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VULVOVAGINAL DISEASE 
Vaginal 
microbiota 
in prepubescent 
girls differs 
between those 
with vulvovaginitis 
and those without

CONTRACEPTION
Young women 
better adhere to 
LARC vs SARC 
over time

LIFE TRANSITIONS 
Perimenopausal 
abnormal uterine 
bleeding

GYNECOLOGY
Drug duo boosts 
survival rate 
in advanced 
endometrial 
cancer
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COVID-19 
Vaccine FAQ
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IMPORTANT SAFETY INFORMATION 
WARNINGS AND PRECAUTIONS
Few cases (0.36%) of adverse reactions of cystitis, pyelonephritis and other upper urinary tract 
infection (UTI) have been reported in Phexxi® clinical studies. Of these, one case of pyelonephritis 
was considered serious and required hospitalization. Avoid use of Phexxi® in females of reproductive 
potential with a history of recurrent urinary tract infection or urinary tract abnormalities.
ADVERSE REACTIONS
Most common adverse reactions were vulvovaginal burning sensation, vulvovaginal pruritus, 
vulvovaginal mycotic infection, urinary tract infection, vulvovaginal discomfort, bacterial vaginosis, 
vaginal discharge, genital discomfort, dysuria, and vulvovaginal pain. 9.8% of male partners reported 
local discomfort.
Patients should be counseled on the following:
•  To contact and consult with their healthcare provider for severe or prolonged genital irritation 

or if experiencing urinary tract symptoms.
• To discontinue Phexxi® if they develop a local hypersensitivity reaction.
• That Phexxi® does not protect against HIV infection or other sexually transmitted infections.
• To avoid Phexxi® use with vaginal rings.

To report SUSPECTED ADVERSE REACTIONS, contact Evofem at toll-free phone 
1-833-EVFMBIO or you may contact FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
INDICATIONS AND USAGE 
Phexxi® (lactic acid, citric acid, and potassium bitartrate) vaginal gel 1.8%, 1%, 0.4% is indicated for 
the prevention of pregnancy in females of reproductive potential for use as an on-demand method 
of contraception.
LIMITATIONS OF USE
Phexxi® is not effective for the prevention of pregnancy when administered after intercourse.

Please see full Prescribing Information for Phexxi®.
Please see Brief Summary on the following page.

Phexxi is a registered trademark of Evofem Biosciences, Inc. 
Trademarks, registered or otherwise, are the property of their respective owner(s). 
© 2021 Evofem Biosciences, Inc.    •    EVFM-US-001042    •    January 2021    •   Produced in USA.

For Women Who Are
BEYOND HORMONES™

A non-hormonal prescription contraceptive 
vaginal gel that’s used in the moment

•  Prefer non-hormonal contraception 
because of unwanted side effects 
experienced with hormones

•  Currently use condoms or 
withdrawal method

•  Want an easily reversible method

•  Are likely to research contraceptive 
options and prefer methods that fit 
their healthy lifestyles

For the women in your 
practice who… 

How to 
prescribe Phexxi®

PHEXXI® VAGINAL GEL 
(5 g per applicator)
Sig: Administer 1 applicator intravaginally 
immediately before or up to 1 hour 
before EACH act of vaginal intercourse 
as needed.

Dispense:  # 12 applicators

NDC:  69751-100-12

Refill:  11

Discover all Phexxi® has to offer 
in an immersive experience

I’ve been looking for

    birth control options 
for years, but I just haven’t 
        found many choices.

hormone-free hormone-free 

pHinally, 
there’s

S:13.5"

S:9.75"

T:15.5"

T:10.5"

B:18"

B
:12"
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BRIEF SUMMARY: Consult the Package Insert for complete Prescribing 
Information

INDICATIONS AND USAGE
PHEXXI® is indicated for the prevention of pregnancy in females of  
reproductive potential for use as an on-demand method of contraception. 

LIMITATIONS OF USE
PHEXXI is not effective for the prevention of pregnancy when administered 
after intercourse.

WARNINGS AND PRECAUTIONS
Cystitis and Pyelonephritis
Among 2804 subjects who received PHEXXI in Studies 1 and 2, 0.36% 
(n=10) reported adverse reactions of cystitis, pyelonephritis, or other upper  
urinary tract infection (UTI). Of these, one case of pyelonephritis was  
considered serious and required hospitalization. Avoid use of PHEXXI in 
females of reproductive potential with a history of recurrent urinary tract 
infection or urinary tract abnormalities. 

ADVERSE REACTIONS
Clinical Trials Experience 
Because clinical trials are conducted under widely varying conditions,  
adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice.
The safety of PHEXXI (pre-filled applicator with 5-gram dose) has been 
evaluated in two clinical trials (Study 1 and Study 2) in 2804 subjects (over 
19,000 cycles of exposure). The racial/ethnic distribution was 66% White, 
27% Black or African American, 2% Asian, 1% American Indian or Alaska 
Native, 0.3% Native Hawaiian or Pacific Islander, and 5% other; 32% of 
the study population was Hispanic. Study 1 included a one-year extension 
phase where 342 U.S. subjects were exposed to PHEXXI for 13 cycles.
Hypersensitivity Reaction:
Of the 2804 PHEXXI-treated subjects in Studies 1 and 2, one subject reported a 
suspected drug hypersensitivity. Avoid PHEXXI use in females of reproductive 
potential with suspected hypersensitivity to the ingredients in PHEXXI.
The most common adverse reactions (≥10%) in the U.S. population in  
Studies 1 and 2 (n = 2480) were: vulvovaginal burning sensation (18.0%) and 
vulvovaginal pruritus (14.5%). The majority of these adverse reactions were 
mild and few led to discontinuation. Table 1 summarizes the most common 
adverse reactions (≥ 2%) reported by subjects using PHEXXI in the U.S.

Table 1.  Adverse Reactions that Occurred in ≥ 2% of Subjects Who Used 
PHEXXI to Prevent Pregnancy (Studies 1 and 2 – U.S. population only)

Adverse Reaction 

PHEXXI
(N=2480)

(%)

Vulvovaginal Burning Sensation 18.0
Vulvovaginal Pruritus 14.5
Vulvovaginal Mycotic Infection*  9.1 
Urinary Tract Infection†,‡  9.0
Vulvovaginal Discomfort  9.0
Bacterial Vaginosis  8.4
Vaginal Discharge  5.5
Genital Discomfort  4.1
Dysuria  3.1
Vulvovaginal pain  2.1

*Includes preferred terms (PT) vulvovaginal mycotic infection and vulvovaginal  
  candidiasis.
†Includes PTs urinary tract infection, streptococcal urinary tract infection, Escherichia 
 urinary tract infection, and urinary tract infection bacterial.
‡Does not include PTs cystitis, kidney infection, and pyelonephritis [see Warnings  
 and Precautions (5.1) of PHEXXI Full Prescribing Information]. 

Among subjects who used PHEXXI in Studies 1 and 2, 1.6% discontinued  
from the clinical trials due to an adverse reaction. The most common  
adverse reactions leading to study discontinuation were vulvovaginal  
burning sensation (0.7%); and vulvovaginal pruritus and vulvovaginal  
discomfort (0.1% each).

Adverse Reactions in Male Partners:
Among male partners of subjects who used PHEXXI for contraception  
in Study 2, 9.8% (131 of 1330) reported symptoms of local discomfort 
(burning, itching, pain, and “other”). Of these local discomfort symptoms, 
74.7% were mild, 21.4% were moderate, and 3.9% were severe. Two subjects 
discontinued participation in the study due to male partner symptoms.  

USE IN SPECIFIC POPULATIONS

Pregnancy
Risk Summary
There is no use for PHEXXI in pregnancy; therefore, discontinue PHEXXI 
during pregnancy. There are no data with the use of PHEXXI in pregnant 
women or animals. In the U.S. general population, the estimated background 
risk of major birth defects and miscarriage in clinically recognized pregnancies 
is 2 to 4 percent and 15 to 20 percent, respectively.

Lactation
Risk Summary
There are no data on the presence of lactic acid, citric acid, and potassium 
bitartrate or their metabolites in human milk, the effects on the breastfed 
infant, or the effects on milk production.

Pediatric Use
The safety and effectiveness of PHEXXI have been established in females of 
reproductive potential.
Efficacy is expected to be the same for post-menarchal females under the 
age of 17 as for users 17 years and older. The use of PHEXXI before menarche 
is not indicated.

PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling.

Advise the patient to read the Patient Information and FDA-approved patient 
labeling (Instructions for Use).

Advise the patient:
• To intravaginally administer the contents of one pre-filled single-dose 

applicator of PHEXXI before each episode of vaginal intercourse and to 
administer an additional dose if intercourse does not occur within one 
hour of administration [see Dosage and Administration (2.1) of PHEXXI 
Full Prescribing Information].

• To consult their healthcare provider for severe or prolonged genital irritation
[see Adverse Reactions (6.1) of PHEXXI Full Prescribing Information].

• To discontinue PHEXXI if they develop a local hypersensitivity reaction
[see Adverse Reactions (6.1) of PHEXXI Full Prescribing Information].

• To contact their health care provider if experiencing urinary tract symptoms
[see Warnings and Precautions (5.1) of PHEXXI Full Prescribing Information].

• That PHEXXI does not protect against HIV infection and other sexually
transmitted infections.

Manufactured for Evofem, Inc., 
a wholly owned subsidiary of Evofem Biosciences, Inc., 
12400 High Bluff Drive, Suite 600, San Diego, CA 92130
Phexxi is a registered trademark of Evofem Biosciences, Inc. 
© 2020 Evofem Biosciences, Inc.
U.S. Patent 6,706,276
REFDOC-001013

To report SUSPECTED ADVERSE REACTIONS,  
contact Evofem at toll-free phone 1-833-EVFMBIO  
or you may contact FDA at 1-800-FDA-1088  
or www.fda.gov/medwatch.
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CHAIRMAN’S LETTER
Remaining 
Vigilant for 2021

Inauguration Day now has passed and 

we are settling in to a new year and new 

administration with hopes that 2021 

will bring needed relief from the coronavi-

rus disease 2019 (COVID-19) pandemic. � e 

relief only will come with time, though the 

weariness may take much longer to mitigate 

than any virus. 

In her column this month, Editor in Chief 

Catherine Y. Spong, MD, gives her view and 

reminds us not to let down our guard, just 

yet. “We are constantly needing to remind 

ourselves and others to distance in break-

rooms, not eat together, and remain vigilant,” 

she writes. “We now have the vaccine, rolled 

out in di� erent strategies in each state, yet 

the uptake is not as robust as hoped. Vaccine 

roll-out has been challenging, with facilities 

wanting to protect the most vulnerable and 

ensure it is performed with the requisite so-

cial distancing.”

During a press conference on January 14, 

2021, the Infectious Disease Society of Amer-

ica (IDSA) discussed the poor rollout of the 

vaccine, with one expert comparing it to try-

ing to � ll a lake with a water hose. As logistics 

remain a challenge, it is even more important 

to remind your patients to continue masking, 

handwashing, and social distancing. 

While Americans wait, health care profes-

sionals are vetting questions from patients 

and others. Emily Adhikari, MD, addresses 

many of those questions in a COVID-19 FAQ 

we have included as a tear-out in this issue.

What questions are you hearing from pa-

tients or others? Let us know by contacting us 

at COGeditorial@mmhgroup.com. 

Mike Hennessy, Sr. 
Chairman and Founder, MJH Life Sciences
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EDITORIAL
by CATHERINE Y. SPONG, MD

W
e are nearing comple-
tion of 365 days of un-
precedented chaos, at 
least for me. Although 

experts in infectious disease have 
been thinking about and planning for 
an infectious disease outbreak of such 
magnitude, many—myself included—
had no expectation of it in our lifetime. 
Measures to stall the spread of corona-
virus disease 2019 (COVID-19) and the 
ensuing social isolation have trans-
formed the workplace, school, and 
home environments. 

� e availability of a COVID-19 vac-
cine has been touted as the start of the 
return to normal. Once the population 
is vaccinated and immunity is preva-
lent, we can anticipate life returning 

to something closer to what we once 
knew. � at said, I recognize that the 
de� nition of “normal” will be di� er-
ent than how I would have described 
it a year ago.

The number of COVID-19 cases 
continues to increase (Figure), in part 
due to recent holiday gatherings; new, 
more contagious strains of the COV-
ID-19 virus; and exhaustion with so-
cial distancing. � e strain of needing 
to continue isolation, wear masks, be 
diligent about hygiene has taken a toll. 
We must continually remind ourselves 
and others to stay socially distant in 
break rooms, not eat together, and re-
main vigilant.

� e vaccine now has been rolled 
out via different strategies in each 

state, yet the uptake is not as robust as 
hoped. Vaccine rollout has been chal-
lenging, with facilities wanting to pro-
tect the most vulnerable and ensure it 
is performed with the requisite social 
distancing. As we move to encourage 
vaccination, with the hope that this 
will stall spread, numerous questions 
and concerns are raised about the vac-
cine. Importantly, these concerns are 
not just among the lay public—many 
providers and hospital personnel also 
have questions and concerns. If health 
care workers, who clearly have seen 
the devastation of this virus, are not 
willing to accept vaccination, it will be 
di�  cult to sway the lay public.

Many of the concerns swirl on social 
media: “Will the vaccine impact fertil-

Here’s the View 
From My Knothole

Figure. COVID-19 cases and vaccinations (left axis) and new COVID-19 cases (right axis) in the 
United States. Data from Our World In Data.
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ity, hair growth or loss, or onset of Bell’s palsy?” Some 
have a grounding in the trials that led to the vaccine’s 
approval, and others seemingly appear without any ba-
sis in fact. In this issue of Contemporary OB/GYN®, Emily 
Adhikari, MD, medical director of Perinatal Infectious 
Diseases at Parkland Health and Hospital System and 
an assistant professor of obstetrics and gynecology at 
the University of Texas Southwestern Medical Center 
in Dallas, addresses these frequently asked questions. 
She has created a tear-out for our Well Woman section 

on Page 15, also available for download online, for your 
practice guidance.

