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PROBLEM-ORIENTED DIAGNOSIS

Abnormal Uterine Bleeding

JANET R. ALBERS, M.D., SHARON K. HULL, M.D., and ROBERT M. WESLEY, M.A.
Southern Illinois University School of Medicine, Springfield, Illinois

Abnormaluterinebleedingisacommonpresentingsymptominthefamilypracticesetting.Inwomen
ofchildbearingage,amethodical history, physicalexamination,andlaboratoryevaluationmayenable
thephysiciantoruleoutcausessuchaspregnancyandpregnancy-relateddisorders, medications, iatro-
geniccauses,systemicconditions,andobviousgenitaltractpathology.Dysfunctionaluterinebleeding
(anovulatoryorovulatory)isdiagnosedbyexclusionofthesecauses.Inwomenofchildbearingagewho
areathighriskforendometrialcancer, theinitialevaluationincludesendometrialbiopsy;saline-infusion
sonohysterographyordiagnostichysteroscopyisperformedifinitialstudiesareinconclusiveorthebleed-
ingcontinues.\Womenofchildbearingagewhoareatlowriskforendometrialcancermaybeassessed
initiallybytransvaginalultrasonography.Postmenopausalwomenwithabnormaluterinebleedingshould
beoffereddilatationandcurettage;iftheyarepoorcandidatesforgeneralanesthesiaordeclinedilatation
andcurettage, theymaybeofferedtransvaginalultrasonographyorsaline-infusionsonohysterography
withdirectedendometrialbiopsy. Medicalmanagementofanovulatorydysfunctionaluterinebleeding
mayincludeoralcontraceptivepillsorcyclicprogestins. Menorrhagiaismanagedmosteffectivelywith
nonsteroidalanti-inflammatorydrugsorthelevonorgestrelintrauterinecontraceptivedevice.Surgical
managementmayincludehysterectomyorlessinvasive, uterus-sparing procedures.(AmFamPhysician
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the authors of this
article, is provided
on page 1931.

2004;69:1915-26;1931-2. Copyright© 2004 American Academy of Family Physicians.)

T

-

Members of various fam-
ily practice departments
develop articles for “Prob-
lem-Oriented Diagnosis. "
This is one in a series from
the Department of Family
and Community Medicine
at Southern lllinois Univer-
sity School of Medicine,
Springfield. Guest editor
of the series is John G.
Bradley, M.D., professor
and director of the Decatur
Family Practice Residency
Program.

See page 1845 for defi-
nitions of strength-of-
recommendation labels.

A

-
-

bnormaluterinebleedingis

acommonbutcomplicated

clinical presentation. One

national study! found that

enstrual disorders were

the reason for 19.1 percent of 20.1 million

visits to physician offices for gynecologic

conditionsoveratwo-yearperiod.Further-

more,areported 25 percent of gynecologic

surgeries involve abnormal uterine bleed-
ing.?

Exceptforself-limited, physiologicwith-
drawal bleeding that occurs in some new-
borns, vaginal bleeding before menarche
is abnormal.> In women of childbearing
age, abnormal uterine bleeding includes
any changein menstrual-period frequency
or duration, or amount of flow, as well as
bleedingbetween cycles.* (Amenorrhea,or
the cessation of menses for six months or
moreinnonmenopausalwomen,isbeyond
the scope of this article.) In postmeno-
pausal women, abnormal uterine bleeding
includes vaginal bleeding 12 months or
more after the cessation of menses, or
unpredictablebleedinginpostmenopausal

women who have been receivinghormone
therapy for 12 months or more.’

This article presents a practical approach
todeterminingthecauseofabnormaluterine
bleedingandbrieflyreviewsmedicalandsur-
gical management.

Etiology and Evaluation
of Abnormal Uterine Bleeding
BEFORE MENARCHE

Malignancy,trauma,andsexualabuse or
assault are potential causes of abnormal
uterine bleeding before menarche. A pel-
vicexamination (possiblyunderanesthesia)
should be performed, because a reported
54 percent of cases involve focal lesions of
the genital tract, and 21 percent of these
lesions may be malignant.’

