presented

StronglyAgree 4 3 2 1 StronglyDisagree

2j.The guideline presents key review criteria for monitoring and/or audit purposes

StronglyAgree 4 E 2 1 StronglyDisagree

Ed itori al I n de pe nd e n ce

22.The guideline is editorially independent from the funding body.
StronglyAgree 4 3 2 ! StronglyDisagree

23. Conflicts of interest of guideline development members have been recorded.

StronglyAgree 4 3 2 I StronglyDisagree

Additional Domain
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24. Allows for flexibility based on clinicaljudgement.
StronglyAgree ! 3 2 1 Strongly Disagree

25. Suggests strategies for dissemination.
StronglyAgree 4 E 2 1 Strongly Disagree

The United Súafes of America. The American Board of Family Practice (ABFP)

has created guidelines with the stated purpose of providing the family physician with

specific criteria to assess patients presenting with a parlicular complaint. One of these is

a guide for the management of menstrual disorders, including dysfunctional uterine

bleeding.

This guideline covers many menstrual disorders, and as a result is bulky, and it is

difficult to find a specific topic. lt is difficult to gain a comprehensive understanding of the

management of a particular disorder, such as dysfunctional uterine bleeding due to the

layout of the guideline. Although the authors put greater emphasis on obtaining a

menstrual history than other guidelines, they do not provide any suggestions on practical

methods to gain an accurate understanding of monthly blood loss. The next section

ou¡ined by the ABFP is the physical exam, and although they thoroughly describe what

the practitioner should take padicular note of in the general, pelvic and rectal exams,

they do not identify specific red flags that would indicate a need for a referral'

The section discussing the possible diagnostic procedures summarizes possible

tests to be ordered when presented with a patient complaining of abnormal bleeding'

Although the authors are not specific about when each test should be ordered in relation

to the clinical presentation, they did identify essential tests. Of the essential tests, the

ABFP included a Papanicolaou test, cervical cultures, a pregnancy test, and an

endometrial biopsy as indicated. Adding to the difficulty in applying this guideline to a

primary care setting is the fact that the authors include tests that would not be performed

by the primary care practitioner, such as a hysteroscopy.
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The discussion regarding dysfunctional uterine bleeding is divided into

anovulatory and ovulatory DUB. However, the only management strategies identified

specific to this topic are to treat an acute situation where hospitalization may be

necessary, and therefore does not apply to the initial management in a primary care

setting. Other management strategies that are suggested are not specific to

dysfunctional uterine bleeding, but rather are discussed in general terms regarding

menstrual disorders. This makes application of this guideline to dysfunctional uterine

bleeding more difficult as the reader must filter through the suggestions and determine

which ones are appropriate to the clinical situation.

The recommendations made by the American Board of Family Physicians are

dispersed throughout this guideline, however, the authors do not include any of the

evidence these recommendations are based upon. Without providing the reader with

supporting evidence the suggestions lose credibility. The authors would have increased

the usefulness of this guideline by providing the evidence supporting each

recommendation. This could have been done by using a scale of the various levels of

evidence, as in the guideline produced by the RCOG. This would assist the reader in

determining which of the suggestions are supported by research, and which are merely

based on tradition. As emphasis on evidence based medicine increases in general

practice, the authors would have increased the likelihood of the guideline's use by

referring to the evidence for each of the suggestions made.

Overall, this guideline provides the practitioner with information on the

assessment and management of menstrual disorders. However, this topic is very broad

and therefore the particular discussion on dysfunctional uterine bleeding is limited. Also

limiting this guideline is the layout. The suggestions are dispersed throughout the

guideline, making it more difficult to use. Finally, the usefulness of this guideline to

supporl the primary care management of dysfunctional uterine bleeding is limited
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because the lack of evidence supporting the suggestions. However, the authors have

included valuable information, including contact information for the American College of

Obstetricians and Gynaecologists (ACOG), and therefore it may be useful as a toolfor

patient education. Further investigation of the ACOG website, and a literature search of

pubmed and CINHAL, revealed that the ACOG does not have a clinical guideline

available for dysfunctional uterine bleeding. This guideline, however, does provide

valuable information for the practitioner regarding history taking,,elements to include in

the physical exam as well as diagnostic test. Therefore, rather than being used as a

clinical guideline to influence the management of menstrual disorder, this guideline

would be useful as a resource for information, and a tool for patient education.

Assessme nt using modified AGREE instrument (AGREE Collaboration, 2001,

and Graham, Calder, Hebert, Carter, and Tetroe, 2000)'

Scope and Purpose

1. The overall objective(s) of the guideline is (are) specifically described.

StronglyAgree 4 3 2 1 StronglyDisagree

2. The clinical question(s) covered by the guideline is (are) specifically
described.

StronglyAgree 4 3 2 1 StronglyDisagree

3. The patients to whom the guideline is meant to apply are specifically

described.
StronglyAgree 4 3 Z 1 StronglyDisagree

Stake h olde r I nv olv e me nt

4. The guideline development group includes individuals from all the relevant
professional grouPs.
StronglyAgree 4 3 2 1 StronglyDisagree

5. The patients'views and preferences have been sought.
StronglyAgree 4 3 Z 1 StronglyDisagree

6. The target users of the guideline are clearly defined.
StronglyAgree 4 3 2 1 StronglyDisagree

7. The guideline has been piloted among target users.
StronglyAgree 4 3 2 I StronglyDisagree
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Rigour of Development

Systematic methods were used to search for evidence.
StronglyAgree 4 3 2 ! StronglyDisagree

The criteria for selecting the evidence are clearly described.
StronglyAgree 4 3 2 ! StronglyDisagree

10. The methods used for formulating the recommendations are clearly
described.

StronglyAgree 4 3 Z 1 StronglyDisagree

11. The health benefits, side effects and risks have been considered in formulating the

recommendations.
StronglyAgree 4 3 2 1 StronglyDisagree

12.Ïhere is an explicit link between the recommendations and the suppoding
evidence.

StronglyAgree 4 3 2 ! StronglyDisagree

13. The guideline has been externally reviewed by experts prior to its publication

StronglyAgree 4 3 2 1 StronglyDisagree

14. A procedure for updating the guideline is provided
StronglyAgree 4 3 2 1 Strongly Disagree

Clarity and Presentation

15. The recommendations are specific and unambiguous.
StronglyAgree 4 3 Z 1 StronglyDisagree

16. The different options for management of the condition are clearly presented

StronglyAgree 4 3 Z 1 StronglyDisagree

17. Key recommendations are easily identifiable.
StronglyAgree 4 3 2 1 Strongly Disagree

18. The guideline is supported with tools for application
StronglyAgree 4 3 2 1 Strongly Disagree

Applicability

19. The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 2 ! StronglyDisagree

20. The potential cost implications of applying the recommendations have been

considered.
StronglyAgree 4 3 2 ! StronglyDisagree
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21.The guideline presents key review criteria for monitoring and/or audit purposes.

StronglyAgree 4 3 ? I StronglyDisagree

Editori al I n d e pe n d e nce

22.The guideline is editorially independent from the funding body.
StronglyAgree 4 3 2 t StronglyDisagree

23. Conflicts of interest of guideline development members have been recorded
StronglyAgree 4 3 2 ! StronglyDisagree

Additional Domain

24. Allows for flexibility based on clinicaljudgement.
StronglyAgree 4 3 2 1 Strongly Disagree

25. Suggests strategies for dissemination
Strongly Agree 4 3 2 ! Strongly Disagree

Clinical Practice Guidelines for DUB from Textbooks

Several textbooks have published clinical practice guidelines for dysfunctional

uterine bleeding that may be used as a resource in the clinical setting. Two of these

guidelines have been critiqued in regard to applicability in the primary care setting, the

evidence supporting each suggestion, as well as the overall usefulness.

Uphold and Grahm (1998) have included in their publication a clinical guideline

for the diagnosis and management of abnormal vaginal bleeding for primary care.

Through clinicat experience, this text was found as a resource in the clinical setting. This

guideline is divided into sections making the information easy to retrieve. The guideline

begins by providing definitions of vaginal bleeding that are outside the parameters of

normal menses. However, the definition of dysfunctional uterine bleeding included in this

guideline is not as inclusive as the definition accepted by the Society of Obstetricians

and Gynaecologists of Canada. lnstead of identifying the DUB as a diagnosis of

exclusion, the authors have described DUB in terms of its pathogenesis of the balance

þetween estrogen and progesterone. Further, the authors then divide the probable
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pathophysiology of menstrual disturbances and the several clinical presentations into

age appropriate groups, providing the reader with differential diagnoses for each age

group. By describing possible causes for the menstrual disturbances, the authors include

DUB as a possible diagnosis for the menstrual complaints, but the guideline is not

limited to the diagnosis and management of this condition'

The information covered in this guideline is relevant to the primary care setting

as the authors provide a list of differential diagnoses, as well as the initial investigations

to be ordered. Ítris provides the primary care practitioner with direction for the initial

management strategies. The guideline outlines, in point form, important aspects of the

patient's history, as well as key pieces of information to gather from the physical exam.

Although this directs the primary care practitioner to help focus the exam, the authors

have not included any guidance as to when referral to a specialist is necessary. By

including this in clinical practice guideline, the practitioner would be assured that they

are working within the expectations of their scope of practice'

Within the discussion of possible tests, the authors have included several

diagnostic tests that would help the primary care practitioner to confirm or eliminate

differential diagnoses. The tests suggested by the authors are well within the scope of

primary care. However, they do not include the sources which would support each

recommendation. Without a discussion on the levels of evidence supporting these

recommendations the practitioner can not be assured that they support evidence-based

medicine. Similarly, the levels of evidence supporting the recommendations for

treatment options were not included in this guideline. Although the authors provide

suggestions for treatment of several of the diagnoses discussed in the guideline, the

majority of the recommendations are related to the management of dysfunctional uterine

bleeding. This guideline makes recommendations for bleeding of different degrees,

including objective markers indicating that referral to a specialist would be necessary.
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Overall, this guideline clearly specifies details the primary care practitioner must

address during taking a history, performing the physical exam and ordering diagnostic

tests. lt also makes recommendations for the management of dysfunctional uterine

bleeding. However, throughout the guideline, the authors have not included the level of

evidence for any of the suggestions. lncluding the supporting evidence for the

suggestion would increase the credibility of the guideline.

Similar to other guidelines, Uphold and Grahm (1998) suggest that the primary

care practitioner gather information about the amount and timing of the bleeding, but

does not address the issue of discrepancies between the subjective reporting of blood

loss and the actual amount of bleeding. The usability of this guideline would be

increased in primary care by including a tool to help determine the amount of blood loss.

As this guideline is published in a text intended for family practice, the

interventions are appropriate for the primary care practitioner. However, the use of this

guideline would also be limited by the fact that it is published in text form. The timeliness

of scheduled reviews, or lack there of, is of concern as medical research is continuous.

The evidence supporting the recommendations may become outdated as new research

is published; however, the authors of the guideline have not indicated when a scheduled

review is expected and the recommendations will be updated.

Finally, the overall use of this guideline may be improved by increasing its

accessibility. Although this guideline does address other causes for changes in

menstrual bleeding, such as systemic disease, infection, pregnancy, or gynaecological

pathology, the majority of the guideline focuses on dysfunctional uterine bleeding.

However, the title of the guideline does not reflect this focus, and therefore may be

misleading. Naming the guideline appropriately would increase the accessibility of this

guideline to the primary care practitioner.
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Assessment using moclified AGREE instrument (AGREE Collaboration, 2001,

and Graham, Calder, Hebert, Carter, and Tetroe, 2000)

Scope and Purpose

1. The overall objective(s) of the guideline is (are) specifically described.
StronglyAgree 4 3 Z 1 StronglyDisagree

2. The clinical question(s) covered by the guideline is (are) specifically
described.

StronglyAgree 4 3 2 1 StronglyDisagree

3. The patients to whom the guideline is meant to apply are specifically
described.

StronglyAgree 4 3 2 1 StronglyDisagree

Stake h ol de r I nv olv e m e nt

4. The guideline development group includes individuals from all the relevant
professional groups.
StronglyAgree 4 3 2 ! StronglyDisagree

5 The patients'views and preferences have been sought.
StronglyAgree 4 3 2 ! StronglyDisagree

6. The target users of the guideline are clearly defined
StronglyAgree 4 3 2 1 Strongly Disagree

7. The guideline has been piloted among target users
StronglyAgree 4 3 2 L Strongly Disagree

Rigour of Development

I Systematic methods were used to search for evidence.
StronglyAgree 4 3 2 ! StronglyDisagree

9. The criteria for selecting the evidence are clearly described.
StronglyAgree 4 3 2 ! StronglyDisagree

10. The methods used for formulating the recommendations are clearly described.

StronglyAgree 4 3 2 ! StronglyDisagree

11. The health benefits, side effects and risks have been considered in formulating the

recommendations.
StronglyAgree 4 3 Z 1 StronglyDisagree

12.There is an explicit link between the recommendations and the suppoÉing

evidence.
StronglyAgree 4 3 2 ! StronglyDisagree
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13. The guideline has been externally reviewed by experts prior to its publication

StronglyAgree 4 3 2 t StronglyDisagree

14. A procedure for updating the guideline is provided
StronglyAgree 4 3 2 t Strongly Disagree

Cl arity and Presentation

15. The recommendations are specific and unambiguous.
Strongly Agree 4. 3 2 1 Strongly Disagree

16. The different options for management of the condition are clearly presented

StronglyAgree ! 3 2 1 StronglyDisagree

17 . Key recommendations are easily identifiable
StronglyAgree ! 3 2 1 Strongly Disagree

18. The guideline is supported with tools for application
StronglyAgree 4 3 2 t Strongly Disagree

Applicability

1g. The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 2 ! StronglyDisagree

20. The potential cost implications of applying the recommendations have been

considered.
StronglyAgree 4 3 2 ! StronglyDisagree

21.The guìdeline presents key review criteria for monitoring and/or audit purposes

StronglyAgree 4 3 2 1 StronglyDisagree

Ed itori al I n de pe n de n ce

22.The guideline is editorially independent from the funding body.
StronglyAgree 4 3 2 ! StronglyDisagree

23. Conflicts of interest of guideline development members have been recorded
StronglyAgree 4 3 2 L StronglyDisagree

Additional Domain

24. Allows for flexibility based on clinicaljudgement
StronglyAgree 4 3 2 t Strongly Disagree

25. Suggests strategies for dissemination.
StronglyAgree 4 3 2 ! Strongly Disagree
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The textbo ok Primary Care Across the Lifespan (Robinson, Kidd, & Mangus-

Rogers, 2O0O) devotes a chapter to the diagnosis and management of dysfunctional

uterine bleeding. This guideline divides the assessment of heavy bleeding complaints

into orderly segments. The authors begin by reviewing the subjective data the

practitioner must gather, including key pieces of the history. Although the authors do not

provide a tool, such as a likert scale, to identify the quantity of blood loss each month,

they do identify ways for the practitioner to objectively assess the amount of monthly

blood loss. This is a useful suggestion for the primary care practitioner. Similarly, the

authors provide useful suggestions to focus the history.

The objective data identified in this guideline includes aspects of the physical

exam and diagnostic tests that should be performed. ln order to increase the usefulness

of the guideline, the authors have included the diagnostic tests in a table form, which is

easy to read. Unlike other guidelines, Robinson et. al. (2000) have included the price of

all the tests that may be ordered. Although in a publicly funded healthcare system, such

as Canada, this information may not be as critical as one in which the patient is

responsible for payment, it is beneficial for the practitioner to have an understanding of

the costs. The authors, however, did not include information on the evidence supporting

the suggestions for diagnostic tests. Further, the authors provide indications for the

laboratory tests, but do not suggest when the more extensive tests, such as endometrial

biopsy or ultrasonography, are appropriate. Direction from the authors regarding when

these tests would be appropriate would be important in primary care in Manitoba, as the

waiting times for these tests may result in a delay in treatment.

The authors provide a table listing the differential diagnoses, to make them

readily available to the reader. However, in addition to a discussion of the treatment for

DUB, this guideline summarizes the suggestions in an algorithm for easy referral. Two
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limitations have been identified with regard to these suggestions. lnitially, the

suggestions for possible treatments are discussed in general terms. The authors identify

classes of medications to use, but do not provide the practitioner with specific dosages.

lncluding the information regarding the treatment regimen would increase the ease of

use of the guideline. Another limitation of the treatment suggestions is that the authors

have not included any information regarding the levels of supporting evidence. The

authors did not include the levels of evidence for the suggested tests to be ordered, nor

for the recommendations for treatment.

Overall this guideline would be very useful in primary care, as it directs the

practitioner to diagnose and manage dysfunctional uterine bleed. The recommendations

made regarding diagnostic tests are within the scope of the primary care practitioner, as

are the suggestions regarding treatment options. Further, this guideline provides the

practitioner with subjective clues as to when referral to a gynaecologist is indicated. This

guide would act as a useful resource for primary care practitioners as the information is

presented in text form, but also summ arized in two algorithms. These algorithms

organize the information, and act as a quick reference.

Although this guideline contains information that may be useful to the primary

care practitioner, it is limited in its use by not including the evidence supporting the

suggestions. Similar to the guideline written by Uphold & Grahm (1998), this guideline

does not provide levels of evidence that would support the suggestions. By omitting this

evidence the credibility of the recommendations could þe questioned. Finally, this

guideline is challenged by the same limitation as Uphold & Grahm (1998) by being

published in textbook form. The issues of scheduled reviews and updating limit the use

of this guideline, as the practitioner must cautiously interpret these recommendations, or

research the suggestions to ensure they continue to be supported by the medical

evidence.
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Assessme nt using modified AGREE instrument (AGREE Collaboration, 2001,

and Graham, Calder, Hebert, Carter, and Tetroe, 2000).

Scope and Purpose

1. The overall objective(s) of the guideline is (are) specifically described.
StronglyAgree 4 3 Z 1 StronglyDisagree

2. The clinical question(s) covered by the guideline is (are) specifically described.

StronglyAgree 4 3 Z I StronglyDisagree

3. The patients to whom the guideline is meant to apply are specifically described

StronglyAgree 4 3 2 1 StronglyDisagree

Stake h ol de r I nv olve me nt

The guideline development group includes individuals from all the relevant
professional groups.
StronglyAgree 4 3 2 ! StronglyDisagree

4

5. The patients'views and preferences have been sought.
StronglyAgree 4 3 2 ! StronglyDisagree

6. The target users of the guideline are clearly defined
StronglyAgree 4 3 2 1 Strongly Disagree

7. The guideline has been piloted among target users
StronglyAgree 4 3 2 1 Strongly Disagree

Rigour of Development

8. Systematic methods were used to search for evidence.
StronglyAgree 4 3 2 ! StronglyDisagree

9. The criteria for selecting the evidence are clearly described.
StronglyAgree 4 3 2 ! StronglyDisagree

10. The methods used for formulating the recommendations are clearly described.

StronglyAgree 4 3 2 ! StronglyDisagree

11. The health benefits, side effects and risks have been considered in formulating the

recommendations.
StronglyAgree 4 3 2 ! StronglyDisagree

12. There is an explicit link between the recommendations and the supporting

evidence.
StronglyAgree 4 3 2 ! StronglyDisagree
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13. The guideline has been externally reviewed by experts prior to its publication

StronglyAgree 4 3 2 1 StronglyDisagree

14. A procedure for updating the guideline is provided
StronglyAgree 4 3 2 1 Strongly Disagree

Clartty and Presentation

15. The recommendations are specific and unambiguous.
StronglyAgree 4 E 2 1 StronglyDisagree

16. The different options for management of the condition are clearly presented

StronglyAgree 4 3 2 1 StronglyDisagree

17 . Key recommendations are easily identifiable
StronglyAgree 4 3 2 1 Strongly Disagree

18. The guideline is supported with tools for application
StronglyAgree 4 3 2 1 Strongly Disagree

Applicability

1g. The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 Z 1 StronglyDisagree

20. The potential cost implications of applying the recommendations have been

considered.
StronglyAgree 4 3 2 1 StronglyDisagree

21.The guideline presents key review criteria for monitoring and/or audit purposes.

StronglyAgree 4 3 Z I StronglyDisagree

Ed itori al I n d e pe n d en ce

22.The guideline is editorially independent from the funding body'
StronglyAgree 4 3 2 ! StronglyDisagree

23. Conflicts of interest of guideline development members have been recorded
StronglyAgree 4 3 2 ! StronglyDisagree

Additional Domain

24. Allows for flexibility based on clinicaljudgement
StronglyAgree 4 3 Z 1 Strongly Disagree

25. Suggests strategies for dissemination.
StronglyAgree 4 3 Z I Strongly Disagree
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It is evident that there have been many guidelines produced to help practitioners

diagnose and manage dysfunctional uterine bleeding. However, many of them are

limited in their use due to several reasons. Some are difficult to find, as the name does

not reflect the focus of the guide, some are not appropriate for the primary care setting,

and still others are limited because they do not provide the evidence to support the

recommendations. Through reviewing these guidelines, it has become apparent that

there is a need for an evidence based guideline, specific to the needs of the primary

care practitioner in Manitoba.

Clinical Practice Guideline for the Primary Care Management of Menorrhagia with
No Known Pathology/Dysfunctional Uterine Bleeding in Manitoba

Obiective

It has been stated by Warner, Critchley, Lumsden, Campbell-Brown, Douglas

and Murry (2001) that menorrhagia is one of the most common complaints presented to

gynaecologists, and it has been estimated that approximately 30% of women of

reproductive age subjectively feel that they suffer from heavy cyclical menstrual bleeding

(Oehler & Rees, 2002). Further, Oehler & Rees (2002) estimate that complaints of heavy

menstrual bleeding account for two-thirds of all hysterectomies. However, in 50% of the

surgeries, no pathology is found to explain the bleeding. This unexplained heavy

menstrual bleeding is then labeled Dysfunctional Uterine Bleeding (DUB).

The intent of this guideline is for use by primary care practitioners when

managing women of reproductive age with complaints of heavy or prolonged menstrual

bleeding. This guideline will provide practitioners with a practical tool for the clinical

setting to help diagnose, investigate and treat dysfunctional uterine bleeding within the

scope of primary care, as well as recognize when referral to a gyneacologist is

necessary through addressing the clinical questions of:

1) How to diagnose Dysfunctional Uterine Bleeding.
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2) What diagnostic tests are necessary to investigate a complaint of

menorrhagia?

3) When is referral a gynaecologist necessary?

4) What are the treatment options for DUB?

Kev Terms

Menorrhagia- the complaint of heavy menstruation, quantified as greater than 80ml of

blood loss per cycle, that occurs over several cycles (Vilos, Lefebvre, & Graves,

2001)

Dysfunctional Uterine Bleeding- heavy and/or prolonged menstrual flow that may occur

with or without ovulation in the absence of pelvic or systemic pathology.

Therefore, DUB is a diagnosis of exclusion. (Carlson, Sayegh & Awwad, 2002,

Vilos, Lefebvre, & Graves, 2001)

Costs and Benefits

The costs of implementing this guideline in primary care have not been

discussed in detail at this time. lt can be anticipated that an initial small increase in cost

for dissemination is likely, however, similar guidelines developed have anticipated a net

savings due to the decreased number of costly referrals and treatments such as

hysterectomies. (RCOG, I 998)

Evidence I dentifi cation and Review

A literature review was completed of the automated databases of CINAHL,

Medline, PubMed and the Cochrane Library of Systematic Reviews, searching the key

terms of clinical guideline/management of dysfunctional uterine bleeding/menorrhagia.

This literature review, however, was not limited to automated databases, but also

included other sources, including the College of Physicians and Surgeons of Manitoba,

the College of Physicians and Surgeons of British Columbia, and the Society of

Obstetricians and Gynaecologists of Canada. lnternationally, the Royal College of
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Obstetricians and Gynaecologists, and the American Board of Family Practice were

searched for published guidelines on the management of dysfunctional uterine

bleed/menorrhagia. Finally texts from clinical settings were reviewed using the key

terms.

ldentified guidelines were then assessed using a modified Appraisal of

Guidelines for Research and Evaluation (AGREE) tool (The AGREE Collaboration,

2001). Appendix A. Recommendations were derived through the assessment of the

identified guidelines and assimilating the suggestions from those guidelines. Some of the

evaluated guidelines included levels of supporting evidence for the recommendations.

These levels of evidence are included where available for the recommendations in this

guideline. However, many of the guidelines evaluated did not include levels of evidence.

These recommendations will also be identified. The grading system for supporting

evidence used by the Royal College of Obstetricians and Gynaecologists (1998) was

adapted to reflect the levels of evidence for each of the recommendations made.

Grade A- recommendations based on randomized control trials. (Royal

College of Obstetricians and Gynaecologists, 1998)

Grade B- recommendations based on other experiments or observational

studies. (Royal College of Obstetricians and Gynaecologists,

1 ee8)

Grade C- recommendations based on expert opinion and endorsed by

respectable authorities. (Royal College of Obstetricians and

Gynaecologists, 1998)

Grade D - recommendations based on literature review for creation of this

guideline.
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Review of Guideline

Scheduled reviews of clinical guidelines are essential to ensure the

recommendations are þased on the most recent and accurate evidence. (Browman,

2000, Paul & Kleinpell-Nowell, 1999) Therefore, regular reviews of this guideline should

be scheduled every 3 years.

Differential Diaqnosís

When assessing a woman with a complaint of menorrhagia prior to a diagnosis of

dysfunctional uterine bleeding, a practitioner must ensure that there is no known

pathological explanation for the increase in menstrual bleeding. This is done by

excluding diagnoses.

Systemic conditions. One systemic condition that results in menorrhagia is

hypothyroidism. Although Krassas, Kaitsas, Papadopoulou, Paunkovic, Paunkovic and

Duntas (1ggg) report that menorrhagia due to hypothyroidism is likely less common than

previously thought, the authors did recognize that with severe hypothyroidism,

menorrhagia is likely a result of anovulation. McCance and Huether (1998) state that

hyperprolactinemia, resulting from an increase in TSH, causes a decease in GnRH and

thereby a loss of LH secretion. The resulting inhibition of progesterone secretion causes

follicular atresia, leading to anovulation. As the pituitary is intricately involved in the

Hypothalalmic-pituitary Ovarian (HPO)Axis, any pituitary disorders may similarly cause

anovulation and result in menorrhagia.

One other systemic condition that influences the menstrual cycle, and may cause

menorrhagia, is liver disease. The liver is responsible for the metabolism of hormones

including estrogen (McCance and Heuther, 1998, pp.1312). Liver disease decreases the

liver's ability to metabolize estrogen, thereby increasing the level of free estrogen. This

build up of estrogen causes over stimulation of the endometrium and results in bleeding

(Brenner, 1996). A build up of estrogen may also occur with adrenal dysfunction as it is
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secreted by the adrenal glands (McCance and Heuther, 1998 pp.716). Again, this build

up will cause the endometrium to become over stimulated, and results in menorrhagia.

Hematological disorders, Similarly, as menorrhagia may be a symptom of a

hematological condition, these also would influence the management and must be ruled

out in order to assign a diagnosis of DUB. Any condition which influences the normal

clotting cascade also influences the body's ability to control blood loss during menses.

These conditions include congenital disorders affecting clotting factors, such as von

Willibrand's Disease, as well as platelet disorders. Another hematologic factor

influencing blood loss during menses is bone marrow disease. The practitioner must

also consider any medications including herbaltreatments the patient is regularly taking

as a possible cause of the menorrhagia.

Anatomicat conditions. Finally, an anatomical cause for the heavy bleeding

must be considered. lt is critical that the practitioner ensure that the menorrhagia is not

caused by the presence of neoplasm, fibroids or pregnancy, since the treatment for the

bleed may negatively impact the underlying cause. Other physical causes for abnormally

heavy blood loss include infection, such as pelvic inflammatory disease, or the presence

of an intrauterine contraception device.

Age Related Causes for Menorrhagia to Consider

Uphold and Grahm (1998) further identify differential diagnoses into age related

categories. lt is imperative for the practitioner to be cognizant of these age related

differential diagnoses as they will help direct investigations and treatment options.

Adolescenús. Uphold and Grahm (1998) report that 50% of all menorrhagia in

teens is due to anovulatory cycles. The immaturity of the HPO axis leads to these

anovulatory cycles, resulting in menorrhagia. This immature system is susceptible to

changes in everything from body fat to stress. As sexually transmitted infections are

fairly common in adolescents, these must be ruled out as a possible cause of the
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menorrhagia. Other common causes of teen menorrhagia reported by Uphold and

Grahm (1998) are complications due to pregnancy, breakthrough bleeding from the oral

contraceptive pill and retained foreign bodies, most commonly tampons.

Women aged 20-35 years. Anovulatory cycles are less likely at this age, as the

HPO axis has matured (Uphold and Grahm, 1998). Rather the most common causes of

menorrhagia identified by Uphold and Grahm (1998) at this age are complications due to

pregnancy, infections, leiomyomas (fibroids) or DUB.

Women aged 35 years to menopause. Differential diagnoses at this age must

include cellular changes. This would include endometrial hyperplasia, endometrial

carcinoma, and cervical carcinoma (Uphold and Grahm, 1998 and Vilos, Lefebvre and

Graves, 2OO1).ln addition to DUB, other likely causes of menorrhagia in this age group

include anatomical lesions and the onset of menopause (Uphold and Grahm, 1998).

Postmenopausal women. For all postmenopausal women with complaints of

menorrhagia, the major concern is endometrial carcinoma (Oehler & Ross, 2002,

Robinson, Kidd, & Mangus-Rogers, 2000, Uphold & Grahm, 1998 and Vilos, Lefebvre &

Graves, 2OO1). Risk factors that the practitioner should be aware of in addition to recent

onset of heavy bleeding are obesity, hypertension, infertility, nulliparity, late onset of

menopause, polycystic ovaries, Someone on tamoxifen therapy, or someone with a

family history of endometrial or colon carcinoma (Uphold & Grahm, 1998 and Vilos,

Lefebvre & Graves, 2001 )

Recommendation

1) How to diagnose Dysfunctional Uterine Bleeding.

Past medical history. (Grade D,) When investigating any complaint the primary

care practitioner must first gather a complete history from the patient, as this is essential

in determining the differential diagnoses, as well as ultimately the etiology and diagnosis

(Bates, Gill & Johnston, 2003). Within this history the practitioner should include
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information around the history of the presenting complaint, any other medical conditions

the patient has, including any medications they currently take (Bates, Gill & Johnston,

2003, Uphold & Grahm, 2000). As medications, such as anticoagulants, can have an

impact on a patient's bleeding pattern it is important for the practitioner to including any

medications and over the counter treatments the patient is on in the history'

Also included in the past history the practitioner should gather information around

the patient's family history. Any family history of endometrial or colon cancer increases

the risk to the patient (Robinson, Kidd & Mangus-Rogers, 2000 and Vilos, Lefebvre &

Graves, 2OO1), and therefore the practitioner must be cognizant of these.

A patient's social history may also provide clues to the primary care practitioner

as to the etiology of the menorrhagia (Bates, Gill & Johnston, 2003), and influence the

treatment. Therefore social issues around sexual partners, contraceptive use as well as

sexual practices are important to note (Uphold & Grahm, 2000).

Finally, a review of systems should be discussed while gathering the patient's

history as the etiology of the menorrhagia may be related to another medical condition

(Bates, Gill & Johnston, 2003). Within this should be included questions about

associated symptoms of abdominal pain, dysuria, and changes in bowel patterns

(Uphold & Grahm, 2000).