We all need to understand the facts about vaccination; 
be role models of hygiene, masking, and social distanc-
ing; and talk with our coworkers, practitioners, family, 
and friends to address their questions about vaccination. 

I sometimes wonder if I am having a nightmare and 
will wake up to � nd all is well with the world, only to real-
ize that it is all too true. Recognizing that others, less in-
formed than we are, also may be experiencing the same 
thoughts means that we must continue to o� er hope and 
encouragement to our coworkers, patients, friends, and 
communities. Please stay strong and stand tall! 

Spong, editor in chief, is Professor and Vice Chair in the Depart-
ment of Obstetrics and Gynecology and Chief of the Division of 
Maternal-Fetal Medicine at UT Southwestern Medical Center in 
Dallas. She holds the Gillette Professorship of Obstetrics and 
Gynecology.
Email her at cspong@mjhlifesciences.com

FOR REFERENCES VISIT
contemporaryobgyn.net/normal2021

The number of COVID-19 cases
continues to increase, in part due
to recent holiday gatherings; new 

more contagious strains; and
exhaustion with social distancing.

WE WANT TO HEAR FROM YOU
Want to let Contemporary OB/GYN know what you 
thought of this month’s cover story? Feel like telling 
Dr. Spong what you thought of her editorial or how 
your practice is responding to COVID-19? 

Email Dr. Spong at CSpong@mjhlifesciences.com

Comment online at the bottom of 
any Contemporary OB/GYN article

Leave comments on our Facebook page:
facebook.com/ContempOBGYN

Follow us and tweet to @ContempOBGYN

The editors reserve the right to shorten or edit letters and comments.

.COM

COVID-19 Vaccine: Questions and answers 
for practicing ob/gyns and their patients

Senior Editor Angie DeRosa recently interviewed Emily 
Adhikari, MD, Medical Director of Perinatal Infectious 
Diseases at Parkland Hospital and an assistant 
professor of Obstetrics and Gynecology in the division 
of maternal-fetal medicine at the University of Texas 
Southwestern Medical Center in Dallas. During the 
interview, Adhikari dispelled many myths surrounding 
the vaccine’s effi cacy, safety, side effects, and more. 

Watch the full interview online at:
contemporaryobgyn.net/AdhikariQA 
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Defi nition
During a singleton gestation, plasma 
volume doubles (increasing approxi-
mately 1000 mL) and red blood cell 
(RBC) volume increases by 25% (300 
mL), with RBC production slightly be-
hind plasma expansion. � is results 
in a physiologic dilutional anemia 
of pregnancy, which reaches a nadir 
during the late second to early third 
trimester (Table 1). � e Centers for 
Disease Control and Prevention de-
� nes anemia as a hemoglobin (Hb) 
below the � fth centile for a healthy, 
iron-supplemented population. � is 
translates to a threshold of Hb less 
than 11 g/dL in the � rst and third tri-

mesters and less than 10.5 g/dL during 
the second trimester. Rates of anemia 
in pregnancy vary widely between dif-
ferent populations and socioeconom-
ic classes.

Consequences
In developed countries, maternal 
anemia has been associated with in-
creased risk of preterm birth and low 
birth weight infants, as well as neona-
tal and perinatal death. In addition, 
maternal complications associated 
with anemia include preeclampsia, 
cesarean delivery, postpartum de-
pression, and an increased likelihood 
for transfusion, either intrapartum or 

postpartum, despite equivalent blood 
loss. Women with anemia are asymp-
tomatic or describe vague symptoms 
such as fatigue and palpitations; 
therefore, screening for anemia dur-
ing pregnancy is recommended re-
gardless of symptoms. 

Diagnostic Work-up and 
Treatment
Causes of anemia may be classi� ed 
by pathophysiology, such as compar-
ing acquired versus inherited causes 
or mechanisms of anemia such as 
decreased RBC production versus in-

Snapshot: Protocol 11 - Maternal Anemia

AUTHOR: Elaine Duryea, MD is an assistant professor in the Department 
of Obstetrics and Gynecology at UT Southwestern Medical Center 
and medical director of the Maternal-Fetal Medicine Clinic at Parkland 
Health and Hospital System. 

SYNOPSIS: A comprehensive review of all causes of anemia may be 
intimidating, and many available algorithms are not high yield when 
evaluating pregnant women. The protocol presented provides an 
algorithm for the initial evaluation of anemia in pregnancy, with 
treatment algorithms for the most common causes in pregnancy. 
Women who do not meet one of the defi nitions provided below are 
best managed in consultation with a hematologist.

Read the complete chapter now. contemporaryobgyn.net/MatAnemiaCH

BUY THE BOOK 
VISIT WILEY.COM AND ENTER THE ISBN

[978-1-119-63526-0]

Protocols for High-Risk 
Pregnancies, 7th Edition
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creased destruction. In clinical prac-
tice, more often the evaluation of ma-
ternal anemia starts with the mean 
corpuscular volume, based on which 
anemias are defined as microcytic (< 
80 fL), normocytic (80-100 fL), or mac-
rocytic (> 100 fL; Figure 1).

Macrocytic Anemia
Figure 1 shows the appropriate work-
up for the search of causes in the pres-
ence of macrocytic anemia. 

VITAMIN B12 DEFICIENCY is rare, as most 
healthy individuals have 2 to 3 years’ 
storage available in the liver. However, 
vitamin B

12
 deficiency can be encoun-

tered in individuals who have under-
gone bariatric surgery with partial 
gastric resection and are noncompli-
ant with recommended vitamin B

12
 

supplementation (350 µg/day sublin-
gually plus 1000 µg intramuscular ev-
ery 3 months if needed), in individuals 
with pernicious anemia (an extremely 
uncommon autoimmune disease in 
women of reproductive age that is di-
agnosed by the presence of serum in-
trinsic factor antibodies), and in indi-
viduals with malabsorption (eg, Crohn 
disease or ileal resection). 

FOLATE DEFICIENCY is less common today 
given the supplementation of foods 
with folate and universal folic acid 
supplementation in pregnancy. Rec-
ommended folate requirements are 
400 µg/day during pregnancy, with 
higher doses recommended in the 
presence of multiple gestations, with 
hemolytic disorders such as sickle cell 
anemia or thalassemia, and in patients 
taking antiepileptic drugs or sulfa 
drugs (eg, sulfasalazine). In addition 
to macrocytic anemia, folate deficien-
cy may also cause thrombocytopenia. 

    Table 1        Changes in Laboratory Values in Pregnancya

Nonpregnant women Pregnant women

Hemoglobin (g/dL) 12-16 11-14

Hematocrit 36-46% 33%-44%

RBC count (× 106/mL) 4.8 4.0

MCV (fL) 80-100 Unchanged

MCHC 31%-36% Unchanged

Reticulocytes (× 109/L) 50-150 Unchanged

Ferritin (ng/mL) > 25 > 20

RDW 11%-15% Unchanged

MCHC, mean corpuscular hemoglobin concentration; MCV, mean corpuscular volume; RBC, red 
blood cell; RDW, red cell distribution width. 
aAdapted from ACOG Practice Bulletin No. 107, 2009, with permission from Lippincott Williams & 
Wilkins.

  Table 2    Oral Preparations for Therapy of Iron Deficiency Anemia

Type of iron Elemental 
iron (mg) Brand

Ferrous fumarate 64-200 Femiron, Feostat, Ferretts, Fumasorb, 
Hemocyte, Ircon, Nephro-Fer, Vitron-C

Ferrous sulfate 40-65 Chem-Sol, Feosol, Fer-gen-sol, Fer-in-sol, 
Ferro-Gradumet, Ferosul, Ferratab, Fer-
raTD, Ferro-Bob, Ferrospace, Ferro-Time, 
Mol-Iron, Slow FE, Yieronia

Ferrous gluconate 38 Fergon, Ferralet, Simron

Ferric 50-150 Ferrimin, Fe-Tinic, Hytinic, Niferex, Nu-Iron

aAdapted from ACOG Practice Bulletin No. 107, 2009, with permission from Lippincott Williams & Wilkins.

If a diagnosis of folate deficiency is 
made or the woman had a prior preg-
nancy affected by a neural tube defect, 
the recommended dose of folic acid 
is 4 mg/day. Anemia due to folate or 
B

12
 deficiency should respond briskly, 

with an elevated reticulocyte count, 
within 4 to 7 days of beginning treat-
ment. In the case of macrocytic ane-
mia with normal folate and vitamin 
B

12
 levels, a consultation with a hema-

tologist is indicated for bone marrow 
biopsy.

Normocytic Anemia
The recommended laboratory evalu-
ation for normocytic anemia is dis-
played in Figure 2. A high reticulocyte 
count indicates either hemolysis or 
blood loss with resultant bone mar-
row activation. If a normocytic anemia 
with an elevated reticulocyte count is 
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found, a careful history and evalua-
tion of laboratory studies for hemo-
lysis, such as Coombs test, peripheral 
smear, and lactate dehydrogenase 
level, are recommended. A normal 
or low reticulocyte count in the set-
ting of anemia raises concern for iron 
deficiency (a ferritin level < 10-15 μg/
dL is diagnostic) or bone marrow sup-
pression/disorders. Low reticulocyte 
count with normal or high serum fer-
ritin levels can be seen in the presence 
of hypothyroidism or chronic disor-
ders, such as inflammatory bowel dis-
ease, systemic lupus erythematosus, 
granulomatous infections, malignant 
neoplasms, and rheumatoid arthri-

tis. Hematology consultation for fur-
ther assessment is indicated in these 
circumstances.

Mixed nutritional deficiencies (fo-
late and iron) may lead to normocyt-
ic anemia in pregnancy, but routine 
supplementation makes the probabil-
ity of such a scenario low. If concern 
for a mixed nutritional deficiency does 
arise, the red cell distribution width 
(RDW), a marker of increased vari-
ability in red cell size or anisocytosis, 
is a useful indicator because an RDW 
greater than 15% indicates the pres-
ence of nutritional deficiencies. 

Microcytic Anemia
Most cases of microcytic anemia in 
pregnancy are due to iron deficiency 
anemia. Evaluation of a ferritin level 
should be the next step in evaluation. 
Serum ferritin is the most sensitive 
and specific screening test for iron de-
ficiency (with < 10-15 μg/dL indicating 
depleted iron stores). If serum ferritin 
is normal or high, the next step is he-
moglobin electrophoresis to evaluate 
for a thalassemia. Such situations usu-
ally warrant consultation with a he-
matologist for further evaluation and 
bone marrow biopsy as indicated.  

Iron Supplementation 
in Pregnancy
In a typical singleton gestation, ma-
ternal iron requirements (including 
blood volume expansion as well as fe-
tal and placental requirements) aver-
age 1 g for the entire pregnancy, with 
this requirement further increased in 
the setting of multiple gestations. In a 
landmark study of healthy, nonane-
mic, menstruating young women who 
agreed to bone marrow biopsy, 66% 
had inadequate iron stores. For the 
above reasons, and because gastro-

intestinal adverse effects (AEs) of oral 
iron supplementation (constipation, 
nausea, and diarrhea) are negligible 
with doses less than 45 to 60 mg, sup-
plementation with elemental iron (30 
mg/day) is recommended for all preg-
nant women in the United States, re-
gardless of indices. Supplementation 
should be continued until 3 months 
postpartum in areas with high preva-
lence of anemia. 

A review of randomized clinical tri-
als (most performed in Western coun-
tries) shows that routine supplemen-
tation in nonanemic women results in 
higher maternal Hb levels at term and 
1-month postpartum, higher serum 
ferritin levels, lower rates of anemia 
at term (relative risk [RR] = 0.26) and 
of iron deficiency anemia in particu-
lar (RR = 0.33), and higher serum fer-
ritin levels in the infants. However, no 
differences are noted in most clinical 
outcomes (such as preterm birth, pre-
eclampsia, or need for transfusion), 
birth weight, small for gestational age, 
perinatal mortality, or need for admis-
sions to neonatal intensive care unit.

Treatment of Iron 
Deficiency Anemia
Compared with routine supplemen-
tation in pregnancy, higher doses of 
iron are required for the treatment of 
maternal anemia (up to 200 mg/day). 

ORAL IRON therapy is most often utilized, 
with a list of the most commonly avail-
able formulations in Table 2. Enter-
ic-coated forms should be avoided 
because they are poorly absorbed. 
Absorption is increased by intake of 
iron on an empty stomach and with 
vitamin C or orange juice. Although 
several trials have been conducted to 
compare iron formulations, it is not 

Figure 1. Causes of Maternal Anemia 
Classified by MCV

AZT, azidothymidine; 
MCV, mean corpuscular volume.

MICROCYTIC (MCV < 80fL)
Thalassemia

Anemia of chronic disease
Iron deficiency
Lead poisoning

NORMOCYTIC (MCV 80-100 fL)
Hemorrhage

Anemia of chronic disease
Bone marrow suppression

Thyroid disease
Autoimmune hemolytic

Hereditary spherocytosis
Paroxysmal nocturnal hemoglobinuria

MICROCYTIC (MCV > 100fL)
Folate & B12 deficiency 

(liver disease, ethanol abuse)
Drug-induced (AZT)

Acute myelodysplastic syndrome
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possible to assess the efficacy of the 
treatments due to the use of different 
drugs, doses, and routes. Gut absorp-
tion decreases with increasing doses 
of iron; therefore, it is best to divide 
the total daily dose into 2 or 3 doses. 
A relationship is present between dose 
of oral iron and gastrointestinal AEs, 
with worsening of symptoms as dose 
increases, with such AEs leading to 
discontinuation of therapy in 50% of 
women. To encourage adherence, it is 
important to minimize AEs by increas-
ing the dose gradually, with larger 
doses in the evening, and considering 
the use of an iron sulfate elixir, which 
allows more gradual titration of dose. 
Stool softeners are often required to 
prevent constipation. Serum reticulo-
cyte count should be elevated within 7 
to 10 days of treatment initiation, with 
a slower improvement in Hb levels. 
Expect Hb deficit to halve in 1 month 
and normalize 6 to 8 weeks after ini-
tiation of treatment. To replenish iron 
stores, oral therapy should be contin-
ued for 3 months after the anemia has 
been corrected.