CHILDBEARING YEARS

The menstrual cycle has three phases.
During the follicular phase, follicle-stimu-
lating hormone levels increase, causing
a dominant follicle to mature and pro-
duce estrogen in the granulosa cells. With
estrogen elevation, menstrual flow ceases,
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TABLE 1

Differential Diagnosis of Abnormal Uterine Bleeding

Pregnancy and pregnancy-
related conditions
Abruptio placentae
Ectopic pregnancy
Miscarriage
Placenta previa
Trophoblastic disease

Medications and iatrogenic causes
Anticoagulants’
Antipsychotics’
Corticosteroids’

Herbal and other supplements:
ginseng, ginkgo, soy’

Hormone replacement

Intrauterine devices

Oral contraceptive pills,
including progestin-only pills

Selective serotonin reuptake
inhibitors’

Tamoxifen (Nolvadex)’

Thyroid hormone replacement

Systemic conditions

Adrenal hyperplasia and
Cushing’s disease

Blood dyscrasias, including
leukemia and
thrombocytopenia

Coagulopathies

Hepatic disease

Hypothalamic suppression
(from stress, weight loss,
excessive exercise)

Pituitary adenoma or
hyperprolactinemia

Polycystic ovary syndrome

Renal disease

Thyroid disease

Genital tract pathology
Infections: cervicitis, endometritis,
myometritis, salpingitis
Neoplastic entities
Benign anatomic abnormalities:
adenomyosis, leiomyomata,
polyps of the cervix or endome-
trium
Premalignant lesions: cervical
dysplasia, endometrial
hyperplasia
Malignant lesions: cervical
squamous cell carcinoma,
endometrial adenocarcinoma,
estrogen-producing ovarian
tumors, testosterone-producing
ovarian tumors, leiomyosarcoma
Trauma: foreign body, abrasions,
lacerations, sexual abuse or assault

Dysfunctional uterine bleeding
(diagnosis of exclusion)

Information from references 7 and 8.

theendometriumproliferates,and positivefeed-
back is exerted on luteinizing hormone (LH),
resulting in the ovulatory phase. During the
luteal phase, progesterone elevation halts pro-
liferation of the endometrium and promotesits
differentiation; progesterone production by the
corpusluteumdiminishes,causingendometrial
shedding,ormenstruation. A menstrual cycleof
fewer than 21 days or more than 35 days or a
menstrual flow of fewer than two days or more
thansevendaysisconsideredabnormal 6(p201-3%)

Pregnancy is the first consideration inwomen
of childbearing age who present with abnormal
uterine bleeding (Table 1).”® Potential causes of
pregnancy-relatedbleedingincludespontaneous
pregnancyloss (miscarriage),ectopicpregnancy,
placenta previa,abruptio placentae,and tropho-
blastic disease. Patients should be questioned
about cycle patterns, contraception, and sexual
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activity. A bimanual pelvic examination (seek-
inguterineenlargement),abeta-subunithuman
chorionic gonadotropin test,and pelvic ultraso-
nographyare useful in establishing or ruling out
pregnancy and pregnancy-related disorders.

Next, iatrogenic causes of abnormal uter-
ine bleeding should be explored. Bleeding may
be induced by medications, including antico-
agulants, selective serotonin reuptake inhibi-
tors, antipsychotics, corticosteroids, hormonal
medications,andtamoxifen (Nolvadex).Herbal
substances, including ginseng, ginkgo, and soy
supplements,maycausemenstrualirregularities
by altering estrogen levels or clotting param-
eters.’