Menstrual history. (Grade C)Through the literature review, it was found that all

the clinical guidelines included a recommendation to gather a menstrual history (Bates,

Gill & Johnston, 2003, College of Physicians and Surgeons of British Columbia, 1998,

Oehler & Rees, 2Q02, Shaw, Allen, Harper, Hempsall, Hourahane, Rees, Smith &

Sutton, 1998, Robinson, Kidd & Mangus-Rogers,2000, Uphold & Grahm,2000, Vilos,

Lefebvre & Graves, 2OO1). This history should focus on the patient's age at menarche

(Bates, Gill & Johnston, 2003 and Robinson, Kidd & Mangus-Rogers 2000) as well as

noting the onset of the menstrual disturbances or menorrhagia (Bates, Gill & Johnston,
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2003, Robinson, Kidd & Mangus-Rogers 2000, Shaw, Allen, Harper, Hempsall,

Hourahane, Rees, Smith & Sutton, 1998 and Vilos, Lefebvre & Graves, 2001).

lnformation should also be gathered about the duration of menstruation (Bates,

Gill & Johnston, 2003, Oehler & Rees, 2002, Robinson, Kidd & Mangus-Rogers, 2000

and Uphold & Grahm, 20OO) as well as the intermenstrual interval (Bates, Gill &

Johnston,2OO3, Oehler & Rees, 20Q2, Robinson, Kidd & Mangus-Rogers, 2000, Uphold

& Grahm, 2000, and Vilos, Lefebvre & Graves, 2001). This history may help direct the

practitioner as complaints of daily spotting are more indicative of polyps or an infectious

process where as complaints of irregular heavy bleeding that decreases to spotting, and

eventually subsides for several days, only to return to heavy bleeding is more suggestive

of anovulatory cycles (Oehler & Rees, 20Q2 and Uphold & Grahm, 2000).

Comparatively, cyclical menorrhagia that is continuous for several cycles with no

spotting between cycles or postcoital bleeding would more likely signify ovulatory

bleeding.

Complaints of dysmenorrhea will often accompany menorrhagia, and are to be

expected by the practitioner (Oehler & Rees, 20Q2 and Vilos, Lefebvre & Graves, 2001).

Postcoital bleeding, in comparison, may be an indication of cervical disease (Bates, Gill

& Johnston, 2003), and should be investigated further.

Finally a complete understanding of the patient's subjective assessment of blood

loss should be obtained (Bates, Gill & Johnston, 2003, College of Physicians and

Surgeons of British Columbia, 1998, Oehler & Rees, 2002, Robinson, Kidd & Mangus-

Rogers, 2000, Shaw, Allen, Harper, Hempsall, Hourahane, ReeS, Smith & Sutton, 1998

and Uphold & Grahm, 2OO0). However, a patient's subjective assessment of blood loss

does not always accurately reflect the actual blood loss (College of Physicians and

Surgeons of British Columbia, 1998 and Oehler & Rees, 2002). Although there are

objective strategies to determine the amount of blood loss due to menses, these are not
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clinically feasible (College of Physicians and Surgeons of British Columbia, 1998). The

alkaline hematin method has the practitioner soak a feminine product in 5% sodium

hydroxide, and visually assess the amount of blood loss (Oehler & Rees, 2002)'

However, this method is not readily available, nor practical for general practice (Oehler &

Rees, 2OO2). A second method identified by Oehler and Rees (2002) to quantify a

woman's blood loss during menses is the pictorial blood loss assessment chart (PBAC).

This assessment chart documents the number as well as the degree to which the

sanitary product is soaked. However, the accuracy of the method is debated in the

research due to differences in absorbency between the products (Oehler & Rees, 2002).

The only other method identified in the literature of objectively assessing a patient's

blood loss is a weighing technique (Oehler & Rees, 2002). Although this technique

would be inexpensive, the feasibility would again be questioned, as women would have

to bring used sanitary devices to the practitioner to be weighed. Oehler and Rees (2002)

report that this method would require further investigation before widely applied to the

clinical setting. Rather, menorrhagia may be clinically qualified by a thorough history of

the numbers of sanitary pads or tampons that are soaked in a day, ensuring the

definition of "soaked" is clear (Robinson, Kidd & Mangus-Rogers, 2000). This method,

independent of other assessment techniques, has also been reported as inaccurate

(Bates, Gill & Johnston, 2003 and Oehler & Rees, 2002), but may be usefulto highlight

changes in bleeding patterns (Bates, Glll & Johnston, 2003). lf used in combination with

the clinical picture, it may more accurately describe the monthly blood loss. The number

of sanitary products soaked in a day, together with the reporting of passing clots (Vilos,

Lefebvre & Graves, 2OO1) and socially embarrassing situations could be an indication of

heavy menses. A tool using a likert scale might be useful when monitoring and

discussing the amount of blood lost each month (see Appendix l). With this tool the

patient documents the day of her cycle, and the number of peripads or tampons used'
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Each time the women changes her sanitary product, she is to document the degree to

which it was soaked, by circling the number on the likert scale that corresponds to the

percentage it was soaked. Further, this tool provides the patient the oppottunity to

document any blood clots passed. Together with the clinical presentation, the

information from this tool can help practitioner deduce whether the patient suffers from

menorrhagia.

Focused physicat exam. (Grade D)The investigation of menorrhagia includes a

focused physical exam. The patient's general appearance including height and weight

should be included (Bates, G¡ll & Johnston, 2003), as well as vital signs as they may be

an indicator of significant blood loss (Bates, Gill & Johnston, 2003 and Uphold & Grahm,

2000). A thorough assessment of the skin for bruising, petechiae or abnormal hair

growth will help direct the practitioner to focus on the etiology of the menorrhagia (Bates,

Gill & Johnston, 2003 and Uphold & Grahm, 2000). Further, assessing the thyroid for

any enlargement or masses also may provide the practitioner an indication if the

bleeding is related to thyroid disease (Bates, Gill & Johnston, 2003, Robinson, Kidd &

Mangus-Rogers, 2000 and Uphold & Grahm, 2000). lt is also suggested that a breast

exam be done in the clinical setting to assess for any spontaneous galactorrhea outside

of recent childbirth, as this may be an indication of a pituitary condition also (Bates, Gill

& Johnston, 2003). An abdominal exam would highlight for the practitioner any

abdominal tenderness or masses as well as if the uterus were enlarged (Bates, Gill &

Johnston, 2003, Robinson, Kidd & Mangus-Rogers, 2000, Shaw, Allen, Harper,

Hempsall, Hourahane, Rees, Smith & Sutton, 1998, Uphold & Grahm, 2000 and Vilos,

Lefebvre & Graves, 2001).

Finally, a pelvic exam is essential (Grade C,) (Bates, Gill & Johnston, 2003,

Oehler & Rees, 2002, Robinson, Kidd & Mangus-Rogers, 2000, Shaw, Allen, Harper,

Hempsall, Hourahane, Rees, Smith & Sutton, 1998, Uphold & Grahm, 2000 and Vilos,
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Lefebvre & Graves, 2001). This exam should include a bi-manual exam assessing the

adnexa, the size and any tenderness of the uterus, as well as visualization of the cervix

and os noting any discharge, inflammation or lesions (Bates, Gill & Johnston, 2003,

Robinson, Kidd & Mangus-Rogers, 2000 and Uphold & Grahm, 2000).

2)What diagnostic tests are necessary to investigate a complaint of menorrhagia?

Several diagnostic tests have been identified in the literature as

recommendations for the investigation of menorrhagia and DUB. These include:

a. A complete blood count to assess for anemia due to the loss of blood (Grade

D) (Bates, G¡ll & Johnston, 2003, Oehler & Rees, 2002, Robinson, K¡dd &

Mangus-Rogers, 2000, Shaw, Allen, Harper, Hempsall, Hourahane, Rees,

Smith & Sutton, 1998, Uphold & Grahm, 2000 and Vilos, Lefebvre & Graves,

2001).

b. A papanicolaou test to help identify any changes in the cervical cytology as a

possible etiology for the bleeding (Grade D) (Bates, Gill & Johnston, 2003,

Uphold & Grahm, 2000 and Vilos, Lefebvre & Graves, 2OO1).

c. Pregnancy can be easily eliminated as a differential by performing a urine

HCG (Grade D) (Bates, Gill & Johnston, 2003, Robinson, Kidd & Mangus-

Rogers, 2000 and Uphold & Grahm, 2000).

d. A serum prolactin can identify pituitary dysfunction if clinically indicated, such

as a situation where there is galactorrhea without recent childbirth (Grade D)

(Bates, Gill & Johnston,2003 and Vilos, Lefebvre & Graves,2001).

e. A serum progesterone on day 21-23 of a woman's cycle would be useful to

verify ovulation if anovulatory bleeding is suspected (Grade D) (Uphold &

Grahm, 2000 and Vilos, Lefebvre & Graves, 2001).

f. A serum FSH and LH would verify menopause for a woman who's clinical

presentation supports this differential (Grade D) (Robinson, Kidd & Mangus-
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Rogers, 2000, Uphold & Grahm, 2000 and Vilos, Lefebvre & Graves, 2001).

g Endometrial biopsy, although universally recommended for investigation of

menorrhagia (Grade C,) (Bates, Gill & Johnston, 2003, College of Physicians

and surgeons of British columbia, 1998, Oehler & Rees, 20Q2, Robinson,

Kidd & Mangus-Rogers, 2000, Shaw, Allen, Harper, Hempsall, Hourahane,

Rees, Smith & sutton, 1998, Uphold & Grahm, 2000 and Vilos, Lefebvre &

Graves, 2001), is not unanimously recommended as a first line investigation

for menorrhagia. Rather, it is recommended that this be done after three

months if medicaltreatment is not effective (Grade D), or for anyone with an

increased risk of endometrial carcinoma (Grade D) (College of Physicians

and surgeons of British columbia, 1998, Oehler & Rees, 2002, Robinson,

Kidd & Mangus-Rogers, 2000, shaw, Allen, Harper, Hempsall, Hourahane,

Rees, Smith & sutton, 1998, Uphold & Grahm, 2000 and Vilos, Lefebvre &

Graves,2001).

i. Criteria placing a woman at increased risk for endometrial cancer

include nulliparity, infertility, obesity, polycystic ovaries, family

history of endometrial or colonic cancer, on tamoxifen, or a

woman over 40 years of age (Bates, Gill & Johnston, 2003, oehler

& Rees, 2002 and Vilos, Lefebvre & Graves, 2001).

ii. some methods of endometrial biopsy are within the scope of

practice for the primary care practitioner, where others are not.

Methods that not do not require general anesthetic, and can be

done in the practitioner's office, such as using a pipelle, would be

recommended if within the practitioner's comfort level (College of

Physicians and Surgeons of British Columbia, 1998 and Oehler &

Rees, 2002).
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h. No additional endocrine testing (Grade B) (Bates, Gill & Johnston, 2003,

oehler & Rees, 2QO2 and Shaw, Allen, Harper, Hempsall, Hourahane, Rees,

Smith & Sutton, 1998) or coagulation investigation (Grade D) (Bates, Gill &

Johnston, 2003, oehler & Rees, 2Q02, Robinson, Kidd & Mangus-Rogers,

2000, Uphold & Grahm, 2000 and Vilos, Lefebvre & Graves, 200'1) is

recommended unless clinically indicated.

3) When is referral a gynaecologist necessary?

From the history and the physical exam the primary care practitioner may identify

factors that would require immediate referral to a gynecologist'

a. The literature states that if there is any indication of a severe, acute bleed,

referral should be made immediately to a gynecologist or even to a hospital

for urgent treatment (Grade D) (Uphold & Grahm, 2000).

b. Other data that the primary care practitioner might gather indicating urgent

referral to a gynecologist would be significant uterine size or other

pathologies whose treatment is beyond the scope of the primary care

practitioner (Grade C,) (Oehler & Rees, 2QO2 and Uphold & Grahm, 2000)'

4) What are the treatment options for DUB?

Once a diagnosis of dysfunctional uterine bleeding is established, the treatment

includes medical and surgical options. However, a patient's lifestyle not only has an

impact on the menorrhagia, but also affects the patient's ability to cope with the

bleeding. The primary care practitioner should discuss the impact menorrhagia has on a

patient's life, strategies for coping with the bleeding, as well as all the available treatment

options with the patient. This discussion should include a definition of DUB, as well as a

description of the treatment options available to the patient. Fudher, reassurance should

be given that DUB in itself is not life threatening, and is time limited (Personal

communication Dr Carol Scurfield June 20, 2006). This discussion may be aided by the
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use of a patient handout (see Appendix J). By providing a handout, and stimulating

discussion on the possible treatment options, the patient can be involved in the

treatment decisions, and thereby have a greater sense of autonomy.

Lífestyte/activities. Although not necessarily treatments for menorrhagia, some

lifestyle changes will help the woman cope with the menstrual blood loss. These

strategies include:

a. Exercising regularly for 20-30 minutes 3-4 times a week to suppress the

release of prostaglandins (Grade D) (Robinson, Kidd & Mangus-Rogers,

2000 page 380). This regular exercise also promotes a sense of well-being

and may promote weight loss, however, the woman should be educated that

during times of heavy menstrual flow, exercising would not be recommended

b. Other lifestyle strategies that could help a woman cope with the impact of

heavy menses and avoid socially embarrassing situations would be the use

of different feminine products in combination. Women should be made aware

that they can use a super absorbent tampon in combination with a super

absorbent pad to eliminate overflow. (Personal communication Dr Carol

Scurfield June 20, 2006)

c. Women should be advised that they might eliminate ovedlow during night by

using products that are intended to be more absorbent, such as those for

incontinence (Personal communication Dr Carol Scurfield June 20,2006).

Nutritional interventions appropriate for primary care. (Grade D,) Dr Tori

Hudson ND, a leader in naturopathic medicine and advisor to the Depadment of Health

and Human Services and the National lnstitute of Health in the United States, has many

suggestions for dietary interventions in the treatment of menorrhagia (Hudson, 1999

page 5-1 1). These interventions include:

A) Promoting the prostaglandin pathways through a diet that includes whole
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grain foods, vegetables, legumes, nuts and seeds, as well as including

omega-3 oils, such as found in salmon and tuna, and using quality cooking

oils, such as canola and olive oils. Conversely, limiting saturated fats from

animals may also help (Hudson, 1999 page 5-1 1).

B) The anemia that may accompany menorrhagia can also be combated

through diet. Women can help reduce anemia by eating foods rich in iron,

again found in whole wheat, or liver, apricots, eggs and leafy green

vegetables (Hudson, 1999 page 5-1 1). Other foods that inhibit iron

absorption, such as refined breads and cereals should be limited (Hudson,

1999 page 5-1 1).

Nutritional supptements appropriate for primary care. (Grade D) Dr. Hudson

also includes in her book Women's Encyclopedia of Natural Medicine (Hudson, 1999

page 5-1 1) a regimen of supplements that has been researched and found to help to

treat menorrhagia. These supplements include: Bioflavonoids, Vitamin A and Chaste

Tree Extract.

a. Bioflavonoids have been found to decrease menstrual blood loss by

strengthening uterine capillaries, and acting as an estrogen receptor

antagonist on the uterus, thereby limiting the effect of estrogen on the uterus

and ultimately limiting the uterine lining proliferation. Bioflavonoids also

contain anti-inflammatory properties and therefore limit bleeding via a similar

process to Non-steroidal Anti-inflammatory Drugs (NSAID's) (Hudson, 1 999

page 8). Bioflavonoids are found in foods such as grape skins, as well as the

pulp and rind of citrus fruit, and many berries, including cherries, blackberries

and blueberries (Hudson, 1999 pageS).

b. A lack of Vitamin A has been found to impair the hormone production of the

ovaries, and thereby contribute to the hormone imþalance that may cause
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DUB (Hudson, 1999 page 6-7). Therefore supplementing a patient with

Vitamin A may help alleviate this condition. However, as adding high doses of

Vitamin A on a long term basis may lead to Vitamin A toxicity, the dosing

must be tailored to the patients needs. High doses of 60 000 lU daily for a

three month period is reportedly safe in adults without liver disease, hepatitis

or malnutrition, but a lower dose of 25 000 lU daily has been found to be

nontoxic for women requiring long term treatment of menorrhagia (Hudson,

1999 page 6-7).

c. Experimental studies have found that Chaste Tree extract acts on the

hypothalamus, stimulating the release of LH and inhibiting FSH slightly.

Further, it was found to inhibit the release of prolactin by the pituitary, thereby

returning the luteal phase to its normal length, and decreasing progesterone

production. The combined effect is a change in the estrogen-progesterone

ratio, and ultimately a decrease in menstrualflow (Hudson, 1999 page 8-9).

Although not absolutely contraindicated in pregnancy, it is not recommended,

however, it is found to be safe in lactating women. lt has few reported side ,

effects that include itching, rash and possibly a lowered sex drive (Hudson,

1gg9 page 9). Patients can expect to see effects of Chaste Tree extract over

the long term, and this should not be use for treatment of acute menorrhagia

(Hudson, 1999 page 9).

Medical treatments. Medical treatments are well within tne scope of the primary

care practitioner in Manitoba, and are non-invasive options as compared to surgical

treatments. Many classes of drugs have been found to have a beneficial effect on

menorrhagia, including NSAI D's, antifibrolytics, and hormone therapies.

a. Nonsteroidal anti-inflammatory drugs (NSAIDs) (Grade A) are one of the first

line drugs of choice in the treatment of menorrhagia (College of Physicians
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and Surgeons of British Columbia, 1998, Oehler & Rees, 2002, Shaw, Allen,

Harper, Hempsall, Hourahane, Rees, Smith & Sutton' 1998 and Vilos,

Lefebvre & Graves, 2001). The effect they have on menstrual bleeding is due

to their effect on prostaglandins (Oehler & Rees, 2002 and Vilos, Lefebvre &

Graves, 2OO1). Rosenfeld (1996) reported that women diagnosed with

menorrhagia typically have three times more 6-ketoprostaglandin than those

who do not complain of menorrhagia. The NSAIDs effect on the endometrial

tissue causes an increase in platelet aggregation and vasoconstriction of the

uterus (Rosenfeld, 1996). This all contributes to a decrease in blood loss

during menses. Studies of different medications from the NSAID class all

report a reduction in menses (College of Physicians and Surgeons of British

Columbia, 1998, Oehler & Rees, 2Q02 and Vilos, Lefebvre & Graves, 2001)'

Since there have been limited studies comparing the effectiveness of the

drugs in this category, no preference is given to any one drug (College of

Physicians and Surgeons of British Columbia, 1998)'

b. Although not an NSAID, tranexamic acid, an antifibrinolytic, is another first

line drug of choice in the treatment of DUB (Grade A,) (College of Physicians

and Surgeons of British Columbia, 1998, Oehler & Rees, 2002)

Antifibrinolytics limit finbrinolysis by blocking plasminogen, resulting in a

decreased breakdown of clots and ultimately decrease blood loss (Oehler &

Rees, 2002 and Vilos, Lefebvre & Graves, 2001). Due to its effect on clot

breakdown, there have been concerns around increased thrombotic activity

(College of Physicians and Surgeons of British Columbia, 1998 and Oehler &

Rees, 2OO2). However, further research has shown no increase in

thromboembolic effects in women treated with tranexamic acid (Oehler &

Rees, 2OO2 and Vilos, Lefebvre & Graves, 2001). other side effects do
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include gastrointestinal issues/nausea, and leg cramps (Oehler & Rees, 2002

and Vilos, Lefebvre & Graves, 2001).

c. Hormone therapy is the other category of drugs available to the primary

practitioner in the management of DUB.

i. One of the hormonal therapies is the oral contraceptive pill (OCP)

(Grade A) (Bates, Gill & Johnston, 2003, College of Physicians

and Surgeons of British Columbia, 1998, Oehler & Rees, 2002,

Robinson, Kidd & Mangus-Rogers, 2000, Sl'law, Allen, Harper,

Hempsall, Hourahane, Rees, Smith & Sutton, 1998 and Vilos,

Lefebvre & Graves, 2001). The OCP's effect on menorrhagia is

through promoting regular shedding of a thinner endometrial

lining, as well as inhibiting ovulation (Oehler & Rees, 2002).ln

addition to decreasing menorrhagia, OCPs have an added

advantage of contraception. Therefore, with a woman seeking

contraception, OCPs may be the treatment of choice for DUB

(Oehler & Rees, 2Q02 and Vilos, Lefebvre & Graves, 2001).

Limiting the use of OCPs is the threat of a thromboembolic event

(Oehler & Rees, 2002). Therefore the practitioner must be aware

of other risk factors for developing blood clots for each patient.

These risk factors include age, as well as a previous history or

family history of a thromboembolic event. one risk factor for

developing a blood clot that is under the patient's control is

whether the patient is a smoker. Therefore, the practitioner must

take the time to counsel the patient on smoking cessation, and it is

recommended to not prescribe ocPs for a patient who smokes.

ii. Although short cycle administration (5-10 days) of progestogens
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have been found to be ineffective for the management of DUB

(Grade D) (Oehler & Rees, 2QO2 and Vilos, Lefebvre & Graves,

2OO1),longer cycles (21 days) of progesterone derivatives have

been found to be effective to decrease bleeding, especially in

women with anovulatory or irregular cycles (Oehler & Rees, 2002

and Vilos, Lefebvre & Graves, 2001). ln the clinical guideline

developed forthe United Kingdom, recommendations are made

for the use of Norethisterone (Micronor), which under the same

monograph as Norethindrone (Micronor) in canada (Martindale,

2OO2), for this 21 day treatment period (Oehler & Rees, 2002).

iii. Further, high doses of progestogens daily can be used to treat

acute menorrhagia (Grade C) (Oehler & Rees, 2002). Heavy

bleeding should decrease within a couple of days, at which time

the dosage can be lowered (Oehler & Rees, 2002). The

intramuscular administration of progestogens

(Medroxyprogesterone acetate) causes amenorrhea in 80% of

women within the first year, however, up to 50% of women who do

continue to bleed report irregular cycles (Oehler & Rees, 2002,

Robinson, Kidd & Mangus-Rogers, 2000 and Vilos, Lefebvre &

Graves, 2001). Finally, progestins may be administered locally, via

an intrauterine device impregnated with progesterone. These have

been found to be effective in decreasing the blood loss due to

menses (college of Physicians and surgeons of British columbia,

1998, Oehler & Rees, 2002, Shaw, Allen, Harper, Hempsall,

Hourahane, Rees, Smith & Sutton, 1998 and Vilos, Lefebvre &

Graves, 2001), and some studies report that they are more
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effective than oral progesterone (Oehler & Rees, 2002). lt is

recommended, however, that practitioners counsel patients to

expect irregular bleeding and spotting for the first months, but

after one year 260/o of women become amenorrheic (Oehler &

Rees, 2002).

iv. Although mentioned in the research as treatment options,

selective progesterone receptor modulators are not found as

recommendations in the current guidelines' However,

progesterone antagonists, such as mifepristone, are mentioned by

oehler and Rees (2002) as effective in decreasing menstrualflow.

Clinical studies, however, must be preformed before

recommendations can be made for the treatment of menorrhagia

(Oehler & Rees, 2002).

v. The use of a GnRH Agonist was discussed in the guidelines

developed by both the Society of Obstetricians and

Gynaecologists of Canada (Grade D) (Vilos, Lefebvre & Graves,

2OO1) and the Acta obstetricia et Gynecologica scandinavica

(Oehler & Rees, 2002). GnRH Agonists have been found to

decrease menstrual loss by producing a temporary

hypoestrogenic state. This decreases the uterine volume and

results in decreased blood loss (oehler & Rees, 2002 and Vilos,

Lefebvre & Graves, 2001). However, use of GnRH Agonists in the

treatment of DUB is limited because of the resulting bone loss

when using this treatment for greater than six months, and the

side effects of hot flushes and vaginal dryness (oehler & Rees,

2QO2 and Vilos, Lefebvre & Graves, 2001). However, the effects of
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the treatment reverse once treatment is stopped (Oehler & Rees,

2002).

vi. The final hormone therapy recommended in the treatment of DUB

is the use of Danazol (Grade D) (College of Physicians and

Surgeons of British Columbia, 1998, Oehler & Rees, 2002 and

Vilos, Lefebvre & Graves, 2001). The use of androgens inhibits

ovulation and cause endometrial atrophy (Oehler & Rees, 2002

and Vilos, Lefebvre & Graves, 2001). However, due to the

androgenic side effects, such as weight gain, acne and deepening

of the voice (Oehler & Rees, 2Q02 and Vilos, Lefebvre & Graves,

2OO1) its use is usually limited to short term treatment to thin the

endometrial lining prior to ablation or surgery (College of

Physicians and Surgeons of British Columbia, 1998, Oehler &

Rees, 2002).

Surgicaltreatments. Although surgical treatments for DUB are not within the

scope of primary care, practitioners must be aware of these options and counsel patients

on them

a. Dilation and Curettage is not a cure for DUB, but has been used as a

temporary relief. This scraping of the endometrial lining temporarily relieves

the menorrhagia symptoms, but has not been proven to provide treatment for

DUB (Bates, Gill & Johnston, 2003, College of Physicians and Surgeons of

British Columbia, 1998, Robinson, Kidd & Mangus-Rogers, 2000 and Vilos,

Lefebvre & Graves, 2001).

b. Endometrial ablation has been proven to have success as a treatment for
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menorrhagia (College of Physicians and Surgeons of British Columbia, 1998,

Oehler & Rees, 2002 and Vilos, Lefebvre & Graves, 2001).There are several

methods for endometrial ablation, including laser, thermal Balloon Ablation

and electronic Rollerball Ablation.

c. Finally, a hysterectomy is a permanent treatment for menorrhagia, but the

risks associated with any invasive surgery must be weighed against the

benefits (College of Physicians and Surgeons of British Columbia, 1998,

Oehler & Rees, 2002 and Vilos, Lefebvre & Graves, 2001).

All of the above recommendations are summarized both in a desk top quick

reference (Appendix K) and algorithm form (Appendix L).
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Chapter Five

Evaluation

The intent of the guideline developed through this practicum project was to

influence practice and act as a resource for practitioners in primary care. However, a

guideline will only have an impact in primary care, if it is valued and viewed as credible

by its target audience. As the guidelines assessed in this practicum project were all

critiqued and reviewed using the AGREE lnstrument, the guideline developed must also

be evaluated by these standards.

The usefulness of a guideline is contingent on the ability of the practitioner to

access it. One factor influencing this is the clarity of the title. The title of this guideline

includes not only the diagnosis, but also the symptom. The intent of providing both the

diagnosis and the symptom was to make a search on the topic as easy as possible.

Further, the usefulness of this guideline is improved by clearly identifying the overall

objectives of this guideline. For this guideline, the objectives are presented clearly in the

form of a description of DUB, and the clinical questions to be answered'

As this guideline was developed as part of a practicum project, a development

group was not used. Similarly, dissemination and implementation is not within the scope

of this project, therefore, it was not piloted within the target audiences. However, as this

would be an important step prior to dissemination and implementation, the target

audiences of primary care practitioners as well as patient group are identified in the

guideline.

The recommendations made in this guideline included not only the medical

treatments available to the primary care practitioner and the patient, but also the lifestyle

suggestions that have been found to have an impact on menorrhagia, and surgical

treatments. Although the surgicaltreatments discussed would be beyond the scope of



CPG for DUB 92

the primary care practitioner, they were included in the guideline as general information.

lncluding this information in the body of the guideline as well as in a patient information

handout was intended to aid with patient discussion of treatment options, and provide a

level of autonomy for the Patient.

An attempt was made to increase the validity and reliability of this guideline by

including the methods used to gather the research as well as the levels of evidence for

each of the recommendations. The scale of reporting the level of evidence, Grade A-D,

was adapted from the scale used in the guideline published by the Royal College of

Obstetricians and Gynaecologists (Oehler & Rees, 2002). Since many of the guidelines

used to assimilate the recommendations did not include levels of evidence, the original

scale, Grade A-C, was adapted to include a level Grade D. This level included any

recommendations that were found in the literature or other clinical practice guidelines,

and were within the scope of primary care, but not supported by a published level of

evidence.

Recommendations made throughout the guideline are those assimilated from the

guidelines found in the research and applicable to primary care. These

recommendations are discussed in the body of the guideline, identifying the source of

the recommendation. They are also included in the desktop reference in further detail,

including the levels of evidence and specific diagnostics and dosages. Further, to

increase the ease of use, an algorithm was included to outline the steps required to

investigate and treat the complaint of menorrhagia.

Although not discussed in the body of the guideline, barriers to the use of a

guideline were researched, as reporled in the literature review. Attempts were made to

combat these barriers, such as including a written body of the guideline as well as a

desktop reference, including dosages, and an algorithm outlining the steps to be taken'
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Finally, as this guideline was developed as part of a practicum project, questions

involving the editorial independence are not of major concern. Similarly, as

dissemination of the guideline is not within the scope of this project, strategies for this

are not discussed in this guideline.

Assessme nt using modified AGREE instrument (AGREE Collaboration, 2001,

and Graham, Calder, Hebert, Cader, and Tetroe, 2000).

Scope and Purpose

26. The overall objective(s) of the guideline is (are) specifically described.
StronglyAgree ! 3 2 1 StronglyDisagree

27.The clinical question(s) covered by the guideline is (are) specifically described.

StronglyAgree 4 3 2 1 StronglyDisagree

28. The patients to whom the guideline is meant to apply are specifically described

StronglyAgree 4 3 2 1 StronglyDisagree

Stake h ol d e r I nv olv e me nt

2g. The guideline development group includes individuals from all the relevant
professional groups.

StronglyAgree 4 3 2 ! StronglyDisagree

30. The patients'views and preferences have been sought.
StronglyAgree 4 3 2 1 StronglyDisagree

31. The target users of the guideline are clearly defined.
StronglyAgree ! 3 2 1 StronglyDisagree

32. The guideline has been piloted among target users
StronglyAgree 4 3 2 L Strongly Disagree

Rigour of Development

33. Systematic methods were used to search for evidence.
StronglyAgree 4 3 2 I StronglyDisagree

34. The criteria for selecting the evidence are clearly described.
StronglyAgree 4 3 2 1 StronglyDisagree

35. The methods used for formulating the recommendations are clearly described

StronglyAgree 4 E 2 1 StronglyDisagree
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36. The health benefits, side effects and risks have been considered in formulating the

recommendations.
StronglyAgree 4 E 2 1 StronglyDisagree

37. There is an explicit link between the recommendations and the suppoding
evidence.

StronglyAgree ! 3 2 1 StronglyDisagree

38. The guideline has been externally reviewed by experts prior to its publication

StronglyAgree 4 3 Z 1 StronglyDisagree

39. A procedure for updating the guideline is provided
StronglyAgree 4 3 ? 1 Strongly Disagree

Clarity and Presentation

40. The recommendations are specific and unambiguous.
StronglyAgree ! 3 2 1 StronglyDisagree

41. The different options for management of the condition are clearly presented

StronglyAgree ! 3 2 1 StronglyDisagree

42. Key recommendations are easily identifiable
StronglyAgree 4 3 2 1 Strongly Disagree

43. The guideline is supported with tools for application
StronglyAgree ! 3 2 1 Strongly Disagree

Applicability

44.The potential organisational barriers in applying the recommendations have been

discussed.
StronglyAgree 4 3 Z 1 StronglyDisagree

45. The potential cost implications of applying the recommendations have been

considered.
StronglyAgree 4 E 2 1 StronglyDisagree

46. The guideline presents key review criteria for monitoring and/or audit purposes.

StronglyAgree 4 3 2 1 StronglyDisagree

Ed itori al I n d e p e n de n ce

47.The guideline is editorially independent from the funding body.
StronglyAgree 4 3 2 1 StronglyDisagree

48. Conflicts of interest of guideline development members have been recorded
StronglyAgree 4 3 2 I StronglyDisagree
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Additional Domain

49. Allows for flexibility based on clinicaljudgement
StronglyAgree 4 3 2 1 Strongly Disagree

50. Suggests strategies for dissemination.
StronglyAgree 4 3 2 ! StronglyDisagree

Li m itati o n s an d Recom m e nd atio n s

Through the assessment, this guideline was found lacking in a few areas. One

area of concern was that the guideline was developed by only one person. By not having

a development committee, as many of the published guidelines have, the potential for a

bias in the guideline is greater. Although beyond the scope of this project, this limitation

could be addressed by presenting the guideline to the potential target audience. Further,

piloting the tool in a clinical setting, and gathering feedback on the ease of use and

applicability to the clinical setting would be recommended.