INTRAVENOUS (IV) IRON therapy is gener-
ally reserved for women who cannot 
or will not take oral iron preparations. 
Hb indices are equivalent after 40 
days of treatment in women receiving 
IV iron therapy as compared to those 
receiving oral therapy, but the rate of 
rise is more rapid in women receiving 
IV therapy. Randomized trials have 
not shown significant differences be-
tween the 2 forms of supplementation 
in need for maternal blood transfu-
sion, in neonatal birth weight, or in 
neonatal anemia, and findings have 
demonstrated a preference for oral 
supplementation among most wom-
en. Therefore, IV therapy is indicated 

only in patients with severe anemia 
with intolerance to oral therapy or 
malabsorption. Iron dextran is asso-
ciated with a greater risk of anaphy-
laxis and is not recommended in light 
of other available formulations with a 
lower risk of allergic reaction.

ERYTHROPOIETIN is not indicated in the 
treatment of iron deficiency anemia 
unless the anemia is caused by chron-
ic renal failure or other serious chron-
ic medical conditions; it is expensive, 

with many associated AEs, so its use 
should be reserved for treatment by a 
hematologist.

BLOOD TRANSFUSION is indicated only for 
anemia associated with hypovolemia 
from blood loss or in preparation for 
a cesarean delivery in the presence of 
severe anemia.

FOR REFERENCES VISIT  
contemporaryobgyn.net/MatAnemia

Figure 2. Algorithm for Evaluation of Normocytic Anemia

Figure 3. Algorithm for Evaluation of Microcytic Anemia

RETICULOCYTE COUNT
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Hemolysis or blood loss

Iron deficiency

Iron deficiency

Heterozygote 
beta thalassemia
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HIGH 
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HIGH 
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HEMOGLOBIN 
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BONE MARROW BIOPSY
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MARROW 
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FREE 
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PROTOPORPHYRIN

DNA PROBE 
FOR ALPHA 

THALASSEMIA
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IF INDICATED (COOMBS TEST, 
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PERIPHERAL SMEAR)

HbA2, hemoglobin A2; HbF, hemoglobin F.
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to TherapeuticsMD, Inc.
© 2020 TherapeuticsMD, Inc. All rights reserved.
ANVA-20142.3     12/2020

References: 1. Annovera® [Full Prescribing Information]. Boca Raton, FL: TherapeuticsMD, 
Inc; 2020. 2. Vieira CS, Fraser IS, Plagianos MG, et al. Bleeding profile associated with 1-year 
use of the segesterone acetate/ethinyl estradiol contraceptive vaginal system: pooled
analysis from Phase 3 trials. Contraception. 2019;100(6):438-444. doi: 10.1016/j.
contraception.2019.07.145. 3. Kumar N, Koide SS, Tsong YY, Sundaram K. Nestorone®: a 
progestin with a unique pharmacological profile. Steroids. 2000;65:629–636. 4. Merkatz 
RB, Plagianos M, Hoskin E, et al. Acceptability of the Nestorone®/ethinyl estradiol 
contraceptive vaginal ring: development of a model; implications for introduction. 
Contraception. 2014;90(5):514–521. doi:10.1016/j.contraception.2014.05.015. 

One ANNOVERA, One Prescription, One Full Year of CONTRACEPTION*

REDEFINE LONG-TERM CONTRACEPTION
MEET ANNOVERA.

ANNOVERA. OWNED AND OPERATED BY HER ALL YEAR LONG.

AnnoveraHCP.com

ANNOVERA (segesterone acetate and ethinyl estradiol vaginal system) is the 
only long-lasting, reversible birth control that doesn't require a procedure1

Empower her to be in control of her fertility and menstruation
with a predictable bleeding profile1,2*†

The only hormonal birth control with a non-androgenic progestin, 
segesterone acetate, and 13 mcg of ethinyl estradiol—making it one of the 
lowest dose combination hormonal contraceptives on the market1,3**

97.3% effective and high patient satisfaction:
~90% of women in the clinical trial were satisfied with ANNOVERA4‡

Covered by the Majority of Health Plans
Most Patients Pay $0

* For each cycle, ANNOVERA is inserted for 21 continuous days and then removed for 7 days for 13 cycles.
† 5-10% of females experienced unscheduled bleeding and/or spotting for ~1 day or less per 28-day cycle.
** Based on pharmacological studies in animals and in vitro studies. The clinical significance of these data is not known.
‡ In an ANNOVERA Phase 3 study, a product acceptability questionnaire was administered and completed at the end of Cycle 3

(n=1036). Results based on data from 905 subjects in the areas of ease-of-use, expulsion, side effects, and sex/intercourse.
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ANNOVERA® (segesterone acetate and ethinyl estradiol 
vaginal system)

BRIEF SUMMARY OF PRESCRIBING INFORMATION
This Brief Summary does not include all the information needed 
to use ANNOVERA safely and effectively. Please visit 
ANNOVERA.com/pi.pdf for Full Prescribing Information (PI).

INDICATIONS AND USAGE
ANNOVERA is indicated for use by females of reproductive 
potential to prevent pregnancy.
Limitations of Use: ANNOVERA has not been adequately studied 
in females with a BMI >29 kg/m2.

DOSAGE AND ADMINISTRATION
One ANNOVERA is inserted in the vagina. The vaginal system 
must remain in place continuously for 3 weeks (21 days) 
followed by a 1-week (7-day) vaginal system-free interval. 
One vaginal system provides contraception for thirteen 28-day 
cycles (1 year). Follow instructions for starting ANNOVERA, 
including switching from other contraceptive methods, and 
use after abortion, miscarriage, or childbirth [see How to Start 
ANNOVERA (2.2) in PI].
Contraceptive efficacy of ANNOVERA may be reduced if a 
woman deviates from the recommended use. If ANNOVERA is 
out of the vagina for more than 2 continuous hours or more than 
2 cumulative hours during the 21 days of continuous use, then 
back-up contraception, such as male condoms or spermicide, 
should be used until the vaginal system has been in the vagina 
for 7 consecutive days.

CONTRAINDICATIONS
ANNOVERA is contraindicated in females who are known to have 
the following conditions: • A high risk of arterial or venous 
thrombotic diseases. Examples include females who are known 
to: smoke, if over age 35; have current or history of deep vein 
thrombosis or pulmonary embolism; have cerebrovascular 
disease; have coronary artery disease; have thrombogenic 
valvular or thrombogenic rhythm diseases of the heart  
(for example, subacute bacterial endocarditis with valvular 
disease,  or atrial fibrillation); have inherited or acquired 
hypercoagulopathies; have uncontrolled hypertension or 
hypertension with vascular disease; have diabetes mellitus and 
are over age 35, diabetes mellitus with hypertension or vascular 
disease, or other end-organ damage, or diabetes mellitus of 
>20 years duration; have headaches with focal neurological 
symptoms, migraine headaches with aura, or are over age 35 
with any migraine headaches. • Current or history of breast 
cancer or other estrogen- or progestin-sensitive cancer. • Liver 
tumors, acute hepatitis, or severe (decompensated) cirrhosis. 
• Undiagnosed abnormal uterine bleeding. • Hypersensitivity to 
any of the components of  ANNOVERA. Hypersensitivity reactions 
reported include: throat constriction, facial edema, urticaria, 
hives, and wheezing. • Use of Hepatitis C drug combinations 
containing ombitasvir/paritaprevir/ritonavir, with or without 
dasabuvir, due to the potential for alanine transaminase 
(ALT) elevations.

WARNINGS AND PRECAUTIONS
Thromboembolic Disorders and Other Vascular Conditions
Females are at increased risk for a venous thrombotic event 
(VTE) when using ANNOVERA.
Stop ANNOVERA if a thrombotic or thromboembolic event occurs, 
or unexplained loss of vision, proptosis, diplopia, papilledema, or 
retinal vascular lesions and evaluate for retinal vein thrombosis 
immediately. Stop ANNOVERA at least 4 weeks before and 
through 2 weeks after major surgery. Start ANNOVERA no earlier 
than 4 weeks after delivery in females who are not breastfeeding. 
Before starting ANNOVERA, consider history and risk factors 
of thrombotic or thromboembolic disorders. ANNOVERA is 
contraindicated in females with a high risk of arterial or venous 
thrombotic/thromboembolic diseases.
Arterial Events
Consider cardiovascular risk factors before initiating in all 
females, particularly those over 35 years. CHCs increase the 
risk of cardiovascular events and cerebrovascular events, such 
as stroke and myocardial infarction. The risk is greater among 
older females (>35 years of age), smokers, and females with 
hypertension, dyslipidemia, diabetes, or obesity.
Venous Events
The use of CHCs increases the risk of VTE, such as deep vein 
thrombosis and pulmonary embolism. Risk factors for VTEs 
include smoking, obesity, and family history of VTE, in addition 
to other factors that contraindicate use of CHCs. The rates of 
VTE are even greater during pregnancy, and especially during 

the postpartum period. The risk of VTE is highest during the first 
year of CHC use and when restarting hormonal contraception 
following a break of 4 weeks or longer. The risk of VTE due to 
CHCs gradually disappears after use is discontinued.
Liver Disease
Impaired Liver Function
ANNOVERA is contraindicated in females with acute hepatitis or 
severe (decompensated) cirrhosis of the liver. Discontinue 
ANNOVERA if jaundice develops. Acute liver test abnormalities 
may necessitate the discontinuation of ANNOVERA use until the 
liver tests return to normal and ANNOVERA causation has 
been excluded.
Liver Tumors 
ANNOVERA is contraindicated in females with benign or 
malignant liver tumors. Hepatic adenomas are associated 
with CHC use (estimated 3.3 cases/100,000 CHC users). 
Rupture of hepatic adenomas may cause death through 
intra-abdominal hemorrhage. 
Risk of Liver Enzyme Elevations with Concomitant 
Hepatitis C Treatment
Stop ANNOVERA prior to starting therapy with the combination 
drug regimen ombitasvir/paritaprevir/ritonavir with or without 
dasabuvir. ANNOVERA can be restarted 2 weeks following 
completion of treatment with the Hepatitis C combination 
drug regimen.
Hypertension
ANNOVERA is contraindicated in females with uncontrolled 
hypertension or hypertension with vascular disease. For all 
females, including those with well-controlled hypertension, 
monitor blood pressure at routine visits and stop ANNOVERA if 
blood pressure rises significantly.
Age-Related Considerations
The risk for cardiovascular disease and prevalence of risk factors 
for cardiovascular disease increase with age. Certain conditions, 
such as smoking and migraine headache without aura, that do 
not contraindicate CHC use in younger females, are 
contraindications to use in women over 35 years of age. 
Consider the presence of underlying risk factors that may 
increase the risk of cardiovascular disease or VTE, particularly 
before initiating ANNOVERA for women over 35 years, such as 
hypertension, diabetes, dyslipidemia, and obesity.
Gallbladder Disease
Studies suggest a small increased relative risk of developing 
gallbladder disease among CHC users. Use of CHCs may also 
worsen existing gallbladder disease. A past history of CHC-
related cholestasis predicts an increased risk with subsequent 
CHC use. Females with a history of pregnancy-related cholestasis 
may be at an increased risk for CHC-related cholestasis.
Adverse Carbohydrate and Lipid Metabolic Effects
Hyperglycemia
ANNOVERA is contraindicated in diabetic females over age 35, 
or females who have diabetes with hypertension, nephropathy, 
retinopathy, neuropathy, other vascular disease, or females 
with diabetes of >20 years duration. ANNOVERA may decrease 
glucose tolerance. Carefully monitor prediabetic and diabetic 
females who are taking ANNOVERA.
Dyslipidemia
Consider alternative contraception for females with uncontrolled 
dyslipidemia. ANNOVERA may cause adverse lipid changes. 
Females with hypertriglyceridemia, or a family history thereof, 
may be at an increased risk of pancreatitis when 
using ANNOVERA.
Headache
ANNOVERA is contraindicated in females with certain headaches. 
Evaluate new or significant changes in headaches, including 
migraines, and discontinue ANNOVERA if indicated. 
Bleeding Irregularities and Amenorrhea
Females using ANNOVERA may experience unscheduled 
(breakthrough) bleeding and spotting, especially during the first 
month of use. If unscheduled bleeding occurs or persists, check 
for causes such as pregnancy or malignancy. 
Based on subject diaries from the two clinical efficacy trials of
ANNOVERA, 5–10% of females experienced unscheduled 
bleeding per 28-day cycle. A total of 41 subjects (1.7%) 
discontinued use due to menstrual disorders including 
metrorrhagia, menorrhagia, and abnormal withdrawal bleeding.
Females who are not pregnant and use ANNOVERA may 
experience amenorrhea. Based on subject diary data from two 
clinical trials for up to 13 cycles, amenorrhea occurred in 3–5% 
of females per cycle using ANNOVERA and in 0.9% of females in 
all 13 cycles. If scheduled bleeding does not occur, consider the 
possibility of pregnancy. 
Depression
Carefully observe females with a history of depression and 
discontinue ANNOVERA if depression recurs to a serious degree.
Cervical Cancer
Some studies suggest that CHCs are associated with an increase 
in the risk of cervical cancer or intraepithelial neoplasia.
Effect on Binding Globulins
The estrogen component of ANNOVERA may raise the serum 
concentrations of thyroxine-binding globulin, sex hormone-
binding globulin, and cortisol-binding globulin. The dose of 
replacement thyroid hormone or cortisol therapy may need to 
be increased.