Once pregnancy and iatrogenic causes have
been excluded, patients should be evaluated for
systemic disorders, particularly thyroid, hema-
tologic,hepatic,adrenal, pituitary,andhypotha-
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TABLE 2

Evaluation of Abnormal Uterine Bleeding

Diagnostic step

Pertinent signs, symptoms, and tests

Conditions

History

Physical examination

Laboratory tests

Imaging and tissue
sampling

Pelvic pain

Nausea, weight gain, urinary frequency, fatigue
Weight gain, cold intolerance, constipation, fatigue
Weight loss, sweating, palpitations

Easy bruising, tendency to bleed

Jaundice, history of hepatitis

Hirsutism, acne, acanthosis nigricans, obesity
Postcoital bleeding

Galactorrhea, headache, visual-field disturbance
Weight loss, excessive exercise, stress

Thyromegaly, weight gain, edema

Thyroid tenderness, tachycardia, weight loss, velvety skin
Bruising, jaundice, hepatomegaly

Enlarged uterus

Firm, fixed uterus

Adnexal mass

Uterine tenderness, cervical motion tenderness

Beta-subunit human chorionic gonadotropin

Complete blood count with platelet count and
coagulation studies

Liver function tests, prothrombin time

Thyroid-stimulating hormone

Prolactin

Blood glucose

DHEA-S, free testosterone, 17a-hydroxyprogesterone
if hyperandrogenic

Papanicolaou smear

Cervical testing for infection

Endometrial biopsy or dilatation and curettage
Transvaginal ultrasonography
Saline-infusion sonohysterography
Hysteroscopy

Miscarriage, ectopic pregnancy, PID, trauma,
sexual abuse or assault

Pregnancy

Hypothyroidism

Hyperthyroidism

Coagulopathy

Liver disease

Polycystic ovary syndrome

Cervical dysplasia, endocervical polyps

Pituitary adenoma

Hypothalamic suppression

Hypothyroidism

Hyperthyroidism

Liver disease

Pregnancy, leiomyoma, uterine cancer

Uterine cancer

Ovarian tumor, ectopic pregnancy, cyst

PID, endometritis

Pregnancy
Coagulopathy

Liver disease

Hypothyroidism, hyperthyroidism
Pituitary adenoma

Diabetes mellitus

Ovarian or adrenal tumor

Cervical dysplasia
Cervicitis, PID

Hyperplasia, atypia, or adenocarcinoma
Pregnancy, ovarian or uterine tumors
Intracavitary lesions, polyps, submucous fibroids
Intracavitary lesions, polyps, submucous fibroids

PID = pelvic inflammatory disease, DHEA-S = dehydroepiandrosterone sulfate.

lamic conditions (Table 2). Menstrual irregu-
laritiesareassociated withbothhypothyroidism
(23.4 percent of cases) and hyperthyroidism
(21.5 percent of cases).!? [Strength of recom-
mendation (SOR) B. Consistent cohortstudies]
Thyroid function tests may help the physician
determine the etiology.

Inherited coagulopathy has been shown to
be the underlying cause of abnormal uterine
bleeding in 18 percent of white women and
7 percent of black women with menorrhagia.!!
These patients may present in adolescence with
severe menstrual bleeding or frequent bruising.
A complete blood count with platelet count
should be obtained. If a coagulation defect is
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suspected,consultationwithahematologistmay
be the most cost-effective option in the absence
of reasonable screening tests for specific abnor-
malities.!! Because jaundice and hepatomegaly
maysuggest underlyingacquired coagulopathy,
liver function tests should be considered.

Obesity,acne,hirsutism,andacanthosisnigri-
cans may be signs of polycystic ovary syn-
drome or diabetes mellitus. Polycystic ovary
syndrome is associated with unopposed estro-
gen stimulation, elevated androgen levels, and
insulin resistance, and is a common cause of
anovulation.*®49»12

The presence of galactorrhea, as determined
by the history or physical examination, may

www.aafp.org/afp
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useful in delineating the underlying cause of
abnormal uterine bleeding that is associated
with uterine enlargement or an adnexal mass.
Evenifthepelvicexaminationisnormal,further

Dysfunctional uterine bleeding is diagnosed by excluding
pregnancy, iatrogenic causes, systemic conditions, and
genital tract pathology.
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indicateunderlyinghyperprolactinemia,which
can cause oligo-ovulation or eventual amenor-
rhea. A prolactin level confirms the diagnosis
ofhyperprolactinemia. Hypothalamicsuppres-
sion secondary to eating disorders, stress, or
excessiveexercisemayinduceanovulation,which
sometimesmanifestsasirregularandheavymen-
strual bleeding or amenorrhea.