The dissemination and finally implementation of this guideline are the other major

limitations identified through the assessment. As this was developed through a

practicum project, influence from major stakeholders, such as experts in the area and

the target users, was limited. lt has been found in the literature that a guideline is more

likely to influence practice when it has been supported or published by a professional

body (Farquhar, Kofa, Pwer, Zinber & Schulkin , 2002). Therefore, prior to widely

disseminating this guideline, it would be recommended to present it to the professional

body, such as the College of Physicians and Surgeons of Manitoba, for their

endorsement.

Conclusion

The purpose for this project was to develop a guideline that was evidence based,

and relevant to primary care in Manitoba. This need was identified through clinical

experience, in þoth primary care and women's health. Although some limitations to this
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guideline have been identified, in regard to dissemination and implementation, through

critical assessment the overall goal of the project appears to have been met.
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AGREE APPRAISAL I NSTRUMENT

INTRODUCTION

The purpose of the Appraisal of Guidelines Research & Evaluation (AGREE) lnstrument is to provide a

framework for assessing the qual¡ty of clinical practice guidelines.

Clinical practice guidelines are 'systematically developed statements to ass¡st practitioner and pat¡ent

decisions about appropriate health care for specific clinical circumstances". Their purpose is 'to make explicit

recommendations with a def¡n¡te intent to influence what clin¡cians do".

By quality of clinical practice guidelines we mean the conf¡dence that the potent¡al biases of guideline

development have been addressed adequately and that the recommendations are both internally and

externally valid, and are feasible for pract¡ce. This process involves tak¡ng into account the benef¡ts, harms

and costs of the recommendations, as well as the pract¡cal issues attached to them. Therefore, the

assessment includes judgements about the methods used for developing the guidelines, the content of the

final recommendations, and the factors linked to their uptake.

The AGREE lnstrument assesses both the qual¡ty of the reporting, and the quality of some aspects of

recommendat¡ons. lt provides an assessment of the predicted vatidity of a guideline. that ¡s the likelihood

that it will achieve ¡ts ¡ntended outcome. lt does not assess the impact of a guideline on patients' outcomes.

Most of the criteria contained in the AGREE lnstrument are based on theoret¡cal assumptions rather than on

empirical evidence. They have been developed through discussions between researchers from several

countries who have extensive experience and knowledge of clinical guidelines. Thus, the AGREE lnstrument

should be perceived as reflecting the current state of knowledge in the field.

The AGREE lnstrument is designed to assess guidelines developed by local, regional. national or international

groups or aff¡liated governmental organisations. These include:

1. New guidelines

2. Existing guidelines

3. Updates of existing guidelines

The AGREE lnstrument is generic and can be applied to guidelines in any disease area including those for

diagnosis, health promotion, treatment or interventions. lt ¡s su¡table for guidelines presented in paper or

electronic format.

I Lohr KN, Field MJ. A provisional instrumentfor assessing clinical practice guidelines. ln: Field Ml, Lohr KN (eds).

Guidelines for clinical practice. From development to use. Washington D.C. National Academy Press, '1992.

, Hayward RSA, Wilson MC, Tunis SR, Bass EB, Guyatt G, for the Evidence-Based Medicine Working Group.

Users' guides to the Medical Literature. Vlll. How to Use Clinical Practice Guidelines. A. Are the

Recommendations Valid? JAMA, 1995;21 4, 57O-57 4.
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AGREE APPRAISAL INSTRUMENT

INTRODUCTIO N AGREE

The AGREE lnstrument is ¡ntended to be used by the following groups:

i) By policy makers to help them dec¡de which guidelines could be recommended for use in practice.

ln such instances, the instrument should be part of a formal assessment process.

ii) By guideline developers to follow a structured and rigorous development methodology and as a self-

assessment tool to ensure that the¡r guidelines are sound.

iii) By health care providers who wish to undertake their own assessment before adopting the

recommendations

iv) By educators or teachers to help enhance critical appraisal skills amongst health professionals.

The following sources have been used for developing the AGREE lnstrument cr¡ter¡a.

Lohr KN, Field MJ. A provisional instrument for assessing clinical practice guidelines. ln: Field MJ. Lohr KN (eds).

Guidelines for clinical practice. From development to use. Washington D.C. National Academy Press. 1992.

Cluzeau F, Littlejohns P, Grimshaw J, Feder G. Moran S. Development and application of a generic

methodology to assess the quality of clinical guidelines. lnternational Journal for Quality in Health Care

1999;1 1 :21 -28.

Grol R, Dalhuijzen l. Mokkink H, Thomas S, Veld C, Rutten G. Attributes of clinical guidelines that influence

use of guidelines in general pract¡ce: observational study. BMJ 1998;317:B58-86'l '

Lohr KN. The quality of practice guidelines and the quality of health care. ln: Guidelines in health care'

Report of a WHO Conference. January 1997, Baden-Baden: Nomos Verlagsgesellschaft, 1998.

ffi
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AGREE APPRAISAL INSTRUMENT

INSTRUCTIONS FOR USE

1. Structure and content of the AGREE lnstrument
AGREE consists of 23 key items organised in six domains. Each domain is intended to capture a separate

dimension of guideline quality.

Scope and purpose (items 1-3) is concerned with the overall aim of the guideline. the specif¡c clinical

quest¡ons and the target patient population.

Stakeholder involvement (items 4-7) focuses on the extent to which the guideline represents the views of
its intended users.

Rigour of development (items 8-14) relates to the process used to gather and synthesise the evidence, the

methods to formulate the recommendations and to update them.

Clarity and presentation (items 15-18) deals with the language and format of the guideline.

Applicability (items 19-21) pertains to the likely organ¡sat¡onal, behavioural and cost implications of

applying the gu¡del¡ne.

Editorial independenee (items 22-23) is concerned with the independence of the recommendations and

acknowledgement of possible conflict of ¡nterest from the guideline development group.

2- Documentation
Appraisers should attempt to identify all information about the guideline development process prior to
appraisal. This information may be contained in the same document as the recommendations or it may be

summarised in a separate technical report, in published papers or in policy reports (e.9. guideline

programmes). We recommend that you read the guideline and its accompanying documentation fully

before you start the appraisal.

3. Number of appraisers
We recommend that each guideline is assessed by at least two appraisers and preferably four as this will
increase the reliability of the assessment.

4. Response scafe

Each ¡tem is rated on a 4-point scale rangíng from 4 'Strongly Agree'to 1 'Strongly Disagree', with two mid

po¡nts: 3 'Agree' and 2 'Disagree'. The scale measures the extent to wh¡ch a criterion (item) has been fulfilled.

r lf you are confident that the criterion has been fully met then you should answer 'Strongly Agree'.

r lf you are confìdent that the cr¡terion has not been fulfilled at all or if there is no information available

then you should answer 'Strongly Disagree'.

r lf you are unsure that a criterion has been fulfilled, for example because the information is unclear

or because only some of the recommendations fulfil the criterion, then you should answer 'Agree' or
'Disagree', depending on the extent to which you th¡nk the ¡ssue has been addressed.

5. User Guide
We have provided additional information in the User Guide adjacent to each ¡tem. Th¡s information is

intended to help you understand the issues and concepts addressed by the ¡tem. Please read this guidance

carefully before giving your response.
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\ppendix B

Cons,ce op PnysrcrANs & Sunceoxs oF BRrrrsH CoLuMBTA

GUIDELINE FORTHE MANAGEMENT QF
MENORRT{AGIA

Obiective
To ptovide a summâry of cutent treatment options and their effectiveness, fot the
management of menonhagia. Menorrhagia is defined as excessive tggulff mensftual blood
loss. In the absence of dernonstrable systerric ot gynaecological cause it is also called
dys fu nctiooal utedne bleeding.

Options
The options discussed ate the vatious investþtive and tre¿tment methods cunendy
availablg to manage this condition- These indude non-surgical and surgical thetapies.

Outcomes
In teseatch studies of noo-sutgical or drug thetapies, obiectively measuted mensttual blood
loss was the consistent meâsr¡re of outcome presented, along with drug effects and side
effects. Fot sutgical tteatmeûts ihe outcomes çnsidered were the effect on mensüual
flow and menstrual symPtorns, together with post-opetative complications (morbidity and
motality), risk of othet diseases, and eirrotional outcomes.

Evidence
This guideline is based on the guideline published in August 1995 called "Effective Health

9*.", by the Nuffteld Insútr¡te of Healtlr" Univesity of Leeds, UK and the NHS Cenue
fot Rwiews aod Disseminatioq University of Yo¡( Research Unig Royal Coltege of
Physicians, UIC This is an iotemationally tespected Bdtish agency which publishes
evidence-based guidelines fot health cate ptovidem. Input was also teceived ftom the
authon of the nClinicâl Ptactice Guidelines for Hystetelomy" (1996) pubtished by the
Society of Obstetdciaos & Gynaecologjsts of Caoada (SOGq.- A lite¡atrxe search foi neq,
infomation on the role of dtug teatment for menorbagia was done by members of úe
Committee, and such infomatión" where applicable, was úAod"d in the iecommendations.

The guideline has been adapted to fit the form¿t fot structued abstscts of dinical ptactice
guidelines as tecommended by the CMA. The Effective Health Cate guideline was
teriewed by the B.C. College of Physiciaos & Swgeons Pnctice Guidelines Committee
lü¡hich has physician teptesentation ftom each of nine ptovincial medical otganizations.
The Committee accepted the scientific validity of the Effective Heakh Catè guideline,
\¡hich is based on a systematic litetatwe teoie* and guideline development procäs. This
guideline absttact has been validated by apptying the U.S. Institute of Medicine cdteria for
evaluation of dinical practice guidelines.

Benefits, Harms & Costs

Policy Manual Menorrhagiq Guidelines-l February 1998



The benefit is the conftol of excessive mensüual blood loss with the tesultant
improvement in quality of life and the avoidance of anaemi¿ telated to blood loss. The
hatms produced by treatment include drug related side effects, dsls of investigation, risks
of surgical üeatrneûts including dsls of geneml anaesthesia, and surgical complicâtions.
The costs ate those involved with sugical outpatient and inpatient treatrnent and the cost
of drugs, togethet with time loss dudng recuperation and other indirect costs. Paticulat
attention was given to the relatively hþh cost of some drug treatrnents and sugical
treaünents which have been shown to be ineffective.

Recommendations
NOTE:

AII teat'rrent options should be discttssed wÍth the patieat, givif,g
her sufrcient Ín-fotmatìon about the dsks and benefrts of drug aad
sutgical intetwentioas allowing fot an infonned decision about her
teaftnsa¿

ft is di.fficult fot womea aad theitphysicians to detetmiae the degree
to whÍch menstual flow is excessive, What is consideted heavy aad
'uaacceptable' flow fot one patient, may be considercd noffial fot
aaothet, and may not rcquirc treatuent. In clÍnÍcal ptactice the
obiective meas;utement of measttual loss is not feasible. The
prcsence of anemÍa or the detennÍaation of signifrcant iton loss can
be helpfuI in estìrnating the degtee of measttual blood loss. Detailed
discussion with apptoptiate reassutance may avoÍd the need for
investigation and teaattent, ot the need for refenal for defrnitive
teatment.

À Investþtion
When warranted, after completion of history and physical examination, the main
diagnostic investþtions in evalu¿ti.g menorhagia ate.lilation and curettage (D &
Q, endometdal sampling hysteroscop¡ ând ultrasonosaphy.

Diagnostic D & C fot waluation of menorhagia, is not recommended in
womeû under aç,t0 years, because the tisks associated.ñ/ith this procedure
outweigh the potential benefits. Endomeuial carcinoma in this age group
is vety rare, and therefore, the use of this diagnostic procedure is not
indicated.

Diagnostic D & C in women over age 40, when used to exclude the

diagnosis of endomeftial carcinoma, may be replaced by other s¿fer and

less invasive methods of endomettial sampling. FIowever, if other
diagnostic methods are not readily available, D & C remains a usefrf
diagnostic procedue.

1)

2)

CouncB O¡ P¡rrs¡c¡,r¡ls,4rvp JuncroNs oF BRrrtJH Corvtnt¿
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These othet investigational methods are:

a) Endometdal Sampling
These methods are pteferred since in general they do not tequire
genetal anaesthesia, and therefote, cttty lower dsk" can be
perforned on an ouçatient basis ot in the offi.ce, ¿nd are less

invasive and more cost-effective. These methods indude the use

of vacuum curets, endonrettial biopsy forceps, nârrow curets,
catheters, and endometrial scmpings.

b) Flystetoscopy
This ptocedure involres the insertion of a small magnifying
instrument to viev¡ the uterine lining and is used in conjunction
with a sampling technique. No general anaesthesia is requked and
this is an ouçatient procedure. Curtent studies suggest ttrat this
ptocedure, where availablg is the most accurate and cost-effective
in diagnosing ot excluding uterine pathology, especially utedne
polyps and fibroids.

Ultasonogtaphy
Ultnsonogtaphy mry be helpful in ruling out other causes of
abnotrnal utedne bleeding (.g. fibroids), and endovaginal
ulttasonography may be usefrrl in measuring endomettial thickness.

Tteatment
1) DrugTreatrrent

A rwide vatiety of drugs can be used for treating menotrhagia, induding
' aotifibtinol¡ic açnæ, non-stetoidal anti-inflammatory drugs (NS,\ID's),

and hotrnones. They all require ongollrg use. The drugs ate not tanked in
otdet of prefetence since there are insufficient randomized contol rrials

compadng these drugs.

NSAIDTs - Many NSAID's have been used in the tteatrnent of
dysmenonhoea and menorhagia. Mefanamic Acid (PonstanTÀ|,
Naptoxen (l'{aprosynm), and Naproxen Sodium (Anaptoinf, for
example, h¿ve been shown to decrease menstrual flow. While
effective in teating dysmenonhoa, the decrease in menstrual flow
vades according to different studies between 20 and 4û/o.

b) Danazol (Cydomenm) - Dar;razo\ while effective in reducing
mensüual flow by 30 to 70o/o, l:us well known, serious and
disuessing side-effects especially .¡/ith high dosage (200 - 400

-g/d"Ð and ma¡ thetefore, be unaccepable fot long term use.

Low dosage Danazol has fewer side effects and is effectiveness in
decreasing, menstrual fl.owva¡ies in different studies.

")

B
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.) SSrnthetic ptogestins and estogen/progesterorie
combinations -N otethindrone(MicronotTf , rnedroxyprogesterone

@roverf$ and estrogen/progestefone combinations, þirth
control pills). These synthetic hornones are presctibed commonl¡
and appeat to be effective, howwer, there are no randomized
control rials documenting the use of these d*æ itr the üeatrnent
of menothagia, even though in the individual patient they may be
effective. Proçstins used alone âre more likeþ to be effective in
anovulatory dysfunctional utedne bleeding.

Tranexar"ic Acid (Cyþokapror¡g - this fibrinol¡ic agent has

been shown to be one of the most effective of available drug
treatrnents. However, the medic¿tion is expensive and recent
conceffrs have been raised about possible thromboembolic effects.

Ð flotmone releasing IUD Irvonotgesüol - this fteatment rs
teported to be effective but has riot yet been released fot genetal
use.

Sugical Tteatments
Physicians should offet at least one course of recommended drug theapy
before considemtion of surgical úeatrnenL

Thtee types of sugical treâtments have been used to ffeat menorhagia:
endomeftial abl¿tion (temoval of the lining of the utetus), hysterectomy
and dil¿t¿tion and curettage.

Endometrial Ablation - This technique involves a tanscewical
apptoach and is desþed to ceuse the removal or desÉuction of
the endometrial lining. The methods include an intautedne
balloon and diathetrny (cautery), laser or cryoablation. This
ptocedure may requite short hospialization but is usually ptovided
on an outpatient basis. Re-Eeatment rates of over 20% within two
years have been teported. Long term effects are riot knov¡n at this
poinr Significant complications are rurcotnmon but nevefiheless
must be consideted.

b) Hystetectomy - Hysterectomy is 100% effective in controlling
excessive menstrual flow but is associated with complications
induding morbidity and motality. The selection of vaginal or
abdominal hystetectomy âs a recolûnended treatment should only
be considered after carefr¡l consideration of the perrnanent effects

d)

2)

a)
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of this maior surgical ptocedue, and a carefrrl teview of other
tfeatrnent options.

Dilatation and Cutettage (D&C) - There is no evidence fot a

thetapeutic effect of D & C as a treatment fot menorrhagia. There
is a limited place fot D & C in the investigation of menomhagia, as

outlined above.

Validation
This guideline has been approved by the representatives of the organizations making up
the Pnctice Guidelines Committee of the Colleç of Physicians & Surgeons. The
Cornmittee has accepted the scientific basis of the Effective Health Care publication and
has adapted that inforrnation to the cuüent fotrnaL The accumcy of the adaptatiorq the
accuracy of the info.matior\ and the .l"tity of the guideline has been reviev¡ed by physician
experts and public þatient) representatives.

Participants
o Colleep of Physicians & Surgeons
. BCMA
o Socieg of GeneralPractice of B.C.
o Socieg of SpecidistPhysicians & Surgeons of B.C.
r College of FamilyPhysici¿ns
o Medical Senrices Commission of B.C.
¡ Office of He¿Ith Technology Assessment
o F¿cuIV of Medicine - I.iBC
o Ministry of Health

October, 1997 - This guideline is to be reviewed in sro years, or sooner, if new e\ridence is evail¿ble.
References list av¿ilable on requesL

Ð
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)pendix C

GutoÈlrNES FoR THE JfnNncEMENT oF

AeNonMAL Urenlrur BleeolNc
These guidelines f¡ove been reviewed by the CJinico! Proaice Cynoecology ond the Reproduaive Ftdocrinology Infertiltty

Comm¡üees, and apþroved by F:<eatt)ie and Council oftfre Socíety of Obstetricions ond Gynoecologists of C-anodo

Abstract
Obiective: lt is estimated that nine to 30 percent of reproduc-

tive age women suffer from menorrhagia' The prevalence

increases with age, peaking iust prior to menoPause.

Menorrhagia and uterine fibroids account for up to 75 per'
cent of all hysterectomies pelormed worldwide.This gride-
line provides recommendations to tynaecologiss and other
health care providers in tlre diagnosis and management of
abnormal uterine bleeding, incorporating tfie current er¿idence.

Options: Diagnostic tools and medical and surgical alternatives

to management are reviewed and current evidence is pre-

sented.
Evidence: Medline, Embase, and the Cochrane database were

renier¡red as well as other society guidelines.

Recommendations:
l.Women with irregular menstrual bleeding should be investigat'

ed for endometrial poþs and/or submucous fibroids. (ll-2 B)

2. Women presenting with menorrhagia should have a current
cervical cytology and a complete blood coun¿ Further inves-

tigations are individualized. lt ls useful to delineate if the
bleeding results from owlatory or anovulatory causes, both in
terms of tailoring dre investigations and in choosing a treat-
ment (lll B)

3. Clinicians should perform endometrial sampling based on the

methods available to them. An offìce endometrial biopsy

should be obtained if possible in all women presenting with
abnormal uterine bleeding, over 40 years of age or weighing

more than or equal to 90 kg. (ll B)

4. Hysteroscopically-directed biopsy is indicated for women with
persistent err¿tic menstrual bleeding, failed medical therapy or
transvaginal saline sonograpty suggestive of focal intrauterine

pæhology such as polyps or myomas.Women with persistent

symptgms but negative tests should be reevaluated. (lf B)

5. Progestógens given in the luteal phase of the oYulatory ¡nen-

sttual cycles are not effective in reducing regular heavy men-

strual bleeding. (l A)
6.While dilatation and curettage (D&C) may have a diagnostic

role, lt is not efrective th.raPy for women with heavy men-

strual bleeding. (ll B)

7.The endometrium cân be destroyed by several difrerent tech-

niques but reoperation rate at fìve years may be up to
40 percent widr rollerball ablation.This should be reserved for

the woman who has lìnished her childbearing and is aware of

the risk of recurrent bleeding. (l A)
Sponsorc: This guideline w-ú produced by the Society of Obs-

tetricians and Gynaecologists of Canada-

INTRODIJCTTON

The normal menstrual cycle lasc 28 t7 days, the flow lasa

4 x2 ð:rys,and the average blood loss is 40 t 20 ml.l
Ábnormal utetine bteeding (AUB) is detned ¿s changes

in Êcquency of menses, duradon of flow or amount of blood

loss. Dpfunctional uterine bleeding (DUB) is a diagnosis of
ocdusion when there is no pelvic pad'rolory or underlying med-

ical cause. DUB is typically characterized by heavy prolonge'd

flow with or wiúrout breaktluough bleeding. It may occut with

or without ovulation.

These guidelines reflect emergíng clinical and sclentifìc advances as of the date issued and are subiect to change.The information should not be construed es

dictâting an exclusive course of treatmenr or procedure to be follor,¿ed. Local insriuitíons can dictate amendments to these opinions'They should be well doc-

umented if modilìed at the local le¡¿el, None of the contents may be reproduced in any form without prior wrícen permission of SOGC'

locc AUGI,IST 2OOI



Menorrhagia (hypermenorrhoe¿) is defined as heavy cydi-

cal mensrual bteeding occurring over several consecutive cycles

during the reproducive years. Objectiveþ menonhag'a is defined

as blood los ofmore than 80 ml per cyde, the g0th percentile in
a saÅy of 476 Gothenbeqg women published by Hallberg ø aI
'n 1966.2 Monthly blood loss in excess of 60 ml may result in
iron deficiency anemia and may affect the qualþ of life.3

DIAGNOSTIC APPROACH TO AUB

HISTORY

It is importantto distinguish anovulatoryAUB, which is more

likely to lead to endometrial hype¡plasia, from ovulatoq¡AUB.

\Øomen presenting with ovulatory AUB will likely have heavy

cyclical menstrual blood loss over several consecutive cycles

without any intermenstrual or postcoiul bleeding. They may

have dysmenorrhea associated with passing of clots. Premens-

trual ryrnptoms also zuggest ovulatory cyda. The history should

indude symptoms suggestive of other pathology, such as irreg-

ular bleeding, postcoital bleeding, and pelvic pain. Poþs or

submucous fibroids are present lui'25 to 50 percent of women

who present with inegular bleeding.a'5

DIAGNOSIS

A thorough abdominal and pelvic examination is essential.

Cervical cytolory should be obtained if indic¿ted. A complete

blood count (CBC + ferritin) is needed to determine degree of
anemia. Other investigations to be considered include: thyro-

tropin stimulating hormone, when ocher rympoms of thyroid

dysfuncdon ere present; prolactin; day 2l to 23 progesterone

to verifr ovulatory status; follicular stimulating hormone and

luteinizing hormone to verifr menopausal status or supPoft a

diagnosis ofpolycystic ova¡ian disease; and a coagulation pro-

file when menorrhagia is present at puberry or if there is a din-
icd suspicion for a coagulopathy.

ASSESSMENT OF THE ENDOMETR¡UM

Endometrial essessment is performed to diagnose malignancy

or pre-malþant conditioru and to er"¿luate the hormonal influ-

ences of the endometrium. Spencer et al. rcviewed 142 scudies

to determine the value of endometrial evaluation methods in
women with AUB. The data does not stlpport a uniform
recommendation for endomeuial evaluation.6

Sampling of the endometrium should be considered in all

women over 40 years of age with abnormal bleeding or in
women v¡tro ere at higher risk of endometrial cancer,l/ includ-

ing: nulliparity with a history of infeniliry; new onset of heavy,

irregular bleeding; obCIity (> 90 kg);7'8 polycystic ova¡ies;e a

family history of endometrial and colonic cancer;7 and on

amoxifen therapy. 10' I t

It is also important to evaluate the endometrial histopatho-

logy in a woman who has no improvement in her bleeding

pattern following e course of therapy of three months. The

SOGC guidelines Diagnosis of Endometrial Cancer inW'omen

lXñú AbflarmalVaginøl Blceding(2000) reviewd úre evidence for

endometrial sampling and contained an algorithm which sug-

gests a course of management in assessing the endomeuium.l2

TECHNIQUES FOR ENDOMETRIAL SAMPLING

Offìce endometrial biopsy resula in adequate samples 87 to

97 percent of the dmel3'15 and detects 67 to 96 percent of
endometrial carcinomas.13'15 Although the choicr of sampling

device may affect accuracy, no exisdng metÏod will sample the

entire endometrium.6 Hysteroscopically-directed sampling

detects a higher percentage of abnormalities when compared

direcdy with dilatation and cureaage (DS¿C) as a diagnostic

procedure.lGrs Even if the uterine caviry appears normal at hys-

teroscopy, the endometrium should be sampled since hys-

teroscopy alone is not sufficient to exclude endometrial

neoplasia and carcinoma.t9'2o (IL{)

DIIÁTATION AND CURETTAGE

In 10 to 25 percent of women DE¿C alone does not uncover

endometrial patholory.2l DE¿C was associated with uterine per-

foration in 0.6 to 1.3 percent of cases and hemorrhage in
0.4 percent of cases.2l DE¿C is a blind procedure with sþifi-
canc sampling errors; it also requires anesthesia which ca¡ries a

risk of complications. It should be reserved for those situations

Farquhar et ol., 1999.7 Multivariate analysis of 1033 women.

0.0392s.8 (r.r-28.6)Family history of
endometrial
cancer

0.02672.8 (r.r-7.2)Nulliparity

0.0 t273.6 ( r .3-e.e)lnfertility

0.0 t82s.0 (r.3-re.l)Family history of
colon cancer

2.3%Weight > 90 kC

and age < 45 yr

27.2%Weight à 90 kg

and age > 45 yr

0.00r63.r (r.s-6.r)7.9%Age > 45 yr

< 0.000 ts.s (2.9-r0.6)12.7%Weight > 90 kg

4.9%All patients

p valueOdds ratio
and 95% Cl

PrevalenceFactor

TABLE I

INDEPENDENT RISK FACTORS FOR
ENDOMETRIAL HYPERPI-ASIA AND CARCINOMA

lN woHEN V/lrH ¡ggr'tr
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where office biopsy or directed hysteroscopic biopsy are not
available or feasible.2l'2z GI B)

ULTRASOUND EXAMINATION
OF THE ENDOMETRIUM

Tianwaginal sonography (TVS) assesses endomeuial thickness

and detects poþs and myomata with a sensitivity of 80 per-

cent and specificity of69 percent.23

Altlough there is evidence that endometrial thickness may

be indicative of patholory in the postmenopausalwoman, such

evidence is lacking for the woman in her reproductive years.

Meta-analysis of 35 studies showed that in menopausal

women, endometrial thickness of five mm at ulffasound has a

sensitiviry of 92 percent for detecting endometrial disease and

96 percent for detecting cancer.24 It is not helpful when the

thickness is between Êve and 12 mm.25 No such correlations

are firmly established in the premenopausal patient.5 '12'2''26

SALINE SONOHYSTEROGRAPHY

The introducdon of five to 15 mL ofsaline into the uterine cavi-

ry using a saline primed catheter or a pediatric feeding tube may

improve the diagnosis of intrauterine masses duringTV5.6'22-ro

TREATI'IENT OFAUB

MEDICAL MANAGEMENT

Age, desire to preserve fenility, coexisdng medical conditions,

and patienc preference are essendal considerations. For each of
the suggested methods, úre patient should be aware of the risks

and contraindications to allow informed choice. The degree of
patient satisfacion may be influenced by efficacy, er<pecations,

cost, inconvenience, and side effects.

Nox-sr¡non¡t ÁNTI-INFIIIMMAT0RT DRUGS

Endomeuial prostaglandins are eler'¿ted in women with heavy

menstrual bleeding.3l32 Non-*eroidal and-inflammatory drugs

(NSAIDÐ inhibit cyclo-oryge rnséJr'3z and reduce endometri-

al prostaglandin levels.3l In a review of 21 randomized con-

trolled trials, NS,AIDs taken with menses decrease menstrual

blood loss by 20 to 50 percent.3l'34 ¡¡5¿1pt improve

dysmenorrhea in up to 70 percent of patiena.3s Therapy should

start at the first day of menses and be continued for five days or

until cessation of menstruation. (I A)

,AÀnrrrgRnrroryfl c AcENrs

Tranexamic acid (cyclokapron), a synthetic derivative of the

amino acid lysine, exerts an antifibrinolytic effect through
reversible blockade on plasminogen.3s'36 The dmg has no effecc

on blood coagulation parameters or dysmenorrþo'35'36 Ott.-
third of women experience side effecm, including nause¿ and

leg cramps. Tfanexamic acid one g every six hours for the frrst

four days of the cycle reduces menstrual blood loss by up to

40 percent, based on 10 randomized placebo-controlled

r 
.a1s.33,35J6 

0 A)

Dnx¡zor
DanazoL asynthaic *eroidwiúr mild androgenic propaties, inhibim

steroidogenesis in the ovary and has a profound effect

on endomeüial dssue,37 reducing menstrual blood los by up to

80 percent.sit Following danazol therapy (100-200 mg daily),

20 percent ofpatiena reportod emenorrhea and 70 percent rePon-

ed oþmenorhea Approximaæly 50 percent ofüre puiars tepon-

od no side effeas wiúr danazol while 20 pacent rcponed minor but

acqtable side effects.ffi9 The most ommon omplaint was weigþt

gain of two to six pounds in 60 percent of patiens. The recom-

mended treatrnent is 100 to 200 mg daily for ú¡¡ee monúrs.39'6

PnocBsrnss

Randomized controlled trials have shown cydic progestins to be

ineffective in concrolling regular heavy merutrual bleeding com-

pared to NS,{Ds and tranocamicacid44 t'rogestins maybe u,se-

fril for women with irregular cydes and with anovulatory cydes

when given for 12 to 14 dap of each month.45 M.dtoryptogo-

terone acetate given for contraception induces amenorrheawith-

in the Êrst year in 80 percent ofwomen,6 although âs many as

50 percent erçerience inegular bleeding.6

C-otvrsbInD oRAL @NTRACEITIIvE PIrr
The reduction of menstrual blood loss with the combined

oral contraceptive pill (OC) is probably the result of induced

endometrial atrophy. A randomized controlled trial of women

taking an OC containing 30 pg etlinyl estradiol showed a

43 percent reduction in menstrual blood los compared to base-

line.aT Two longitudinal case control studies have found that

users were less likely to experience heavy mensrual bleeding or

anemia.48 Additional advantages of OG indude contraception

and reducdon of dysmenorrhea-

PnocesrN llrrneurEnNe Svsrr¡u

Progesterone impregnated intrauterine devices (IUDs) have

been ,epon d to reduce menstrual bleeding'49-52 The newest

levonorgestrel inuauterine system (LNG-IUS) is a T-shaped

IUD which releases a steady alnount of levonorgesuel Q0 Pgl

24fus) from a steroid reservoir a¡ound the venical stems of the

device. k is presendy undergoing clinical investigation in Cana-

da and is expected to be released within the next few month.

GNRHAGoNISTS

GnRH agonisa induce a rorersible hypoestrogenic sate, rducing

otal uterine volume by 40 to 60 percent.53 Myo-ts ,nd uterine

volume expand to preüeâtment levels within montls ofcessacion

of therapy.53 GnRH agonists are effecdve in reducing menstrual

blood los in perimenopausal women' but a¡e limited by their side

effects, including hot flashes and reduction of bone densþ'3
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SURGICAL MANAGEMENT

Du-mmoN nNn Cunrrr¡cn
There are no published repora of randomized controlled uials

comparing DE¿C and other potential ffeâtments for the relief

of menorrhagia.22The onlystudy to measure blood loss before

and after DE¿C found temporary reduction in menstrual blood

loss immediately after the procedure; howwer, losses retumed

to previous lwels or hþher by the second menstrual period post-

intervention.zz'54 pyç may have a diagnostic role when

endometrial biopsy is incondusive and the symptoms persist or

when underþing pathology is suspected.l2

Er.¡oolrrrtnr¡r, DustnucnoN
Endomeaial desmrction can be performedbysweral zurgical tech-

niques. Hl,steroscopic endomenial ablation with photocoagula-

tion, rollerball, electrocoagulation or loop resecdon, and their

long-ærm results, have been roriewed by Marryn.5s Endometrial

ablation has now been ev-¿luated dinically for the past 20 years.

