H| 8 S Xts=2 2




The FI

Termin

P Y 1 1 .°
Table 1 Menstrual Terminologies That Recent
Agreement Indicates Should Be Discarded®

Menorrhagia (all usages, including “essential menorrhagia,”

and Ab "Idiopathic menorrhagia,” "'primary menorrhagia,”’

lan S. Fraser,
and Malcolm

“functional menorrhagia,”” "ovulatory or anovulatory

menorrhagia’’)
Metrorrhagia
Hypermenorrhea
Hypomenorrhea
Menometrorrhagia
Polymenorrhea
Polymenorrhagia
Epimenorrhea
Epimenorrhagia
Metropathica hemorrhagica
Uterine hemorrhage
Dysfunctional uterine bleeding
Functional uterine bleeding

Normal
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ler, M.D.,3




Table 2 Acceptable Abbreviations Describing AU B
Menstrual Symptoms Established by Popular Usage

AUB: Abnormal uterine bleeding (the overarching symptom) H M B
HMB: Heavy menstrual bleeding

HPMB: Heavy and prolonged menstrual bleeding H PM B
IMB: Intermenstrual bleeding

PMB: Postmenopausal bleeding IM B

PMB

Table 3 Definitions of Bleeding Patterns That Can Be Used in Reference Period Analysis When Describing Patterns
Experienced by Women Using Hormonal Contraceptive Systems

Bleeding/spotting episode: One or more consecutive days on which bleeding or spotting has been entered on the diary card
Bleeding/spotting-free interval: One or more consecutive days on which no bleeding or spotting has been entered on the diary card
Bleeding/spotting segment: One bleeding/spotting episode and the immediately following bleeding/spotting-free interval
Reference period: The number of consecutive days on which the analysis is based (usually taken as 90 days for women using

long-acting hormonal systems and 28 or 30 days for women using once-a-month systems, including combined oral contraception)
Different types of analysis that can be undertaken on bleeding patterns within a reference period:

Number of bleeding/spotting (B/S) days

Number of bleeding/spotting episodes

Mean, range of lengths of bleeding/spotting episodes (or medians and centiles for box-whisker plot analysis)

Mean, range (medians and centiles) of lengths of bleeding/spotting-free intervals

Number of spotting days and spotting-only episodes

e —




Table 4 Revised Recommendations of Clinically Important Bleeding Patterns Based on an Analysis of Menstrual
Data from >1000 Normal Women'3

No bleeding: No days of bleeding/spotting entered throughout the reference period

Prolonged bleeding: >10 days in one episode
requent bleeding: >4 episodes in one S0-day reference period
Infrequent bleeding: <2 episodes in one 90-day reference period
Irregular bleeding: A range of varying lengths of bleeding-free intervals =17 days within one 90-day reference period

Table 5 Suggested ““Normal’ Limits for Menstrual Parameters in the Mid-Reproductive Years

Clinical Dimensions of Menstruation and Menstrual Cycle Descriptive Terms Normal Limits
Menstruation and menstrual cycle {5—95th percentiles)
Frequency of menses (days) Frequent

nfrequent
Regularity of menses, cycle to cycle
Variation over 12 months (days)

AOsen MO Dleeding
Irregular Variation >20 days
Duration of flow (days) Prolonged 8.0
Shortened c:4 5
Volume of monthly blood loss (mL) Heawvy

Limits are based primarily on the data of Snowden and Chistian,?' Belsey and Pinol,?* Treloar et al,%® and Hallberg et al?®. Each of these studies
provides somewhat different data.
Adapted from Fraser et al.?3
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PALM-COEIN Nomenclature for Abnormal Uterine
Bleeding

Angela Deneris, CNM, PhD

CEU

e Chronic AUB(menometrorrhagia and menorrhagia)

. abnormal uterine bleeding for at least 4 out of 6 months, with abnormal
bleeding expressed as increased volume, regularity, and/or timing.

« Acute AUB

‘a Slngle episode of severe uterine bleeding that is sufficient to
require immediate intervention to prevent further blood loss.
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« Intermenstrual bleeding (AUB/IMB) (metrorrhagia)

:uterine bleeding that occurs between regular menstrual cycles.
Intermenstrual bleeding may be either random or predictable.