Genital tract pathology may be associated
with intermenstrual, postcoital, and heavy
menstrual bleeding.* Any history of abnormal
Papanicolaou (Pap) smears, sexually transmit-
ted disease, gynecologic surgery, trauma, or
sexual abuse shouldbeelicited. Uterine fibroids,
endometrial polyps,adenomyosis,endometrial
hyperplasiaand atypia,and endometrial cancer
should be excluded."

Theevaluationofpostmenarchalwomenwho
presentwithabnormaluterinebleedingincludes
a pelvic examination, as well as a Pap smear
if appropriate, to look for vulvar or vaginal
lesions, signs of trauma, and cervical polyps
or dysplasia. Cervical dysplasia seldom causes
abnormal uterinebleeding,butit maybeassoci-
ated with postcoital bleeding.!* Cervical cul-
tures may be indicated if the patientis at risk for
infectionorifsymptomsofinfectionarepresent.
A bimanual examination in the postmenarchal
woman may reveal tenderness associated with
infection, an adnexal mass consistent with an
ovarian neoplasm or cyst, or uterine enlarge-
ment consistent with fibroids, pregnancy, or a
tumor.

Becauseendometrialabnormalitiesare pres-
ent in 31 percent of patients with a Pap result
of “atypical glandular cells of undetermined
significance,favorendometrialorigin,”endome-
trialbiopsyisindicated.'>[SORB,observational
studies] Transvaginal ultrasonography may be

www.aafp.org/afp

evaluationoftheendometriummayberequired
to eliminate less obvious abnormalities.

Dysfunctional uterine bleeding, with both
anovulatory and, less commonly, ovulatory*
causes, occurs during the childbearing years. It
isadiagnosis of exclusion and is made only after
pregnancy, iatrogenic causes, systemic condi-
tions, and obvious genital tract pathology have
been ruled out (Figure 1).%'

Anovulatory dysfunctional uterine bleeding
isa disturbance of the hypothalamic-pituitary-
ovarian axis that results in irregular, prolonged,
andsometimesheavymenstrualbleeding.Itmay
occur immediately after menarche but before
maturationofthehypothalamic-pituitary-ovar-
ian axis, or it may occur during perimenopause,
when declining estrogen levels fail to regularly
stimulate the LH surge and resulting ovulation.

Unopposed estrogen stimulation may lead
to endometrial proliferation and hyperplasia.
Without sufficient progesterone to stabilize
and differentiate the endometrium, this mucous
membrane becomes fragile and sloughs irregu-
larly. Estrogen also affects uterine vascular
tone,angiogenesis,prostaglandinformation,and
endometrial nitric oxide production.*

Ovulatorydysfunctionalbleedingmayinclude
polymenorrhea,oligomenorrhea,midcyclespot-
ting, and menorrhagia (Table 3).5Pp75-) Poly-
menorrhea,apresumedluteal-phasedysfunction,
results in shortened cycles (less than 21 days),
whereas oligomenorrhea, a prolonged follic-
ular-phase dysfunction, results in lengthened
cycles (more than 35 days). Midcycle spotting
occurs before ovulation as the estrogen levels
decline.® Menorrhagia is regularly occurring
heavymenstrual bleeding (more than 80 mL per
cycle) and may result from the loss of local
endometrial hemostasis.

Further Evaluation Based on Risk
Factors for Endometrial Cancer

Further evaluation of abnormal uterine
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Abnormal Uterine Bleeding in Women of Childbearing Age

History and physical examination

l Yes

Discuss options;
manage pregnancy. |

Pregnancy?

lNO

latrogenic causes?

l Yes

Discuss options and modify
medications and herbal

lNo

Systemic condition?

supplements.

l Yes

Medical management

lNO

Obvious genital
tract pathology?