Several str¡dies with liFe table analpis up to 6.5 years have shown

sarisåcdon rates ofapproximaæþ 85 percenr5s tüØidain the study

periods, approximateþ 10 percent ofwomen will move on to hys-

terectomy and 10 percent will require a repeat endomeuial abla-

tion for failed initial treamrenc55 Patiena undergoing surgery afrer

aç 40 yean app€âr to have a better outcome.55 There is no clea¡

evidence ttrat the presence of fibroids or dysmenorrhea prior to

endomeuial ablation surgery reduces the rates ofsuccess. Preoper-

ative medical ueatrnent does not eppear to improve long-ærm out-

come but does improve ease ofzurgery and short-te¡m amenorrhea

rates.55 Hysæroscopic endometrial ablation is an dective E€atrnenc

for úre management ofdr¡onic menortragia uff€sponsive to med-

ical cherap¡ with acceptabþ low complication rates and high

patient satisfaction rates when assessed at long-ærm follow-up.55

Reoperation raæat frveyears maybe up to 40 percentwith roller-

ball ablation.55 Endometrial ablation compares favourabþ with
hpærectomy in randomized tdals comparing efficacy and cosgf
although úre long-term analpis should indude the cost of fi.uther

úrerapy in women who require additional procedures.

Global endometrial ablation, recendy reviewed byVrlos, was

introduced in úre 1990s as an easier, safe, and equally effective

altemative to hpteroscopic ablation.5T Severâl different devices,

some of which a¡e still undergoing feasibility sudies or clinical

trials, have been inroduced, including: hot water intrauterine

balloons, intrauterine free saline solution, an electrocoagulat-

ing balloon, a 3-D bþlar electrocoagulation probe, a microwave

device, a diode fibre laser, and several different cryoprobes.57

These devices require less operator skill than for hysteroscopic

endometrial ablation and no irrigant or distending solutions. All
utilize either heat or cold to desroy the endomeuium. Although

all devices are promising and have produced impressive prelim-

inary resula, the long-term efficacy, complication rates, and cost

effecriveness have not been established.

Since all procedures are perFormed without hysteroscopic

visualization (except hydrothermablation), it would be prudent

to perform hpteroscopy prior to and following the treatment to

ensure ürat only the endomesial cavity has been treated. False

passages and panial or complete uterine perforations occur at a

frequency of 0.8 to 1.5 percent and may result in adjacent

organ injury.57

Hvsrnn¡crolrr
The risfts of major surgery mus be weighed against alternatives.

Clinical practice guidelines for hysterectomy have been report-

ed by læfebvre et ø1.58 Hysterectomy is a Permanent solution

for the treatment of menorrhagia and abnormal uterine bleed-

ing, and is associated with high levels of patient satisfaction in
properþ selecd patiens. For the woman who has completed

her childbea¡inp reviewed the alternatives, and has uied con-

servetive therapy without acceptable resuls, hysterectomy is

often the best choice.

RECOMMENDI\NO¡TS

1. W'omen with irregular menstrual bleeding should be inves-

dgated for endometrid poþs and/or submucous fibroids.

(rr-2 B)

2. 'W'omen presenting with menorrhagia should have a current

cewical c¡ology and a complete blood counc Fu¡ther inves-

tigadons are individualized. It is usefr¡l to delineate ifthe
bleeding results from ovulatory or anovulatory causes, both

in terms of tailoring the investigations and in choosing a

ueatment. (III B)

3. Clinicians should perform endometrial sampling based on

the meúrods available to them. An office endometrial biop-

sy should be obtained iFpossible in all women Presenting
with abnormal uterine bleeding over 40 years of age or
weighing more than or equal to 90 þ. (II B)

4. Hperoscopicallydireced biopsy is indicated for women with

penisent eratic merrstrual bleeding faf ed medical therapy or

üensradnal sâline sonography zuggestive of focal intrauterine

patholory such as poþs or myomas. Vomen wiúr penistent

rymptoms but negative tess should be reer"aluated. (tr B)

l. Devices are relatively safe but the overall safety will

not be determined until several hundred procedures are

performed by each device.

2. Devices are easier to use than hysteroscopic endometrial

ablation.

3. Since the endometrium is destroyed, it is imperative that

endometrial neoplasia be excluded.

TABLE 2

ADVANTAGES OF GLOBAL
ENDoM ETRI AL ABLATION5T
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5. Progestogens given in the luteal phase of the ovulatory men-

suual cycles are not effective in reducingregular heavy men-

strual bleeding. (I A)
6. Vhile dilatadon and curettage (DE¿C) may have a diag-

nostic role, it is not effecdve therapy for women with heavy

menstrual bleeding. (II B)

7. The endometrium can be destroyed by sweral different tech-

niques but reoperation rate at five yea¡s may be up to 40 per-

centwith rollerball ablation.This should be reserved for the

woman who has finished her childbea¡ing and is awa¡e of
the risk of recurrent bleeding. G A)

J Obstet Gynaecol Can 2001;23(8):704-9

REFERENCES

I . Munro MG.Abnormal uter¡ne bleedint ¡n the reproductive years. Part

l: pathogenesis and clinical investigations.J Am fusoc Gynecol Laparo-

scop 1999;6:391-428.

2 Hallberg l- HogdahlA" Nilsson L Rþo G. Menstrual blood loss: a popu-

htion sûdy.Variet¡ons at difterem ages and attempts to delìne normali-

ty.Acta Obstet Gynecol Scand I 996;45:320-5 l.
3. Cohen JM, GiborY.Anemia and menstrual blood loss. Obsæt Gynecol

Surv 198Q35:597418.

4. Fedele l, Bianchi S, Dorta M, Brioschi D, Zanotti FYercellini PTransvagi-

nal ulu-asonogreplry vercus þsteroscopy in the diagnosis of uterine

submucous myomas. Obstet Gynecol l99l;Tf 2745-8.

5. Diikuken FP, Brolmann HA Potters AE, Bingers Nl HeinzAP.The accu-

racy of transvaginal ukrasonograpty in úre diagnosis of endometial
abnormalities. Obstet Gynecol 1996;87:345-9.

6. Spencer CfWhitehead Ml. Endometrial assessment re-visited (a

revior). Br J Obstet Gynecol I 999; I 06:623-32-

7. Farquhar CM, tcthabyA, Sowter M,Verry J, Baran¡'ai J.An evalmtion of
risk hctors fcr endomerial Ìryperplasia in premenopausal women with

abnormal menstrual bleeding.Am J Obstet Gynecol I 999; I I l:525-9.

8. Ballard-Barbash R, Swanson CA Body weighc Btimation of risk for
breast and endometrial cancer.Am J Clinical Nutrition li96;63:43741.

9. Gibson M. Reproductive health and polycystic ovary syndrome.Am J

Med 1995;98:67-75.

10. Morgan RW Risk of endometr¡al cancer after tamoxifen treatmenL

Oncology 1997;l l:25-33.
I I . Bar¿ket RR. Benign and typerplastic endmetri¿l changes associated

with tâmoxifen use. OncologT l997lll.35-7.
12. BrandA. Dubuc-UssoirJ, Ehlenf,, Plante M. Diagnosis of endometrial

cãncer ln women wit}t abnormal vaginal bleeding.J Soc Obstet

Gynaecol Can 2000 ;22Q}. I 024.
I 3. Guldo RS, Kanbour-ShakirA, Rulin MC. ChristophersonWA Pipelle

endometrial sampling: sensitivity in the detection of endometrial cancer.

J Reprod Med 1995;33:76-8.

14. Scottish lntercollegiate Guidelines Nenvork (SIGN).Hysteroscopic

Surger¡A National Clinical Guideline. Edinburgh, 1999.

15. FerryJ, Farnsworth AWebster M,Wren B.The efticacy of pipelle

endometrial biopsy in detecting endometr¡al cancer.Aust N ZJ Obstet

Gynaecol I 993133:76-8.

16. Emanuel MH,Verdel MJ,Wamsteker K l¡nnes FB.A ProsPectl/e com-

parison of transvaginal ultrasonography and diagnostic lysteroscopy in

the err¿lmtion of patients wlth abnormd uterine bleeding.Am J Obstet

Gynecol I 995;1 7L547 -SL
17. Goldrar:h MH, Sherman Al. Ofüce þsteroscogy and suction curettage:

c¡n we eliminate the hospital diagnostic dilatation and curetagel Am J

Obstet Gynecol 1985; I 5222G9.
18. Towbin N, Gviazda l, March C. Ofüce trpteroscopy versus o-ansraginal

ultrasonograptry in the s¡aluation of patients with excessive úterine

bleeding.Am J Obsæt Gynecol 19961174:1678.8'L

19. Lofier FD. Hysteroscopy with selective endometrial sampling compared

with D&C for abnorrnal uterine bleeding;dre value of negative hystero'

scopic úew. Obstet Gynecol 1989;73: I 6-20.

20. Nagele F, O'Connor H, Davies A BadaeryA Mohamed H, Magos A 2500

ouçatiem diagnostic lysteroscopies. Obstet Gynecol I 996i88:87-91

21. Grimes D. Diagnostic dilaatíon and curettager a reaPPraisal.Am J

obstet Gynecol 198¿ I 42 l -6.

22 MacKenzie l, Bibby J. Critical assessment of dilatation and curettage in

I 029 women. l¡ncet I 978;2:566-8.

The quality of evidence reported in these guídelines has been

described using the Evaluation of Evidence criteria outlined in

the Report of the Canadian Task Force on the Periodic

Health Exam.se

l: Evidence obtained from at least one properly random-

ized controlled trial,
ll-l: Evidence from well-designed controlled trials without

randomization.
ll-2: Evidence from well-designed cohort (prospective or

retrospect¡ve) or case-control studies, Preferably from
more than one centre or research group.

ll-3: Evidence obta¡ned from comparisons between t¡mes or
places with or without the intervention. Dramatic

results in uncontrolled experiments (such as the results

of treatment with penicillin in the 1940) could also be

included in this category.

lll: Opinions of respected authorities, based on clinícal

experience, descriptive studies, or reports of expert
comm¡ttees.

Recommendations ¡ncluded in these guidelines have been adapt'

ed from the ranking method described in the Classifìcation of

Recommendations found in the Report of the Canadian Task

Force on the Periodic Healtlr Exam.se

A. There is good evidence to supPort the recommendation

that the cond¡t¡on be specifically cons¡dered in a periodic

health examination.

B. There is fair evidence to suPPort the recommendation

that the cond¡tion be specifically cons¡dered in a periodic

health examination.

C. There is poor evidence regarding the inclusion or exclu'

sion of the cond¡t¡on in a periodic health examination,

but recommendations may be made on other grounds'

D. There is fair evidence to supPort the recommendation

that the cond¡tion not be considered ¡n a periodic health

examination.

E. There is good ev¡dence to suPPort the recommendation

that the condition be excluded from consideration in a

periodic health examination.

TABLE 3

QUALITY OF EVIDENCE ASSESSMENTs9 CI.ASSIFICATION OF RECOMMENDATIONS59

,oGcn AUGTJST 2OOI



23. Vercellini B Cort€si l,Oldani S, Moschetta M, DeGiorgi O, Crosignani

PG.The role of transvaginal ultrasonography and outpatient diagnostic

tysteroscopy in the eraluation of patients with menorrhagia- Hum
Reprod 1997;12:1768-71.

24. Smith-Bindman R" Kerlikowske K Feldre¡nV Subak l- Scheidler J,Se8al
M, et al. Endovaginal ultrasound to exclude endometrial cancer and

other endometrial abnormalities.J Am Med Assoc 1998;28û I 510-7.

25. tanger RQ PíercelJ, O'Hanlan KÀJohnson SR" Espeland MATrabalJE
et al.Transraginal ultrasonograpty compared with endometrial biopsy

for tlre detection of endometrial disease. N Engl J Med 1997;337: I 792-8.

26. Tsuda H, Kawabata M,Yamamoto K lnoueT, Umesaki N. Prospective

stuq/ to compare endometrial cytology and trensvagiml uttrasono'
graphy for identilìcation of endometrial malignancies. Gynecol Oncol
1997;65:383-6.

27. W¡drichL Bradley LD Mitchinson AR" Colins Rl. Comparison of saline

infusion sonograpty with oftice tysteroscopy for the evaluadon of the
endometrium.Am J Obstet Gynecol 1996;17 4:1327 -34.

28. Wolman |,JaftaA" HanoovJ, Bar-Am A David M.Sensitivity and

specificity of sonohysterograptry for the evaluation of the uterine
cav¡ty in per¡menopausal patients.J Uttr¿sound Med I 996; I 5:285-8.

29. Bronz l- Srrter| RuscaT.The value of transvaginal sonograptry with
and without saline instillation in the diagnosis of uterine pathology in

pre-and postmenopausal women widr abnormal bleeding or suspect

sonographic fi ndinç. Uttrasound Obstet Gynecol I 997;9:53€.

30. Schwar¿ler B Concin H, Bosch H, BerlingerdWohlgenannt lÇ

CollinsWB et al.An evaluat¡on of sonolysterography and diagnostic

hysteroscopy for dre assessment of intrauterine patholory. Ultrasound
Obstet Gynecol 1998; I l:337-42

3 l. Smid¡ SKAbel MH. Kelly RW Baird DT. Prosaglandin syndresis in the
endometium of women with owlar dysfunctional uterine bleeding. Br J

Obstet Gynecol l98l;88:434-{2"
32. Elder MG. Prostaglandins and men*rual disorders. Br J Obstet Gynecol

1993;287:7034.
33, National Heatth Committee, Nerr Zealand. Guidelines for the Manage-

ment of Heavy Menstn-al Bleeding. Christchurch: 1998.

34. Munro MG.Abnormal uterine bleeding in the reproductive years. Part

ll: Medical managemenÈJ Am fusoc Gynecol taparoscop 2000;7:17-35.

35. Edlund M,Andersson K, Rþo G, Lindoff C,Astedt B, von Schouhz B.

Reduction of menstrual bl¡od loss in women suffering from idiopathic

menorrhagia with a novel antifibrinol¡ic (Kubi 216l). Br J Obstet
Gynecol 1995¡102:913-7.

36. Callender Sf,,Warner Gf,, Cope ÊTreatrnent of menorrhagia with
tranexamic acid:a double-blind trhl. Br Med J 197û"24:.al4,6-

37. Bartieri Rl- R)'ân KJ. Danazol: endocrine pharrracology and therapeutic
applications.Am J Obstet Gynecol 198 I ;l 4 I :45343.

38. tâmb MP Danazol in menorrhagie A double blind phcebo controlled

trial.J Obstet Gynecol 1987;7212-6.

39. Need JA Forbes Kl- Mihzo l- McKenzie E Danazol in tt¡e treatrnent
of menorrtragia: tfre effect of a I mondr induction dose (200 mg) and 2
month's maintenance therapy (200 mg, l@ mg,50 mg or placebo).

Aust NZJ Obstet Gynecol 199431346-52
40. Bonduelle M,Whlker ll, Calder AÂA comparative study of danazol and

norethisterone in dysfrrnctional uterine bleeding presenting as menor-

rhagia- Postgrad Med J I 99 I ;67:8334.
4l . Dockeray CJ, Sheppard Bl- Bonnar J. Comparison betrveen mefenamic

acid and danazol in úre teatnent of established menorrhagia. Br J

Obstet Gynecol 1989;96:8,10-4.

42. Cameron lI Leask R' Kelb¡ RW Baird DT.The effects of danazol, mefe-

namic acid, norethisterone and a progesterone impregnated coil on

endometrial prostagland¡n concentret¡ons in women with menorrhagia.

Prosaglandins I 98134:99-l I 0.

43. HighamJM,Shaw RW.A comparative study of danazol,a regimen of
decreasing doses of danazol and norethisterone in the treat¡nent of
obiectivety proven unexplained menorrhagia.Am J Obstet Gynecol

1993;169:l 134-9.

44. Preston ff, Cameron lT,Adams EJ, Smith SK Comparative study of
tr¿nexamic acid and norethisterone in the treatrnent of ovulatory
menorhagia. Br J Obstet Gynecol 1995;102:401 -6.

45. Fraser ls.Treagnent of ovulatory and anovulatory dyfunctional uterine

bleeding with oral progestogens.Aust NZ J Obstet Gynecol

1990;30:353-6.

46. KouniuAM, lnlectable depot medroxyprogesterone acetate contràceP-

tion:an update for US clinicians.lntJ FertilWomens Med 1998;43:7343'

47. Fraser lS, McCarron G. Randomized trial of 2 hormonal and 2

prosaglandin inhibiting agents in women with a complaint of
menorrhagia-Aust NZ J Obstet Gynecol l99l;3 l:66-70.

48. Ramcharan S, Fellegrin FA Pay MR, Hsu J.TheWalnut Creek

Contraceptive Drug Stud¡a prosPective study ofdre side effects of
oral contraceptives.Vol lll,an interim reporc a comparison of disease

occurrence leading to hospitalization or de¿th in users and nonusers

of oral contraceptives.J Reprod Med I 98Q25:345-71

49. Milsom l,Andersson K,Andersch B, Rþo G'A comparison of flurbi-

profen, tranexamic acid, and a levonorgestrel-releasing intrauærine

contrecept¡ve devíce in the treatment of idiopathic menorrhagia-

Am J Obstet Gynecol l99l;164:879-83.
50. lrvine GA, Campbell-Brown MB, Lumsden MA, Heikkih{Walkerlj,

Cameron fT. Randomked cômparative trial of the levonorgestrel

lntrâuterine system and noredtisterone for treaûnent of ldiopatlric

menorrhagla- Br J Obstet Gynecol 1998; 105:592€.

5l . Crosignani PG,Vercellini B Mosconi P. Oldani S, Cortei I, De Giorgi O'

Levonorgestrel-releasing inrauterine denice versus tysteroscoPic

endmetrhl resection in dte reatment of dysfunctional uterine bleeding.

Obstet Gynecol 19979Ù257 -6!.

52. tahteenmakl E Haukkamaa M, Puohkka J. Open randomized sody of
use of levonorgestrel releas¡ng intrauterine ì/stem as akemative to
tysterectomy. Br J Obstet Gynecol I 998;3 I 6: I I 22{.

53. FriedmanAJ, Hofiman Dl, Comite E, Browneller RW MillerJD.

Treatment of leiomyomata uteri with leuprolide acetate depoc

A double-blind placebo'controlled, muhicence surdy. Leuprolide

study gfoup. Obstet Gynecol 199l;77:720'5.
54. Ler'vis BV. Diagnostic dilatation and curettage in ¡oung women.

BrJ Obstet Gynecol I 993;306:225-6.

55. Martyn P Endometrial ablation: long-term outcome.J Soc Obstet

Gynaecol Can 2000;22(6):423-7.

56. Sculpher MJ, Dwyer N, Byford S, Stirrat GM. Randomked tr¡al comPar'

ing lysterectomy and transcervical endometrial resection: effect on

heahfr related quality of life and costs two years after surgery. Br J

Obstet Gynecol 1996; I 03: 142-9.

57. Vilos G.Global endometrhl abhtion.J Soc Obstet Gynaecol Can

2000;22(9):66&7s.

58. Lefebvrc G, Bouchard C, Heywood M, Lea R, Racette N. Clinical

practice guidelines for lysterectomy.J Soc Obstet Gynaecol Can

1996 l8Q):62-87.
59. Woolf SH, Battista RN,Anderson GM, LoganAG,Wang Ê Assessing

the dinlcal effectiveness of preventive manewers: anafdc PrinciPles
and slstenratic methods in rev¡ewing eridence and develoP¡ng dinical

pr¿ctice recommendations.A report by the CarradianTask Force on
the Perlodic Health Éamination.J Clin þidemiol. l99Q{3(9):891'905.

JOGC

n*"*"*'



Appendix D

Acta Obstetricia et Gynecologica Scandinavica

Menorrhagia: An Update



Acta Obstel Gynecol Scand 2003: 82: 105-422
kinted in Dqmuk ,4ll rights resaved

Copyt¡ght @ Actq Obttet Gyaecol Scød 2003

Acta Qbstetricia et
Gynecologica Scandinavica

ISSN OOOI4349Appendix D

ACTA REVIEW

Menorrhagia: aî update
M. K. OEHt-eRl AND M. C. P. Reesz

From the lDepartment of Obstetrics & Gynecology, Westmead Hospital, University of Sydney, Westmead, NSW,
Australia, and the 2Nufi¡eld Department of Obstetrics & Gynecology, University of Oxford, Oxford, UK

Acta Obstet Gynecol Scand 2003; 82l. 405422. @ Acta Obstet Gynecol Scand 2003

Menorrhagia is dehned as a 'complaint of heavy cyclical menstrual bleeding occurring
over several consecutive cycles'. Objectively it is a total menstrual blood loss equal to or
greater than 80ml per menstruation. It is estimated that approximately 30Y" of women
complain of menorrhagia. Excessive blee.ding is the main presenting complaint in women
referred to gynecologists and it accounts for two-thirds of all hysterectomies, and most of
cndoscopic endometrial destructive surgery. Thus, menorrhagia is an important healthcare
problem-. Its etiology, investigation, medical and surgical management are described. In
approximately 50% of cases of menorrhagia no pathology is found at hysterectomy.
Abnormal levels of prostaglandins or the hbrinol¡ic system in the endometrium have
beenimplicaæd. Effectivemedical treatments suitable forlong-terinuse includeintrauterine
progestõgens, antifibrinolytic agents (tranexamic acid) and nonsteroidal anti-inflammatory
ãgeñts (mefenamic acid). Over the past decade there has been increasing use of endometrial
destructive techniques as an alternative to hysterectomy. Their further rehnement and the
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Menorrhagia is subjectively defined as a (com-

plaint of heavy cyclical menstrual bleeding occur-
ring over several conseqrtive cycles' (l).
Objectively it is a total menstrual blood loss
(MBL) equal to or greater than 80ml per men-
struation (2). This degree of blood loss can cause
disturbances of the woman's social, occupational
or sexual life, concern about possible underlying
serious disease (especially cancer), as well as med-
ical risks such as chronic iron deficiency anemia
(3). It is estimated that approximately 30% of
women complain of menorrhagia (a). Excessive
bleeding is the main presenting complaint in
women referred to gynecologists and it accounts
for two-thirds of all hysterectomies, and most of
endoscopic endometrial destructive surgery (5).
Thus, menorrhagia is an important healthcare
problem.

Causes of menorrhagia

Menorrhagia may be the result of systemic or
pelvic pathology, or iatrogenic causes. The classic
causes of menorrhagia are detailed in Tablel,
however, there has been little confllrmation \t¿ith

objective MBL measurement.
Occasionally it may be the result of systemic

disease such as hypotþroidism or hematological
disorders like bleeding diatheses such as von
Witlebrand's disease, deficiencies of factors V,
VII, X and XI, or idiopathic thrombocytopenic
purpura (6).

Although various pathologies have been impli'
cated in menorrhagia, in 50"/" of cases of object-
ive menorrhagia no pathology is found at
hysterectomy (7). Although'unexplained' menor-
rhagia is a very appropriate term this state is
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Table l. Causes of menorrhagia

(a) Uterine causes: organic, functional (dysfunctional uterine bleeding)

(b) Systemic causes: endocrinologic disorders, hematological d¡sorders

(c) latrogenic causes: lUDs', use of anticoagulants

often labeled less clearly as dysfunctional uterine
bleeding, which implies endocrine abnormalities.

Anovulation might be associated with menor-
rhagia close to menarche and to menopause. In
ovulatory cycles excessive menstrual loss has been
ascribed to abnormal uterine levels of prostaglandins
(8). During menstruation higher levels of
prostaglandin E2 and prostaglandin F2cr in men-
strual fluid are found in menorrhagic women when
compared with those with normal menses (9).
Furthermore release of prostaglandin 82, prosta-
glandin F2a and prostacyclin by endometrium
and myometrium during menstruation is elevated
from tissues obtained from menorrhagic women
(10,1 1). Moreover increased concentrations of
prostaglandin E receptors are found in myome-
trium collected from menorrhagic women (12).
In addition, fibrinolytic activity is signif,tcantly
elevated in the endometrium of most women with
ovulatory dysfunctional uterine bleeding (13).

Diagnostic approach to menorrhagia

Menstrual history

Evaluation begins with a detailed menstrual his-
tory focusing on length and subjective assessment
of blood flow, intermenstrual intervals, and changes
from previous bleeding patterns. Women present-
ingwith ovulatory bleeding are likely to have heavy
regular menstruation over several consecutive
cycles without any intermenstrual or postcoital
bleeding. They may also have dysmenorrhea with
passage of clots. Presumptive evidence of ovulation
can be gained from a history of premenstrual symp-
toms. Anovulatory bleedingis frequently not asso-
ciated with any of these symptoms and occurs
unpredictably.

Assessment of menstrual blood loss

Women seeking treatment for menorrhagia often
do not have greater blood losses than average. It
has been estimated in hospital practice that only
40elo of women complaining of menorrhagia have
measured losses greater than 80 rril (2). Therefore,
objective verification of menstrual blood loss is
essential, which is difficult in routine clinical
practice. The number of sanitary pads or tam-
pons used or the duration of bleeding has little
or no correlation with blood loss (14). Women
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with true menorrhagia may not necessarily drop
their hemoglobin concentration, as losses of 800-
1000 rnl can oæur without anemia. Furthermore,
assessment of menstrual blood loss should be

undertaken over two menstruations because of
cycle to cycle variation (15).- 

Although not available routinely, MBL can be

quantified using the noninvasive'alkaline hematin
method', where sanitary devices are soaked in 5%

sodium hydroxide to convert the blood to alkaline
hematin and optical density is measured (1Q.

In order to obtain a semiquantitative meas-

urement of the menstrual blood loss, better suited
to general practice or nonresearch gynecologic
su¡-patient settings, a pictorial blood loss assess*

ment chart (PBAC) has been developed(17).
The charts indicate not only the number but also
the degree of soiling of items of sanitary wear. The
patienl scores the daily number of lightly, moder-
àtely, or heavily soiled tampons or sanitary towels
used. Although in wide general use, results of
studies correlãting PBAC scores and menstrual
blood loss are conflicting (18).

More recently, the measurement of total
menstrual fluid using a weighing technique was
described as sufficiently accurate for clinical
purposes(19). This simple inexpensive technique
inigtrt have considerable clinical potential but
certainly needs further evaluation.

Clinical assessment

An abdominal and pelvic examination is recom-
mended in all women complaining of menor-
rhagia. Cervical cytology should be up to date in
accõrdance with local screening pro$ams. A full
blood count is needed to determine the degree of
anemia. Ferritin is not recommended as a routine
test in women complaining of menorrhagia. Test-
ing for bleeding disorders should only be under-
taken if clinicalty indicated, e.g. menorrhagia
since the menarche and a history of bleeding
after dental extractions and childbirth' Thyroid
function tests should only be undertaken if
clinically indicated. No other endocrine investiga-
tions are warranted (1,20).

Transv aginal ulft asound s canning

Transvaginal ultrasound scanning has become a
routine procedure. Its use should be implemented
as a f,rrst-step investigation in patients with abnor-
mal uterine bleeding to select those in need of
further diagnostic evaluation. Transvaginal ultra-
sound scan is a noninvasive, nonpainful method
and represents a very good test for the diagnosis of



endometrial pathologies including polyps, sub-
mucous fibroids and hyperplasia. Transvaginal sono-
graphy enables to assess endometrial thickness
and detects polyps and myomata with a sensitivity
of 80% and specihcity of 69% (2I).

There is evidence that endometrial thickness
may be indicative of pathology in postmeno-
pausalwomen. Ameta-analysis of 35 studies showed
that in menopausal women, endometrial thick-
ness (endometrial double layer) of 5 mm at ultra-
sound has a sensitivity of more than 92Y" for
detecting endometrial disease (polyp, atypical
hyperplasia or cancer) and 96o/" for detecting
endometrial cancer. This was independent from
hormonal therapy (22).

No such correlations are firmly established in
the premenopausal patient (23,24). The British
'RCOG Guideline Development Group'
reviewed a number of studies involving premeno-
pausal women and concluded that 10-l2mm
represented a reasonable cut-off when using
transvaginal ultrasound scanning as the method
prior to more invasive procedures of endometrial
assessment (25).

Ideally, transvaginal ultrasound scanning
should be performed after menstruation in the
follicular phase of the menstrual cycle. Ultra-
sound can sometimes miss small polyps particu-
larly when performed in the late secretory phase
when the endometrium is thicker.

Detection of benign lesions such as endomet-
rial polyps and submucous fibroids can be
enhanced by sonohysterography. By instillation
of saline into the uterine cavity an interface
between the fluid and an endometrial mass can
be defined more clearly (26,27).

Some studies suggest that transvaginal
ultrasound scanning in combination with color
flow Doppler may assist in the diagnosis of
endometrial cancer, as blood flow is increased in
malignancies (28-31). However, increased blood
flow has also been reported in benign conditions
and results are conflicting whether Doppler
sonography improves diagnosis of premalignant
and malignant endometrial lesions (32-35).

Although transvaginal ultrasound may be a
useful screening procedure, it is insufficient on
its own to establish a histological diagnosis: this
requires endometrial sampling.

Endometrial sampling

The principal purpose of endometrial sampling
in women with menorrhagia is to obtain a histo-
logical diagnosis to exclude malignant and pre-
malignant disease.

Menorrhagia 407

Endometrial sampling should be considered in
all women with abnormal bleeding aged more
than 40 years and in women who are at increased
risk of endometrial cancer. Risk factors include
nulliparity with a history of infertility, obesity
(à90 kg), a family history of endometrial or colo-
nic cancer, abnormal PAP-smear and tamoxifen
therapy (36-38).

Younger women may also need endometrial
sampling if abnormal bleeding does not resolve
with medical treatment. In certain conditions,
such as polycystic ovary syndrome in which
endometrial hyperplasia is more coÍìmon, endo-
metrial assessment may be necessary if abnormal
bleeding is a presenting feature, or unusual sono-
graphic endometrial appearances are discovered
(38,39)

The most common methods of endometrial
sampling in current clinical use are:

(a) Dilatation and curettage (D & C)
(b) Endometrial biopsy
(c) Hysteroscopy

In a meta-analysis Spencer et al. reviewed t42
studies to determine the value of endometrial
sampling methods in women with menorrhagia.
However, the results do not support a uniform
recommendation for which method to choose
for endometrial evaluation (39). Nevertheless,
although the choice of sampling device may affect
accuracy, no existing method will sample the
entire uterine cavity (39). Therefore in most
cases endometrial sampling methods have to be
complementary to other techniques to increase
sensitivity. Hysteroscopically directed sampling,
for example, detects a higher percentage of
abnormalities when compared with 'blind' D &
C (40) and if no pathology is observed during
diagnostic hysteroscopy, the endometrium
should be sampled, as hysteroscopy alone is
insufficient to exclude endometrial neoplasia
(21,4t).

Dilatation and curettage (D & C).'fhe classic
method of obtaining endometrium is by D & C.
Despite having been considered as the'gold stand-
ard', D & C does not sample the whole uterine
cavity (a2). As D & C is essentially a blind pro-
cedure it can miss lesions such as polyps, sub-
mucous f,rbroids, hyperplasia and carcinoma. It is
estimated that in more than 50% of cases D &
C does not uncover endometrial pathology (43).