- Heavy menstrual bleeding (AUB/HMB)

: the woman's description of increased menstrual volume that interferes with her
physical, emotional, and social quality of life.

. objectively defined by drop in hemoglobin and number of menstrual
products used, such as tampons and/or pads per day




Abnormal uterine bleeding (AUB)

e Heavy menstrual bleeding (HMB)

¢ Intermenstrual bleeding (IMB)

/\

PALM - Structural causes COEIN — Non-structural causes
Polyp Coagulability
Adenomyosis Ovulatory dysfunction
Leiomyoma Endometrial
Malignancy and hyperplasia Iatrogenic

Not yet classified

Figure 1. FIGO cdassification of abnormal uterine bleeding. Adapted from
Munro M, et al. Int J Gynaecol Obstet 2011;113:3-13.




Polyp

Adenomyosis

Leiomyoma

Submucous

Malignancy & hyperplasia

Other

Coagulopathy

Ovulatory dysfunction

Endometrial

latrogenic

Not otherwise classified

Leiomyoma
subclassification

system

SM - Submucous

o

Pedunculated intracavitary

<50% intramural

250% intramural

O - Other

Contacts endometrium; 100% intramural

Intramural

Subserous 250% intramural

Subserous <50% intramural

N OoOjlv sl WIN e

Subserous pedunculated

8

Other (specify e.g. cervical, parasitic)

Hybrid
leiomyomas

(impact both
endometrium and
serosa)

Two numbers are listed separated by a hyphen. By convention, the first
refers to the relationship with the endometrium while the second refers to

the relationship to the serosa. One example is below

2-5

Submucous and subserous, each with less
than half the diameter in the endometrial

and peritoneal cavities, respectively.
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Thic | Polyp Coagulopathy were
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sugges Le|omyoma P—— Endometrial FIGO
Tyge 5 |Malignancy & hyperplasia latrogenic W'ﬁe
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leilomy . _NOt otherw'!§e_dclaSS|ﬁeg -

Lelomyoma SM - Submucous 0 Pedunculated intracavitary
subclassification T Lo
system 2 |>50% intramural
O - Other 3 Contacts endometrium; 100% intramural
4 Intramural
5 Subserous 250% intramural
6 Subserous <50% intramural
\‘ 7 Subserous pedunculated
8 Other (specify e.g. cervical, parasitic)

Hybrid Two numbers are listed separated by a hyphen. By convention, the first

lei refers to the relationship with the endometrium while the second refers to

elomyomas the relationship to the serosa. One example is below

impact both s

i nd’:memum o 2-5 |Submucous and subserous, each with less

serosa) than half the diameter in the endometrial
and peritoneal cavities, respectively.




Focused assessment of abnormal uterine bleeding

Laboratory
Beta hCG

Complete blood count with platelets
Other laboratory testing as clinically indicated

e TSH

e Free testosterone

e Prolactin

e PTT/PT/fibrinogen or thrombin time or von Willebrand diagnostic panel if available at your laboratory
Imaging

TVS or SIS
Office endometrial sampling (as clinically indicated)
Office hysteroscopy (as clinically indicated)




Initial screening for an underlying disorder of hemostasis in patients with excessive
menstrual bleeding should be by a structured history:

1. Heavy menstrual bleeding since menarche

2. One of the following:
a. Post-partum hemorrhage
b. Surgical related bleeding
c. Bleeding associated with dental work

3. Two or more of the following symptoms:
a. Bruising 1-2 times/month
b. Epistaxis 1-2 times/ month
c. Frequent gum bleeding,
d. Family history of bleeding symptoms

A positive screen comprises any of the following (1) heavy bleeding since
menarche, one from list (2) or two or more from list (3). Patients with a positive

screen should be considered for further evaluation including consultation with a
hematologist and/or testing of von Willebrand factor and Ristocetin cofactor.

Kadir et al. Lancet 1998;351:485-9 Kouides et al. Fertil Steril 2005;84:1345-51

Figure 4. Screening for Coagulopathy.