A

Further testing
and management

Yes No

Presumed dysfunctional
uterine bleeding

A

l !

Cervical Endocervical polyps Enlarged uterus or Traumatic injury Cervicitis or
dysplasia l adnexal mass l endometritis
l Polypectomy l Appropriate treatment, l
Colposcopy Ultrasonography: including psychosocial Antibiotic
ectopic pregnancy, intervention therapy
leiomyoma, ovarian or

endometrial tumor

Surgical consultation

FIGURE 1.Sequentialstepsthroughthedifferentialdiagnosisofabnormaluterinebleedinginwomenof

childbearing age.

Information from references 2 and 16.

bleeding depends on the patient’s age and the
presence of risk factors for endometrial cancer,
whichincludeanovulatorycycles, obesity, nulli-
parity, age greater than 35 years, and tamoxifen
therapy.!”!8Initially,medicalmanagementisrec-
ommendedforpremenopausalwomenatlowrisk
for endometrial carcinoma who are diagnosed
with presumed dysfunctional uterine bleeding.

Diabetes is a demonstrated risk factor for
endometrial cancer.” Women with long or
irregular cycles are at risk for developing type 2
diabetes and therefore should undergo diabetes
screening. '

APRIL 15,2004 / VOLUME 69, NUMBER 8

Endometrial cancer is rare in 15- to 18-year-
old females.'8 Therefore, most adolescents with
dysfunctional uterine bleeding can be treated
safely with hormone therapy and observation,
without diagnostic testing.?

The risk of developing endometrial cancer
increases with age.!® The overall incidence of
this cancer is 10.2 cases per 100,000 in women
aged 19 to 39 years. The incidence more than
doubles from 2.8 cases per 100,000 in those
aged 30 to 34 years to 6.1 cases per 100,000
in those aged 35 to 39 years. In women aged
40 to 49 years, the incidence of endometrial
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TABLE 3

Terms Used to Describe Abnormal Uterine Bleeding

Term Abnormal uterine bleeding pattern

Oligomenorrhea
follicular phase.

Polymenorrhea
defect.

Menorrhagia

Bleeding occurs at intervals of > 35 days and usually is caused by a prolonged
Bleeding occurs at intervals of < 21 days and may be caused by a luteal-phase

Bleeding occurs at normal intervals (21 to 35 days) but with heavy flow

(=80 mL) or duration (=7 days).

Menometrorrhagia

Bleeding occurs at irregular, noncyclic intervals and with heavy flow

(=80 mL) or duration (=7 days).

Amenorrhea

Metrorrhagia or bleeding
intermenstrual

Bleeding is absent for 6 months or more in a nonmenopausal woman.

Irregular bleeding occurs between ovulatory cycles; causes to consider include
cervical disease, intrauterine device, endometritis, polyps, submucous myomas,

endometrial hyperplasia, and cancer.

Midcycle spotting
estrogen level.

Postmenopausal bleeding

Spotting occurs just before ovulation, usually because of a decline in the

Bleeding recurs in a menopausal woman at least 1 year after cessation of cycles.

Acute emergent abnormal Bleeding is characterized by significant blood loss that results in hypovolemia

uterine bleeding

Dysfunctional uterine
bleeding

(hypotension or tachycardia) or shock.

This ovulatory or anovulatory bleeding is diagnosed after the exclusion of
pregnancy or pregnancy-related disorders, medications, iatrogenic causes,

obvious genital tract pathology, and systemic conditions.

Information from reference 6.
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carcinoma is 36.5 cases per 100,000. Thus, the
American College of Obstetricians and Gyne-
cologists recommends endometrial evaluation
in women aged 35 years and older who have
abnormaluterinebleeding.?! [SORC,consensus
guideline]

Endometrial evaluation (including imaging
and tissue sampling) for subtle genital tract
pathologyisrecommendedinpatientswhoareat
high risk for endometrial cancer and in patients
at low risk who continue bleeding abnormally
despite medical management.?!