For many years D & C has erroneously been
considered to be a therapeutic as well as a diag-
nostic procedure. The reason is that traditionally
follow up after any gynecologic procedure is at
6 weeks when most women will have only had one
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postoperative period. Objective menstrual blood
loss measurement has shown that while the f,rrst
period after D & C is lighter, subsequent ones are
no different (15).

D & C requires general anesthesia and is asso-
ciated with surgical complications including per-
foration in 0.G1.3% of cases, hemorrhage in
0.4%" of cases, infection in 0.34.5% of cases

and cervical damage (44). Extensive curettage
may cause intrauterine synechiae. D & C is there-
fore being increasingly replaced by outpatient
procedures which avoid general anesthesia and
are also less costly.

Available evidence suggests that, traditional D
& C no longer has a place in either the treatment
or the investigation of abnormal uterine bleeding.
D & C should be reserved for those cases where
offîce biopsy or directed hysteroscopic biopsy are
not feasible.

Endometrialbiopsy. The advantage of endomet-
rial biopsy is that it avoids general anesthesia
and has fewer complications than D & C. The
technical skills required for outpatient endomet-
rial biopsy are similar to those needed to f,rt an
intrauterine contraceptive device and there is an
argument in favor of its use in primary care.

A variety of instruments for endometrial
biopsy have been developed over the last decade
for use in the office as alternatives to D & C. The
two most commonly used devices are the Pipelle
(Unimar, CT, USA) and the Vabra aspiration
biopsy (Berkeley Medevices, Berkeley, CA,
usA).

The Pipelle sampler is a flexible polypropylene
suction catheter that has an outer sheath of
23.5cm in length and 3.1mm in diameter. The
device is inserted through the cervical canal to the
uterine fundus and a piston within the sheath is
withdrawn to create a vacuum inside the uterus.
The tissue sample is obtained by twirling the
catheter while moving it up and down within the
uterine cavity.

The Vabra curette is a stainless-steel cannula of
24cm in length and 3mm in diameter with a
chamber for collecting of the specimens at one
end. The attached plastic chamber is connected to
an electrically powered vacuum pump.

The Pipelle device obtains an adequate endo-
metrial specimen in up to 99'/" of women in
studies with large numbers of premenopausal
patients (45,46). The Vabra aspirator is reliable
in detecting endometrial pathology in 95% of
cases (46).

A recent meta-analysis of Dijkhuizen et al.
including 39 studies with 7914 patients reported
the 'Pipelle' endometrial biopsy device with
detection rates of 917o for endometrial car-

@ Acta Obstet Gynecol Scand 82 (2003)

cinoma and atypical hyperplasia in premenopausal
women to be superior to D & C and hysteroscopy
(47).

The 'RCOG Guideline Development Group'
also cited studies comparing the Pipelle sampler
with formal D & C and with other endometrial
sampling devices including Vabra. The group
conðluded that Pipelle was the preferable device
in terms of diagnostic ability, patient acceptabil-
ity and cost (25)

However, a dilemma exists if there is a negative
initial biopsy and menorrhagia persists. One
study followed up 263 patients with a negative
initial endometrial biopsy or D & C (either
benign histology or insufficient sample). One-
third underwent further sampling of which 2%
were diagnosed with uterine malignancy and 2"/"
were found to have complex hyperplasia. As a

result of the high risk (more than 10%) of an
existing lesion having been overlooked the
authors recommended a repeated biopsy or a

transvaginal ultrasound scan in patients with per-
sistent symptoms after a negative initial biopsy
(48).

While endometrial biopsy represents the
method of choice for diagnosis or exclusion of
malignancy and premalignancy, it is also
acknowledged that blind endometrial biopsy is
insensitive in diagnosing benign and organic
causes of menorrhagia. The two principal tech-
niques of investigating the uterine cavity to detect
pathologies such as polyps and hbroids are trans-
vaginal ultrasound and hysteroscopy Q5,49).

Hysteroscopy. Hysteroscopy allows direct
visualization of the uterine cavity. It is known to
be a superior method for the detection of endo-
metrial polyps and submucosal myomas, which
can be easily missed by endometrial biopsy pro-
cedures, ultrasonography or'blind' curettage
(49,50). Diagnostic hysteroscopy can be per-
formed either as an outpatient procedure without
anesthetic or as a formal theater procedure.

Hysteroscopy has been advocated by many as

the standard for the diagnosis of abnormal uter-
ine bleeding (51). However, results of various
studies are conflicting whether this method
improves upon the sensitivity of D & C in the
dettction of endometrial hyperplasia or carcin-
oma (52-55).

In addition, caution is advised in the uncritical
use ofhysteroscopy in patients suspected ofhav-
ing endometrial cancer (56). It has been shown
thàt hysteroscopy can cause dissemination of
malignant cells into the abdominal cavity from
uteri containing endometrial carcinoma and that
these cells are functionally viable (57). Conse-
quently, hysteroscopy seems to affect prevalence



of positive peritoneal cytology, especially in those
patients with high-risk cell types (58). At least
four case reports have described the hystero-
scopic dissemination of endometrial cancer cells
and it was suggested that hysteroscopy should be
reserved for patients in whom prior endometrial
sampling failed to demonstrate malignancy
(se-62).

Treatment of menorrhagia

M edical treatment : intr oduction

Over the last decade, a wide variety of drugs have
been used for the treatment of menorrhagia. Each
year approximately f,7 million are spent on pri-
mary care prescribing for menorrhagia in the
UK; 822000 prescriptions were issued to
345225 women for this condition in 1993
(63,64). Medical therapy is indicated when there
is no obvious pelvic abnormality and the woman
wishes to retain her fertility. Medical treatment
avoids major surgery, but may have side-effects
and must be taken long-term. Thus the drug regi-
men chosen must be effective, have few or mild
side-effects and must be acceptable to the patient.

The aims of therapy are to reduce blood loss,
reduce the risk of anemia and improve quality of
life. Menorrhagia is the commonest cause of iron
deficiency anemia in Western women and thus
iron therapy is often indicated as well as the
options discussed later. It could be argued that
MBL should be reduced to be within the normal
range (i.e. less than 80ml per period). However
women who are keen to avoid surgery may accept
a higher loss if they can cope with the flow and
any anemia is controlled with iron.

It is important to assess drug therapies in terms
of reduction of measured MBL, because, as

already mentioned earlier, there is poor correl-
ation between objective and subjective assessment.
Well designed randomized controlled trials pro-
vide the best evidence of the efhcacy of any inter-
vention, as any differences between groups can be
more confidently attributed to differences in
treatment.

Treatment options

Medical treatments for menorrhagia can be
divided into two main classes (fableII).

N on-hormonal treatments of menorrhagia

N on- s t e r o i dal an t i- infl amma t o r y drug s. Discovery
of the relationship of endomyometrial pros-
taglandins to the genesis of menorrhagia provided

Menorrhagia

Table ll. Medicaltreatments of menorrhagia

'1. Non-hormonal treatments for menorrhagia

Non-steroidal anti-inflammatory drugs

mefenamic acid

meclofenamic acid

naproxen

ibuprofen
flurbiprofen

diclofenac
Antif ibrinolytics

tranexamic acid

Reducers of capillary fragility
ethamsylate

2. Hormonal treatments for menonhagia

oral progestogens

norethisterone
medroryprogesterone acehte
dydrogesterone

lntrauterine progestogens

levonorgestrel IUCD

progestasert IUCD

Combined estrogen/progestogens

oral contraceptives
hormone rephcement therapy

Other
danazol
geslrinone

GnRH analogs
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an opportunity to evaluate therapy with cyclooxy-
genase inhibitors. Frequently referred to as non-
steroidal anti-inflammatory drugs (NSAIDs)
they reduce endometrial prostaglandin levels by
inhibiting cyclooxygenase, the enzyme largely
responsible for conversion of arachidonic acid
to prostaglandins (65).

Non-steroidal anti-inflammatory drugs
(NSAIDs) can be chemically classified into five
main groups: salicylates (aspirin), indolacetic acid
analogs (indomethacin), aryl proprionic acid
derivatives (naproxen, ibuprofen), fenamates
(mefenamic acid, flufenamic acid, meclofenamic
acid) and coxibs (celecoxib, rofecoxib). The hrst
four groups inhibit cyclooxygenase-l (COX-l)
and the last cyclooxygenase-2 (COX-2).

NSAIDs havebeen evaluatedin numerous stud-
ies, which to date have been limited to COX-I
inhibitors. Patients' subjective perception of
improvement and decrease of blood loss was
shown in placebo-controlled trials (see for exam-
ple 66). A meta-analysis including 16 randomized
studies has provided no evidence that one
NSAID is superior to the other (67).

Of the NSAIDs, the fenamates (e.g. mefenamic
acid) have been the most extensively studied. The
fenamates have the unique property that they
inhibit prostaglandin synthesis and also bind to
prostaglandin receptors, which are significantly
increased in women with menorrhagia (12). In
addition, fenamates are thought to improve
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endometrial hemostasis. Reductions in menstrual
blood flow range ftom 22 to 46'/" (68,69). With
regards to long-term therapy, a follow up of 12-
lSmonths after commencing treatment showed
that mefenamic acid continued to be effective (70).

Reductions in menstrual loss have also been
documented for other NSAIDs such as naproxen,
ibuprofen, sodium diclofenac and flurbiprofen.
The percentage reduction in blood loss varied
from 25 to 47%" depending on the agent and
dosage used (67,71,72).

Optimal doses and schedules are diff,rcult to
define, although most studies analyzed regimens
that started with the first day of the menstrual
cycle and continued for 5days or until cessation
of menstruation. Mefenamic acid and naproxen
are typically prescribed in a dosage of
250-500mg two to four times/day, ibuprofen has
been studied in dosages ranging from 600 to
1200mg/day (67).

A common side-effect of NSAIDs are gastro-
intestinal symptoms. NSAIDs are therefore con-
traindicated in women with peptic ulceration.
Gastro-intestinal effects are less likely with mefe-
namic acid than naproxen (67). Apart from that,
NSAIDs have a low prohle of adverse effects in
otherwise healthy women.

Randomized studies comparing NSAIDs with
other agents for dysfunctional uterine bleeding
suggest both danazol and tranexamic acid to be
superior with respect of decreasing blood loss
(69,73). However, danazol and tranexamic acid
are more likely to cause adverse events when
compared with NSAIDs.

In summary, NSAIDs can be an effective hrst-
line treatment in essential menorrhagia. The
degree of reduction of menstrual blood loss is
modest, but NSAIDs have a low profile of
adverse effects in otherwise healtþ women.
Furthermore, NSAIDs are also effective in
women with a copper or nonhormonal intrauter-
ine contraceptive device (74). An additional
benef,rcial effect is that these drugs also alleviate
menstrual pain.

Antifibrinolylics. The endometrium possesses
an active fibrinolytic system. An increase in the
levels of plasminogen activators, a group of
enzlmes that cause fibrinolysis, has been found
in the endometrium of women with heavy men-
strual bleeding compared with those with normal
menstrual loss. Plasminogen activator inhibitors
(antihbrinolytic agents) have therefore been pro-
moted as a treatment for menorrhagia.

Tranexamic acid, a synthetic de¡ivate of the
amino acid lysine, exerts its antifibrinolytic effect
through the reversible blockade of plasminogen
(75,76). Tranexamic acid reduces MBL by up to
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50"/" (75,'17,78). Comparative studies have shown
tranexamic acid to be superior to NSAIDs, oral
progestogens and ethamsylate in reducing men-
strual blood loss (69,79).

Side-effects of antifibrinolytic drugs are
reported by approximately one-third of patients.
These are mainly gastrointestinal and dose-
dependent (80). Adverse effects can be reduced
by limiting the number of days on which the drug
is taken. As approximately 907" of menstrual
blood is lost during the hrst 3 days, medication
could be limited to that time (15).

One factor limiting the widespread acceptance
of antihbrinolytic therapy has been the fear of
increased thrombotic activity fueled by single
case reports about cerebral sinus thrombosis
and central venous stasis retinopathy (81,82).
Long-term studies in Scandinavia, however,
have shown that the incidence of thrombosis in
women treated with tranexamic acid is compar-
able to the spontaneous frequency of the condi
tion in the female population (83).

Thus antifibrinolytics should be considered as
a firstJine treatment for menorrhagia. Tranexa-
mic acid is also effective in women with a copper
or nonhormonal intrauterine contraceptive
device (84).

Reducers of capillary fragility. Ethamsylate
(epsilonamino-caproic acid) is believed to act by
reducing capillary fragility, although the precise
mechanisms are unknown. But results are con-
flicting and studies with an objective MBL meas-
urement using the currently recommended doses
shows that ethamsylate is inferior to other medi-
cations like NSAIDs and might not reduce men-
strual blood loss at all (12,69,85). In the UK its
use is not recommended (1,25).

Hormonal treatments for menorrhagia

Progestogens

Introduction Progestogens are a common pre-
scription for women complaining of menorrhagia
in the UK and the USA. The use of progestogens
is based on the concept that women with menor-
rhagia principally have anovulatory cycles and
that progestogens help to coordinate regular
shedding when given as late luteal phase supple-
mentation on days 15-26 of the cycle (86). How-
ever, many studies have shown that most women
with regular excessive menstrual bleeding have
normal ovulatory cycles. In those patients the
use of progestogens as luteal phase supplementa-
tion remains controversial (87).

A variety of routes of administration and
dosage schedules exist, ranging from intermittent



luteal phase oral administration, through intra-
muscular injection, to continuous local adminis-
tration by an intrauterine device (IUD), each of
which have different efficacy in distinct clinical
situations. As a result of the lack of objective
randomized controlled trials the use of synthet-
ic progestogens has been previously largely
empiric.

Systemic administration.It is difficult to deter-
mine the value of progestogens for the treatment
of menorrhagia, as there are no randomized trials
comparing these agents with placebo (87). How-
ever a large number of trials compare them with
other medical therapies.

Cyclical oral progestogens for short duration
(5 to l0 days) have been shown to be ineffective in
controlling regular heavy menstrual bleeding
compared with NSAIDs, tranexamic acid, dana-
zol or progesterone/progestogen-bearing IUDs
(73,87-89). Long-cycle therapy with norethister-
one 5 mg three times/day from day 5 to day 26 oî
the cycle, however, led to a significant reduction
in the amount of bleeding, STo/" compared with
pretreatment levels (90).

Oral progestogens at very large doses such as
30mg daily can be successfully applied to control
torrential bleeding. This is usually effective within
2M8h, when the dose can be reduced and then
finally stopped over the next few days when
another, usually lighter bleed, will occur.

Unwanted effects of progestogens vary accord-
ing to the type, dose and duration of administra-
tion. Common side-effects of progestogens
include complaints of weight gain, headaches
and breast tenderness.

Intrauterine systems. While menstrual loss is
usually increased after the insertion of inert or
copper-containing intrauterine contraceptive
devices, it is reduced if the device is impregnated
with a progestogen. A commonly medicated
device is the levono¡gestrel intrauterine system
(LNG-IUS) (MirenaR] Shering, Germany). This
system delivers 20pg oflevonorgestrel every 24 h
in a sustained-release formulation that lasts up to
5 years.

The LNG-IUS is superior to oral progestogens
in reducing menstrual bleeding and reduces men-
strual blood loss up to 96"/o (71,90-92). Twenty
percent of women using the LNG-IUS are
reported to be amenorrheic after I year (93).

The LNG-IUS has been compared to transcer-
vical resection of the endometrium (TCRE).
LNG-IUS resulted in smaller mean reduction in
menstrual blood loss than TCRE and women
were not as likely to become amenorrheic. But
there was no difference in patient satisfaction
(el).

Menorrhagia 4Il

The LNG-IUS was also evaluated in compar-
ison with hysterectomy. In a trial from Finland a
cohort of 56 women scheduled for hysterectomy
was randomized for continuation of their medical
treatment or a levonorgestrel-releasing IUD.
Although there was a significant bias in the
study, the primary outcome was the women's
decision to undergo surgery. In the IUD group
64Y" decided to cancel surgery vs. I4"/" in the
medical treatment group (92).

Apart from lowering menstrual blood loss
LNG-IUDs may alleviate symptoms of dysmenor-
rhea and reduce the incidence of pelvic inflamma-
tory disease (93). The levonorgestrel IUD also
provides very effective contraception (94,95).

The main adverse effects associated with LNG-
IUS is frequent and variable bleeding and spot-
ting, particularly within the hrst few months of
use (95). It is extremely important to counsel
women about the changes in bleeding pattern
that will occur with the IUS before it is fitted.

Compared with other medications the LNG-
IUS is much cheaper per menstrual cycle unless
it is removed before 5years (1,25,96). Therefore
long-term acceptability is essential.

Cost-effectiveness of LNG-IUDs in compari-
son with hysterectomy for treatment of menor-
rhagia has also been analyzed. The LNG-IUD
showed equal efficacy at much lower costs
($1530 for lUD-treatment vs. 54222 for hyster-
ectomy) (97).

In conclusion, LNG-IUS can now be consid-
ered to be a serious candidate as an alternative to
both classic medical and surgical management of
essential menorrhagia. Fertility is preserved
(while providing contraception) and it has less
morbidity and is cheaper than surgery (97).

Estrogenlprogestogen combinationr. Combined
oral contraceptive pills consisting of an estrogen/
progestogen combination are often used to
reduce MBL. V/hen taken in a cyclical fashion,
they induce regular shedding of a thinner endo-
metrium and inhibit ovulation. The exact endo-
metrial mode of action of contraceptive pills is
unclear, and probably involves induction of
endometrial atrophy.

From clinical experience the beneficial effect of
combined oral cont¡aceptive preparations on
menorrhagia is very well known. However,
placebo-controlled, randomized, controlled trials
with adequate patient numbers, duration of at
least three to six cycles and adequate follow up
have not been conducted (98).

One small study of women taking an oral con-
traceptive containing 30 pg of ethinyl estradiol
showed a 43%" reduction in menstrual blood
loss compared with baseline. No signif,rcant
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difference between groups treated with an estro-
gen/progestogen combination, mefenamic acid,
low-dose danazol or naproxen was found (72).
Other studies found users of oral contraceptives
less likely to experience heavy menstrual bleeding
or anemia (99).

However, some trials applied a higher dose
than the 30-35 pg of ethinylestradiol of prepar-
ations currently in use. It is therefore less clear
whether low-dose preparations are as effective
in reducing MBL as the higher dosage combin-
ations, and whether particular progestogens make
any difference. Although there is some indication
that the frequency of menstrual disturbances,
such as spotting and breakthrough bleeding, is
less when the oral contraceptive contains a rela-
tively high dose of progestogen, no evidence is
available to suggest that changing the progesto-
gen influences total MBL.

The combined oral contraceptive is not a par-
ticularly favored treatment for menorrhagia
unless contraception is also required (80). This
is partly caused by a fear of thromboembolic
events, particularly in the older age groups
(100-102). However, age alone, in the absence
of smoking or other predisposing factors such as
previous thromoembolic disease or family his-
tory, is not a contraindication to the use of low-
dose combined pills.

Thus, even if combined oral contraceptives
might be only of limited benefit in the treatment
of menorrhagia, the regimen is familiar to many
women and offers additional advantages of con-
traception, regular withdrawal bleed and reduc-
tion of dysmenorrhea. Although withdrawal
bleeds induced by sequential estrogen/progesto-
gen hormone replacement therapy regimens are
not excessive there have been no trials in menor-
rhagia (103).

Androgens

Danazol. Danazol is an isoxazol derivative of
17cr-ethinyl-testosterone, which acts on the
hypothalamic pituitary ovarian axis suppressing
ovulation and directly on the endometrium lead-
ing to atrophy (104).

Danazol was evaluated for the treatment of
menorrhagia in various randomized trials and
compared with several other medical treatments.
Danazol reduces menstrual blood loss by up to
80% in a dose-dependent manner (105-107). It
usually leads to amenorrhea at doses greater than
400mg daily (108). Danazol reduces menstrual
blood loss more effectively than NSAIDs or
oral progestogens (12,107,109).
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Although effective the clinical use of danazol is
timited by its androgenic side-effects, which are
experienced by up to three-quarters of the
patients. Those include weight gain, oily skin,
acne and deepening of the voice (107). In add-
ition, women must be advised to use barrier
methods of contraception because of potential
virilization of a fetus if pregnancy occurs while
on danazol treatment.

Given these side-effects, danazol is probably
best restricted to women awaiting surgery. It
can also be used as a short-term endometrial
thinning agent prior to endometrial ablation.

Gestrinone. Gestrinone is a l9-nortestosterone
derivative that has antiprogestogenic, antiestro-
genic and androgenic activity.

Gestrinone was shown in a placebo-controlled
study to successfully diminish menstrual blood
loss and to cause amenorrhea in patients suffer-
ing from menorrhagia (110). In another study
evaluating gestrinone in women with menorrha-
gia and uterine leiomyomas, gestrinone treatment
decreased uterine size by 73"/" and amenorrhea
occurred in 53Y" of the patients (l 1 1).

However, most women treated with gestrinone
experience androgenic side-effects such as acne,
hirsutism and weight gain (l Il,ll2). These side-
effects preclude long-term therapy.

Gonadotropin-releasing hormone agonísts

Gonadotropin-releasing hormone (GnRH) agon-
ists administered continuously create a revers-
ible hypogonadotropic state by down-regulation
of GnRH receptors, which blocks ovarian func-
tion and causes a hypoestrogenic state (113).

Gonadotropin-releasing hormone agonists
reduce uterine volume by 4040% and many
investigators have evaluated their effectiveness
in treating bleeding associated with leiomyomas.
Gonadotropin-releasing hormone agonists fre-
quently induce amenorrhea (1 13-1 I 5).

However, there are significant disadvantages to
the use of GnRH analogs. The duration of treat-
ment of these agents is limited to 6months
because of rapid bone demineralization asso-
ciated with estrogen withdrawal. Furthennore,
the occurrence of side-effects associated with the
hypoestrogenic state, particularly hot flushes
and vaginal dryness, reduce quality of life
(1 l4-l 16).

Most studies have shown that after GnRH
agonist treatment is stopped, there is regrowth
of both uteri and fibroids to nearly pretreatment
size and recurrence of bleeding problems in most
women (114,115). For this reason, the use of



GnRH agonists as a sole treatment of menorrha-
gia are disappointing.

Concerns about bone loss and poor tolerability
of GnRH agonists have led to a number of stud-
ies on estrogen and progestogen'addback ther-
apy' during GnRH agonist treatment. When
cyclical estrogen/progestogen hormone replace-
ment therapy has been used in conjunction with
GnRH analogs the annoying side-effects of
GnRH agonist treatment are minimized without
affecting the control of dysfunctional menstrual
bleeding (116).

The side-effects of GnRH analogs usually pre-
cludes their long-term use. However, they are
highly effective in short-term therapies, e.g. for
preoperative endometrial thinning or f,rbroid
shrinkage. Further there is an increased likeli-
hood of amenorrhea or decreased menstrual loss
after endometrial ablation if GnRH analogs are
used rather than no treatment (117). The GnRH
agonists can however, be considered as a medium-
and even long-term option for women in
whom surgery is contraindicated (80).

Antipr o gestational agents

Mifepristone (RU-a86) is a synthetic l9-norster-
oid with antiprogestogen activity that has been
shown to inhibit ovulation and to disrupt endo-
metrial integrity (l 18,1 19).

Mifepristone was recently shown to act as a
contraceptive agent and to induce amenorrhea at
a dosage of 5 mg per day in the majority of women
studied (120). Mifepristone has also been used in a
limited fashion in the treatment of uterine fibroids
(121). In a nonrandomued study, fibroid volume
was reduced by 49% in l2weeks and side-effects
were mild and infrequent without effecting bone
mineral density (122).

As the endometrial effect of mifepristone is
achieved without estrogen deprivation it might
provide a promising novel long-term approach
to the treatment menorrhagia. However, clinical
studies are required before its use in menorrhagia
can be recommended.

Surgery

Introduction

Surgical treatment of menorrhagia may be neces-
sary where there is pelvic pathology such as
polyps, fibroids, chronic pelvic inflammatory dis-
ease or endometriotic masses. Surgery is also
indicated when the patient does not respond or
becomes refractory to medical treatment, when it
is not tolerated or when it is her choice.
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Hysterectomy is the most common surgical
procedure for menorrhagia. It is invariable suc-
cessful and is one of the few surgical procedures
associated with 100% primary success rate. But it
is a major operation with significant morbidity,
small mortality, long recovery period and asso-
ciated health care costs. Therefore over the past
20 years numerous surgical alternatives to hyster-
ectomy have been developed or rediscovered.
Consequently, women suffering from menorrha-
gia currently have acc€ss to a wide variety of
surgical options.

Hysterectomy

Approximately 600 000 hysterectomies are per-
formed in the USA each year, and the procedure
is the second most frequent performed major
surgical procedure among reproductive-aged
women (123). The estimated proportion of hys-
terectomies performed for a primary diagnosis of
dysfunctional uterine bleeding varies from 67" to
t8% (124).In addition, abnormal bleeding was
the secondary diagnosis îor 27Y" of women with
leiomyomas, endometriosis, endometrial hyper-
plasia, prolapse, or cancer undergoing hysterec-
tomy (123-125).

Hysterectomy cures menorrhagia and results in
a high rate of patient satisfaction. However,
hysterectomy is accompanied by significant
perioperative morbidity ranging from 24o/" for
vaginal hysterectomy to 43Y" for abdominal
hysterectomy (126). This includes postoperative
fever and infections, hemorrhage requiring trans-
fusion, gastrointestinal and urinary tract lesions,
cardiopulmonary events and anesthetic accidents
(127). The peri-operative mortality rates range
from 6 to 1l per 10000 for women undergoing
hysterectomy for nonobstetric and nonmalignant
conditions (128).

Concerns exist also about the long-term seque-
lae of hysterectomy. Bowel obstruction resulting
from adhesions as a late complication of hyster-
ectomy has been described inl.6"/" of cases (129).
Other reports suggest that women who have
undergone hysterectomy for reasons other than
stress incontinence or prolapse have an increased
risk of subsequent surgery for these conditions
(130).

Sexual dysfunction has also been believed to be
a reason for dissatisfaction following hysterec-
tomy (131). This does not seem to be justif,red as
various studies have reported an improvement of
sexual functioning after hysterectomy including
an increase in the frequency of sexual activity and
a decrease in problems (132).
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There is concern that there may be premature
ovarian failure even when ovaries are conserved,
increasing the risk of developing cardiovascular
disease and osteoporosis. However the evidence is
conflicting (133-135).

There is currently a modest, but controversial,
renaissance for supracervical or subtotal hyster-
ectomy (STH) (136,137). Those who advocate
this procedure argue that sexual function is better
preserved and longer term complications involv-
ing bladder function and vaginal vault prolapse
are less coÍì.mon in comparison with total hyster-
ectomy (137,138). The down side is that cervical
smears have to be continued.

The laparoscope can be used in a variety of
ways to perform a hysterectomy. If the uterine
vessels are defined and secured by laparoscopic
techniques, the procedure is considered to be a
true laparoscopic hysterectomy. If the laparo-
scopic portion of the operation is discontinued
at any stage before the uterine vessels are
secured, the procedure is described as a laparo-
scopically assisted vaginal hysterectomy. The
uterine tissue is either removed from the
abdominal cavity vaginally or through the umbili-
cal port instruments. Complication rates asso-
ciated with laparoscopic techniques are similar
to those found with standard vaginal hysterect-
omy approaches. In contrast with earlier
reports, there is no difference in short-term
recovery between patients undergoing vaginal
or laparoscopic hysterectomy. No advantage
was found performing laparoscopic-assisted
vaginal hysterectomy in comparison with stan-
dard vaginal hysterectomy (139). Complications
related to the cervical stump requiring further
surgery were reported in up to 24o/o of cases
following a laparoscopic supracervical hyster-
ectomy (140).

Endometrial ablation

Background. Surgery that selectively destroys the
endometrium is commonly known as endometrial
ablation. The concept of this treatment for
menorrhagia is based on the observation that
endometrial destruction leads to amenorrhea.
Because of the endometrium's significant regen-
erative capacity it is essential to destroy its basal
layer. The aim of the various methods is therefore
to remove or destroy all the endometrium and up
to 3mm of myometrium.

The techniques employed are hysteroscopic
(HEA) and nonhysteroscopic ('blind') (NHEA)
endometrial ablation.

Methods

Hysteroscopic endometrial ablation In hystero-
scopically directed endometrial ablation (HEA),
laser, radiofrequency, electrical, or thermal
energy are used directly to coagulate or vaporize
endometrial tissue.

The flrrst hysteroscopic therapeutic approach
was the neodymium:yttrium aluminum garnet
(Nd:YAG) laser. The laser is directed to the
endometrium via either a touch or no-touch tech-
nique, resulting in a zone of self-limited necrosis
that is 4-5 mm deep. With this technique a study
of 600 \ryomen found that 29o/" became amenor-
rheic and 71% continued to menstruate and in
this group menstrual loss was reduced in 93%"
(141). The big disadvantage of Nd:YAG laser
ablation is that it requires an expensive machine
and single-use fibers. Therefore, the costs are
signifrcant, which is the reason why it is infre-
quently used.

Electrosurgical transcervical endometrial resec-
tion (TCRE) has largely superseded laser abla-
tion. By means of a resectoscope a loop electrode
is used to excise the endometrium and the super-
hcial myometrium. Electrosurgical transcervical
endometrial resection has the advantage that it
combines histological diagnosis with effective
therapy. The reported outcomes are similar to
those described earlier for laser HEA, with
approximateþ 90% experiencing satisfactory
reduction of their abnormal uterine bleeding
(142,143). However, the disadvantage of this
method is that it requires greater hysteroscopic
skills and uterine perforation is more likely to
occur with resection as compared with other tech-
niques. This danger is greatest in the cornual
regions and at the isthmus where myometrial
thickness is reduced (144). Therefore TCRE is
mostly used in combination with the rollerball,
which is considered as the gold standard for
endometrial ablation by most experts in this
field. Using rollerball electrodes the endometrium
can be systematically coagulated. As electrosur-
gery is used, fluids devoid of electrolytes are man-
datory as for TCRE. Originally this method was
described with an energy around 60-80V/. When
higher energies are used such as 160W more
tissue is vaporized and not coagulated. The
potential advantages of this approach over
TCRE include attainment of a visual endpoint
(depth of endometrial destruction) without fre-
quent removal of endomyometrial fragments
which prolongs surgical time. Long-term effects
of endometrial vaporization and TCRE on uterine
bleeding have been reported to be similar. How-
ever, endometrial ablation with the vaporizing
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electrode reduce fluid absorption compared with
resection by the standard cutting loop (145).

Standard electrosurgical operative hystero-
scopy requires electrolyte-free, low-viscosity solu-
tions to be used for distension of the endometrial
cavity. If excessive absorption of distension
medium through large exposed blood vessels in the
myometrium occurs, fluid overload can occur.
Fluid overload, resulting in hyponatremia, pul-
monary and brain edema, can lead to delayed
extubation and continued ventilation, a need for
treatment with diuretics, and permanent neuro-
logical damage (146).

There is convincing evidence from a Cochrane
review that GnRH agonists or danazol used
before endometrial ablation result in shorter pro-
cedures, lower rates of postoperative dysmen-
orrhea, and higher rates of amenorrhea (117).
Whether the short-term doubling of amenorrhea
rates with adjuvant medical suppression is sus-
tained in long-term follow up is not known. A
cost-effectiveness analysis of preoperative endo-
metrial suppression with danazol vs. GnRH agon-
ists suggested the health care costs to be greater
with GnRH agonists. However, the study also
concluded that amenorrhea rates were slightly
higher in the GnRH-treated group, and the
study withdrawals were greater in the danazol-
treated group (147).