Hereditary Angioedema
In females with hereditary angioedema, exogenous estrogens
may induce or exacerbate symptoms of angioedema.
Chloasma
Chloasma may occur with ANNOVERA use, especially in females 
with a history of chloasma gravidarum. Advise females who tend 
to develop chloasma to avoid exposure to the sun or ultraviolet 
radiation while using ANNOVERA.
Toxic Shock Syndrome (TSS)
If a patient exhibits signs/symptoms of TSS, consider the 
possibility of this diagnosis, remove ANNOVERA, and initiate 
appropriate medical evaluation and treatment.
Vaginal Use
Some females are aware of the vaginal system on occasion 
during the 21 days of use or during coitus, and partners may 
feel the vaginal system during coitus. ANNOVERA may not be 
suitable for females with conditions that make the vagina more 
susceptible to vaginal irritation or ulceration. Vaginal and cervical 
erosion and/or ulceration has been reported in females using 
other contraceptive vaginal devices. In some cases, the ring 
adhered to vaginal tissue, which necessitated removal by a 
healthcare provider.

ADVERSE REACTIONS
Clinical Trial Experience
Most Common Adverse Reactions
In clinical trials, adverse reactions reported in by ≥5% of 
ANNOVERA-treated subjects include: headache, including 
migraine (38.6%); nausea/vomiting (25.0%); vulvovaginal 
mycotic infection/vaginal candidiasis (14.5%); abdominal pain/
lower/upper (13.3%); dysmenorrhea (12.5%); vaginal discharge 
(11.8%); UTI/cystitis/pyelonephritis/genitourinary tract infection 
(10.0%); breast pain/tenderness/discomfort (9.5%); 
metrorrhagia/menstrual disorder (7.5%); diarrhea (7.2%); 
and genital pruritus (5.5%).
Adverse Reactions Leading to Discontinuation
Among subjects using ANNOVERA for contraception, 12% 
discontinued from the clinical trials due to an adverse reaction. 
Adverse reactions leading to discontinuation by ≥1% of 
ANNOVERA-treated subjects, include: metrorrhagia/menorrhagia 
(1.7%); headache, including migraine (1.3%), vaginal discharge/
vulvovaginal mycotic infections (1.3%); nausea/vomiting (1.2%). 
In addition, 1.4% of subjects discontinued ANNOVERA use due to 
vaginal system expulsions.
Serious Adverse Reactions
Serious adverse reactions occurring in ≥2 subjects were: VTEs 
(deep venous thrombosis, cerebral vein thrombosis, pulmonary 
embolism); psychiatric events; drug hypersensitivity reactions; 
and spontaneous abortions.

DRUG INTERACTIONS
Drugs or herbal products that induce certain enzymes, including 
CYP3A4, may decrease the effectiveness of ANNOVERA or
increase breakthrough bleeding. Counsel patients to use a 
backup or alternative method of contraception when enzyme 
inducers are used with ANNOVERA. Do not co-administer 
ANNOVERA with HCV drug combinations containing ombitasvir/
paritaprevir/ritonavir, with or without dasabuvir, due to potential 
for ALT elevations.

USE IN SPECIFIC POPULATIONS
Pregnancy
Discontinue ANNOVERA if pregnancy occurs.
Lactation
Not recommended for nursing mothers; can decrease milk 
production.
Pediatric Use
Safety and efficacy of ANNOVERA have been established in 
women of reproductive age. Efficacy is expected to be the same 
for postpubertal adolescents under the age of 18 as for users 
18 years and older. Use of ANNOVERA before menarche is 
not indicated.
Geriatric Use
ANNOVERA has not been studied in females who have reached 
menopause and is not indicated in this population.
Hepatic Impairment
No studies have been conducted to evaluate the effect of hepatic 
impairment on the disposition of ANNOVERA. Acute or chronic 
disturbances of liver function may necessitate the discontinuation 
of CHC use until markers of liver function return to normal and 
CHC causation has been excluded.
Renal Impairment
No studies were conducted in subjects with renal impairment; 
ANNOVERA is not recommended in patients with 
renal impairment.
Body Mass Index (BMI)/Body Weight
The safety and efficacy of ANNOVERA in females with a BMI 
>29 kg/m2 have not been adequately evaluated because this 
subpopulation was excluded from the clinical trials after 2 VTEs 
occurred in females with a BMI > 29 kg/m2. Higher body weight 
is associated with lower systemic exposure of SA and EE. 

WARNING: CIGARETTE SMOKING AND SERIOUS 
CARDIOVASCULAR EVENTS
Cigarette smoking increases the risk of serious 
cardiovascular events from combination hormonal 
contraceptive (CHC) use. This risk increases with age, 
particularly in females over 35 years of age, and with 
the number of cigarettes smoked. For this reason, 
CHCs should not be used by females who are over 
35 years of age and smoke.

ANVA-20159.3  02/2020

Manufactured for: TherapeuticsMD, Inc. 
Boca Raton, FL 33431
Based on  ANVA-LAB-20001.2  01/2020
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Once vaccinated,  
do I need to wear a mask?
	� �Although�the�vaccines�are�highly�
protective,�neither�Pfizer�nor�Moderna�
vaccines�provide�100%�efficacy.��
We�need�more�information�to�tell�
whether�a�vaccinated�person�can�
become�infected�without�symptoms,�
or�still�pass�the�virus�to�others.�This�is�
being�studied�but�it�means�we�still�have�
to�wear�masks�after�vaccination.�

Can I get another vaccine  
at the same time as  
the COVID vaccine?
	� �The�recommendation�is�to�adminis-
ter�the�COVID-19�vaccine�alone,�with�
minimal�interval�of�14�days�from�other�
vaccines.�If�accidentally�done,�neither�
vaccine�should�be�re-administered.4

What if I miss the window  
for the second dose?
	� �For�either�vaccine,�if�you�miss�the�
recommended�timeframe�for�the�
second�dose�you�should�get�it�at�the�
earliest�opportunity.�You�do�not�need��
to�restart�the�series.

Are the vaccines 
interchangeable?
	� �No,�the�two�vaccines�(Pfizer�vs�Moder-
na)�are�not�interchangeable.�If�inadvert-
ently�done,�no�additional�doses�should�
be�administered�until�more�is�known.�

Are mRNA vaccines safe?
	� �Yes,�these�vaccines�are�safe,�and�they�
stimulate�our�body�to�make�antibodies�
so�our�cells�can�fight�off�the�SARS-
CoV-2�virus�that�causes�COVID-19�
disease.�The�technology�used�to�create�
them�is�not�new,�and�is�based�on�
sequencing�technology�that�has�been�
around�for�years,�but�has�not�yet�been�
used�as�part�of�a�coordinated�global�
effort�to�address�a�public�health�crisis�
such�as�this.��
	� �Older�vaccines�like�influenza�require�
large�amounts�of�live�virus�to�be�grown�
in�special�labs.�This�takes�time�and�for�
COVID-19�would�require�extreme�safety�
measures.
	� �The�mRNA�vaccines�are�not�live�virus,�
and�are�developed�based�on�the�se-
quence�of�the�virus�that�is�known.�This�
makes�vaccine�development�much�
faster,�but�still�very�accurate,�and�safe.�

1.�Polack FP, Thomas SJ, Kitchin N, et al. C4591001 Clinical Trial Group. Safety and Efficacy of the BNT162b2 mRNA COVID-19 Vaccine. N Engl J Med. Published online Dec 10, 2020: 
NEJMoa2034577. doi:10.1056/NEJMoa2034577. PMID: 33301246; PMCID: PMC7745181.

2.�The United States Food and Drug Administration. Vaccines and Related Biological Products Advisory Committee Meeting, Dec. 17, 2020. Accessed Dec. 21, 2020.  
https://www.fda.gov/media/144434/download 

3.�The American College of Obstetricians and Gynecologists. Vaccinating Pregnant and Lactating Patients Against COVID-19. Accessed online Dec. 21, 2020.  
https://www.acog.org/en/clinical/clinical-guidance/practice-advisory/articles/2020/12/vaccinating-Pregnant-and-Lactating-Patients-Against-COVID-19

4.�Oliver SE, Gargano JW, Marin M, et al. The Advisory Committee on Immunization Practices’ Interim Recommendation for Use of Pfizer-BioNTech COVID-19 Vaccine - United States, 
December 2020. MMWR Morb Mortal Wkly Rep. Dec. 18, 2020;69(50):1922-1924. doi:10.15585/mmwr.mm6950e2. PMID: 33332292.

5.�Wambier CG, Vaño-Galván S, McCoy J, et al. Androgenetic alopecia present in the majority of patients hospitalized with COVID-19: The “Gabrin sign”. J Am Acad Dermatol.  
August 2020;83(2):680-682. doi:10.1016/j.jaad.2020.05.079. Epub May 22, 2020. PMID: 32446821; PMCID: PMC7242206.
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If I had COVID or was exposed 
to the virus, should I still get 
the vaccine? 
	� �Yes,�even�those�who�had�COVID-19�
should�be�vaccinated�once�they�
are�recovered.�We�do�not�yet�know�
how�long�the�immune�response�to�
natural�infection�lasts,�and�the�vaccine�
has�been�shown�to�be�effective�in�
preventing�infection.�
	� �If�you�are�acutely�infected,��
you�should�wait�until�you�have��
recovered�to�receive�the�vaccine.�
	� �If�you�are�recently�exposed��
or�in�quarantine, you�should�wait��
until�the�end�of�quarantine�to�avoid�
exposure�to�health�care�workers.

If I had COVID or was exposed, 
do I need to get blood work done 
to look for antibodies before 
getting the vaccine? 
	� �No,�there�is�no�need�to�evaluate��
for�antibodies�before�vaccination.�

If I have medical conditions, 
like diabetes or high blood 
pressure, should I get  
the vaccine?
	� �Yes!�These�medical�conditions�may�
result�in�a�more�severe�infection�with�
COVID-19�so�it�is�important�to�get�
vaccinated.�

If I am immunocompromised 
should I get the vaccine?
	� �There�is�limited�data�available,��
but�vaccination�may�provide�key�
protection�against�the�virus�in�those�
with�suppressed�immune�systems.��
The�COVID-19�vaccines�do�not�contain�
live�virus.�

Does either COVID-19 vaccine 
cause infertility? 
	� �No,�neither�is�linked�to�infertility.�
	� �Despite�social�media�chatter,�anti-
bodies�to�the�spike�protein�have�not�
been�linked�to�infertility�after�COVID-19�
infection,�and�there�is�no�scientific�
reason�to�believe�this�will�change�after�
vaccination�for�COVID-19.�
	� �No�other�viral�infection�or�vaccina-
tion-inducing�immunity�by�similar�
mechanisms�has�been�shown�to�cause�
infertility.�
	� �Women�should�feel�comfortable�that�
this�claim�has�no�basis�in�science.��

Does the COVID-19 vaccine 
cause Bell’s palsy? 
	� �This�question�comes�from�the�side�
effects�reported�in�the�Moderna�
vaccine�trial,�which�included��
30,400�participants.�
	� �Companies�track�every�complaint,�
regardless�of�whether�linked�to�
vaccination.�
	� �In�the�trial,2�4�participants�reported�
Bell’s�palsy�symptoms:�3�in�the�vaccine�
and�1�in�the�placebo�group.�This�was�
not�a�significant�difference,�and�thus�
was�not�attributed�to�the�COVID-19�
vaccine.��

Will the vaccine cause  
male pattern hair growth? 
	� �No,�there�is�no�evidence�the�vaccine�
causes�women�to�grow�beards�or�
mustaches.�
	� �In�contrast,�COVID-19�illness�has�been�
linked�to�hair loss.5�
	� �Thus,�vaccination�will�not�increase�
undesired�hair�growth�and�may�prevent�
undesired�hair�loss�from�COVID-19.�

How does the vaccination affect 
testing for COVID-19 disease?
	� �Vaccination�will�not�affect�results�of�
nasal,�nasopharyngeal,�or�saliva�PCR�
or�rapid�antigen�tests�for�diagnosis�of�
acute�infection.
	� �Currently,�the�antibody�tests�available�
in�laboratories�check�for�IgM�or�IgG�to�
either�spike�or�nucleocapsid�proteins.
	� �Positive�antibody�(IgG)�to�spike�
protein�could�mean�evidence�of�prior�
infection�or�vaccination.�
	� �To�document�prior�natural�infection�
with�live�virus,�laboratory�evidence�of�
antibody�to�nucleocapsid�protein�is�
needed.�

How do I know if symptoms 
after vaccination are due to the 
vaccine or COVID-19 infection? 
	� �Signs�and�symptoms�unlikely�to�be�
from�COVID-19�vaccination�include:�
Cough,�shortness�of�breath,�rhinorrhea,�
sore�throat,�loss�of�taste�or�smell;
	� �Signs�and�symptoms�that�may�be�from�
either�COVID-19�vaccination,�SARS-
CoV-2�infection,�or�another�infection�
include:�Fever,�fatigue,�headache,�chills,�
myalgia,�and/or�arthralgia.�

Who should not get  
the COVID-19 vaccine?
	� �People�who�have�had�anaphylaxis��
or�severe�allergic�reaction�to�any�
component�of�the�vaccine.
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C
ervical cancer screen-
ing has substantially 
reduced cervical can-
cer incidence and mor-
tality over the past few 

decades. From 1975 to 2017, the age-
adjusted rate of new cases decreased 
from 14.8 to 6.3 per 100,000 persons, 
and the rate of mortality decreased 
from 5.5 to 2.2 per 100,000 persons.2

Cytology-based screening with the 
Papanicolaou (Pap) test has been used 
for several decades and is currently a 
part of screening programs world-
wide. Clinicians also later discovered 
that carcinogenic variants of the hu-
man papillomavirus (HPV) cause a 
large proportion of cervical cancers, 
which led to the addition of HPV test-

ing to screen for cervical cancer. Real-
world data and health care providers 
continue to support cotesting as the 
most effective strategy for diagnos-
ing cervical cancer and precancer 
in women.3

In an interview with Contemporary 
OB/GYN®, Jessica Shepherd, MD, 
MBA, an obstetrician/gynecologist 
(OB/GYN) and minimally invasive 
surgeon at Baylor University Medical 
Center in Dallas, Texas, addressed top-
ics related to cervical cancer screen-
ing. These included the benefits of 
cotesting with Pap and HPV tests over 
other screening strategies, support for 
cotesting among health care provid-
ers who specialize in women’s health, 
the effects of HPV vaccination on rec-

ommendations for cervical cancer 
screening, current disparities in inci-
dence of and mortality from cervical 
cancer, and the role of OB/GYNs in 
protecting their patients’ health.