Imaging and Tissue Sampling

The sensitivity of endometrial biopsy for the
detectionofendometrialabnormalitieshasbeen
reported to be as high as 96 percent.”> How-
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ever, this office-based procedure may miss up to
18 percent of focal lesions,? including polyps
and fibroids, because only a small part of the
endometrium may be sampled at any one time.
Althoughendometrialbiopsyhashighsensitivity
forendometrial carcinoma,?*® its sensitivity for
detecting atypical endometrial hyperplasia may
be as low as 81 percent.> [Reference 25: SOR
B, meta-analysis of lower quality/inconsistent
studies]

Transvaginal ultrasonography may reveal
leiomyoma, endometrial thickening, or focal
masses.Althoughthisimagingmodalitymaymiss
endometrialpolypsandsubmucousfibroids,itis
highlysensitive for the detection of endometrial
cancer (96 percent)andendometrialabnormal-
ity (92 percent).2[SOR A, meta-analysis of con-
sistent, good-quality studies] Compared with
dilatation and curettage, endometrial evalua-
tion with transvaginal ultrasonography misses
4 percent more cancers,’®? but it may be the
most cost-effective initial test in women at low
risk for endometrial cancer who have abnormal
uterine bleeding that does not respond to medi-
cal management.?

Saline-infusion sonohysterography bolsters
the diagnostic power of transvaginal ultraso-
nography. This technique entails ultrasound
visualization after 5 to 10 mL of sterile saline
has been instilled in the endometrial cavity. Its
sensitivityandspecificityforendometrialcancer
are comparable with the high sensitivity and
specificity of diagnostic hysteroscopy.?® [SOR
B, meta-analysis with significant heterogene-
ity] Saline-infusion sonohysterographyis more
accurate than transvaginal ultrasonography
in diagnosing intracavitary lesions***! and is
more accurate than hysteroscopy in diagnosing
endometrial hyperplasia.*? The combination of
directedendometrialbiopsyandsaline-infusion
sonohysterography results in a sensitivity of
95 to 97 percent and a specificity of 70 to 98
percent for the identification of endometrial
abnormality.>>** [References 33 and 34: SOR B,
diagnostic cohort studies]

Although dilatation and curettage has been
the gold standard for diagnosing endometrial
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Abnormal Uterine Bleeding

cancer,® it no longer is considered to be thera-
peutic for abnormal uterine bleeding; further-
more, it is limited in its ability to access the
tubal cornua of the uterus.*® Hysteroscopy with
biopsy provides more information than dilata-
tion and curettage alone® and rivals the com-
bination of saline-infusion sonohysterography
and endometrial biopsyinitsability to diagnose
polyps, submucous fibroids, and other sources
of abnormal uterine bleeding.?!
Postmenopausalwomenwithabnormaluterine
bleeding,includingthose who havebeenreceiv-
inghormone therapy for more than 12 months,
should be offered dilatation and curettage for
evaluationoftheendometrium (96 percentsen-
sitivity for the detection of cancer, witha 2 to 6
percent false-negative rate).”® Postmenopausal
women who are poor candidates for general
anesthesiaand those who decline dilatation and
curettage may be offered transvaginal ultraso-
nographyorsaline-infusionsonohysterography
with endometrial biopsy.
Furtherresearchisnecessarytodeterminethe
bestmethod forevaluating theendometriumin
patients with abnormal uterine bleeding. How-
ever, based on current evidence, saline-infu-
sionsonohysterographywithendometrialbiopsy
appearstoprovidethemostcompleteevaluation
with the least risk?>** (Figures 2232538 and 3).