Nonhysteroscopic endometrial ablation. In an
effort to overcome the problems of the technical
skills required and complications of hystero-
scopic surgery, less invasive techniques of
NHEA have been developed.

The uterine thermal balloon catheter endomet-
rial ablation system, which conforms to the
shape of the endometrial cavity and is linked to
a thermistor to maintain saline in the balloon at
up to 92'C. is a common method for NHEA.
The Cavath"rm'M device (Walleston Medical SA,
Morges, Switzerland) was shown to successfully
treat menorrhagia in the majority of treated
patients, 68% having amenorrhea for at least
l4months (148). A similar device, the Therms-
Choic{M (Gynecare Division of Ethicon Inc.,
Somerville, NJ, USA) has been available to the
US market for 3 years and was the first NHEA
system that obtained US-FDA approval. The
ThermaChoicerM system was subjeðied to multi-
center trials (149-151). ThermachoicerM was
shown to be at least equivalent to HEA with
rollerball. There were only a few minor complica-
tions in the balloon group, whereas the HEA
patients experienced both minor and major com-
plications. After a 3-year follow up endometrial
ablation with the ThermaChoice uterine balloon
or rollerball continued to be a successful method
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for treating menorrhagia, avoiding hysterectomy,
decreasing dysmenorrhea and premenstrual symp-
toms, and improving quality of life (151). The
MenoTreaírM^ Systeä 

^(Atõs Medicàl Éötby,
Sweden) is similar to the Cavaterm system, how-
ever, the circulating treatment solution, which
causes thermal ablation of the endometrium, is
heated in the MenoTreatTM system controller,
not in the uterus. As it has been newly developed
and first presented in 1999, clinical experience is
limited. Success rates in terms of 50% reduction of
menstrual bleeding in approximately 84% of
patients at 6 months after treatment have been
ieported (152). The VestaBlatfM (Vesta Medical,
Mountain View, CA, USA) is a new multielectrode
balloon. This novel balloon consists of a silicone-
inflatable electrode carrier and a controller to
monitor and distribute current from a matched
electrosurgical generator. The VestaBlateTM device
was tested in a randomized controlled trial (153). It
proved to be equally effective and safe as classic
resectoscopic methods. Potential advantages
included avoidance of fluid and electrolyte disturb-
ance associated with intravasation of distending
media, and abilþ to perform the procedure
under local anesthesia in an office setting with
less total operating time.

Hydrothermablation is a technique where free
fluid instilled into the endometrial cavity is then
heated to the appropriate temperature to ablate
the endometrium. It is not expected that fluid will
pass through the fallopian tubes at an intrauter-
ine pressure of 5G-55mmHg, the maximum pres-
sure applied. A potential advantage of free fluid is
the ability to perform endometrial ablation in the
presence of congenital malformations, or uterine
disease such as leiomyomas. One system that has
recently been approved by the US FDA is the
HydroThermlOtqtofv (ÉBl vte¿ical Systems
Co Inc, Teterborough, NJ, USA). Clinical experi-
ence is limited. In a l-year study of 60 patients
amenorrhea was found in approximately 35%"
and reduced flow in approximately 87Yo of
women (154). Complications were vaginal burns
in two cases. No other intra or postoperative
complications occurred.

Radiofrequency (RF") electrosurgery using alter-
nating current and either monopolar or bipolar
electrodes is also used for endometrial ablation.
The NovaSureTM-System (Novacept, Palo Alto,
CA, USA), comprised of a three-dimensional
bipolar device and RF generator, provides a con-
toured uterine ablation, a consistent, controlled
depth of endomyometrial penetration and an
automatic, self-terminating treatment based on
tissue impendance and time. Suction evacuation
maintains contact of the electrode surface with
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the endometrium and evacuation of vapor which
could impede such a contact. Observational stud-
ies have reported short-term results similar to
those with other nonhysteroscopic systems
(155,1s6).

Low-power Nd:YAG laser has recently been
used successfully. The global ELITT (endomet-
rial laser intrauterine thermal therapy) proced-
ure offers an inherently safe and relatively
simple alternative applying a diode laser system.
One year follow-up results frorq {ifferent studies
using this technique (GyneLas{M, ESC Medical
Systems Ltd, Yokneam, Israel) were similar to
those with other NHEA methods (amenorrhea
rate: up to 7Io/"; amenorrhea/severe hypomenor-
rhea rate: up to 90y") (157,158). There were no
major complications and 85% of the patients
were most satisfied with the treatment (15!).

Microwave endometrial ablation (MEAN) is a
further new NHEA method for treatment of dys-
functional uterine bleeding using the application
of microwave energy to the endometrium. This
results in a rapid but restricted depth of intra-
uterine heating avoiding the use of hysteroscopic
distension medium. The technique was compared
with TCRE. At l2months,77"/" women in the
MEATM group and75"/" in the TCRE group were
totally or generally satisfied with their treatment
and94o/o vs. 90% found it acceptable. Mean oper'
ating times were shorter for MEA than for TCRE
and the postoperative stay was slightly but not
significantly shorter (159). Another study
observed similar outcome and reported on a high
level qf satisfaction of patients 3years after
MEArM (160). However, a recent study analyzed
the hysteroscopic appearance of the uterine cavity
before and after microwave endometrial ablation
and observed that MEATM tends to be incomplete
in women with a large and severely distorted uter-
ine cavity. Whether this results in a lower success
rate remains to be established (161).

Endometrial cryo-ablation has become one of
the therapeutic NHEA options in the treatment
of dysfunctional uterine bleeding. y'^76% amen-
orrhea rate at 6months, which dropped to 50Y'
at 22months, has been reported in a study with a
limited number of patients (162). However, the
results of further studies are awaited (163,164).

Photodynamic therapy is currently being evalu-
ated as a minimally invasive procedure for selec-
tive endometrial ablation. This therapy is based
on light-induced oxidation reactions, which lead
to tissue necrosis. Successful destruction ofendo-
metrium with S-aminolevulinic acid (ALA)-
induced photodynamic endometrial ablation in
the nonhuman primate under varying conditions
of light delivery (fractionated vs. continuous),
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and steroid priming was reported recently (165).
Several groups have now developed light delivery
devices to achieve uniform output illumination. It
was concluded that those new devices can be used
clinically to deliver light to the uterine cavity
(166,167). Further studies are required to deter-
mine the safety of this technique for nontarget
tissues that bind the photosensitizer, and whether
endometrial regeneration will be prevented.

Outcome and complications of endometrial
ablation

There are several factors that have been demon-
strated which affect clinical outcome of HEA and
NHEA. Women older than 45years are more
likely to become amenorrheic and satisfied with
the outcome (168). Adenomyosis has been asso-
ciated with a higher failure rate of HEA and has
been found in approximately 60o/" of hystero-
scopy specimens after failed ablation (169,170).
The concern that failures may be higher in
women with larger endometrial cavities could
not be confirmed by a study showing equivalent
suc,cess rates in large uteri (>l2weeks' size)
(171).

The reported incidence of HEA- and NHEA-
associated complications is relatively low. A sur-
vey of 87 Dutch hospitals suggested that even
with widespread use, complications are infre-
quent. The most frequent surgical complication
was perforation of the uterine cavity with a rate
of 0.7 6"/" . Approximately half of the perforations
were entry-related (L72). The comprehensive
MISTLETOE study (Minimally Invasive Surgi-
cal Technique-Laser, Endothermal Or Endo-
resection) showed that uterine perforation and
hemorrhage were more coÍtmon with TCRE,
and fluid overload occurred more frequently
with laser ablation. While some of the variability
in the rates of complications can be explained by
inherent differences between the treatment mod-
alities, there were also considerable differences in
training and supervision, as 52o/" of doctors using
the resectoscope started out unsupervised in con-
trast to only f%" using laser. Most complications
were encountered in the first 100 cases under-
taken by an individual surgeon (173). A large ran-
domized controlled trial comparing TCRE to
endometrial laser ablation (ELA) showed that
TCRE was faster than ELA and caused less
mean fluid absorption. There were neither differ-
ences in the complications nor differences in the
outcome between the two methods measured by
satisfaction (90%), amenorrhea rate (457o), or
hysterectomy rate (20Y') (174).



While likelihood of pregnancy after endo-
metrial ablation is low, the frequency has been
reported to be 0.7o/o, with a variety of complica-
tions and adverse outcomes for the fetus
(175,176). Women who undergo this procedure
should therefore be advised to use effective con-
traception.

A further important issue is the long-term
development of adenocarcinoma of the uterus
after endometrial ablation. The actual rate after
ablation is unknown. To date nine cases have
been reported in literature, most in high-risk
patients with endometrial hyperplasia, chronic
anovulation and diabetes (177,178)

Hysterectomy vs. endometrial ablation

A Cochrane review has analyzed the principle
and secondary outcomes from five randomized
trials comparing hysterectomy with HEA (179).
There were significant advantages in favor of
hysterectomy in the improvement of menstrual
flow and satisfaction rates (> 95"/" up to 3 years
post surgery) compared with endometrial
destruction techniques. Hysteroscopic techniques
were also highly successful in reducing menstrual
blood loss in most patients but a proportion
(varying from 3 to 13"/") had no improvement.
Quality of life measures were not markedly dif-
ferent between the two types of surgery although
there was evidence that those who had a hyster-
ectomy perceived a greater benef,rt in their general
health compared with those who had hystero-
scopy both 1 and 2years after surgery and an
improvement in social functioning and perceived
pain at 2years. The review demonstrated consid-
erable short-term benefits of endometrial abla-
tion techniques when compared with
hysterectomy. Women who received HEA had
shorter hospital stays and fewer postoperative
complications, and resumed activities earlier
than those with hysterectomy. An increasing pro-
portion of women after HEA required repeat
surgery, either endometrial ablation or hysterec-
tomy. In one study, at a minimum of 4years of
follow up, 38% of those who had endometrial
ablation received further surgical treatment of
some kind (180). The direct costs for HEA were
approximately half those for hysterectomy within
months of the procedure. But as the frequency of
visits and reoperation increased the difference in
costs narrowed over the time. After 4 years of
follow up, endometrial ablation was reported to
be only 5-lI% less costly than the cost ofhyster-
ectomy compared with 24"/" and 29Yo less costly
at I and 2years offollow up (179).
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Also endometrial ablation may modify the role
of hysterectomy in the surgical treatment of
menorrhagi a. Data from National Health Service
hospitals in England, however, show that rather
than replacing hysterectomy in the treatment of
dysfunctional uterine bleeding, endometrial abla-
tion appears to have added an alternative opera-
tive technique (181). As the combination of the
two procedures increased approximately 25%" per
year, endometrial ablation either lowered the
threshold for intervention or provided greater
access to the health system (181).

Conclusion

Menorrhagia is the commonest condition seen in
routine gynecological practice. The past few years
have seen significant changes in its management.
There has been more use of effective medical
treatments such as intrauterine progestogens,
antifibrinolytic agents and NSAIDs. Women
have been seeking alternative interventions to
hysterectomy. The further ref,rnement of endo-
metrial destructive techniques and fibroid emboliza-
tion has increased the options available.
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Appendix E

National
Evidence-Based Glinical G uidelines

The lnitial Management of Menorrhagia

A hard copy of the fullversion of this document can be purchased from the RCOG Bookshop

INTRODUCTION

Menonhagia has an imp_ac{ on many women's lives. One in 20 women aged 3049 years consults her Gp each
yearwith-me.nonhagia. Once referred to a Gynaecologist, surgicat intervéntion is hilhg likely. One in five women
in the UK will have ã hysterectomy before thé age ot do yearsi ln àt ¡east hatf of tnoée who únoèrgo:
hysterectomies, menonhagia is the main presenting proÉlem. About half of allwomen who have ãhysterectomy
for menonhagia have a normal uterus removed.

There are wide variations in the drugs prescribed in general practice for the management of menonhagia, in the
refenal pattemg for this condition, and in populationåased ràtes of hysterectomy.-Such variatíon in thã
management of a common complaint is an indication for guideline development.

Aim of the Guideline

The aim of this Guideline is to prwide recommendations to aið general practitioners and gynaecologists in the
initial management of menonhagia, whether.this is initiated in a primary'care setting or atiér refenal-to a hospital
outpatient department. The treatment objedive in menonhagia ið to allêviate heatry menstrual flo¡¡ and,
consequently, to.improve quality of life. lron deficiency anaemia must also be prevênted.

Guidelines are'systematically developed statements to assist decisions about appropriate care for specific
clinical circumstances'.

Guidelines are not intended to restrict clinicalfreedom, but practitioners are expec{ed to use the
recommendations as a basis for their pracfice, Local resouices and the circum'stances and preferences of
individualpatients will need to be taken into account. Where possible, recommendations arè based on, and
eplicitly linked to, the evidence that supports them. Areas hbking eviOencà àre f,igh¡¡éhted and may tórm ã Uasis
for ftfure research.

Likely costs and benefits

Each year around ÊTmillion is spent in the UK on primary care prescriptions to treat menonhagia. The cost
implications of implementing this Guideline have ñot been cons¡oered'in detail at this stage. Hðwever, no
additional costs are anticipated. ln producing similar guidelines in New Zealand, it was añticipateA tnát their
introduction would lead to savings, mainly by reducing the numbers of hystereciom¡es. inérö mát Ë;ò.i
savings associated with a reduc{ion in unnecessary tests, or with the avóidance of inappropriate éurgical
intervention. This may offset the initially higher costs of drug therapy. lt is anticipateA t'trät tirere will bä health
benefits for women complaining of menonhagìa in the form of effe'ciive investigätion of their presenting problem
without delay, more information provision, and appropriate treatment and refer-ral to a speciaiist if necãsiary.

Local protocol development, dissemination and implementation

It iganticipated that this national Guideline will be used as the basis for the development of local protocols which
will take into account local service provision and the needs and preferences of the'local population. Such local
adaptation should take place in a similar multidisciplinary group with collaboration betwe'en all interested parties
that would be affected by the guidelines. lt is esseñtial tñal commissioners of healthcãre, as well as geneial
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Grade A -

Grade B -

Grade C -

practitioners and specialists, take part in such a process. A variety of approaches may be necessary to
disseminate and implement the local protocols, e.g. distribution of printed protocols to all general practitioners,
specialists and trainees, two-hour PGEA sessions for general practitioners, half-day postgraduate meetings in
hospitals and audit sessions.

Evidence identification, review and synthesis

A comprehensive literature search was performed to identify relevant evidence on which to base
recommendations. MEDLINE, EMBASE, The Cochrane Library and reference lists of review articles were
searched up to December 1997. Published systematic reviews or meta-analyses were used if avaìlable.
Othen¡¿ise, relevant randomised controlled trials or other experimental studies were obtained.

ldentified articles were assessed methodologically and the evidence was synthesised using qualitative methods.
Recommendations were derived using informal consensus methods. Wherê there were arõaè without evidence
consensus was again used. The recommendations were then graded according to the level of evidence upon
which they were based. The grading used was formulated by the Clinical Outcõmes Group (COG) and
recommended by the NHS Executive.

based on randomised controlled trials
based on other robust experimental or observational studies
based on more limited evidence but the advice relies on expert opinion and has the
endorsement of respected authorities

The strength of the evidence is shown after each recommendation. lt is accepted that in this grading system, the
evidence itsetf is not graded although it is described narratively in the text suþporting each reõomménðat¡on. lt is
also accepted that randomised controlled trials are not the mo-st appropriate iiudy désign to investigate
diagnostic tests, so using this grading system means that no recommendations côncerñing diagnos-tic tests will
be graded with an A'. Similarly there may be clinicalquestions that cannot easily be answéred-by experimental
d_esign but nevertheless represent good practice. Such recommendations will aútomatically be giaOe'd 'C'. Other
'C' recommendations npY also be questionable as they are not based on incontrovertible éviOeñce. However, the
views of the Guideline G¡oup, combined with comments from the extensive peer review, as detailed below,
suggest that recommendations with this grading are acceptable to a wide bôdy of expert opinion, pending ihe
results of future research.

Peer review

After the initial draft of the Guideline was written and approved by the Guideline group, a formal peer review
process was undertaken. Each member of the Guideline group put forward five tó seüen names bf indiv¡duals or
organisations from the area of p_ractice that they represenitéd. n'copy of the draft Guideline and a Guideline
appraisal document, based on that used by the Scottish lntercollejiáte Guídelines Network (SIGN), were sent out
to 44 nominated people- Thirty replies were received (68% responle rate). The comments made by the peer
reviewers and the results from the Guideline appraisal document were taken into consideration by ihe Gu¡Ael¡ne
groyg. þ^efgre generation of the final Guideline.'Ùnder the independent Guideline appra¡i"iivrt# àóód;ãi;y
the NHS Executive, the Guideline was sent to a further group of reviewers who partìcularly õoncentratø on tf¡ê
methndology used in the development of this Guideline.-

lnevitably, a peer review of this extent will mean a regrettable delay between the final literature search and the
public appearance of the Guideline.

Review of the Guideline

The Guideline will be reviewed no later than three years after its publication, i.e. the year 2002. This will be done
þ.V 

the RCOG, using a similar methodology to that described aboVe. The process wilí involve updating the
literature searches and reviews for each topic to take into account any developments in the area.

RECOMMENDATIONS

1. A history of heavy cyclical menstrual blood loss over several consecutive cycles without any

http://www.rcog.org.uk/printindex. asp?PagelD=69 8&PrinFYes 81712006



5.
6.
7.

8.

2.
3.
4.

12.
13.

9.
10.
11.

intermenstrual or postcoital bleeding should be obtained (C).
An abdominal and pelvic examination should be performed in all women complaining of menorrhagia (C).
full blood count should be obtained in all women complaining of menorrhagia'(B)
Thyroid funclion tests do not need to be routinely performed in the initial evaluation of menorrhagia unless
the woman has symptoms or signs of hypothyroidism (C).
No other endocrine investigations are necessary in the investigation of menorrhagia (B).
Ôn endometrial biopsy is not required in the initial assessmeniof menorrhagia (Cj.
Tranexamic acid and mefenamic acid are effective treatments for reducing heavy-menstrual blood loss
(A).
Antifibrinolytic drugs and non-steroidal anti-inflammatory drugs are both effective in reducíng heavy
menstrual blood loss in women with intrauterine contraceptive devices (A).
combined oralcontraceptives can be used to reduce menstrualblood lòs's (A).
A progestogen+eleasing intrauterine device is an effective treatment for menorrhagia (A).
Continued use of long-acting progestogens renders most women amenorrhoeic anã theíetore could be
considered for use in menorrhagia (C).
Low dose, luteal phase administration of norethisterone is not an effective treatment for menorrhagia (A).
Ethamsylate, at cunently recommended doses, is not an effective treatment for menorrhagia (A).

CLINICAL EVALUATION OF THE COMPLAINT OF MENORRHAGIA
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Overview
rrregular or abnormal ggina-I breeding is a common s¡rmptom in primary care.
The causes of ablgrmal bteeding are numerous and iídude *-pii*ùons of
pr€gnancy, as well as benign and malignant lesions of the cervix,'vagina, and
uterus.l In addition, abnormal bleeding can be an end-organ effect of sys[pmic
diseases such as diabetes or thyroíd dis-ease, or an iatrog;nic ;rd;i;i-
m{icafgns. In *i-n8 for adoiescents aqd women with-abnormal biãeding, the
tasks of the family physicíau include:

' gatherilq appfoplate subjective-and o-bjective clata from tUe patient. categorizing the abnormality and its likely possible causes 
r ---

. instituting appropriate diagnostic strat.gi.r and therapy 
- 

-:

When the bleeding is hemodpamically significant or life-threatening, treatment
mustbegin before the resulrc of diagnostic tests are known.? Uowever, with this
_exception, a definite. diagnostic plan and accurate diagnosis u.. o.."riärybefore
beginning treatment

The recommendations presented in this Suide are intended to represänt the

http://www.familypractice.com/references/ABFPGuidesilvlenstrual/lvfensfual.htn
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elements of an individual patient record which would be considered ideal for
recording evaluation, therapy, and follow-up of adolescents and women with
abnormalvaginal bleeding. In addition, the guide may assist famiþ physicians in
understanding the clinical problem and in making appropriate judgments when
caring for individual patients.

toP

Page 3 of 19

Menstrual Disorders: The Diagnosis

Normal Bleeding
The values for normal menstrual bleeding have been rcsearched for several
decades. Studies have placed the normal age range for menarche at 8-16 years of
age and the normal age rtnge for menopause at 4o-ss years of age. The tength of
the normal menstmal cycle is higblyr¡ariable. However, in womén betr,veenlhe
ages of eo and. 4o, cycles of zr-35 days have been repeatedly obsewed. The mean
duration of menses is +.6 days, with a standard deviation of r.3 days.The mean
volume of menstrual blood loss is 43 mL, with a normal range of zo-8o mL.3

Normal menstrual bleeding also has an individual component. While there is a
wide range of normal variability in the overall population, the characteristics of
tÞe menstrual cycle in an individual female are likely to be relativeþ stable. A
deviation f¡om an individual's usual menstrual pattern mayfall within the limits
of normalcy, but if it is considered abnormal or is a significant change for that
particular woman, it merits investigation.

Definitions
The terms menstrual disturbance and menstrual abnormality refer to any
change in menstrual flow or intewal occurring in a postmenarchal,
premenopausal female which represents a significant variation in that individual.
Menstrual disturbance is a sign rather than a disease, and it shoulilbe
remembered that pregnancy is the most common cause of change in the
menstrual cycle oiintérval. In contrast, the terrn menstrual disõrderrefers to
abnormal changes in menses arising from gnrecologic canses other than
pregnancy. The tgrm dys/uncttona.l uterine bleeding refers to abnormal bteeding
in the absence of an organic cause. For a glossary of terms related to menstmal
d.isord ers, see Ta.b_le-_r.

Presenting Symptoms
Most patients with menstrual disturbance present with amenorrhea or
menometronhagia. Both of these menstrual cycle changes are frequent side
effects of contraception. However, both can signal more serious disorders, ¿rs can
less common abnormalities of the cycle, including polymenorrhea,
oligomenorrhea, or metrorrhagia.

The diagnosis of a menstrual disorder is based upon symptoms reported by the
patient, evidence found during a physical examination, and additiõnal eviãence
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from diagnostic tests and th9 response to therapy. It is important to rule out
pregnancy and life-threatening problems as soôñ as possiËIe.

Page 4 of 19

The History
In the workup of-apatient with a menstrual disturbance, a good history is the
coryPonent which is most likely to allow the physician to präperþ *t"iotir" tn.problem and determine the etiolory. en- appropriate histoty i""fü4"* iËe patient's
age; a history of the present complaint, inôluain-g the curreät b1ge[ing history- 

-
and-associated symptoF ; a pasfme$br-l and"reprod;¿iú húi;;f u-purt
î"di$ history; afamilyhistory; and a socia!histo^ry. Because abnonîaivaginal
bleeding gan be associated with so many etiologic fu-.too, a review of systems
T.*y-49 be helpful. Information recorded in thle menst*ut Ui.iorv-*ti U.
tlivided into two categories: before and. afterthe onsei of the -""rt"ourdisturbance.

Past Menstrual History
The-p-ast mens[r¡al history, before tle onset of the menstrual disturbance,
establishes what is-normal for the patient. The patient should be asked about her
age_at menarcìe, the length and regularity of hõr cycle, tne auration *ã q*ãù
9f 4o*, and the date of the beginning of her tast mäostual perio<Í. it -ãy't" 

r

help-fuI to ask how she estimaies theãate of her 
""*t 

p*ioai ut**v *å*eo ao
not know that the first day of menses marks the first äay of ine *"""rttouf cycle,
and often assume that the menses start with the onset of cramping.a Estimating
the quantity-of menstrual flow from the number of tampo* oipuã" used to
control bleedþs is inaccurate. However, a significant change i"-tne nsãkpaas
eorrelates well with the onset of menorrhagiã. mà patient õhould ¿so ùe asked
about any hþto_ry.of dysmenorrhea or bteõing dufing ioterõuËe, *ni"n *"v
suggest cervical disease.

Current Menstrual History
The me¡strual history-since thebnset of symptoms should include information
aþout the timi.ng and.duration of symptorås, îhe patient's estimate of the amount
of menstrual flow and changes thai hâve ocóotteä, áod the ¿ut of ooset of the
last menstnral qgtiod.. rne pqysþian should seek á ¿t*t understan¿ing of the
pattern of bleedin8, lhangts il the .tulttity and duration orflòwi"lin.length
of the menstrual cycle. It is often helpful to reviewøt¡ tne patieni-the monthlby-
month events she has erperienced, in_addition to the general symptoãs she is
concerned about. The physician should also askwheder postcoitalbleeding nu,
occurred.

Associated symptoms should be sought, including hot flashes and other
symptoms of estrogen deficiency; pel1ç pain or c.a*ps; and vaginai dir.hatge,
irritation, or odor. The patienrs sexuat-fistoryand use ór.o"t í."ptt* measures
are important for assessing the possibility of pregnancy and tne ntãiinood of
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sexually transmitted disease.

Other Symptoms
The patient should also be asked about the presence of any other qrmptoms,
includingweight changes and constitutional symptoms; bteeding from other
gites; and symptoms of pregnancy, diabetes, or thyrrcid disease. Of particular
interest are nipple discharge, which may suggest end.ocríne dysfunõtion; fever
and hematuria, which maybe associated with urinarytract infection; and rectal
bleeding, which maysignal the presence of hemomhoids or neoplasms.

Medical History
The physician is likely to have compiled a relatively complete med.ical history for
l lgqetime patient prior to the initial visit for the menstrual disorder. However, it
þ helpful tq rwielv certain aspects of the historyfor all patients. Items of special
interest include a history of diabetes and a personal or family history of thyroia
disease. One-third of all patients with t¡pe r diabetes mellitus have menstrual
disorderss and zr percent of patients with thyroid abnormalities have abnormal
menstrual flow.6 The patient should also be asked about past x-ray treatments to
the face, thyroid, or thymus; blood dyscrasias orbleeding disorders; and
substance abuse.

OB/GVN History
The obstetric history should include gravidity and paritg date of the last
prepancy; difficult deliveries, including cesareian sections; abortions, including
type,(spontaneous, medically indicated, or elective); and the heatth status of any
children. T-he patient should be asked about any history of pelvic inflarnmatory
diseaqe_ and any qmecologic surgery, including t¡pe (dilatation and curettage,
etc.). The patient's method of contraception should alsobe noted.

Medication Profile
Anypatientpresentingwith a menstrual d.isturbance should.be questioned about
her-ur-se of medicatiotìs, including over-the-countèr drugs such as diet pills,
aspirin, vitamins, iron pills, herbal remed.ies, and her current use of oral
gontraceptives. The use of otherhormonal agents such as estogen, progestins, or
feftifiV aqenþ should be noted. Menstrual abnormalities are occasiõnalþ
associated with the use of psychotropic drugs, phenobarbital, antihypertónsives,
nonsteroidal anti-inflammatory d*g., digitalis, anticoagulants, and thyroid
replace-ment medications.

Personal Histora
The personal history should focus on behavioral changes that could trigger
menstrual disturbances. Patients who engage in strenuous exercise somètimes
deveþ oligomenorrhea or amenorrhea. In a study of competitive grmnasts, all
wene dieting in spite of lowweigbt, and gB percent of the g-op had either
anorexia newosa or anorexia athletica.z This exercise-associated oligomenomhea
or amenomhea is also noted in marathon runnels and others who eiceed
recreational exercise levels. Patients who have had a change in weight of more
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than ro percent \,vithin a short period of time also have a higher incidence of
short-luteal phase menstrual disorders.S Because stress can stimulate higher
prolactin pnrduction and is sometimes associated with abnormal bleeding, the
emotional status ancl life situations of the patient also merit documentation.

The record should also contain notations regarding the patient's age, sexual
behavior, and alcohol consumption. A strict vegetarian diet also can be associated
with menstrual dysfunction. Care should always be taken to interview adolescents
without the parents present. This allows the physician to establish rapport with
the patient and to gather information that the adolescent maybe reluctant to

reveal to her parents.g

Family History
The patient should be asked about any family history of endocrinopathies
(thyroid, adrenal, pituitary), polycystic ovaries, or premature menopause. She
should also be asked about the possibility of fetal exposure to diethylstilbestrol
(DES).u Such information might be more zuccessfully elicited by asking if the
patient's mother had a history of miscarriâBs, and if so, whether she took any
medication to insure a ftrll-term pregnancy.

The Physical Examination

General Exam
The patient's general appearance and vital signs should be noted, including
height, weight, temperature, blood pressure, pulse, and respirations. The skin
should be inspected for striae, petechiae, and bruising. The neck should be
palpated for enlargement or irregularity of the thyroid gland. In addition, looking
for general features of thyroid abnormality such as dry or moist skin, fluid.
retention, pale complexion, dry hair, and changes in voice or reflexes may help
exclude thyroid d.isorders.

If the patient has excessive or abnormally distributed body hair, or changes in
musculature or voice, preliminary assessment for virilism may be indicated.
Spontaneous galactorrhea or galactorrhea with no recent history of childbirth or
breasüeeding may indicate a need for further laboratory stud.ies (e.9., a prolactin
level) since this is one sign of a pituitary disorder. The abdomen should be
examined for organomegaly, tenderness, or abnormal masses.

Pelvic Exam
A complete pelvic examination is the mainstay of the gmecologic workup. In
order to perform a complete examination, it is necessary to make the patient
comfortable. With a patient who is unaccustomed to this examination, it maybe
helpful to acquaint her with the instruments and proced,ure that will be used. The
external genitalia should be inspected for any signs of trauma or abnormality.
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The physician should note the appearance of the vagina and cervix on speculum
examination, with a special notation regarding any lesions, inflammation, or
discharge. The location, character, and amount of blood should also be noted. A
bimanual examination shoulil be performed, and the size and regularity of the
uterus should be noted, as well as its location, mobility, and consistency. In
addition, the clinician should note specifically whether the ovaries can be
palpated and whether they are normal or abnormal. Pelvic masses or tendemess
should also be noted.

Rectal Exam
A careful rectal examination should be part of the routine workup for menstnral
abnormalities. The presence of hemorrhoids, masses, or polyps should be
explicitly noted in the record.

toD

Diagnostic Procedures

Assessment and Categorization of the Problem
The first taskin the evaluation of abnormal bleedingis to confirm that the
bleeding is vaginal, and not coming from other pelvic organs or the anus. The
differential diaguosis will d,epend on the age of the patient, the likelihood of
pregnancy, and associated findings.u While 85 percent of menstnral
irregularities in the perimenopausal age group are associated with anovulation, it
is necessary to confirm the diagnosis. An endometrial biopsy could be helpftrl, as
well as judicious use of other tests.

Essential Tests
The record should indicate that appropriateblood tests were performed, in
addition to a Papanicolaou test, cewical cultures, and an endometrial biopsy, as
indicated. Pregnancy should alwalæ be ruled out before any treatment is
instituted, regardless of the presenting complaint. Depending on the results of
the Papanicolaou test and pregnancy history, and on findings from the patient
history and physical e>ramination, further laboratory tests and diagnostic
procedures may be indicated.

Blood Tests
In patients with a menstrual disturbance, the workup should include a complete
blood count, a platelet count, and cell indices as indicatetl. Some stud^ies have
found an associated coagulopathy in up to zo perrent of adolescents with a
chronic history of significant menorrhagra.l2 If the patient is suffering from
anovulatorybleeding and is not perimenopausal, assessment for endocrine
dysfunction, including thyroid-stimulating hormone and total thyroxine, can be
helpful. In patients with galactorrhea or secondary amenorrhea, serum prolactin
levels can help nùe ont pituitary patholory. An hCG level is also a useful study in
women of reproductive age.