Guidelines for Cervical 
Cancer Screening
For screening in the general population, 
The American College of Obstetricians 
and Gynecologists (ACOG) and other 
leading societies recommend Pap 
testing alone every 3 years for women 
aged 21 to 29 years and cotesting with 
the Pap and HPV tests every 5 years for 
women aged 30 to 65 years.1,4,5 In 2018, 
US Preventive Services Task Force 
(USPSTF) updated their guidelines to 
state that screening with Pap testing 
every 3 years, cotesting with the Pap 
and HPV tests every 5 years, or HPV 
testing every 5 years were acceptable 
for average-risk women aged 30 to 65 
years.5 In 2020, the American Cancer 
Society (ACS) updated their guidelines 
to propose shifting toward using HPV 
testing alone as the primary screening 
tool, delaying screening initiation 
for women until aged 25 years and 
having them undergo primary HPV 
testing every 5 years through aged 
65 years; however, Shepherd stated 
that this recommendation is not 

 Screening with the Papanicolaou (Pap) test every 3 years for 
women aged 21 to 29 years and cotesting with the Pap and human 
papillomavirus (HPV) tests every 5 years for women aged 30 to 65 
years are the preferred screening strategy of the American College of 
Obstetricians and Gynecologists and other leading societies.1

 Screening for HPV alone could lead to more missed cases and 
unnecessary follow-up procedures.

 The disparities in incidence rates of cervical cancer, particularly in 
Black and Hispanic women and women of low socioeconomic status, 
highlight the importance of protecting all screening options.

Key Takeaways
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in line with published data and 
real-world experience.6

“It seems illogical that eliminat-
ing screening options would lead to a 
decrease in cervical cancer,” she said. 
“Many health care providers as well 
as advocacy and women’s health or-
ganizations have spoken out against 
these proposed changes to reinforce 
their support for the proven Pap test. 
These voices are calling on ACOG to 
protect the role of the Pap test in cervi-
cal cancer screening guidelines.” Fol-
lowing the release of the recent ACS 
guidelines, ACOG issued a statement 
affirming support for their existing 
cervical cancer screening guidelines, 
which recommend use of the Pap test 
and cotesting to protect women.7

When consulting with patients in 
her practice, Shepherd said she usu-
ally recommends cotesting with the 
Pap and HPV tests because it can 
provide more information than HPV 
testing alone and doesn’t require ad-
ditional samples from the patient. 
She added that Pap testing provides 
further benefits, including the detec-
tion of additional infections, gyne-
cologic malignancies, and other as-
ymptomatic cancers that may not be 
diagnosed otherwise.

Shepherd also pointed out that re-
al-world data that are representative 
of screening in the United States sup-
port cotesting as the optimal strategy 
to assess disease risk and protect cer-
vical health. Results from the largest 
and most diverse longitudinal cervi-
cal cancer screening study to date af-
firm that using a Pap test and HPV test 
together (ie, cotesting) is the most ef-
fective strategy for diagnosing cervical 
cancer and precancer in women. The 
Quest Diagnostics study showed that 
HPV testing alone missed twice as 
many women who developed cervical 

cancer compared to cotesting. Addi-
tionally, it demonstrated that the type 
of Pap test matters, with strong perfor-
mance resulting from the use of image 
liquid-based cytology.8

Shepherd cautioned that using HPV 
testing alone could lead to missed diag-
noses and more recommendations for 
colposcopies. A 2015 European multina-
tional epidemiologic study showed that 
90.4% of usual-type adenocarcinomas 
were HPV positive, and other less com-
mon adenocarcinoma subtypes had rel-
atively low rates of HPV positivity (30.4% 
for serous, 27.6% for clear cell, and 12.9% 
for endometroid subtypes).9 Shep-
herd emphasized that the rate of HPV-
negative test results seen in the most 
common subtype of adenocarcinomas, 
although numerically small, is clini-
cally meaningful. “A considerable num-
ber of invasive cancers, approximately 
9% to 10%, test negative for HPV, mean-
ing that HPV-alone testing could lead to 
a substantial amount of missed cases,” 
she said.

Shepherd added that countries that 
have shifted to testing with HPV alone 
have reported increases in follow-up 
procedures. A 2018 study estimating 
the impact of changes to Australia’s 
National Cervical Screening Program 
showed that the transition to HPV-
alone testing has resulted in substan-
tial overtreatment, with 1 colposcopy 
clinic in Australia reporting that the 
volume of referrals has increased 6 
fold.10 “Health care providers fear 
that HPV-alone testing would result 
in more missed diagnoses and more 
recommendations for colposcopies,” 
Shepherd said.

She added that the vast majority of 
OB/GYNs and other health care pro-
viders support cotesting for frontline 
cervical cancer screening. A 2020 sur-
vey from the National Association of 

Nurse Practitioners in Women’s Health 
and HealthyWomen of 751 health care 
providers that specialize in women’s 
health, family, or other specialties such 
as pediatrics, adult medicine, and ger-
ontology, as identified by self-report 
(251 OB/GYNs, 250 nurse practitio-
ners, and 250 primary care providers) 
showed that more than 90% of those 
surveyed stated that Pap testing was 
valuable and effective. Sixty-one per-
cent stated that eliminating the Pap 
test from frontline screening for cervi-
cal cancer would have a negative ef-
fect on women’s health.11 In addition, 
approximately 90% of all health care 
providers, including 91% of OB/GYNs, 
agreed that cotesting with HPV and Pap 
tests is valuable for managing patient 
health in women aged 30 to 65 years. 
Further, 81% of all OB/GYNs said that 
cotesting is the way they screen for cer-
vical cancer in women aged 30 to 65 
years. Fewer than 1 percent of health 
care providers said they screen using 
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“A considerable 
number of 
invasive cancers, 
approximately 
9% to 10%, test 
negative for human 
papillomavirus 
(HPV), meaning that 
HPV-alone testing 
could lead to a 
significant amount 
of missed cases.”

—JESSICA SHEPHERD, 
MD, MBA

HPV alone.11 The survey also included 
an online survey of a nationally repre-
sentative sample of 1000 women aged 
25 to 65 years; 90% of respondents 
agreed that Pap testing is important for 
the management of their overall health 
and well-being, and 68% agreed that 
eliminating the Pap test would nega-
tively affect women’s health.11

“These findings demonstrate the 
growing reliance on cotesting with the 
Pap test and HPV test together as the 
gold standard for preventing cervical 
cancer,” Shepherd said.

Although Shepherd said that HPV vac-
cination is important for disease preven-
tion (of cervical cancer and HPV), she 
noted that rates of vaccination among 
adolescents are too low to move toward 
HPV-alone testing. In an analysis of data 
from the 2018 National Immunization 
Survey—Teen, published in Morbidity 
and Mortality Weekly Report, investiga-
tors estimated that 51.1% of adolescents 
aged 13 to 17 years were up-to-date with 
the HPV vaccine series, an increase  from 
48.6% in 2017 (increases were only ob-
served among males). However, adher-
ence is still not strong enough to support 
changing or limiting screening options,12

according to Shepherd.
“Additionally, a substantial number 

of women in their 40s and 50s never 
received any HPV vaccination when 
they were younger,” she said.

Shepherd added that there are 
“troubling disparities” in rates of cervi-
cal cancer among certain racial or eth-
nic groups. According to a CDC data 
analysis from 2008 to 2012 from popu-
lation-based cancer registries that par-
ticipate in the agency’s National Pro-
gram of Cancer Registries (NPCR) and 
the National Cancer Institute’s SEER 
program, rates of HPV-associated cer-
vical cancer were higher in Blacks than 
in Whites (9.2 vs 7.1 per 100,000 per-

sons) and higher in Hispanics than in 
non-Hispanics (9.7 vs 7.1 per 100,000 
persons).13 Further, data from United 
States Cancer Statistics showed that 
the 5-year relative survival rate was 
lower in Black women than in White 
women (58.4% vs 68.8%), based on es-
timates of cases reported by the NPCR 
from 2001 through the end of 2016.14

Low socioeconomic status has also 
been associated with an increased in-
cidence of and mortality related to 
cervical cancer. A 2017 analysis of data 
from the national mortality database, 
the 1979-2011 National Longitudinal 
Mortality Study, and the SEER cancer 
registry database showed that the risk 
of cervical cancer was 2.7 times higher 
among women living in the most de-
prived neighborhoods compared with 
those living in the most affluent neigh-
borhoods. Additionally, women in the 
most-deprived group had a 76% high-
er disease-related mortality rate than 
those in the most-advantaged group 
between 2009 and 2013.15 According to 
Shepherd, reducing barriers to screen-
ing is important to reduce this gap. The 
2018 USPSTF guidelines state that loss 
to follow-up and disparities in treat-
ment may also contribute to cervical 
cancer morbidity and mortality in un-
derserved populations. The guidelines 
also emphasize the importance of im-
plementing systems to ensure follow-
up of abnormal results, appropriate 
treatment of pathology, and support for 
patients throughout their treatment.4

“Improving insurance coverage and 
access to care is a crucial step to over-
come cost concerns that cause some 
women to delay screening,” said Shep-
herd. “Rather than limiting screening 
options and putting these women at 
even greater risk, it is more impor-
tant than ever to ensure we protect all 
proven screening options.”

Shepherd said that supporting 
the health of patients is a key role 
of OB/GYNs and added that wom-
en should prioritize wellness visits 
starting at aged 21 years. They should 
be able to talk with their OB/GYN 
openly about screening for cervical 
cancer as well as other women’s health 
issues, such as the prevention of breast 
cancer and screening for sexually 
transmitted infections. 

“As OB/GYNs, the role that we play 
in protecting women’s health, in addi-
tion to cervical cancer screening, is pro-
viding a strong relationship between a 
woman and her OB/GYN, which is cru-
cial to preventing cervical cancer and 
other diseases,” she explained. “Shared 
decision-making between OB/GYNs 
and women builds trust and represents 
the best way to protect cervical health.”

Shepherd added that OB/GYNs 
should play a major role in informing 
future updates to guidelines for cer-
vical cancer screening because they 
are able to observe the importance of 
screening firsthand and are familiar 
with common concerns from patients. 
“Any future evolution to screening 
guidelines and practices should ac-
count for the real-world experience of 
OB/GYNs and other women’s health 
providers to ensure proper compli-
ance, screening effectiveness and, ul-
timately, the best protection for wom-
en’s health,” she said.

She concluded that with the chal-
lenges in providing preventive health 
care brought about by the corona-
virus disease 2019 pandemic, pro-
tecting all screening options for 
cervical cancer is particularly im-
portant. “We call on ACOG to listen 
to OB/GYNs who are speaking out 
in favor of retaining the Pap test and 
cotesting in screening guidelines,” 
she said.
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their support for the proven Pap test. 
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protect the role of the Pap test in cervi-
cal cancer screening guidelines.” Fol-
lowing the release of the recent ACS 
guidelines, ACOG issued a statement 
affirming support for their existing 
cervical cancer screening guidelines, 
which recommend use of the Pap test 
and cotesting to protect women.7

When consulting with patients in 
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ally recommends cotesting with the 
Pap and HPV tests because it can 
provide more information than HPV 
testing alone and doesn’t require ad-
ditional samples from the patient. 
She added that Pap testing provides 
further benefits, including the detec-
tion of additional infections, gyne-
cologic malignancies, and other as-
ymptomatic cancers that may not be 
diagnosed otherwise.

Shepherd also pointed out that re-
al-world data that are representative 
of screening in the United States sup-
port cotesting as the optimal strategy 
to assess disease risk and protect cer-
vical health. Results from the largest 
and most diverse longitudinal cervi-
cal cancer screening study to date af-
firm that using a Pap test and HPV test 
together (ie, cotesting) is the most ef-
fective strategy for diagnosing cervical 
cancer and precancer in women. The 
Quest Diagnostics study showed that 
HPV testing alone missed twice as 
many women who developed cervical 

cancer compared to cotesting. Addi-
tionally, it demonstrated that the type 
of Pap test matters, with strong perfor-
mance resulting from the use of image 
liquid-based cytology.8

Shepherd cautioned that using HPV 
testing alone could lead to missed diag-
noses and more recommendations for 
colposcopies. A 2015 European multina-
tional epidemiologic study showed that 
90.4% of usual-type adenocarcinomas 
were HPV positive, and other less com-
mon adenocarcinoma subtypes had rel-
atively low rates of HPV positivity (30.4% 
for serous, 27.6% for clear cell, and 12.9% 
for endometroid subtypes).9 Shep-
herd emphasized that the rate of HPV-
negative test results seen in the most 
common subtype of adenocarcinomas, 
although numerically small, is clini-
cally meaningful. “A considerable num-
ber of invasive cancers, approximately 
9% to 10%, test negative for HPV, mean-
ing that HPV-alone testing could lead to 
a substantial amount of missed cases,” 
she said.

Shepherd added that countries that 
have shifted to testing with HPV alone 
have reported increases in follow-up 
procedures. A 2018 study estimating 
the impact of changes to Australia’s 
National Cervical Screening Program 
showed that the transition to HPV-
alone testing has resulted in substan-
tial overtreatment, with 1 colposcopy 
clinic in Australia reporting that the 
volume of referrals has increased 6 
fold.10 “Health care providers fear 
that HPV-alone testing would result 
in more missed diagnoses and more 
recommendations for colposcopies,” 
Shepherd said.