Medical Management
ANOVULATORY DYSFUNCTIONAL
UTERINE BLEEDING

Oral contraceptive pills (OCPs) are used for
cycle regulation and contraception. In patients
with irregular cycles secondary to chronic
anovulation or oligo-ovulation, OCPs help to
prevent the risks associated with prolonged
unopposed estrogen stimulation of the endo-
metrium.OCPseffectivelymanageanovulatory
bleedinginpremenopausaland perimenopausal
women. Treatmentwithcyclicprogestinsforfive
to 12 days per monthis preferred when OCP use
is contraindicated, such as in smokers over age
35 and women at risk for thromboembolism?!
(Table 4).16:340

www.aafp.org/afp
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Presumed Dysfunctional Uterine Bleeding in Women of Childbearing Age:
Evaluation Based on Risk Factors for Endometrial Cancer

Presumed dysfunctional uterine bleeding

Risk factors for endometrial cancer: chronic anovulatory
cycles, obesity, nulliparity, age greater than 35 years,
diabetes mellitus, tamoxifen (Nolvadex) therapy

No

Patient at low risk for
endometrial cancer

Medical management

Yes

Patient at high risk for
endometrial cancer

Endometrial biopsy

| | | l

Bleeding stops. Bleeding continues. Atypia Hyperplasia Normal

| | P L

Observe. Transvaginal ultrasonography* l Cycle with Bleeding continues.
Gynecologic progestins.
referral o .
Endometrial stripe Saline-infusion
Another biopsy in sonohysterography
| 3 to 6 months or diagnostic
l l l hysteroscopy
with directed endo-
<5 mm Obvious pathology >5 mm¥ metrial biopsy

Bleeding continues Gynecologic referral Saline-infusion

sonohysterography Normal Pathology or
o _ focal lesion
Saline-infusion
sonohysterography l l Bleeding
(;r (ilagnostlc Normal  Uniform thickening of >3 mmofa  Focal lesion continues.  Gynecologic
Yiheéqsc?[pg q single layer of the endometrium referral
with directed endo- or inconclusive resultss
metrial biopsy
Bleeding Gynecologic Gynecologic
continues. referral referral
Endometrial biopsy
|
Normal Pathology or .
focal lesion Gynecologic l l l
referral
Atypia or Hyperplasia Normal
Bleeding cancer
continues Gyneco|ogic
referral l Cycle with Bleeding
. Gynecologic progestins. continues.
Gynecologic referral
referral
Another biopsy Gynecologic
in 3 to 6 months  referral

*—Transvaginal ultrasonography ideally is performed during the late proliferative phase.
t—Some investigators?®3¢ consider an endometrial stripe of 7 to 8 mm or larger to be abnormal in premenopausal or perimenopausal women.
+—These determinants are based on information from reference 23.

FIGURE2.Evaluationofwomenofchildbearingagewith presumeddysfunctionaluterinebleeding, basedonriskforendometrialcan-
cer.



Abnormal Uterine Bleeding

Abnormal Uterine Bleeding in Postmenopausal Women

Postmenopausal abnormal uterine bleeding

Hormone therapy
for <12 months

Observe bleeding for 1 year
before diagnosing
abnormal uterine bleeding.

Normal

Adjust hormone

No hormone therapy or hormone therapy
for >12 months with bleeding

Offer dilatation and curettage.*

Pathology

Gynecologic referral

therapy if indicated.

Bleeding continues.

Saline-infusion sonohysterography or hysteros-
copy with directed endometrial biopsy

l

Normal

Adjust hormone therapy
if indicated.

|

Bleeding continues.

Gynecologic referral

l

Pathology or focal lesion

Gynecologic referral

*—Postmenopausal women who are poor candidates for general anesthesia or who decline dilatation and curet-
tage may be offered transvaginal ultrasonography or saline-infusion sonohysterography with endometrial biopsy.

FIGURE 3. Evaluation of abnormal uterine bleeding in postmenopausal women.