MEDICAL MANAGEMENT OF
ABNORMAL UTERINE

BLEEDING

The medical management of abnormal
uterine bleeding in reproductive-aged
women

Linda D. Bradley, MD; Ndeye-Aicha Gueye, MD

JANUARY 2016 American Journal of Obstetrics & Gynecology




Medical options for treatment of abnormal uterine bleeding

Medication Regimen Efficacy  Contraindications (select list) Side effects (select list) Contraception
Hormonal
Combined Acute: monophasic pill 35 ug  High Pregnant, smoking (aged > 35 years Spotting, nausea, Yes
contraceptives  estradiol 3 times daily for and > 15 cigarettes/d), history of  headache, breast
1 week, then daily dosing for malabsorptive bariatric surgery, tenderness,
3 wks multiple risk factors for arterial breakthrough bleeding,
HMB: cyclic monophasic or cardiovascular disease (ie, older VTE, stroke, M
triphasic oral contraceptive age, smoking, diabetes, and
pills, extended or continuous hypertension), hypertension (systolic
monophasic oral contraceptive > 160 mm Hg or diastolic > 100
pill, transdermal patch or mm Hg), active or previous venous
vaginal ring or arterial thromboembolic disease,
known thrombogenic mutations, -
current or past ischemic heart
disease, stroke, complicated | /)-“—
vunhnilar hanrt dicnaen Q1 E wiith @ |

Monophasic Ocs

3times dally for 1weeks+da|Iy for 3weeks




Regimen

Efficacy

Medical options for treatment of abnormal uterine bleeding
Medication

Contraindications (select list)

Side effects (select list) Contraception

Conjugated

Acute: 25 mg IV every 4—6 h  High
for 24 h

Pregnant, active or previous venous
or arterial thromboembolic disease,
breast cancer

Use with caution in obese women

Spotting, nausea, No
headache, breast

tenderness,

breakthrough bleeding,

VTE, stroke, MI

Oral progestins

Acute: MPA 20 mg 3 times High
a day for 7 days

HMB: oral MPA (2.5—10 mg),
norethindrone (2.5—5 mg),
megestrol acetate (40—

320 mg), or micronized
progesterone (200—400 mg)
Without ovulatory dysfunction,
take 1 tablet daily starting day
5for21d

With ovulatory dysfunction, take
1 tablet daily for 2 wks every

4 wks

Pregnant, history of malabsorptive
bariatric surgery, liver disease or
tumor, breast cancer, current or past
ischemic heart disease®

Irregular bleeding No

AN N

ZEHIEE "

10mg

HMB: intrauterine placement  High
every 5, releases 20 ug/d

Pregnant, unexplained abnormal
vaginal bleeding, untreated cervical
or uterine cancer, large or distorted
cavity should sound to a depth of 6—
10 cm,” breast cancer, cervix or
uterus abnormalities, pelvic
inflammatory disease within 3 mo,
STl such as chlamydia or gonorrhea
within 3 mo, liver disease or tumor

Irreqular bleeding and Yes
spotting, cramping,

breast tenderness, mood
changes, acne, nausea,
decreased libido

ATHOL,

1_ —C
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Medical options for treatment of abnormal uterine bleeding

Medication Regimen Efficacy  Contraindications (select list) Side effects (select list) Contraception
Hormonal
DMPA HMB: 150 mg IM injection Low Pregnant, multiple risk factors for ~ Decreased bone mineral  Yes
everv 12 wks arterial cardiovascular disease (ie,  density, irregular
_ older age, smoking, diabetes, and  (reversible) bleeding,
S e — hypertension), current or past weight gain, amenorrhea,
Depoprovera® ischemic heart disease, stroke, bloating, breast
e hypertension with vasoulalr disease, tendemess, and fluid
o CAD, CVD, current or previous retention
history of breast cancer, liver
disease or tumor®
Leuprolide HMB: 3.75 mg IM monthly or  High Pregnant Hot flashes, sweating, No
acetate 11.25 mg IM every 3 mo and vaginal dryness
(effects minimized with
add-back therapy with
estrogen and progestins),
trabecular bone loss with
use for longer than 6 mo
(reversible)
Danazol HMB: 100—400 mg orally daily Low Pregnant, unexplained vaginal Weight gain, acne, No