She added that the vast majority of 
OB/GYNs and other health care pro-
viders support cotesting for frontline 
cervical cancer screening. A 2020 sur-
vey from the National Association of 

Nurse Practitioners in Women’s Health 
and HealthyWomen of 751 health care 
providers that specialize in women’s 
health, family, or other specialties such 
as pediatrics, adult medicine, and ger-
ontology, as identified by self-report 
(251 OB/GYNs, 250 nurse practitio-
ners, and 250 primary care providers) 
showed that more than 90% of those 
surveyed stated that Pap testing was 
valuable and effective. Sixty-one per-
cent stated that eliminating the Pap 
test from frontline screening for cervi-
cal cancer would have a negative ef-
fect on women’s health.11 In addition, 
approximately 90% of all health care 
providers, including 91% of OB/GYNs, 
agreed that cotesting with HPV and Pap 
tests is valuable for managing patient 
health in women aged 30 to 65 years. 
Further, 81% of all OB/GYNs said that 
cotesting is the way they screen for cer-
vical cancer in women aged 30 to 65 
years. Fewer than 1 percent of health 
care providers said they screen using 
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HPV alone.11 The survey also included 
an online survey of a nationally repre-
sentative sample of 1000 women aged 
25 to 65 years; 90% of respondents 
agreed that Pap testing is important for 
the management of their overall health 
and well-being, and 68% agreed that 
eliminating the Pap test would nega-
tively affect women’s health.11

“These findings demonstrate the 
growing reliance on cotesting with the 
Pap test and HPV test together as the 
gold standard for preventing cervical 
cancer,” Shepherd said.

Although Shepherd said that HPV vac-
cination is important for disease preven-
tion (of cervical cancer and HPV), she 
noted that rates of vaccination among 
adolescents are too low to move toward 
HPV-alone testing. In an analysis of data 
from the 2018 National Immunization 
Survey—Teen, published in Morbidity 
and Mortality Weekly Report, investiga-
tors estimated that 51.1% of adolescents 
aged 13 to 17 years were up-to-date with 
the HPV vaccine series, an increase  from 
48.6% in 2017 (increases were only ob-
served among males). However, adher-
ence is still not strong enough to support 
changing or limiting screening options,12

according to Shepherd.
“Additionally, a substantial number 

of women in their 40s and 50s never 
received any HPV vaccination when 
they were younger,” she said.

Shepherd added that there are 
“troubling disparities” in rates of cervi-
cal cancer among certain racial or eth-
nic groups. According to a CDC data 
analysis from 2008 to 2012 from popu-
lation-based cancer registries that par-
ticipate in the agency’s National Pro-
gram of Cancer Registries (NPCR) and 
the National Cancer Institute’s SEER 
program, rates of HPV-associated cer-
vical cancer were higher in Blacks than 
in Whites (9.2 vs 7.1 per 100,000 per-

sons) and higher in Hispanics than in 
non-Hispanics (9.7 vs 7.1 per 100,000 
persons).13 Further, data from United 
States Cancer Statistics showed that 
the 5-year relative survival rate was 
lower in Black women than in White 
women (58.4% vs 68.8%), based on es-
timates of cases reported by the NPCR 
from 2001 through the end of 2016.14

Low socioeconomic status has also 
been associated with an increased in-
cidence of and mortality related to 
cervical cancer. A 2017 analysis of data 
from the national mortality database, 
the 1979-2011 National Longitudinal 
Mortality Study, and the SEER cancer 
registry database showed that the risk 
of cervical cancer was 2.7 times higher 
among women living in the most de-
prived neighborhoods compared with 
those living in the most affluent neigh-
borhoods. Additionally, women in the 
most-deprived group had a 76% high-
er disease-related mortality rate than 
those in the most-advantaged group 
between 2009 and 2013.15 According to 
Shepherd, reducing barriers to screen-
ing is important to reduce this gap. The 
2018 USPSTF guidelines state that loss 
to follow-up and disparities in treat-
ment may also contribute to cervical 
cancer morbidity and mortality in un-
derserved populations. The guidelines 
also emphasize the importance of im-
plementing systems to ensure follow-
up of abnormal results, appropriate 
treatment of pathology, and support for 
patients throughout their treatment.4

“Improving insurance coverage and 
access to care is a crucial step to over-
come cost concerns that cause some 
women to delay screening,” said Shep-
herd. “Rather than limiting screening 
options and putting these women at 
even greater risk, it is more impor-
tant than ever to ensure we protect all 
proven screening options.”

Shepherd said that supporting 
the health of patients is a key role 
of OB/GYNs and added that wom-
en should prioritize wellness visits 
starting at aged 21 years. They should 
be able to talk with their OB/GYN 
openly about screening for cervical 
cancer as well as other women’s health 
issues, such as the prevention of breast 
cancer and screening for sexually 
transmitted infections. 

“As OB/GYNs, the role that we play 
in protecting women’s health, in addi-
tion to cervical cancer screening, is pro-
viding a strong relationship between a 
woman and her OB/GYN, which is cru-
cial to preventing cervical cancer and 
other diseases,” she explained. “Shared 
decision-making between OB/GYNs 
and women builds trust and represents 
the best way to protect cervical health.”

Shepherd added that OB/GYNs 
should play a major role in informing 
future updates to guidelines for cer-
vical cancer screening because they 
are able to observe the importance of 
screening firsthand and are familiar 
with common concerns from patients. 
“Any future evolution to screening 
guidelines and practices should ac-
count for the real-world experience of 
OB/GYNs and other women’s health 
providers to ensure proper compli-
ance, screening effectiveness and, ul-
timately, the best protection for wom-
en’s health,” she said.

She concluded that with the chal-
lenges in providing preventive health 
care brought about by the corona-
virus disease 2019 pandemic, pro-
tecting all screening options for 
cervical cancer is particularly im-
portant. “We call on ACOG to listen 
to OB/GYNs who are speaking out 
in favor of retaining the Pap test and 
cotesting in screening guidelines,” 
she said.
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With Jessica Shepherd, MD, MBA 

Shepherd discusses the benefits of cotesting with Papanicolaou and 
human papillomavirus (HPV) tests over other screening strategies, 
support for cotesting among health care providers specializing in 
women’s health, effects of HPV vaccination on recommendations 
for cervical cancer screening, current disparities in incidence of and 
mortality from cervical cancer, and the role of OB/GYNs in protecting 
their patients’ health.

To see the full video with 
Shepherd, scan the code.

Expert Interview
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VULVOVAGINAL
UPDATES

DISEASE

by SANDRA FYFE

V
aginal microbiota in 
prepubescent girls with 
vulvovaginitis consists 
of di� erent and less di-
verse � ora than prepu-

bescent girls without vulvovaginitis, 
according to a study published in the 
European Journal of Clinical Microbiol-
ogy & Infectious Diseases. 

Wu Xiaoming, MD, of the Depart-
ment of Pediatric Gynecology at Bei-
jing Children’s Hospital at Capital 
Medical University’s National Center 
for Children’s Health in China, and 
colleagues conducted the study. � ey 
noted that vulvovaginitis causes signif-
icant anxiety in children and their par-
ents and that it is the most common 
gynecological disease in prepubescent 
girls.1 Vulvovaginitis causes in� amma-
tion of the vulva and vagina. 

� e authors said that behavioral is-
sues, in addition to anatomic and phys-
iological factors for girls this age, can 
cause changes in vaginal microbiota. 
“Disorders involving vaginal � ora usu-
ally cause infectious clinical syndromes 
with irritating symptoms, such as vagi-
nal discharge, external genital organ 
erythema, soreness, itch, irritation, dys-
uria, and bleeding,” the authors noted.1

Researchers collected samples from 
10 girls with vulvovaginitis and 16 
healthy girls aged 3 to 9 years. � ey ex-
amined 24 vaginal samples and 16 fe-
cal samples collected between Febru-

ary 2020 and April 2020 at the National 
Center for Children’s Health in Beijing. 
Girls in the study did not have second-
ary sexual characteristics. Patients ex-
cluded from the study included those 
with a history of sexual abuse and 
those with other vaginal infections. 

One trained pediatric gynecologist 
collected all the samples with a ster-
ile swab and put the samples on dry 
ice and into a − 80 °C freezer within 30 
minutes. No additives were used until 
the samples were analyzed.

Researchers categorized the sam-
ples into 3 groups: healthy fecal swabs 
(HF), healthy vaginal swabs (HV), and 
vulvovaginitis swabs (VVS). Research-
ers used the NovaSeq 6000 SP500 plat-
form to determine vaginal microbiota 
by sequencing the V3-V4 region of the 
16S rRNA gene.1 � e authors also ana-
lyzed intestinal microbiota of healthy 
girls to compare results.

Prevotella,  Porphyromonas,  Ezaki-
ella, and  Peptoniphilus were preva-
lent in healthy girls. Healthy girls also 
had more vaginal microbiota diver-
sity. “The dominant taxa in the HF 
group were  Bacteroides,  Faecalibac-
terium, Blautia, and Bi� dobacterium, 
which were not the main vaginal bac-

teria in children with vulvovaginitis,” 
the authors said.

Girls with vulvovaginitis had low-
er vaginal microbiota diversity, with 
Prevotella, Porphyromonas, Ezakiella, 
Peptoniphilus, Campylobacter, Anaero-
coccus, Dialister, Haemophilus, and 
Granulicatella prevalent. “Compared 
with the HVS group, some of the top 
30 bacteria (Granulicatella, Streptococ-
cus, Gardnerella, Haemophilus, Atopo-
bium) were enriched (P < 0.05), while 
others (Prevotella, Porphyromonas, 
Ezakiella, Peptoniphilus, Campylo-
bacter) were depleted in the VVS group 
(P < 0.05),” researchers reported.1

“Lactobacillus de� ciency and high 
bacterial diversity were characteristics 
of the vaginal microbiome in healthy 
prepubertal girls; this is inconsistent 
with that in reproductive-age wom-
en,” the authors wrote, noting that the 
di� erences in microbiota were not fe-
cal in origin.1 � e study adds evidence 
that vulvovaginitis is caused by a dis-
turbance in the vaginal microbiome. 
Because this microbiome has not been 
well de� ned in prepubescent girls, the 
purpose of this study was to document 
microbiota.

“Measures of alpha diversity indi-
cated that the diversity of the vaginal 
microbiome in healthy prepubertal 
girls was high; vulvovaginitis-associ-
ated dysbiosis is generally character-
ized by loss of diversity and the pres-
ence of pathogens with high levels of 
abundance,” Xiaoming and colleagues 
concluded.

Sandra Fyfe is a freelance writer for

Contemporary OB/GYN®.
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Different and less
diverse microbiota

Researchers collected 
samples from 10 girls with 

vulvovaginitis and 16 healthy 
girls aged 3 to 9 years.
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Introduction
Inflammatory bowel disease (IBD) 
comprises ulcerative colitis and 
Crohn’s disease. In 2015, an estimated 
1.3% of adults in the United States, or 
roughly 3 million people, were report-
ed to have IBD.1 About half of those 
a� ected are female and the peak in-
cidence of IBD is between 15 and 40 
years old.2 � us IBD in women tends to 
occur during their childbearing years 
when their most consistent health 
care provider is likely to be their ob-
stetrician/gynecologist. In this article, 
we will review the basics of IBD and 
steps to optimize maternal and neo-
natal outcomes for women with IBD, 
including preconception counseling, 

medication management during preg-
nancy in conjunction with a gastroen-
terologist, and postpartum care. 

IBD 101: The basics
ETIOLOGY AND RISK FACTORS
While the exact etiology of IBD is un-
clear, it is widely thought to be a dys-
regulated host immune response to 
genetic, environmental, and microbial 
factors3.Ten to 25% of a� ected patients 
have a family history of IBD.3 Certain 
environmental exposures such as fre-
quent antibiotic use in childhood, low 
vitamin D levels, frequent nonsteroi-
dal anti-in� ammatory drug use, and 
diets high in processed, sugary, or 
fried foods may increase risk for IBD.3 

Interestingly, smoking increases risk 
of Crohn’s disease while smoking ces-
sation increases risk of ulcerative coli-
tis.3 Breastfeeding may confer a pro-
tective bene� t in development of IBD.4

ULCERATIVE COLITIS
Patients with ulcerative colitis present 
with acute onset of bloody diarrhea, 
mucus, and urgency. Ulcerative colitis 
a� ects only the colon and a colonoscopy 
reveals in� ammation in the form of ul-
cers starting in the rectum and extends 
in a contiguous manner more proximal-
ly (Picture 1). Ulcerative colitis is limited 
only to the mucosal layer of the colon 
wall. Despite having bloody diarrhea, 
patients rarely have anemia (Table 1). 

In� ammatory 
bowel disease 
and pregnancy
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For those with milder disease, the 
mainstay for therapy includes oral or 
rectal administration of 5-aminosalic-
ylates. For those with more moderate 
to severe disease, immunomodulators 
(5-mercaptopurine or azathioprine) 
and biologic medications (Table 3) 
are more e� ective. Of note, steroids 
(prednisone, budesonide) are used 
only for flares and not for mainte-
nance therapy. 

� ose with ulcerative colitis have 
an increased risk of colon cancer and 
require frequent colonoscopies, typi-
cally every 3 years, even if they are in 
remission, to evaluate for dysplasia. 
In medically refractory cases of ulcer-
ative colitis or dysplasia, a multistage 
surgery that consists of complete re-
moval of the colon and reconstruction 
of an ileal pouch anal anastomosis 
(IPAA) or “J-pouch” is recommend-
ed. Women who undergo all stages of 
this surgery do have a threefold de-
crease in fertility compared with age-
matched women without this surgery 
because of extensive adhesions lead-
ing to tubal factor infertility.5

CROHN’S DISEASE
Crohn’s disease can occur anywhere 
in the gastrointestinal tract from 
mouth to anus, although the termi-
nal ileum is the most common site. A 
typical presentation is slower onset of 
non-bloody diarrhea, abdominal pain, 
weight loss, malnutrition, anemia, and 
vitamin de� ciencies. Classic colonos-
copy � ndings include deeper ulcers 
with intervening areas of normal mu-
cosa known as “skip lesions,” a cob-
blestone appearance, and a relatively 
normal appearing rectal area (Picture 
2). While we are classically taught 
granulomas on biopsy are diagnos-
tic of Crohn’s disease, less than one-

third of biopsies show these � ndings 
(Table 1). Unlike in ulcerative colitis, 
oral 5-aminosalicylates are not found 
to be e� ective in Crohn’s disease, and 
biologics and/or immunomodulators 
are preferentially used.