Page 7 of 19
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Iq gqtiegts with hirsutism associated with irregular menstruation, measurement
of dehydroepiandrosterone sulfate (DHEA-S), i7-hydrox¡progesterone, and
serum testosterone can help to distinguish congenital adrenaldeficiencies from
an androgen-producing tumor. Insulin resistance is also associated with elevated
testosterone levels, and insulin levels should be obtained in all patients with
elevated. testosterone. I

In manypatients with menstrual dysfunction, it is helpfrrl to ascertain whether
ovarian failure has occurred. An FSH level greater than 3o mU/mL is diag¡ostic
of ovarian failure in patients with no menses for several months.14 An LH to FSH
ratio gteater than z also supports a diagnosis of chronic anowlation.

PAP Test
A-Palnnicolaoutes! shogld be performed on anyone presenting with a menstrual
disturbance. This should include an endocervical and junctionãl 

"one 
smear, as

well as a vaginal smear. Half of all false-negative tests-are the result of inadequate
sampling technique.

Colposcopy and Biopsy
Anyvisible cervical lesions should be biopsied, preferably in conjunction with
colposcopic evaluation. APapanicolaou srnear alone is nôt adeqúate. Friable
surface lesions can be responsible for intermenstnral bleeding and spotting. In
many cases, colposcopy will be necessary to evaluate lesions that are not viiible
without magnification, and appropriate biopsy samples should be obtained to
rule out pathologr.

Pregnancy Testing
A sensitive pregÐancy test (hCG assay) is indicated for a premenopausal woman
or an adolescent with abnorrnalbleeding or amenorrhea. Curentìe*m assays
are reported as negative when the hCG level is <Z mIU lL, borderline if the level is
7-?llrnl[Jll and positive at levels >?S mIU/L Most clinical urine pregnancy
tests are reported as positíve at a level of z5 mIU/mL or above. Thô
manufacturer's product information should be verified. Serum tests are indicated
when urine testresul-ts conflictwith the clinical situation. Quantitative hCG
19sti1g maybe useful in evaluating'the progression oiu prupaqcy with abnormal
þleetting. Cervical mucus tests have inadequate sensitivþior the retiable
diagnosis of pregnancy.

Outpatient Endometrial Sampling
Bndometrial evaluatiol ig important to exclude malignant and premalignant
endometrial lesions w!i9h may cause irregular bleeding, including
menometromhagia and intermenstrual bleeding. The risk of endometrial
\perplasia and cartinoma is low in young women, but rises with age and with
prolonged exposure of the endometrÍum to estrogen without the oplosing effects
of progesterone or-progestins. Women at high risk for endometriaÍhyperflasia
and. carcinoma include those with obesity, diabetes mellitus, Ulpertenìion,
prolonged anowlation, and. unopposed estrogen use.
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Endometrial evaluation is apprrcpriate as a diagnostic measure in any patient
with suspected dysfunctional uterine bleeding, as tissue evaluation can confirm
that cycles are anovulatory. In addition, evaluation of the biopsy specimen is
helpful to rule out endometrial hyperplasia and endometrial carcinoma.
Endometrial sampling will not fully evaluate the patient for uterine poþs or
submucous myomas, however. Both of these can be responsible for spotting or
other abnormalities in menstrual flow.

Several techniques are available for endometrial evaluation. Dilatation and.
curettage is the traditional gold-standard procedure for the detection of
endometrial hyperplasia and cancer, but ouþatient endometrial biopsy is
comparable in terms of diagnosticvalue.s Small-diameter, flexible plastic
sampling devices are inexpensive, convenient, and well accepted by patients.ú

Transvaginal Ultrasonography
Evidence suggests that vaginal-probe ultrasono$aphy showing an endometrial
thickness of 5 mm or less may help exclude endometrial cancer in
perimenopausal patients and in patients who are not using hormone replacement
therapy, but this remains somewhat controvers¡¡.vJ8 In one study of women
under the age of So, ultrasound evaluation had a sensitivity of 88 percent and a
specificity 8r percent for endometrial cancer. In another study of z8 women,
transvaginal ultrasonography had a sensitivity of roo percent and a specificþ of
6o.8 percent.lg

The advent of saline infusion sonohysteroscopy has enhanced ultrasound
visualization of poþs, submucosal leiomyomata, and other growths. In one
study of this procedure in perimenopausal women with abnormal uterine
bleeding, 79 pencent of patients were diagnosed with dysfunctional uterine
bleeding and. no further studies were required..æ

Hysteroscopy
Hysterroscopy combined with directed biopsy maybe helpful. In a stucly of r49
women pretreated with NSAIDs and a cervical block, hysteroscopy had a
sensitivity of 79 percent and a specificity of gS percent in the diagnosis of uterine
patholory. The procedure was well tolerated in the ofñce, with an aveËrge
procedure length of less than ro minutes.Ll

Dilation and Curettage
Outpatient endometrial sampling is a reliable substitute for dilatation and
curettage in cases of irregular menstrual bleeding if it leads to a definitive
diagnosis. However, dilatation and curettage should be considered in patients at
high risk for endometrial cancer (i.e., postmenopausal patients) or those who
have inconclusive results. In a Danish study of z5,ooo patients undergoing
dilatation and curettage,6oo cases of endometrial cancerwerefound. These

cases were highly concentrated in patients over 40 years of age.2-2 Some patients,
especially nulliparous postmenopausal patients, may be technically difñcult or

Page 9 of 19

http://www.familypractice.com/references/ABFPGuides/lvfenstruaVMenstrual.htm 0s/09/2003



rvrçllStrt¡tu \ruruç Page 10 of 19

Management

Appropriate mana-gement is dictated bythe clinical situation. The physician's
categoriz4tion of the problem, the likeþcauses of the pnoblem, and tñe severityof
anybleeding will determine appropriate therapy. Effective management requires
a therapeutic alliance with the patient that involves oçlanation and educadon
u!t"l her problem and the pnrposed therapy as well as ongoing follow-up. Many
phy_sicians routinely prescríbe oral inrn for menstruating fe-malõs, including thoðe
with mensEual disorders.

impossible to sample in the officebecause of cewical stenosis.

Additional Studies
pther¡tudies:naybe indicated in individual cases, and new technolory is being
investigated. For example, coagulation studies should be ordered for ldolescen-ts
with melorrhag_il at the onset of mensür¡al flow, and platelet studies plus
coagulation studies are indicated for patients with petéchiae or other Jigus and
symptoms of a bleeding disorder. The patient with an abnormality on pétvic
exanqinltion mayrequire pelvic ultrasonography and CT scanning, and lvtRl of
the pituitary maybe helpful for patients with laboratoryfindings that suggest
hypothalamic pituitary d¡æfunction.

' ;i;:ii'.
.r r!

'tqÞ

Documentation
The plal of management should be appropriately documented in the patient
lecord. The problem should be entered on the patient's problem list, and the
dosage and schedule for each prescribed medication sho-uld be noted. If the
patfelt is hospital-ized, a copy of the hospital discharge srunmaly should be
included, as should-copies of laboratory, patholory, añd consultation reports.
Patient education efforts shoutd also be documented in the office recod,
including education about the patient's condition and the risks and benefits of
rrecorrmended inr¡asive diegnostic proced.ures and therapy.

Pregnancy

The most common cause of secondary amenorrhea is pregnücy, a diagnosis that
is occasiolqttvmissed in (or dwelops during) the Ínitial er¡aluation forirregular
menstrual flow. Consequently, a pregnancy test later in the course of the
investigation maybe indicated to establish the diagnosis, and the clinÍcian should
continue to consider this possibility.

Postpartum amenorhea may last for 6 montls or longer in some lactating
women. The avera_ge time of ovulation in lactating woñren is rz weeks post
partum. It is possible for women to ovulate before tte first menses ocCur post
partum, wen if they are breastfeeding. Pregnancy should be ruled out if tLe
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patient's symptoms and history are consistent with this possibiliry.z3

Contraception

IUDs
Intrauterine devices (IIJDs) maybe associated with intermenstrual bleeding
menorrhagia, dysmenorrhea, and pelvic pain.24 primary reasons for
discontinuing the use of an IIID include bleeding abnonnalities and pain.

An IUD can either be removed or left in place while asymptomatic chlamydial or
gono:rheal infections are being treated.M However, if salpingitis, tubal-
ovarian abscess, orsevere pelvic infestíon develops, the IUD shouldb€
removed.2S

Oral Contraceptives
Breakthrougþ bleeding associated with the use of low-d.ose combination oral
contraceptives (SgS mcg of estrogen) is common. Bleeding that occurs in the first
few months of use isgenerally setf-limited and requires oñly reassurance.
Bleedin-g that is persistent or that occurìs,after several mooths on the pill may
llnon¡t to a-change to another low-dose pill preparation. Occasionalfu, serre-ral
da¡æ of supplemental estrogen (e.g., zo mcg,/dayof ethinyl estradiol) maybe
needed to stop lhe bleeding.¿6 Since br"akthrough bleeding may reflect a lack of
oral contraceptive efEcacy,_women who experieuce breakthrough Uleetling on
oral contraceptives should be considered at risk for pregnancy ãnd aclvis"ä to ,tre
additional contraception until thebleeding has completely ceased.u

Occasionally, women taking low-d.ose oral contr¿ceptives fail to have withdrawal
þJ."dios, and pregnancymustbe excluded as a posðíble cause of their
"amenorrhea." Therapy is similar to that for breat<ttrrough bleeding. Changing to
anotherlow-dose preparation orbrief supplementation with zo *ðglaa)tõt "
ethìuyl estradiol mayallwiate the prrcblem, but it is sometimes necõi-sary to

"hllgg !o a higherdose-pill.(5o mcg estrogen) for a few cycles.É pregnancy
excluded, women experiencing pill-induced amenorrhea àre at low riõt for-
pregnancyif theycontinue on the same pill and remain amenorrheic.4

In 1989, the FDA approved the use of oral contraceptive medication for low-risk
!{o{nen up until the time of menoparrse. The use of low-dose oral contraceptives
in these selected low-risk patients is a viable option for control of menorrËagia
and menometorrhagia after appropriate diagnostic evaluation.

Progestin Use
Theìnegular-bleedlng as.sociated with progestin-only "minipills," levonorgestrel
implants, or depot injections of medroryprogesterone acetaîe should be
antícipa-te{ for women-choosing these mètnõ¿s. Pregnancy should be exclud.ed.,
especially in women taking minipills who have missetl one or mor€ pilts.
Approximately ro percent of pregnancies conceived concurentlywiìh mini-pill
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use are ectopic.æ Pregnanry is less likely to occur in women with implants and. in
those receiving their injections on schedule.2g Brief counses of supplemental
estrogen are occasion-ally employed to stop bleeding associated with progestin
use.

The use of inserted tubes and capsules containing timed-release progesterone has
led to an increase in patient concerns with inegularmenstruation. The product
literature states that irregularities in menstrual flow can occur during the first
several months of use. Patients should be counseled about this possibility and
rrassured that it is not pathologic, and. is a normal earþ effect of progesterone in
the system. Patients shoukl be followed to ensure that this side effect resolves.

Infection

Salping itisl Postoperat¡ve Infection
Thevital signs, history, and physical examination might suggest infection is
present. Although cervicitis, salpingitis, üd postoperative infections mayresult
in metrrorrhagla, these disorders are outside the domain of this reference guide.
(For information on these conditions, see the CDC's 1998 guirlelines for treating
sexually transmitted diseases, published in MMWR, vol47, no RR-r.) The family
ph¡aician may also see bleeding associated with puerperal and abortion-related
infections.

Toxic Shock Syndrome
Another t¡pe of infection which may occasionallybe seen in association wÍth
menstrual disturbance is toxic shock sSmdrome CISS). Patients with TSS will
generally evidence fever, rash, mucolls membrane hyperemia, âtrd h¡potension,
as well as several of the following: vomiting, dianhea, disorientation, alteratíons
of consciousness, oliguria, adult respiratory distress s¡mdrome, pulmonary
edema, second- orthird-degree heartbloclq and cardiac arrhythmias. TSS in
adult women appeam most frequently during menstruation and may be
accompanied by unusually severe menstn¡al pain, Although TSS is uncommon, it
is potentially tife-threatening and should be treated immediately.æ

Physiologic Anovulation

Anovulation is associated with irregular and hearybleeding, because the
endometrium is exposed to tonic estrogen without cyclic progesterone. The
fragile and disorganized endo-metrium is unable to bleed in the organized, self-
limited fashion characteristic of ovulatory cycles.3l

Anovulatorybleeding problems are common in the first z years after menarche
and in perimenopausal women. Irregularbleeding is expected in the first year of
menstruation and does not require evaluation unless it is unusuaþ heavy or
prolonged, or if there is concern about pregnancy. In women over 40,
anovulation is common, but anatomic, or "organic," causes of bleeding are also
common. Exclusion of malignant and premalignantlesions of the endometrium
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is important in this age group.s

Treatment
Treatment for periodic amenorrhea maybe desirable in perimenopausal patients
who wish to have more regular and predictable menstrual flow. Clclic progestin
therapy or low-dose oral contraceptive therapy should be considered. Therapy
can be initiated with medroxyprogesterone at a dosage of ro mg/day for rz days
of each calendar month, and this treatment can be continued indefinitely.
Alternatively, combination oral contraceptive pills containing 20 mcg of estrogeu
can be initiated. A study of anovulatorywomen treated, with progestin showed a
1.7 p€rcent increase in bone mass compared to no change or a decrease in women
taking calcium or placebo.32'33

Patients with heavy bleeding and symptoms of orthostatic hypotension or anemia
are often best treated with dilatation and. curettage, or with a combination of
estrrcgen and progestemne along with immediate control of hemorrhage.3A

Post-Pill Amenorrhea
Amenorrhea due to the auovulation which occurs after cessation of oral
contraceptives may also be considered physiologic for the first 6 months.
Historicaþ, women who have experienced menstrual irregularity before
initiation of oral contraceptives are at higher risk to develop similar patterns with
cessation of the medication. However, some researchers consider post-pill
amenorrhea a clue to an underlying hypothalamic condition, and endocrinologic
abnormalities should always be excluded initially. Most women presenting with
post-pill amenorrhea can be managed with the reassurance that menses will
spontaneousþ reoccur and with periodic follow-up evaluation that may
eventually include prrogesterone withdrawal testing (e.9., medrory-progesterone
acetate, ro mg/dayfor ro days).3s

Pregnancy
In patients who desire pregnancy, ovulation induction therapy maybe indicated.
Consultation is recommended prior to instituting ovulation induction therapy
with any of the methods currently available.

Dysfuctional Bleeding

Prolonged anovulation caused by estrogen stimulation of the endometrium
unopposetl by progesterone is correlated with hyperplasia followed by atypical
hyperplasia and endometrial cancer, and must thereforebe treated aggressively.
Clclic progestin therapy (see above) is recommended to assure periodic shedding
of the endometrium. Oral contraceptives are an alternative treatment for women
who do not wish to become Þregnant.36-'37

Hypoestrogenic Amenorrhea
If the initial shrdies are normal and pregnancy is excluded, a progesterone
withdrawal test is often used to assess the presence of endogenous estrogen
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effect. The patient is given progesterone in oil, zoo mg intramuscularþ or oral
mednrxyprogesterone acetate (Provera), ro mg/dayfor 5 to ro days.S
Anovulation is diagnosed if bleeding occuns within ro days of the last dose.

Suspected Uterine Dysfuction
If there is no withdrawal bleeding after ürying both progesterone and
pnrgestenrne-estrngen treatnaent, and pregnancy has been excluded, a primary
abnormality of the uterus should be suspected.sq'4o Common calues of this
include Asherman's qnrdrome and scarring of the end,ometríal cavity.

Management
The management of anovulatorybleeding includes measures to correct the
anemia and stop the bleeding, followed by therapy to reverse the effects of
unopposed estrogen on the end,ometrium (see Table z). Medical therapy can
usualþ achieve these goals, but in the activelybleeding patient who is
hemod5namicallyunstable or has severe anemia, hospitalization and transfusion
maybe necessary, and. surgical trea[nent, inclutling dilatation and curettage,
should be considered. Severe, acutebleeding cân usuallybe controlled within z+
hours with higb-dose intravenous estrogen. Uterine curettage should be .

performed if this initial treatmentis unsuccessful. In patients with less-severe
bleeding, intensive estrogen/progesterone therapy wiih oral contraceptives three
times a day for 7 days, followed by a standard zr-day cou$¡e, is one option to stop
the bleeding. Medroxyprogesterone acetate, 1o-2o mg dailyfor ro days, is
another option to stop bleeding. The patient should be counseled to expect
significantbleeding at the end of this medical interwntion.4l

Ovulatory Dysfuctional Bleeding

Bleeding abnormalities associatedwith ovulatorycycles harre awideriarietyof
caüses, including many related to anatomic (or "organic") lesíons of thg genital
fact (see Table g). It ls innportant to suspect prepancy connplicaticns, r:sp'ecially
a possible ectopic prcgnancy, because diegnosis and early therapy can be
lifesaving. Many infections, neoplasms, and other gnrecologic disorders are
associated with abnormal bleeding. Some ovulatory bleeding problems are
associated with hormonal defects, snch asbleeding due to a shortened luteal
phase.æ

Postmenopausal Bleeding

Vaginal bleeding in posünenopausal women is seldom hemodynamicaþ
significant, but bleeding should always be thoroughly er¡aluated to detect
endometrial carcinoma. End.ometrial evaluation is essential. The most courmon
cause of postmenopausal bleeding is atrophic vaginitis, which can be treated with
local or systemic estrogen. Other carrses of posünenopausal bleeding include
endometrial atrophy, endometrial polyps,leiomyomata, endometrial hyperplasia,
cervical and endometrial neoplasia, and the effects of exogenous hormone
administration.
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Surgical Management of Abnormal Bleeding

For many years, hysterectomy has been the standard management for uterine
bleeding not responsive to straight-forward medical regimens, or has been
offered to the exclusion of medical management. This management technique for
d¡nfunctional bleeding holds considerable appeal due to its predictable results,
and has a high rate of patient satisfaction. In a study of 69o patients followed
over 2 years, 25 percent of nonsurgical patients went on to hysterectomy and z5
percent of patients managed medically indicated there was a significant increase

in symptoms at 1 year.4? Patients treated with hysterectomy were twice as likely
to feel that their treatment was highly satisfactory at r year compared to those
who had nonsurgical management.

Other, less extensive methods for surgical control of uterine bleeding have proven
to be successful. Endometrial ablation using nrller-ball electrosurgerypmduces
amenorrhea in over So percent of patients and decreases menstrual flow in an
additional 3S-4o percent. The average time required for the procedure is
approximately 3o minutes and the hospital stay is less than 8 hours.43 Recently
developed thermal ablation techniques appear to be efñcacious, and can be
performed with minimal sedation.

Hysteroscopy can be done on an outpatientbasis and allows directed removal of
submucous utyoln¿rs or othel uriuor abuorrualities, as well as direct treatuteut of
friable intra-uterine polyps which maybe associated with uterine hemorrhage.

Neoplastic Conditions

Neoplastic conditions include poþs, myomas, endometrial hyperplasia, and
adenomatous hyperplasia, as rvell as cen'ical carcinoma and endometrial
carcinoma. Precancerous conditions can be managed by the famiþ physician.
Patients with myomas or suspected carcinoma should receive definitive
treatment with consultation antl/or referral as necessary.

Polyps
Endometrial poþs must be removed by dilatation and curettage and,

hysteroscopy. Endocervical polyps can be removed by cautery or torsion. All
specimens should be examined for signs of malignancy. If signs of malignancy are
found, the famiþ physician should recommend consultation and referral to
provide definitive staging and treatment, rather than assume that removal of the
polyp has cured the problem.

Endometrial Hyperplasia
Endometrial hyperplasia, particularlywith atypia, is thought to be a precursor of
adenocarcinoma and should be t'ollowed closely, especially in women with risk
factors such as chronic anovulation. An endometrial biopsy and an accurate

assessment of the size of the uterine mvi$ is recommended.4 Unless this
procedure yields a definitive diagnosis, dilatation and curettage or hysteroscopy
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is mandated for patients at risk or those over 35 yeans of age.1-L'14ø5 Patients with
persistent atypia or those n'ho are unable to tolerate hormone therapy maybe
advised to have a hysterectomy to conhol the condition.

If surgery is declined because further pregnancy is desired, daily oral
progeiterone therapy (go mg medroxypmgesterone acetate dailÐ should be
followed by repeat endometrial sampling in 4 months. If endometrial hyperylasia
with atypia is still present, the choicebetween surgery and high-dose
progesterone (zoo mg medroxyprogesterone acetate daily, 5oo mg me-gestrol

ãcetatebiweekly, or looo mg depot medroxyprogesterone acetate weekly) with
repeat biopsy surveillance can be considered.

Simple hyperplasia, without atypia, maybe treateclby reestablishing thebalance
between estncgen and progesterpne as discussed on pagel5.

When the diagnosis of hyperplasia with atypia is made, mone vigorous therapy is
required. Treatment should consist of high-dose medroryprogesterone_acetate,
givèn intramuscularly at a dosage of rooo mg per week for 4 weeks, followed by
4oo mg per month for 5 months. This should be followed by an adequate biopsy
specimen in all patients to assure resolution of the condition. Patients with
ómplex atypia or those who are unable to tolerate hormonal therapy may be

advised to have a hysterectomyto control the condition.rl4s

toD

Patient Education

Patient e,iucadon is alwzys an important part of medical care. There are three
topics that should be covered with patients whose menstrual disorder results
from grnccologic causcs: calculating thc cyclc, prccanccrous conditions, and drug
information. Patient education materials on these topics and other related topics
are available fnrm the following sourlce:

American College of Obstetricians and Gynecologists

4og 12th st, sw
P.O. Box 9692o
Washington, DC zoo9o-692o
(Boo) z6z-2264
www.êç99.-org

Calculating the Cycle
As previously mentioned, many women do not know how to calculate their
menstrual cycles, and cycle length is important diagnostic information in any
case of menstmal disturbance. A demonstration of how to calculate cycle length,
combined with a request t'or records on future cycles, will help insure accurate
information is obtained at follow-up visits.
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Precancerous Conditions
All patients with precåncerorrs conditions, i.e., poì¡rp.s, enclometrial hyperplasia,
and adeuomatous hyperplasia, should receive detailed information about their
prognosis. Abnormal Papanicolaou smears, biopsies, and the term precancerous
are likely to cause undue and prolonged stress in many women. Although concern
is in order and should be impressed upon the patient, many precancerÐus
conditions never progress, or develop only after menopause, and unrealistic fears
should be allayed by the physician. Patients with endometrial hyperplasia in
particular should understand that, while careful monitoring is necessary, the
condition may or may not evolve into endometrial adenocarcinoma. Indeed,
appropriate hormonal treatment maybe effective in reversing hyperplasia in 95
percent of these cases.44 Obese patients should be cautioned that they are at
increased risk, however.

Drug Information
For cases iu which drug therapy is indicated, the phpician should provide a
thorough and understandable explanation of the prescribed dnrg regimen and
the patient's understanding of that explanation should be checked. The use of
written materials, particularþ when long-term therapy is indicated, ffiây improve
patient adherence. Such materials should speciff r) the goals of therapy; z)
complete instructions for taking the prescribed medication(s); g) a description of
the potential side effects of drug therapy and what the patient should do if they
occur; and 4) an cxplanation of ç'hat thc paticnt should do if, for any rcason, shc
misses a dose of medication. Oral contraceptive packages dispensed by
pharmacists include a lengthy package insert required bylaw. Information
contained in these inserts may raise questions and concerns which should be
atldressed as the patient begins oral contraceptive therapy.

Documentation
All patient education efforts should be documented, in the individual office
record. Each entry should explain r) when the patient education was completed;
z) who did the patient teaching; 3) what content was included; +) what support
materials (listed by title) were given to the patient; 5) what difñculties or
questions the patient hatl; ancl 6) what follow-up was needed.

loP

Follow-Up

Indications for Follow-Up Care
In most cases of successful treatment, bleeding refurns to normal and follow-up
is not indicated, but there are some exceptions. Perimenopausal women who
have dilatation and curettage should be followed with regular checkups to be
certain that no additional annoying bleeding disturbances occur during
menopause. Patients with further disturbances should have an endometrial
biopsy and may require additional dilatation and curettage.3s Patients with post-
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pill amenorrhea who are treated with reassurance should be followed to ascertain
that menses do spontaneousþ reoccur after 6 months offthe pill. If menstruation
does not occur, progesterone withdrawal testing ot ovulation induction therapy is
indicated. For women with pnecancerrous conditions, each case should be
consirlercrl on its own merits and a careful progËrm r¡f follow-up outlined.
Papanicolaou tests and biopsies are mand,atory for these patients, however.44

lop

About This Guide

This Reference Guitle has been prepared by the American Boanl of Famiþ
Practice as an integral part of the office record review portion of the
Recertification Process. Its purpose is to provide the famiþ physician with
criteria for assessing patient records for the specific problem category discussed
in the guide. These criteria have been identified by a committee of experts as

being relevant to the record review process for this problem category.

The criteria are first displayed in a flow chart for easy reference. They are
oryanized within the flow chart into the following major categories: history,
physical examination, diaguostic procedures, management, patient education,
and follow-up. Page notations above the various elements on the flow chart refer
to specific sections within the guide which discuss each criterion in greater detail.
Forfurther information the reader is providetl with a referencelist which
incorporates current citations in the professional literature.

The information contained herein is intencled as a reference guide. It is not
meant to be a comprehensive review of the subject. It is merd a guide to
creating medical ambulatory records, and at the time of its development
contained. current information. However, given the rapitl and continual changes
in medical knowledge, physicians must constantly review the medical literature
in order to remain up to date.

Obviousþ, there are inherent limitations in brying to equate the quality of office
records with the quality of patient care. Using actual records from the famiþ
physician's owrr practice as a basis for self-assessment, however, allows the
indil'idual practitioner to revierv the elements of diagnosis and management of
medical problems in a meaningful way. Furtherrnore, direct feedback from
reference guides such as this one provicles an opportunity to learn from the
experience in a way that may improve the quality of both office records and
patient care.

toÞ

Reference Guide
Orderino lnformation
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Abnormal Vaginal Bleeding



E

{ppendix G
f

l. Pap smear report of atypical glandular cells of undetermined significance (AGUS); the diagnosisshould include origin--endometrial or endocervical-of the atypical glandular cellsEndometrial origin of the.atypical cells requires an evalgation that includes endometrialbiopsy, fractional dilation, and curettage, or hysteroscopy2. Endocervicalorigin of the atypical cells is an indication for colposcopy and endocervicalcurettage (ECC)

J' Pap smear report of squamous cell carcinoma or adenocarcinoma requires a prompt referral toan expert in the management of gynecologic cancers

K' Pap smear report-of other malignant neoplasms: Women with abnormalities in thís seciion shouldbe referred immediately for evatuation "' -"v i

L. Hormonalevaluation
1' Hormonal evaluation should be consistent with clinical picture of the patient2' Evidence of an estrogenic effect in a 7s v"à, ãJ nåiäri xni ¡" aà õå.ipËor abnormatlindings in this area er' v^qrrrlr're I

M' Follow up: variable depending on cytopathology report (see appropriate sections above)

Definition: vaginalöleeding not associated with normal menses. lmportant terms:

A' 
fliÏ*n'*ypermenonhea: 

Menstrual bleeding of greater than Bo mL or greater than 7 days in

B. Polymenonhea: Menstruat intervar < 2r days (regurar intervar)

c Metrortrag¡a: rnegurar menstruar breeding with frequent intervars

D. Menometrortragia: rnegurar, heavy or proronged menstruat breeding

E' oiigomenonhea: Bleeding that ocq¡rs in intervals greater than 5 weeks (35 days)
ll. Pathogenesls

t.

Dysfunc'tional uterine bleeding (DUB) results from persistentstimutation of endometrium byestrog.el whict is unopposed by periodic inftuence ot progest"il; 7o_Boyo of DUB isassociated wtth anowlation

*gry:T- :strogen- causes endometrium to become thicker and rnore vascurar
tnyperpEsla); wthout progesterone the structural support needed to sustain vascutarity isabsentrvhich results in spontaneous superficial tembrrtage;*hil occur randomlyThis is a diagnosis of exclusion
DUB is the cause of ao.proximatery gs%of abnormat vaginar breeding casesPathophysiotogy of oui¡ varie" wìin ;é;-' --a' ln adolescent years there is an immaturity of the hypothalamic-pituitary-gonadal

axisb 
[,ffi :ïåi,#?,.îffi1l; ?,är*i1fi*:ffåî.,H:l]ïilî :l'ff,ffir ."

Uphold, C. and Grahm, M. (1998). Abnormal Uterine Bleeding. ln: Clinical

Guídelines in Familv Practice, 3d edition. (pp. 635-639). Gainsville: Barmarrae Books

lnc.

A.

1

2.
3.
4.



ilt.

B. PregnancY related
1. EctoPic Pregnancy
2. Gesiational-trophóblasticneoplasm(Hydatidmole)
3. Threatened, incomplete, or missed abortion

4. Placenta previa or low lying placenta

c.Traumaresultingfromsexualabuse,tamponuse,luDuse'orforeignbody

D" Medications such as oral contraceptives, steroids, anticoagulants, neuroleptics' major

tranquilizers

E.organicgynecologicpathology.suchasbenignPglyps,myomas,endometrialhyperplasia'and
t"ii gndóy (cerviõal, endocervical' ovarian' tubal)

F. systemic diseases such as coagulation disorders, thyroid disorders' adrenal disorders' liver

disease, and renal disease

G. Stress, exercise, and nutrition related such as excessive exercise and excessive weight loss

Clinical presentation: Age of the patient, pattem of bleeding, and associated signs and symptoms

provide clues to the possible etiology

A. ln adolescents, the following are likely causes

1. DUB is the most frequent cauJe ofbt"øing in this age group, accounting for about 75"/o ol

cases
a. Some 5oo/o of cycles are anowlatory for the f¡rst 1-2 yeïs after menarche

b. Extemal forces can o¡srupine otten stow maturat¡onof the hypothalamic-ovarian

Phvsical and mental stress can interfere with normal ovulation'dätü';;;r.¡"ã 
¡n ballet dancers, gymnasts and other athletes results in

lowbodyfatandcanintem'lptowlation- - .-^-.--,-.,-- I'È;lñõ ,ffidrs suctr as anbrexia and bulimia can disrupt owlation even ¡n

women of normal orexcess weight

2. lnfection is common
3. Disorders of præ¡*ov, partiçularly ectopic pregnancies and abortions, are important

factors causìng bleeding 
ommon cause4. ãrlãfCt rougn úeeAing Írom taking oral contraceptives is a q

s. Among aoorescentiàñàrti tt 
" 

móst frequent foreign pody that is retained is a tampon:

¡ieø¡ig is usually accompanied by foul-smelling discfiarge

ln women aged 20-35 years, the most-cÛmrKrn causes are accidents of pregnancy' infection'

leiomyomas-(uterine fibroids), and DUB, , ,.,-^^:--r -^Áâr.1. Anowlâtory,OUg¡s iésS{requent cguse of sustained menstrual irregularity during this age

group as eompared tttiÛr adoleqcerlls and older women

2. Mosr women*¡iliililiè^* ocæs¡onãtanovulatory cycles that may be identified by

delaYed or increased flow

lnperimenopausalwomen(S5ye.arstomenopaùse),likelygausgsinadditiontoDUBare
endometrialhyperplasia, onset of rnenopaud, ànatäm¡c lesisns, cervical carcinoma' and

endometrial carcinoma

ln all postmenopausalwoffien who have an intact uterus, concemis endomeüial carcinoma

1. onty 5% of a¡¡ càsàs occur under.g" aö; in"ìã;å" tii"" .tteiagã as with peak atagø7o

years
Z. íãããy, it is twice as common as cervical cancer.butthe mortal¡ty is lower

3. Risk fac{ors include obesity, nvært"n"tniiáu"i",, n'rl¡p"tiry' ï"t" tenopause' polycystic

ovary syndrot", ãtttog"n ?epíácement therapy' endometrial hyperplasia

axis
(1)
(2)

(3)

B.

c.