(in divided doses)

bleeding, impaired hepatic, renal, or androgenic effects

cardiac function




Medical options for treatment of abnormal uterine bleeding (continued)

Medication Regimen

Efficacy  Contraindications (select list) Side effects (select list) Contraception

Meclomen 100mg every 8h daily x3-5days
Mefenamic acid 500mg every 12h x4-5days
Ibuprofen 600-800mg every 6-8h
Tranexamic acid 1.3g every 8h x5d
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HMB:

Yes

Seeking pregnancy
Interested in and
candidate for IUS
Yes

-

for CHCs?® or

Interested in and candidate

progestogens
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QANIS AR 240|900 AT HAUSE
cHe a2,

Hgb/Hct 5.7/17.3 g/d|
WBC: 17730/L, PIt: 223000/L, INR 1.17( 1)
AST/ALT 12/12 U/L
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PB Smear: Anisocytosis(+++), Hypochromia(+), Microcytosis(++),

Leukocytosis(slight), Neutrophilia (slight), Left shift maturation (+ a few

myelocytes)
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« 26M| { X} =X}, parity 0-0-0-0

°
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14 M A= 2 endobiopsy (local)
« L& 1708 ™ EEZ ->endobiopsy: endometrial polyp

- ZNAMN 2 XEH 2EY (2016.05)
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Hysteroscopy (2017.6)
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MEAA| : endometrium

[GROSS DESCRIPTION]
Several pale brown soft and rubbery tissue fragments, about 4.0 cc, are totally embedded.
[DIAGNOSIS]

"Endometrium”; Atypical glandular lesion.
[COMMENT]

FU (High Intensity Focused Ultrasound) X| &

[IMMUNOHISTOCHEMISTRY]

IH17-001723 Actin positive for stroma, I[H17-001723 CD10 positive for gland
IH17-001723 Desmin patchy positive, IH17-001723 Ki-67 20%

IH17-001789 ER positive, IH17-001789 PR positive

[COMMENT 1]

- —_ () - A
HIFUX| 22312 QICtD 3O 2 MOl 75 A S OjAISHE & AIAXL|CE gunsos
Endometriod carcinomal| 7ts48S8 HA 12{3] EOt0f L HOE AR L MMMTO| sk @

[COMMENT 2]
Endometriod carcinoma& ZIEtA| well-differentiated 2 grading
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AAES

Routine CBC & WBC Diff. Count

WBC Count
RBC Count
Hemoglobin
Hematocrit
Platelet count
WBC Diff. Count
Seg.-neutrophils
Lymphocytes
Monocytes
Eosinophils
Basophils

ANC 74t

RDW (Red cell Distribution Width)

PDW (Platelet Distribution Width)

MPV (Mean platelet Volume)

PCT (Platelatcrit)
Mean Corp Index
MCV

MCH

MCHC
P

4.0~10.0
3.5~49
12.0~16.0
36.0~45.0
140~400

45~75
20~50

2~9

0~2

11.5~145

9.8~16.2

9.4~125

0.15~04

84~99
26~33

31~35

2017-
11-28
04:01

6.1

311

25.8
122

57.8
30.7
7.9
34
0.2

3.53

16.7

12.2

0.15

83
289

349

2017-
11-27
06:00

7.2
3.26
9.2
27.1
126

92.3
54
21
0.1
0.1

6.65

17.6

121

0.15

831
282

339

2017-
11-27
00:35

631
2553
7.1
20.6
131

77.3
17.6
4.6

0.5

4.88

129

12.2

0.16

814
281

34.5

2017-
11-26
19:41

9.84

3.27

26.8
178

86.7
8.3
47
0.2
0.1

8.53

213

0.24

82

27.5

2017-
11-26
15:59

1314
3.52
9.9
28.8
158

814

5.6
0.5
0.2

10.7

17

123

0.19

81.8
281

344
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Polyp

Adenomyosis

Leiomyoma

Submucous

Malignancy & hyperplasia

Other

Coagulopathy

Ovulatory dysfunction

Endometrial

latrogenic

Not otherwise classified

Leiomyoma
subclassification

system

SM - Submucous

o

Pedunculated intracavitary

<50% intramural

250% intramural

O - Other

Contacts endometrium; 100% intramural

Intramural

Subserous 250% intramural

Subserous <50% intramural

N OoOjlv sl WIN e

Subserous pedunculated

8

Other (specify e.g. cervical, parasitic)