Crohn’s a� ects all layers of the bow-
el wall, thus, complications like stric-
tures, abscesses, and � stulas can oc-
cur. Of note, perianal disease occurs 
with Crohn’s disease and currently 
active perianal disease is an indication 
for cesarean delivery. Vulvar Crohn’s 
disease can occur with manifestation 
of linear “knife-like” vaginal � ssures. 

What is the difference be-
tween irritable bowel syn-
drome and infl ammatory 
bowel disease?
IBD is often confused with irritable 

bowel syndrome (IBS) as there may 
be similar symptoms of abdominal 
pain and diarrhea but these are two 
very distinct entities with vastly dif-
ferent treatment and outcomes (Table 
2). Irritable bowel syndrome is a func-
tional disorder that is common in the 
general population with up to 10-15% 
a� ected in the United States. Risk fac-
tors include female sex, age under 50, 
concomitant anxiety or depression, 
and family history of IBS. IBS does 
not result in any endoscopic or im-
aging � ndings and has no increased 
risk of cancer. Mainstays of therapy 
for IBS include diet, exercise, � ber, 
and neuromodulating agents such as 
antidepressants.16

� is is in contrast to IBD, which has 
visual endoscopic in� ammation and 
can be seen on imaging studies. If IBD 

     Table 1         ULCERATIVE COLITIS VS CROHN’S DISEASE

Ulcerative colitis Crohn’s disease

Bloody diarrhea, mucus, urgency Yes Sometimes

Malabsorption, weight loss Rare Common

Extent of intestinal involvement Colon All of gastrointestinal 
tract

Depth of involvement Mucosal wall only Transmural

Rectal involvement Yes Relative rectal sparing

Endoscopic pattern Continuous Skip lesions, cobble-
stone appearance

Granulomas No Yes 

Abscess No Yes

Strictures No Yes

Fistulas No Yes

Vaginal involvement No Yes

Colon cancer risk Yes If colon is involved

Perianal disease No Yes
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is left untreated there is a risk for co-
lon cancer and complications such 
as strictures, abscess, and fistulas, as 
above. Medications for IBD include 
immunosuppressants. 

Preconception counseling
ADVERSE PREGNANCY 
OUTCOMES WITH ACTIVE IBD
Women with active IBD at conception 
or those who flare during pregnancy are 
at increased risk for adverse outcomes 
including miscarriages, poor maternal 
weight gain, preterm birth, low birth 
weight infants, preeclampsia, and in-
creased risk of cesarean delivery. 6-13 
Data have shown that these risks are far 
lower in women who are in endoscopic 
remission prior to pregnancy and an up-
dated colonoscopy should be performed 
in those contemplating pregnancy. 

For those women with IBD who are 
not yet optimized, we advocate coun-
seling patients on safe and effective 
contraception. Intrauterine devices 
and implants are the preferred over 
combined hormonal contraceptives 
as women with IBD are higher risk for 
thromboembolic disease.18 Women 
with IBD are also higher risk for osteo-
porosis, thus, depot medroxyproges-
terone acetate injections should be 
used with caution.18

TEAM APPROACH 
WITH OBSTETRICIAN, 
GASTROENTEROLOGIST, 
MATERNAL FETAL MEDICINE 
SPECIALIST
Because of these increased risks, pre-
conception counseling is of utmost 
importance and, in fact, has been 

shown to improve outcomes by im-
proving adherence with medications 
and decreasing flares during pregnan-
cy.14 We advocate for a team approach 
with an obstetrician and/or maternal 
fetal medicine (MFM) along with a 
gastroenterologist for all patients with 
IBD as there are data that even those 
in remission can have some increased 
risk of flares and adverse outcomes.12 
Discussion of safety of medications is 
often the focus for patients but provid-
ers should also counsel on the risks of 
flares and adverse outcomes of active 
inflammation if medications are de-
creased or discontinued. A consistent 
message to the patient is critical.

PRECONCEPTION TESTING
During preconception counseling, 
obtain baseline labs including inflam-
matory markers (sedimentation rate, 
C-reactive protein), a commonly uti-
lized stool inflammatory marker (fecal 
calprotectin) and recent colonoscopy 
to ensure endoscopic remission. 

IBD medications  
during pregnancy 
and  breastfeeding
IBD MEDICATIONS TO AVOID
Nearly all IBD medications with few 
exceptions can be continued during 
pregnancy and breastfeeding (Table 3). 
The exceptions include methotrexate 
and thalidomide for their well-known 
teratogenic effects. Tofacitinib, a newer 
medication that was recently approved 
for ulcerative colitis, does not have 
enough data for comment on safety 
during pregnancy. These three medi-
cations should be avoided and patients 
who are on these and are contemplat-
ing pregnancy should be switched to 
a safer alternative that achieves endo-
scopic remission before conceiving.12

     Table 2         IBD vs. IBS

Inflammatory 
bowel disease (IBD)

Irritable bowel 
syndrome (IBS)

Diarrhea, abdominal pain Yes Yes

Malabsorption, weight loss, anemia Yes (Crohn’s disease) No

Bloody stools Yes (ulcerative colitis) No

Visual inflammation seen on 
endoscopy/colonoscopy or on 
imaging

Yes No

Treatment including anti-inflam-
matory medications such as 
steroids, immune suppressants 

Yes No

Surgery is sometimes necessary Yes No

Prevalence in United States 1% 10-15%

Male/female predominance Equal More females

Triggered by stress No Yes

Fistulas, abscess, strictures,  
perianal disease

Yes No

Colon cancer risk Yes No

OBGYN0221_018-022_033-034_OBCover-GYN.indd   20OBGYN0221_018-022_033-034_OBCover-GYN.indd   20 2/1/21   2:07 PM2/1/21   2:07 PM



february 2021     CONTEMPORARY OB/GYN    21

OBSTETRICS 
PEER-REVIEWED

IBD MEDICATIONS TO 
CONTINUE
5-AMINOSALICYLATES AND SULFASALA-
ZINE. These medications come in the 
form of oral tablets or rectal sup-
positories/enemas. They are com-
monly used for mild to moderate 
ulcerative colitis and less commonly 
for Crohn’s disease. They are low 
risk and can be continued during 
pregnancy. Pregnant women on 
sulfasalazine need increased folic 
acid supplementation of 2 mg daily.  
Reversible infant diarrhea has been 
reported in a few cases but these 
medications are considered compat-
ible with breastfeeding.12

IMMUNOMODULATORS: 6-MERCAPTOPU-
RINE (6MP), AZATHIOPRINE. These oral 
medications are used for moder-
ate to severe ulcerative colitis and 
Crohn’s disease either as monother-
apy or in combination with biolog-
ics. Recent data do not show any 
increased risk of congenital anoma-
lies.  Recommendations are to con-
tinue with these medications during 
pregnancy if used for monotherapy. 
In patients with combination therapy 
with biologics who are in deep re-
mission, we can consider stopping 
these medications while continuing 
biologic monotherapy on a case-by-
case basis in conjunction with the 
gastroenterologist. They are both 
compatible with breastfeeding.12

BIOLOGIC MEDICATIONS. These medica-
tions, which are either infusions or 
injections, are used for moderate to 
severe ulcerative colitis and Crohn’s 
disease. Three broad categories 
exist at this time: 1) tumor necro-
sis factor (TNF) inhibitors such as 
infliximab, adalimumab, certoli-

zumab, golimumab; 2) anti-integrins 
(vedolizumab, natalizumab); and 3) 
anti-interleukins (ustekinumab). 

These are highly effective medi-
cations that should be continued in 
pregnancy. If doses are missed or an 
extended gap exists between doses, 
patients may develop antibodies to 

these medications that not only render 
them ineffective but also may actually 
cause a life-threatening allergic reac-
tion on reexposure. Thus, it is impera-
tive to be mindful of these medications 
and plan each dose during pregnancy 
and postpartum period.

Biologic medications used in IBD 

     Table 3 
Pregnancy Breastfeeding

5-aminosalicylates
 Mesalamine
 Sulfasalazine

  Low risk, continue

  For sulfasalazine supplement 
with folate 2 mg/day

  Low levels, rare 
reversible infant 
diarrhea

  Overall compatible

 Methotrexate
 Thalidomide

  Contraindicated

  Teratogenic

  Abortifacient

  Delay pregnancy  
for at least 3-6 months

Contraindicated

Tofacitinib Insufficient human  
data available

Insufficient human 
data available

6-mercaptopurine, 
azathioprine

  Low risk in monotherapy, 
continue  

  Individualize dual therapy  
with biologics in certain patients 
in prolonged remission

Low levels, 
compatible

Anti-TNF biologics
 Infliximab
 Adalimumab
 Golimumab
  Certolizumab (does 

not cross placenta)

Low risk in monotherapy,  
continue

Low or undetectable 
levels, compatible

Anti-integrin biologics
 Vedolizumab
 Natalizumab  
(rarely used)

Low risk in monotherapy,  
continue

Low or undetectable 
levels, compatible

Anti-interleukin biologics
 Ustekinumab

Low risk in monotherapy,  
continue

Low or undetectable 
levels, compatible

Steroids   Moderate risk: gestational 
diabetes, preterm birth 

  Use if necessary with close 
maternal and fetal monitoring

Low levels, 
compatible

IBD MEDICATION SAFETY DURING PREGNANCY 
AND BREASTFEEDING COMPATIBILITY
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are monoclonal antibodies and are 
actively transferred across the pla-
centa, with the highest levels in the 
second and third trimester.17 While 
there are no known fetal adverse ef-
fects, it is ideal to time the fi nal preg-
nancy dose more remote from the 
estimated delivery date to minimize 
the neonatal levels. The last dose of 
a biologic medication in pregnancy 
should be given roughly so that the 
next dose is a few days after delivery. 
For example, a standard infl iximab 
dosing interval is every 8 weeks, 
therefore the last dose should be 
given around 32 weeks’ gestation 
and the subsequent dose 1-2 days 
postpartum assuming a 40-week de-
livery. While this is the ideal scenario 

for remission, if a patient is fl aring 
during pregnancy, these medications 
are often increased and continued 
through the time of delivery.

Breastfeeding is compatible with 
all of the biologics as levels in the 
breast milk are exceedingly low 
or undetectable. Finally, infants 
exposed to these biologics should 
avoid live virus vaccines in the fi rst 6 
months of life.12

The exception to the above is 
certolizumab pegol, which is an in-
jectable anti-TNF biologic approved 
for treatment of Crohn’s disease. Be-
cause it lacks a fragment crystalliz-
able (Fc) region, it is the only biologic 
that does not cross the placenta, 
so fetal and neonatal exposure is 
negligible. Therefore dosing does not 
need to be timed with delivery and 
infant vaccine schedules are not al-
tered. While the lack of transplacen-
tal transfer is a favorable character-
istic of certolizumab, effi cacy, cost, 
and other potential factors should be 
considered as well when choosing 
any biologic to fi nd the best individu-
alized options for patients.12

STEROIDS. Prednisone or budesonide 
(a gastrointestinal tract–targeting oral 
steroid equivalent used for milder 
fl ares in IBD) are often used for fl ares 
in both ulcerative colitis and Crohn’s 
disease but should not be used for 
maintenance therapy. If patient is 
early in their pregnancy and requires 
steroids, escalation of maintenance 
therapy including initiation of a fast-
acting biologic such as infl iximab 
should be considered. Steroids dur-
ing pregnancy come with well-known 
adverse effects but are effective in 
quickly controlling IBD fl ares. They 
are compatible with breastfeeding. 12

Monitoring IBD patients 
during pregnancy
For those IBD patients who are in 
endoscopic remission prior to preg-
nancy, are on stable medications, and 
do not � are, routine antepartum care 
is appropriate. We recommend a GI 
visit and a complete blood count with 
liver enzymes every trimester in con-
junction with the routine OB labs and 
visits. � e obstetrician can consider 
growth ultrasounds as necessary if 
pregnancy is progressing as planned. 
An examination of the perineum in 
those with Crohn’s disease is recom-
mended to ensure no active disease is 
seen in the third trimester. 12

For those IBD patients who � are dur-
ing pregnancy, close OB, GI, and MFM 
follow-ups are essential. � e GI physi-
cian can obtain more specialized labs 
including stool tests for infections and 
stool in� ammatory marker of calpro-
tectin and adjust or start medications 
as needed to control the � are. From 
an OB and MFM standpoint, consider 
more frequent growth scans and if on 
steroids, closer glucose monitoring.12

If there is a concern for a new diag-
nosis of IBD or a severe � are that re-
quires initiation of biologics during 
pregnancy, an endoscopic procedure 
can be considered with strong prefer-
ence for a shorter � exible sigmoidos-
copy rather than a full colonoscopy. 
Flexible sigmoidoscopies can be done 
quickly without sedation or a prepara-
tion and be performed in the hospital 
GI lab setting rather than outpatient 
clinic o�  ce. However, routine GI pro-
cedures such as screening colonosco-
pies or nonurgent upper endoscopies 
should be deferred to the postpartum 
period. Any GI procedure during preg-
nancy should be done in coordination 

1A. Colonoscopy picture of ulcerative colitis with 
shallow contiguous ulcerations

1B. Colonoscopy picture of Crohn’s disease with 
deep ulcers and cobblestone appearance of mucosa

CONTINUED ON PAGE 34
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CONTRACEPTION
UPDATES

by BOB KRONEMYER

Y
oung women have sig-
nificantly better ad-
herence to long-acting 
reversible contracep-
tion (LARC) than to 

short-acting reversible contraception 
(SARC) at 12 months, according to a 
systemic review and meta-analysis.