D.
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Pattern of bleeding and associated signs and symptoms provide additional clues to possible
causes
l. DUB results in irregularity of menstrual interval, episodes of amenonhea, and períods of

heavy, prolonged bleeding
2. Women with coagulation disorders may have signs of petechia, ecchymoses, or epistaxis3. Ectopic pregnancy has variable spotting due to hemorrhage, usually with crampini anO

possibly signs and symptoms of pregnancy
4. lnfection is usually associated with vaginal discharge, tower abdominal pain, and pain on

intercourse
5. Leiomyomas are a common cause of bleeding and result in uter¡ne enlargement;

abdominal exam may be positive for a large mass if the leiomyoma has lrown larger than
a 12 week pregnant uterus

6. ln ceMcal carcinoma, bleeding is frequently postcoital, intermenstrual, and described as
slight spotting

7. Endometrial carcinoma begins with intermenstrual discharge which is watery with small
amounts of blood and then progresses to heavier bleeding

lV. Diagnosis/Evaluation

E.

A. History
1. Data relating to LMP: lnquire about riming and duration of last normal menses and ask

woman Íf she has kept a menstrual calendar
2- Timing and amount of abnormal bleeding: Ask when bleeding begins, whether it is

spotting or heavy, þw long bleeding lasts, whelher it is daily spotting, and how heayy the
heaqy days (Note: Daily spotting is suggestive of a polyp or infectiou! cause; hear,y iow
tapetirq to gPottin-0, with no bleeding for several days, then retuming to heavy flow again
is cfiaracteristic of anovulatory Heeding)

3. .Associated signs and symptoms: Ask about presence of abdominal pain, vaginal

9¡t$.,gg, pain on intercourse, pain with urination, defecation, or pelvicheaúnãss (Note:
Pelvic pairvheaviness may indicate a persistent corpus luteum c1¡st, endometriosis, or
myomas)

4. Contraceptive use and sexual practices/tristory: Obtain this essential information
! !ruSs an! medications: Ask about medications,including oral contraceptives6. Past medical history: lnquire about pasVpres€nt probtems inc-luding enäocr¡ne,

hematolggical, and gynecological probtems (Note:'A"kr 3r" you seeing or have you
r_ecendy seen a health care providerfor any other problem?")

7- $mecgtogic/otstetric history obtain complete'history in ûrese areas8. eehavioriifestyle: Ask about recent c*ranges in weight, life, activity, exercise pattems

Physical Examination
1. Detennine whether blood loss is significant by obtaining orhostatic El/P and pulse

readings

?. lrrspect:skin for bruising, petech¡a, or purpura
3. Always do pelvic and speculumexaminaùons

a. lnsure that bleedi¡g is utedne and not from urethra or rectumb. AÊqess forforelgntod¡¿,in vault, examine cervical os for erosion, polyps, and
mucopurulentdischarge

c. Evaluate the uterus fortendemess, size, and shaped. Carefully assess the adnexa4- As_sess for signs of hypothyroidism such as skin,thic*ening and abnormal deep tendon
reflexes

5. Assess thyroid and check for abdominal masses

Differential Diagnosis: Rule out all conditions noted under pathogenesis

D¡agnost¡c Tests

t' order urine or serum HCG (Note: May be the most important test!)2. CBC, and platelet count
9 lf anovulation is suspected, a prolactin, thyroid panel, TSH4. Obtain Pap smear *¡tt *.irr"tion index

c.

D.

637



V

å. å?îi,tiåi;í:trif::ä13"?,,iÍ*'#:nnts and in women with bruisins or history of

r. ?'tr;}ffii1"$::iåg" ss yeï:,consider orderins FSH, LH, FSH:LH, and doins a

progestero'nä;df";õ í""t to determine menopausal status'

8. For women over 40, or in any womãn with a hisiory sugoestive of chronic anovulation,

endometriatsampting should b".;åää';d ü -.'1"^"lliterplasia and malignancv

9. ror rro*"ä'Ëräääiìn"lî ¿o w¡Úisymptoms that are acute or of short duration'

endometriat'sampring is usually;illË;;;;"d;ñ""H onlv be done if endometrial

10. i ,nlim*f"Wii:ff3ffiirbedins ¡::I:I"s¡nar urtrasound which can be

used to rule-out ectopic pr"gn"nåy, to assesé myomas à-nd abnormal uterine size' and to

measure endometrial thickness

Plan/Management

A'Referpatienttoanexpertif.bleedin.g.¡ssevere(HcT<25)orifpatientisunstable.(orthostatic
hypotensionl; "flä 

r"õ, ôåt¡""t" *¡tñ sr"õe"tãd malignancy or serious systemic drsease

B. Treat all known causes of vagin?l bleedino such as the following

1.n",no""1äîåiåö;;ä;il'Ë;äéi";(*ostoitelimoactedtampon)
a. under go& visuatizar¡oiänäïitt'the patient in ihe lithotomy position, grasp the

dü;*iüt a pgir oj sponge holding f9l"tP: 
ac .ossibre fro minimi:

b. place a basin of wate, t!'ãðr" to th'e introitus as possible (to minimize malodor)

c.Auicklyimmersettt"t"tnäy"ållnft$'¡thoutreleasingtheforceps
d. Fiush ii¡e tampon and water dowrì tollet

e. Nore: The unpteasant oäitñJiänuã¡opes the room is the most problematic;

immersing t" ,"rou"frãtö¡i"ùîåt*.!: instant it is removed from the vagina

reducesthemalodor.nàîäembanassmenttothepatient
2. pr"r"'¡ËäñËiäi¡"t toi¡nrea¡ons that are diagnosed

3. urethrat protapse is rreated "ñi';ä;îiì; 
ãrñáppr¡cat¡on of topicalestrogen cream and

toPical antibiotics4. f;"ï*::f[ojff9:ff;:fiSiiilllii3xl;å"" dramaticanv arter nrst 3 months or

oills
í"äi.a to take p{lls at same t¡me each day

Last, ctrange oral contäfu""i" *" "iú-l 
higher progestational'activiry (usually

effective regardless ot'wt¡en bleeding occurs ¡;i¡" cycrãl such as Desogen' ortho'

CePt' or Demulen 1/35

lf bleeding is light, patient has normal hemoglobin level (>12 g/dL) and DUB is suspected

ì.- 
-- 

A"i patiänt io maintain.menstrual calendar

? Ëär".iËti'åff#ì:ffi ro"11-ry ms orailvïD for 3 davs startins with menses to

b.
c.

c.

D

\ Dec'ted based on an absence

:,,i#liJiilgåsï;lä"îlliå:",,'"ï'å#h'ï'x3"i'"åäT,ñ;";;îuuineo¡nttre
tollowing table
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Medroryprogesterone acetate (Provera)

Any combination oral contraceptive with one
not being preferred over another

5-10 mg QD for 12-14 days in the second half ,of the month

one pill taken dailyas directed and continued so long as the patient tolerates
well and desires to continue fl-his regimen is recommended by Beckmann
et al., 1998, pp. 379-380)

21 days, followed by 7 pill-free
(l-his particular regimen is

One pilt QID x 5-7 days. then one pill QD lor
days; repeat thb regimen for several months

An oral contraceptive containing 50 mcg of
estrogen such as Ovral

DosageDrug

Following TheraplesSelec-t One of the

Goal of Treatment: Convert proliferative endometrium into secretory endornetrium, thereby resulting in predictable uterine
withdrawal bleeding

Many different treatment regimens have been suggested; only 3 are considered here, but consult the l¡terature for other
opt¡ons

E. lf bleeding pers¡sts in women treated with hormonaltherap¡es, endometrial sampling is indicated

F. After successful hormonal therapy, a long-term ptan should be established1. For women with first episilile of bteeOing, a 3 month treatment with an oral contraceptive
unless contraindicated is usually sutficient (Note: DUB may retum after therapy is
discontinued)

2. Patients with a secpnd orthird episode (and no etiology has been found) may need to be
treated with the addition of NSAIDs to conect relative prostaglandin overproductiona. Mefenamic_ac¡d (Fonstel) 500 mg initially, then 250 mg TtD for B days starting with

menses OR .

b. - Naproxen (Naprosyn) S0O mg BID for 3 days starting with menses

3. Follow-up with patients on a regular schedule depending on the c-linical situation

Definition: Absence of menses at any age when menstrual func.tion should be present

Paúrogenesis

A. The hypothalamicpituitary-ovarian-utedne axis needs to function in a çoordinated manner for
menòtruation to occur

B' lf any'part of the system functions inconectly, withdrawal tnenses do not occur and amenonhea
¡s the symptom

Clinical presentation

Diagnostic Criteria: primary Amenorhea1' No bleeding by age 14 in the absence of growth and development of secondary sexual
characteristics

2. Failure to have menses by age 16, regardless of presence of normal growh and
development with the appeamnce of iec-ondary sexual characterisücJ
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pendix H

Factors That Increase Susceptibilífy to DUB

Sometimes a cause cannot be identiñed

Reproductive system-related factors:

Ànovulation (without a surge of luteinizing hormone

tLHl or with insufficient progesterone' endometrial

iittittg b"gittt to shed), as with mgnarche or menopause

Spontaneous abortion

Endometritis
PolycYstic ovaries

LeiomYoma
Sexually transmitted diseases (STDs)

MalignancY
ContracePtion
Ovarian dYsfunction

Other:
Trauma
ObesitY
HyperthYroidism
HYPothYroidism
Coagulation disorder

Medications
Hypothalamic disorder

Pituitary or dYsfunction

OVERVIEW
Definitions
Dysfunctional uterine bleeding (DUB) is abnormal uterine
-'blr"ding 

with no readily identifiable c1us:'T" diagnosis

is by eiclusion àmong numerous etiologrcal factors'

Adenomyosis is growttr of endometrial tissue within and

undei the mYometrium-

Leiomyoma is characterized by benign' slow-growing

tumirs made up of smooth muscle; these tumors develop

in ttii uterus during the individual's reproductive yeÍrs'

Metrorrhagia is irregular bleeding or bleeding between

menstrual Periods'
Menorrhagia is heavy or prolonged bleeding'

fJy**o-tttt"a is cha¡acterized by menstmal cycles of less

than 22 daYs.

Anovulâtion is the absence of ovulation'

Contact bleeding is postcoital bleeding'

Dysmenonhea is.painful menstruation'

Incidence
Dysfunctional uterine bleeding usually occurs around either

"n¿ 
of the reproductive time frame-puberty (20Eo) or

*rnopuur" (+ôør) (CerUie, 1994)' The exact incidence is

unknown (SkryPzak' 1995).

SUBJECTIVE DATA

HistorY of Present lllness
Ask about duration and pattern of symptoms' Ask the

;;rìent," describe trre aunårmat blTdt-"e pattem If she iS

i"turuting one pad per hour for'? dáys' blood loss is

signifrcant.- "Àst 
about vaginal discharge' pelvic pain' or bleeding

after intercourse. It may provã useful to have the patient

n""p u menstrual þleeding calendar (see p' 377)'

Pqst Medicol HistorY

Ask about menstrual history (menarche' cycle lengttr' and

àuration¡, birth control method' history of liver disease'

diabetes, hypertension, obesity' thyroid disorder' blood

äö;ä, it'aíugorution abnormality' dysmenorrhea' date

i.

'(
I

PothophYsiologY
Protective F øctors Against
Ovulatory cycles, use or nonuse of contraception

Robinson, D., K¡dd, P., and Mangus-Rogers, K. (2000). Chapter 59, Dysfunction

Uterine Bleeding. ln: Primary Care Across the Lifespan, 1't edition. St. Louis: Mosby lnc.
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Cost ($)

Diognostic Test Findings/Rqtionqle

FamilY HistorY
Ask about family history of leiomyomas'

Ask about age of her mother at menopause'

Psychosociol HlstorY
Ask about history of psychiatric illness'

di 
-;b""t 

;oiing 
^(smoking 

decreases the chance of

leiomyoma)'

Diet
Ask about diet history þarticutarly if obese)'

*The tests chosen depend on the patient's age' history.and

FSH, Follicle-stimulating hormone; IICG' human chono¡uc

results of the physicat examination' .:^+^á, óñ.r nhwcic¡l examinat'
gonadotropin; Hgå, rremogtouîJä"' tt"*"tot¡t; l/&P' history and physical examination'

of last sexual contact, number of sexual partners, date of last

Þupãi"otuou (Pap) smear, past Pap smear results'

Leiomyoma: Pelvic heaviness' low abdominal pressure'

"oniipution' 
urinary incontinence' dysmenorrhea' spot-

ting tfuoughout cYcle

Adenomyosis: Dysmenorrhea' menonhagia' premenstrual

spottingMedicotions
History of use of major tranquilizers' anticoagulants' oral
^ ^ ^.oìiu""ptives, 

steroids, chemotherapy' medroxyproges-

terone acetate (Depo-Provera), levonorgestrel (Norplant) oBIECTTVE DATA

Physical Exominotion
Every physical examination for DUB should include a

- ,fti*dh pelvic examination with careful Pap smear'

Si;unoi eiamination: May suggesr adenomyosis (globu-

lar, boggy enlargement of uterus)' pregnancy (even'

smooth enlargement), leiomyoma -(smooth' 
spheriga|'

firm masses). Not" aáooot oi uleeding coming through

cervicalosandpresenceofpolyps.Cervicalculture
iõàô-Sigi *ø* 

-microscopic 
evaluation if indicated' If

the patient is using an intrariterine device (IUD)' visualize

the strings. PalPate the thYroid'

N""t, ÁttJrt thyioid for masses and enlargement'

Aú;";, Assess for masses' tendemess' hepatospleno-

megalY.

Diagnostic Procedures
Diagnostic procedures include those listed in Table 59-1'

ASSESSMENT

Differentiol Diognosis
Differential diagroses include pfegnancy, uterine or cervical

polyps, leiomyomas, carcinoma' STDs' adenomyosis' an-

Description of Most Common
Symptoms
Menorrhagia: May have single occunence of heavy bleed-

ing or åcun"ni h"uuy bleeding' prolonged; patient may

oi*uy not comPlain of Pelvic Pain

Metronhagia: May have ,pãttittg, hemorrhage' or bleeding

between menses' p",imenopuosally' or with use of oral

contraceptives, Norplant (most often at midcycle)' and

Depo-Provera
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DicAnosis Supporting Dota

STD, Sexually transmitted disease'

ovulation, endocrine disorders, thyroid disorder, coagula-

tion disorders (Table 59-2)'

Diet
DietmodiÍìcationtoachieveweightlossormayneedto- 

increase i¡on in patient's diet to correct anemia'

THERÀPEUTIC PLAN
Treatrnent depends on the specific cause of DUB' Figure

;;-iìt-;" aliorithm from treatment of abnormal vaginal

bleeding.

Pharmqceuticol
IfbleedingiSsevere,aconsultationwithagynecologistisin- 

orJ"r, îitn rrospitalization for intravenous conjugated

estrogens and/oi¿itation and curettage (D&C)'

Ot;i ìJ*py inciudes iron therapy and dietary adjustment if
anemia identified.

Thyroid replacement if indicated'

Give hormonal therapy if no contraindications (Figure

s9-z).
u* oi nonsteroidal antiinflammatory drugs decreases

endometrial blood flow through antiprostaglandin effect

*a *uy increase bleeding through antiplatelet effect'

Antibiotics are indicated for STD or endometritis'

Lifestyle/Activities
Change in contraceptives may be necessary'

ft¡"v î""¿ to aajuit lifestyle to accommodate bleeding

episodes until theY resolve'

Potient Educotion
Stress the importance of safe sex practices' Explain side

"ir""r, 
of me,rlications, treatment plan options, and signs and-

ñ-ptÃ that should be reported' str3s1 importance of

scheduled Pap smears and gynecological examinations'

Discuss fertility concems a"üói patient concems sunound-

i.,g À"*puuré' ff,t'" chooses myomectomy for leiomyo-

mãr, tt e risk of recuffence is unknown' Polyps often retum

after removal. Hysterectomy is often successful for carci-

noma, depending on typ" of cancer' metastasis' and other

factors.

Referrqls
Refer the patient to OB/GYN if abnormal bleeding resumes

afillb"tË controlled (suspect malignancy)' if you suspect

;""ñ ñC"ancy (which is a potential surgical emer-

;;ö, 
^il -ut""oing occurs 6 or more months after

äffiou." (suspect malignancy)' or if bleeding is severe or

uncontrolled- 
n"fer to gynecologist if leiomyoma. is larger than

12-week size, if it is raf,idly increasing in size' if significant

*"ti" is present, or ii adenomyosis is suspected'

I
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Consultotion
Consider consulting an OB/GYN a collaborative MD in

""t* "f 
heavy bleeding, significant anemia' or suspected

pregnancy or malignancY'

EVALUATION/FOLLOW-UP
Repeat Pap smears þer protocol for abnormal Pap result

Reium visit 3 months after hormonal treatment
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Potient with ABNOR¡v1AL VAGINAL BLEEDING

Histoq¡

Physicol exominotion
Pop smeor

Loborotory tests:
HCG
STD cultures
cBc

Determine source
of bleeding

I

I
Exkquterine

Premenopousol Perimenopousol
or

Perimenqrchol

I

Uterine

<40yr >4Oyr

+

Consider:
ultrosound

Consider:
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lnsoect:
Vrl'o

Postmenopousol

Positive

Uterine
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Exomine
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I
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I
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I
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stool
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I
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controceptive

I
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I

I

None

Confirm
normol Pop
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I

Y

Rule out:
Endocrine

disorder
lnfeclion
Coooulotion

dËo.d".

Negotive

+

Hyperplosio
with or without
ofypio

Contributing
medicotions

Bleeding
persists

Figure 59-1 Algorithm for treatment of a patient with abnormal vaginal bleeding. CBC, Complete
blood count; EMB, endometrial biopsy; GI, gastrointestinal; GU, genitourinary; ^ÉICG, human chorionic
gonadotropin; /UD, intrauterine device; STD, sexually transmitted disease. (Fror¡ Greene HL, Johnson WP,
Lemcke D: Decisíon making in medicine, ed 2, St Louis, 1998, Mosby.) 
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PqtiCNt With HEAVY BLEEDING-

Continue regimen
repeot

Conlinue

Resuhs: Proliferotive
endometrium

medroryProgesterone qcetote

(Depo-Érbueio) 
.l50 

mg lM

Monophosic orql controcePtives
Potient wonts birth control

q3 mo

Unsuccessful: Refer
to OB/GYN

long-Begin
|erm lheroPY

Refer to
OB/GYN

Begin initioltheroPY
oål contrqceotiväi wice doilY

x I wk, then once doilY x 2 wk
or

Coniuqqted eshogens 1.25 mg.

Bl'D"x I wk, thãn QD x 2 wk

+ HCG _

Figure 59-2 Algorithm for tfeatment of, a patient with heavy bleeding' *If bteeding occurred after 6

months of absent mens es, immediate refetal to oy gÃrciN ís indicated' CbC' Complete blood cell count;

EMB, endometrial biopsy; GI, gastrointestinal; GU, genitt*i"".y; HCG, human chorionic gonadotropin;

¡f]ã,'int unt"¡ne deviõe; STD, sexually transmitted disease'

SPECIAL CONSIDERÀTIONS
Leiomyomas may mask malignant uterine tumors (leiomyo-

sarcoma)'

Any bleeding 6 months or more after menopause suggests

malignancY.
Postcoital bleeding may indicate either an STD or a

malignancY.

Leiomyomas usually resolve with menopause'

Nevertverlook the possibility of sexual abuse in children

(Smith, 1995)'
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Patient Fact Sheet

What is Dysfunctional Uterine Bleeding?

Many women experience periods that are so heavy they interfere with their ability
to carry on a normal life. The symptom of heavy periods is called menorrhagia (men-or-
age-ia).

_ The complaint of heavy bleeding, or menorrhagia, may eventually be diagnosed
as Dysfunctional Uterine Bleeding or: DUB. This diagnosis can only be made after
ensuring that there is not a medical condition causing the abnormal bleeding. Although
DUB can be difficult to live with, it in its self is not life threatening, and will eventually-
pass on its own. However, for some women this is only when they stop having periods
(menopause).

What will my doctor/nurse practitioner do?

During My Visit
When talking to your doctor/nurse practitioner about your heavy periods, he/she

will ask you questions about any medical conditions you may have, and any medicine
you take, including things you get without a prescription. Your doctor/nurse practitioner
will also ask you questions about your family and your family life to make sure there are
no other issues that might cause the bleeding. Finally you will be asked questions about
how you are feeling, especially regarding your periods.

Next your doctor/nurse practitioner will do a physical exam, from head to toe,
including an internal (pelvic) exam.

ïests
Tests will be ordered to help ensure there is no medical condition causing the

abnormal bleeding. lnitially these investigations may include a urine test, blood tests,
and a Pap test. Other tests may be ordered at a later visit if further investigation is
needed.

Treatment
Once you and your doctor/nurse practitioner are sure there is no other cause for

the bleeding there are many treatment options for you.

20-30 minutes 34 times a week can not only help you feel healthier, but can also helplo
reduce the amount of blood loss. However, exercising on the days when your period is
heaviest it is not recommended.

To avoid any embarrassing situations, and dealwith the blood loss, some women
find it usefulto use a super absorõent tampon and pad at the same time. Another
strategy that might be useful at night is to use a product that is more absorbent than a
tampon or pad, such as Depends.

Dref. Your diet can help you dealwith the blood loss as well. By ensuring your
diet includes whole grain foods, vegetables, legumes, nuts and seeds as well as good
oils (canola, olive oils and omega-3 oils from salmon or tuna) you can help decrease the
amount of blood you lose each month. Limiting the amount of fat you get from beef,
butter and cheese can also help with decreasing the amount of blood you lose. Your diet
can also help make sure your hemoglobin (iron level) does not get too low. Food that is



high in iron are whole wheat, liver, apricot, eggs and leafy green vegetables. some
foods make it hard for your body to use the iron in your diet include breads and cereals.
You should limit the amount of these foods you eat.

Other nutritional supplements your doctor/nurse practitioner might recommend
to you are grapes and some berries, Vitamin A or Chaste Tree Extract (that you get from
your pharmacy or health food store)

Medications. There are many drugs that you may choose after talking to your
doctor/nurse practitioner. These drugs allfit into two main groups, non-hormonal
medications and hormonal medications. Your doctor/nurse practitioner will likely be
wllljng to try any of these treatment options for a period of time, and want to fol[ow up
with you, probably within 3 months.

Shoufd I see a specra/rsf (Gynecologist)?

The problem of heavy periods does not always require a specialist. All of the
treatments stated above have been found to help patients with DUB, however, if the
bleeding is caused by a medical condition, you must treat the condition and not just the
symptom of heavy bleeding. This might require a refenalto a specialist.

lf the treatment you chose, together with your doctor/nurse practitioner, is not
helping with your heavy periods at your follow up visit, your doctor/nurse practitioner
may refer you to a specialist at that time.
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Desk Top Quick Reference

Differqntial Diaqnosis

1. Systemic Conditions
a. Endocrineconditions

i. Hypothyroidism
¡¡. Hyperprolactemia
¡¡i. PituitaryDisorders

b. Liver Disease
c. Adrenal Dysfunction

2. Hematological Disorder
a. Disruption to the Clotting Cascade

i. Von \Mllibrand's Disease
¡i. Platelet Disorder

b. Medications and OTC Herbals

3. Anatomical Condition
a. Neoplasm
b. Fibroids
c. Pregnancy
d. Pelvic lnflammatory Disease/lnfection
e. Presence of lntrauterine Contraception Device

Aqe Related Causes for Menorrhagia to Consider (Uphold and Grahm, 1998)
1. Adolescents

a. Anovulatory Cycles due to immature Hypothalamic-Pituitary-Ovarian
Axis account for majority of complaints of menonhagia

b. lnfections at this age are common
c. Pregnancy and complications due to pregnancy
d. Foreign Bodies such as retained tampon

2. Women aged 20-35 years
a. Complications of pregnancy
b. lnfections
c. Leiomyomas (fibroids)

3. Women aged 35 years to menopause
a. Endometrial Hyperplasia
b. Onset of menopause
c. Anatomic lesions
d. CervicalCarcinoma
e. Endometrial Carcinoma

4. Postmenopausal women
a. Endometrial carcinoma

Recommendations

1. General Past Medical History (Grade D)



a. History of presenting complaint
b. Other medical conditions
c. Medications, Herbal OTCs
d. Family history
e. Social history
f. Review of Systems

2. Gather Menstrual History (Grade C)
a. Age of menarche
b. Onset of menstrual disturbances
c. Length of menstruation
d. lntermenstrual intervals
e. Dysmenorrhea
f. Postcoital bleeding
g. Subjective estimation of blood flow

i. Describe in terms of number of pads/tampons soaked in a day
¡i. Assess any passage of clots.
¡¡i. Note any socially embarrassing situations.

3. Focused Physical Exam
a. Height and Weight (Grade D)
b. VitalSigns (BP, P Respirations, Temperature) (Grade D)
c" Skin Assessment (Grade D)

i. bruising or petechiae
ii. abnormal hair growth

d. HEENT (Grade D)
i. focusing on thyroid assessment

e. Breast Exam (Grade D)
i. noting any galactorrhea without recent childbirth

f. AbdominalAssessment (Grade D)
i. noting tenderness, masses, and any enlargement of uterus

g. Pelvic Exam (Grade C)
i. Bi-manualexam
i¡. Msualization of cervix and os

4. Diagnostics
a. Cornplete blood csunt (Grade D)
b. Papanicolaou (Pap) test (Grade D)
c. Pregnancy test (Grade D)
d. Thyroid function test only if clinically indicated (Grade C)
e. Serum prolactin (Grade D)
f. 21-23 day progesterone to verify ovulation (Grade D)
g. FSH and LH to determine menopause if clinically indicated (Grade D)
h. Endometrialbiopsy is not indicated forthe initial assessment of DUB

(Grade C).
i. Practitioner should reevaluate need for endometrial biopsy if

1. the menonhagia does not improve following three months
of treatment (Grade D)

2. the patient is at an increased risk endometrial cancer.
a. indications for increased risk - nulliparity, infertility,

obesity, polycystic ovaries, family history of



endometrial or colonic cancer, on tamoxifen, or
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(Grade B)
j. No additional coagulation investigations are necessary unless clinically

indicated. (Grade D)

Refer to Gynaecology
1. Signs of severe acute bleeding

a. Orthostatic hypotension (Grade D)
b. Hgb <100 g/L (Grade D)

2. uterus size greater than that of a 10 week gestational age (Grade c)

Treatment Options

1. Lifestyle/Activities
a. 20-30 minutes of aerobic exercise 3-4 times per week to suppress

release of prostaglandins, as well as promote sense of well being, and
weight loss (Grade D)

i. do not exercise during times of heavy flow
b. Use of super absorbent tampons and pads in combination to limit socially

embanassing situations.

2. Nutritional lnterventions-appropriate for primary care (Grade D)
a. Decrease inflammation by promoting prostaglandin pathways through diet

including
i. whole grains
¡¡. vegetabtes, legumes, nuts and seeds
i¡¡. quality cooking oils (canola and olive oils) and omega-3 oils

(salmon, tuna)
iv. Limit saturated fats from animals (beef, butter, cheese)

b. Combat anemia by
i. eating foods rich in iron (whole wheat, liver, apricot, eggs and

leafy green vegetables)
¡¡. limiting foods that contribute to iron-deficient anemia such as

refined breads and cereals

3. Nutritional Supplements-appropriate for primary care. (Grade D)
a. Bioflavonoids, 1000m9 bid.

i. found in grape skins, chenies, blackbenies, blueberries, pulp and
white rind of citrus fruit.

b. Vitamin A, 60 000 lU od up to 3 months or 25 O0O lU od long term
c. Chaste Tree Standardized'Extract, 175mg od

i. available at some pharmacies or health food stores

4. MedicalTreatments- appropriate for primary care
a. Non-steroidal anti-inflammatory Drugs (NSAlDs) (Grade A)

i. No studies have reported differing effectiveness between drugs
within this category.

1. Mefenamic Acid (Ponstan) 500m9 po initial dose, then
250m9 po q6h prn



2. Naproxen (Naprosyn) S00mg po initialdose, then 250mg
po q6-8h prn not to exceed 1250mg/day

3. Meclofenamate 100m9 po tid for 6 days, starting at onset
of menstrualflow

4. lndomethacin (lndocid) 25mg po tid to SOmg po qid
5. lbuprofen (Advil/Motrin) 200m9 po q4h prn to 400mg po

q4-6h prn
ii. Should be taken with food

b. Tranexamic Acid (Grade A)
i. Tranexamic Acid 1g q6h for the first 4 days of cycle

c. Hormone Therapies-appropriate for primary care
i. combination oral contraceptive pillod for 21days, then no piil or

sugar pillfor 7 days (Grade A)
¡¡. Progesterone Derivatives

1. Medroxyprogesterone acetate (Grade C)
a. Medroxyprogesterone acetate Ml (Depo-provera)

150m9 im ql3weeks
i. lnitial administer within first 5 days of

menstrualcycle and dosing interval must
not exceed 90 days to ensure minimal risk
of pregnancy.

b. Medroxyprogesterone acetate oral (Provera) 5-
10mg/day po for 1G.14 days beginning on the 12h-
16* day of cycle. Repeat cycle at least twice, or

. more if needed
2. Levonorgestrel-releasing lntrauterine System (LNG-I UD)

20mcg q?4hr,lasts up to 5 years (Grade A)
3. Norethindrone (Micronor) 5mg tid from day 5-26 of

menstrual cycle (Grade D)
i¡¡. Selective Progesterone.Receptor Modulators (SpRM) and

Progesterone Antagonists
1. clinical studies must be preformed before

recommendations can be made for the treatment of
menonhagia (Oehler & Rees, 2OO2).

iv. GnRH Agonist- given under supervision of practitioner (Grade D)
1. Leuprolide (Lupron)

a. Leuprolide 3.75m9 im q month for 6 months
b. Leuprolide 11.25 mg im q 3 months for G months

2. Goserelin (Zoladex)
a. Goserelin 3.6m9 s.c.q 28 days for maximum 6

months
v. Androgen

1. Danazol 100-200m9 od for maximum of 3 months
(Grade D)

5. Surgical Treatments- require refenal to Gynaecology
a. Dilation and curettage- temporary treatment by scraping away of

endometrium
b. Endometrial Ablation- complete destruction of endometrial tissue

i. Laser Ablation
¡i. Thermal Balloon Ablation



¡i¡. Electronic Rollerball Ablationc. Hysterectomy- surgical removal of uterus
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Appendix L

History

HPI
PMH
Medications
Family History
Social History

Refer to Gynecology

Signs of acute process
Orthostatic hypotension
Hgb <100 g/L

Uterus size >10 weeks
gestation

Nutritional Supplements

ioflavonoids
itamin
haste Tree Oil

lf blood loss
satisfactory continue
with treatment

Primary Care Management of Dysfunctional Uterine Bleeding

Surgical Treatment

Hormonal Treatment

OCP'S
Progesterone Derivatives
GnRH Agonists
Androgens

lf blood loss
satisfactory continue
with treatment

Diagnosis of DUB

Physical Exam

Ht and wt
BP, P, Resp, Temp
Skin
HEENT
Breast Exam
Abdominal
Pelvic Exam

Diagnostic Tests

cBc
Pap test
Pregnancy test

lf clinically lndicated
TFT
Serum prolactin
21-23 day

progesterone
FSH and LH

Reassess in 3 mos
lf biopsy is needed

lf treatment not
satisfactory refer to
gynaecology

Non-hormonal Treatment

NSAIDS
Tranexamic Acid

lf blood loss
satisfactory continue
with treatment

Lifestyle/Activities
Nutritional

lnterventions

lf blood loss
satisfactory continue
with changes