Hybrid
leiomyomas

(impact both
endometrium and
serosa)

Two numbers are listed separated by a hyphen. By convention, the first
refers to the relationship with the endometrium while the second refers to

the relationship to the serosa. One example is below

2-5

Submucous and subserous, each with less
than half the diameter in the endometrial

and peritoneal cavities, respectively.




Y. Levy-Zauberman et al. /] Gynecol Obstet Hum Reprod 46 (2017) 613-622

Medical management o : )
- Levonorgestrel-releasing 1US SLISPICICI‘I of coagulatlun disarder: tests
- Tranexamic acid Premenopausal AUB Hemoglobin level
- Estroprogestative pill
- NSAID PREC.
- Cyclic progestins ! Endometrial biopsy =40 vears
- GnRH agonists (temporary use) _
- Ulipristal acetate Ultrasonography +/- hysterosonography

Susp. of Focal lesion Adenomyosis
(Myoma, Polyp, unclear)
¥ ¥
Diagnostic hysteroscopy Medical management <45 yrs 445 yrs, unopposed
+/- operatory estrogens, treament
//I failure [ :
Medical management
Present Future l
Pol oma  Nothin desire for desire for 2P e
l‘fll My l\ q pregnancy  pregnancy | E"da}etrihmpsv |
DandC
Hysteroscopic Ulipristal ar Normal Pathology
resection acetate® Superficial
endometrectomy
Specific management
Medical management
v v

Control consult at 4-6 months +/- PBAC

D 2nd C = Dilatation and cureftage Assessment of treatment efficacy

* 3 months or sequential treatment

Fig. 4. Patient with further pregnancy project.



Nonsteroidal antiinflammatory drugs

Mefenamic acid 500 mg twice a day for 4 to 5 days

Naproxen 250 to 500 mg twice a day for 4 to 5 days

lbuprofen 600 to 1200 mg daily for 4 to 5 days
Antifibrinolytics®

Tranexamic acid (650 mg) 3 tabs (1.3 g) 3 times a day for 5 days

Acute bleeding: 10 mg/kg intravenously (IV) if available (maximum 600 mg/dose)

Hormonal treatments

Conjugated estrogens

Acute bleeding: 25 mg IV every 4 to 6 hours for 24 hours (follow with combined oral
contraceptive pills [OCPs])

Combined OCPs
Ethinyl estradiol combination pill (35 pg)®

Acute bleeding: 1 tablet 3 times a day for up to 7 days until bleeding decreases, then
taper

Progestins
Medroxyprogesterone acetate 5 to 10 mg daily for 12 to 14 days®

Acute bleeding: 10 mg every 4 hours (up to 80 mg/d for acute bleeding) then every 6 hours
for 4 days, then every 8 hours for 3 days, then every 12 hours for 2 days to 2 weeks, then
daily

Norethindrone 5 mg daily for 5-10 days®

Acute bleeding: 5 to 10 mg every 4 hours until bleeding stops, then every 6 hours for
4 days, then every 8 hours for 3 days, then every 12 hours for 2 days to 2 weeks, then daily

Levonorgestrel intrauterine system (approved for use for 5 years)

#Data from James AH, Kouides PA, Abdul-KadirR, et al. Evaluation and management of acute
menorrhagia in women with and without underlying bleeding disorders: consensus from an
international expert panel. Eur J Obstet Gynecol Reprod Biol 2011;158:124-34.

bData from American College of Obstetricians and Gynecologists. ACOG committee opinion
no. 557: management of acute abnormal uterine bleeding in nonpregnant reproductive-aged
women. Obstet Gynecol 2013;121(4):891-6.