OVULATORY DYSFUNCTIONAL UTERINE BLEEDING

Medical therapy for menorrhagia primarily
includesnonsteroidalanti-inflammatorydrugs
(NSAIDs) and the levonorgestrel-releasing
intrauterinesystem (Mirena). TheU.S.Foodand
Drug Administration has approved the use of

APRIL 15,2004 / VOLUME 69, NUMBER 8

mefenamic acid (Ponstel), an NSAID, for the
treatment for menorrhagia; this agent is well
tolerated.*! [SOR A, meta-analysis] The levo-
norgestrel contraceptive device hasbeen shown
to decrease menstrual blood loss significantly
and to be superior to cyclic progestins for this
purpose.*? [SOR A, meta-analysis]

www.aafp.org/afp
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TABLE 4
Medical Management of Anovulatory Dysfunctional Uterine Bleeding

Agent Dosage Purpose of treatment

Combination OCP* 20 to 35 mcg of ethinyl estradiol plus a Cycle regulation

progestin; monophasic or triphasic pill taken Contraception
daily; transdermal forms also are available. Prevention of endometrial
hyperplasia

35-mcg pill from twice daily to every six hours
for five to seven days until menses is stopped,
followed by taper to one pill daily for
completion of 28-day pack; then one OCP
packet per month for three to six months

Management of
nonemergency heavy
bleeding

Conjugated estrogens,
IV (Premarin)

25 mg IV every 4 to 6 hours until bleeding
ceases, or for 24 hours; then OCP as above

Management of acute
emergency bleeding
Progestins
Medroxyprogesterone
acetate (Provera)

5 or 10 mg per day for 5 to 10 days per month Cycle regulation

Prevention of endometrial
hyperplasia

Norethindrone
acetate (Aygestin)

2.5 to 10 mg per day for 5 to 10 days per
month

Micronized progesterone
(Prometrium)

200 mg per day for 12 days per month

OCP = oral contraceptive pill; IV = intravenous.
*—QOCPs should not be used in smokers 35 years and older, or in women at risk for thromboembolism.

Adapted with permission from Apgar BS, Greenberg G. Using progestins in clinical practice. Am Fam Physician
2000;62:1839-46,1849-50, with additional information from references 16 and 40.

TABLE 5
Surgical Management of Abnormal Uterine Bleeding

Although the effect of OCPs on menorrhagia
hasnotbeenwellstudied,onesmallrandomized
trialcomparingOCPs,mefenamicacid,naproxen,

Surgical procedure

Reason for surgery

Operative hysteroscopy

Myomectomy (abdominal,
laparoscopic, hysteroscopic)

Transcervical endometrial
resection

Endometrial ablation (using
various energy systems,
principally thermal balloon or
rollerball)

Uterine artery embolization

Hysterectomy

1924-AMERICAN FAMILY PHYSICIAN

Intracavitary structural abnormalities
Leiomyoma

Treatment-resistant menorrhagia or
menometrorrhagia

Treatment-resistant menorrhagia or
menometrorrhagia; secondarily for
management of treatment-resistant acute
uterine hemorrhage

Leiomyoma

Atypical hyperplasia, endometrial cancer,
or bleeding that does not respond to less
invasive uterus-sparing surgeries

www.aafp.org/afp

and danazol showed no significant difference
in their effectiveness in treating menorrhagia.**
[SOR B, single randomized controlled trial]
Side effects and cost limit the use of androgens
such as danazol and gonadotropin-releasing
hormone agonists in the treatment of menor-
rhagia, but these agents may be used for short-
term endometrial thinning before ablation is
performed.* [SOR A, meta-analysis]
Antifibrinolytics significantly reduce heavy
menstrual bleeding. However, these agents are
used infrequently because of concerns about
safety (i.e., potential for thromboembolism).*
Intravenous administration of conjugated
estrogens (Premarin) mayberequiredinwomen
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withacuteuterinehemorrhage.*’ [SORB,single
randomized controlled study]

Surgical Management

When medical therapy fails or is contra-
indicated,surgicalinterventionmayberequired.
Hysterectomy is the treatment of choice when
adenocarcinoma is diagnosed, and this proce-
dure also should be considered when biopsy
specimens contain atypia.'> Hysterectomy and
various uterus-sparing surgical procedures for
the treatment of abnormal uterine bleeding are
beyond the scope of this article but are listed in
Table 5.

The authors indicate that they do not have any con-
flicts of interest. Sources of funding: none reported.
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