However, the review in � e Europe-
an Journal of Contraception & Repro-
ductive Health Care found that more 
women chose SARC despite pregnan-
cy being rare with LARC.

The authors noted that a full 50% 
of all pregnancies worldwide are un-
intended, with an even higher rate in 
women aged 25 years and younger.

“We sought to identify which method 
of contraception was the most e� ective 
option to prevent unintended pregnan-
cy in young women and adolescents,” 
wrote the authors, who searched, with-
out language restrictions, the PubMed, 
Embase, Lilacs and Cochrane databas-
es from inception to July 2020. 

Nine of the 25 included studies com-
pared LARC to SARC, whereas 16 of the 
studies evaluated LARC methods only. 
Most of the included studies were ob-
servational; only two were randomized 
controlled trials (RCTs): one compar-
ing LARC to SARC and the other com-
paring di� erent LARC methods.

� e three LARC methods were the 
copper-bearing intrauterine device 
(Cu-IUD), the levonorgestrel-releas-

ing intrauterine system (LNG-IUS), 
and subdermal contraceptive im-
plants. SARC methods were de� ned 
as combined oral contraceptives, pro-
gestin-only oral contraceptives, depot 
medroxyprogesterone acetate, con-
doms, vaginal ring, and patch. 

At 12 months, young women were 
much more likely to achieve adher-
ence with LARC compared with SARC: 
relative risk (RR) 1.60; 95% con� dence 
interval (CI): 1.21, 2.12; I 2 = 88%. 

� is � nding likely indicates a bet-
ter unintended pregnancy prevention 
outcome for young women with LARC.

Nonetheless, more young women 
chose SARC than LARC: RR 0.37; 95% 
CI: 0.17, 0.80; I 2 = 99%. 

� e safety pro� le was similar among 
the three LARC methods, showing 
LARC to be safe with few adverse events. 

The subdermal implant had the 
greatest uptake among the LARC 
methods, while the LNG-IUS was the 
most popular intrauterine contracep-
tive device (IUCD). 

Among LARC methods, the LNG-
IUS was more e�  cacious than the Cu-
IUD. Conversely, subdermal implants 
were more e�  cacious than IUCDs. 

“However, all these di� erences are 
small and not clinically relevant,” the 

authors wrote.
To decrease the risk of sexually 

transmitted infections, health care 
providers should remind sexually ac-
tive adolescents to consistently use 
male latex condoms in conjunction 
with LARC or any other nonbarrier 
methods, the authors noted.

Due to the low adoption of LARC 
methods by young women, several of 
the studies underscored the impor-
tance of continual training and updat-
ing of health care providers, because 
their knowledge, attitudes, and com-
fort with LARC methods can impact 
LARC uptake.

Implementing education programs 
directed at adolescent girls about the 
bene� ts of LARC is also crucial. But 
the authors acknowledged that the 
high upfront cost of LARC methods 
discourages adoption, despite its cost-
e� ectiveness over time. � e availabil-
ity of a generic version of the LNG-IUS 
may alter the landscape by making it 
much more a� ordable than any of the 
other LARC methods. 

Bob Kronemyer is a freelance writer for
Contemporary OB/GYN®.

SOURCE
1. Farah D, Andrade TRM, de Jarmy Di Bella 
ZIK, et al. Current evidence of contracep-
tive uptake, pregnancy and continuation 
rates in young women: a systematic review 
and meta-analysis. Eur J Contracept Reprod 
Health Care. 2020 Dec;25(6):492-501. doi:10
.1080/13625187.2020.1833187

Young women better 
adhere to LARC over time

Implementing education 
programs about the 

benefi ts of LARC is crucial. 

OBGYN0221_024_Contraception.indd   24OBGYN0221_024_Contraception.indd   24 2/1/21   1:21 PM2/1/21   1:21 PM



Advances in the Testing for

Premature
Rupture of
Membranes
VIDEO SERIES

One out of ten births in the United States is premature — and approximately one quarter of 
those deliveries are associated with prelabor rupture of the amniotic membranes. What do 
clinicians need to know for improved diagnoses and outcomes? 

In this Contemporary OB/GYN® K-Cast expert video series, Vincenzo Berghella, MD, and 
Amanda Roman-Camargo, MD, discuss complications, risk factors, management, prevention 
initiatives, treatment guidelines, and available tests for diagnosis.

Supported by

Watch now:
contemporaryobgyn.net/prom-advances

Vincenzo Berghella, MD
Director, Division of Maternal-Fetal Medicine 

Thomas Jefferson University Hospital
Philadelphia, PA

Amanda Roman-Camargo, MD
Assistant Professor, Division of Maternal-Fetal Medicine

Thomas Jefferson University Hospital
Philadelphia, PA

OBGYN0221_025_House-Qiagen.indd   25OBGYN0221_025_House-Qiagen.indd   25 2/1/21   1:09 PM2/1/21   1:09 PM



FEBRUARY 202126    CONTEMPORARYOBGYN.NET     

TRANSITIONS
PEER-REVIEWED

LIFE

Introduction
CASE VIGNETTES
1. A 48-year-old woman reports that 
her menstrual cycles have gone from 
a mean of 30 days to 25 days, and 
her menstrual periods have length-
ened to 10 days from 5 days, with in-
termittent very heavy bleeding (more 
than 2 pads or tampons per hour for 
more than 4 hours) and staining of 
her bedsheets with blood. She does 
not report cramping in association 
with bleeding. On examination, her 
uterus is irregular and 10 weeks’ 
size. A pelvic ultrasound indicates 2 
fi broids, both 4-5 cm in mean diam-
eter. One is clearly intramural and 
the second fi broid appears to be en-

croaching on the endometrial stripe, 
which is irregular and 8mm in largest 
thickness. Ovaries appear normal 
sized with an antral follicle count of 7.

2. A 52-year-old woman who had an 
endometrial ablation at age 45 for 
menorrhagia presents with irregular 
spotting for the past 3 months. She 
reports some cramping in associa-
tion with her spotting, along with a 
dull ache in her left lower quadrant. 
Her pelvic examination is negative 
and an ultrasound indicates an irreg-
ular endometrium with ‘skip areas’.  
The thickest portion of the endome-
trium that can be identifi ed in sagittal 
section is 3mm. The remainder of 

her ultrasound examination is within 
normal limits.

Prevalence and causes of 
abnormal uterine bleeding
Perimenopausal bleeding is challeng-
ing to de� ne because distinguishing 
normal from abnormal uterine bleed-
ing (AUB) during a time in life when a 
woman’s menstrual cycles are dynam-
ically changing requires an extra de-
gree of clinical acumen and attention. 
� e American College of Obstetricians 
and Gynecologists (ACOG) defines 
AUB as: ‘bleeding from the uterine 
corpus that is abnormal in its regu-
larity, volume, frequency or duration 
and is not associated with pregnancy.’1

Perimenopausal 
abnormal uterine 
bleeding

NANETTE SANTORO, MD is professor and E. 

Stewart Taylor Chair of Obstetrics & Gynecology at 

the University of Colorado School of Medicine in 

Aurora, Colo.

ELIZABETH CLAIN, MD is a fourth-year resident 

in the Department of Obstetrics and Gynecology 

at the University of Colorado School of Medicine in 

Aurora, Colo.

The challenge of diagnosis occurs in distinguishing “normal” from 
“abnormal” in a time of rapid and dynamic change.  
by NANETTE SANTORO, MD, AND ELIZABETH CLAIN, MD
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This entity is further separated into 
acute AUB, which requires immediate 
assessment of the patient’s hemody-
namic stability and consideration of 
acute management modalities, and 
chronic AUB, which is defined as AUB 
that is present for most of the past 6 
months. Regardless of acute or chron-
ic nature, the differential diagnosis is 
the same and the PALM-COEIN diag-
nostic has been adopted by ACOG as a 
preferred classification system (Figure 
1).2 The ‘PALM’ refers to uterine struc-
tural abnormalities and the ‘COEIN’ 
refers to conditions unrelated to struc-
tural abnormalities of the uterus. It is 
assumed that pregnancy has been ex-
cluded once PALM-COEIN has been 
invoked as a diagnostic tool. 

The prevalence of AUB is 3-30%, 
with higher prevalences clustering 
at the extremes of reproductive life—
perimenarche and perimenopause.2 
Perimenopausal women may experi-
ence menstrual irregularities consist-
ing of shortened menstrual cycles and 
cycles with or without ovulation.3 Both 
short (<21 days) and long (>36 days) 
cycles are associated with anovulato-
ry patterns of progesterone secretion. 
Anovulatory cycles are more likely 
to be associated with spotting. Some 
shortened menstrual cycles are the 
result of the so-called LOOP—luteal-
out-of-phase phenomenon, in which 
folliculogenesis begins during the 
luteal phase preceding menses.4 An-
ovulatory cycles have been associated 
with heavier bleeding that is typically 
sporadic but may be acute. Thus, some 
AUB in the perimenopause may be 
physiologic. Structural lesions of the 
uterus (PALM) such as polyps, adeno-
myosis, leiomyomata, and malignancy 
are not uncommon in women in the 
perimenopausal years. 

POLYPS. In a cohort of 64 asymptom-
atic women with a mean age of 44, 
16% were observed to have polyps.5 

Another sample of 112 reproductive-
aged women with endometrial polyps 
followed over almost 2 years indicated 
that 15% developed AUB.6  

ADENOMYOSIS. Adenomyosis has a prev-
alence ranging from 5-70%; however, 
70-80% of women who undergo hys-
terectomy for adenomyosis are in the 
4th-5th decade of life.7 Thus, adenomy-
osis appears to cause the most symp-
toms around perimenopause. Some 
argue that adenomyosis, present in 
48% of hysterectomy specimens, is not 
necessarily associated with bleeding 
and may be a normal variant and not 
a disease.8 However, AUB attributed to 
adenomyosis is usually not amenable 
to medical management and often re-
quires surgical treatment. 

LEIOMYOMATA. In a population-based 
sample of 650,000 U.S. women age 18-
65 in the Kaiser Permanente Wash-

ington system, 15.9% of women aged 
50-54 had leiomyomata, the highest 
prevalence in the sample; peak inci-
dence rates were at ages 45-49.9 These 
numbers align with the sample of de 
Waay, et al, in which 23% of women 
had leiomyomata by ultrasound.5 The 
growth rate of leiomyomata was faster 
in premenopausal women and slower 
in women who were closer to their fi-
nal menstrual period. 

MALIGNANCY. The average age at diagno-
sis for endometrial cancer is 60, and 
cases are relatively uncommon prior 
to age 45.10 Clinically, it is recom-
mended that perimenopausal women 
with AUB be screened with endome-
trial sampling to rule out cancer (see 
below). Since bleeding patterns are 
inherently irregular for perimeno-
pausal women, and dysfunctional 
uterine bleeding due to anovulation 
can cause isolated episodes of heavy 
bleeding, many women undergo en-
dometrial sampling but very few will 
actually have hyperplasia or cancer.  

Figure 1. The PALM-COEIN system is used to classify causes of 
abnormal bleeding in nonpregnant premenopausal women.

First described in FIGO Working Group on Menstrual Disorders. Int J Gynaecol Obstet 
2011; 113:3-13. 

ABNORMAL UTERINE BLEEDING

PALM
Structural Causes

Polyp
Adenomyosis
Leiomyomata
Malignancy or hyperplasia

COEIN
Nonstructural Causes

Coagulopathy
Ovulatory disorder
Endometrial
Iatrogenic
Not otherwise classified
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Risk factors for endometrial cancer are 
provided in Table 1.

THE OTHER SIDE OF THE COEIN. Coagulopa-
thies are usually diagnosed earlier in 
life; however, perimenopausal women 
can acquire them. Von Willebrand’s 
Disease (vWD) is present in 1% of 
women, and 95% of women with vWD 
report heavy menstrual bleeding.11

Platelet dysfunction can be present in 
vWD and immune thrombocytope-
nia, which has an overall prevalence 
of 1/10,000, increases in prevalence 
with age.11 Ovulatory disorders, de-
scribed above, are relatively common 
in perimenopausal women. Up to 7% 
of women have polycystic ovary syn-
drome (PCOS) and are chronically 
anovulatory.12 Endometrial causes in-
clude chronic endometritis. � e true 
prevalence of chronic endometritis 
and its histologic de� nition are not 
well established, but the diagnosis 

should be suspected in women with 
intermenstrual bleeding and overall 
mild symptoms. Other forms of en-
dometrial dysfunction and failure of 
the normal hemostatic mechanisms 
that allow menses to stop are poorly 
understood but seem to be responsi-
ble for some cases of AUB in the peri-
menopause. � erapeutic anticoagu-
lation and chemotherapy-associated 
thrombocytopenia are potential iatro-
genic causes of AUB, as are any type 
of exogenous hormone therapy that 
can cause breakthrough bleeding. 
Some medications also can interfere 
with normal menstrual cycling, such 
as dopamine antagonists, and result 
in acyclic, anovulatory bleeding (but 
more often cause oligomenorrhea). 
Finally, a category of ‘Not Otherwise 
Classi� ed’ disorders are responsible 
for the remainder of cases. � ese lat-
ter conditions are rare but can include 
bleeding from Cesarean scar related 

uterine diverticula, which accumulate 
blood and sporadically cause spotting. 

Clinical Management 
EVALUATION AND WORKUP
Discussion of patient history should 
include review of the patient’s bleed-
ing pattern, contraceptive use, risk fac-
tors for endometrial cancer, medical 
problems, personal or family history 
of underlying bleeding disorders, and 
current medications. Physical exam 
should include speculum and biman-
ual exams and thyroid exam. Labora-
tory testing may include a complete 
blood count, pregnancy testing, coag-
ulation studies, assessment for bleed-
ing disorders such as vWD, and thy-
roid screening.13,14 Patients with acute 
bleeding who are hemodynamically un-
stable require surgical management or 
high-dose estrogen treatment and will 
not be discussed further in this review.1

Structural causes of bleeding are best 

Primordial follicles are the reserve pool from which all other follicles are derived. Preantral follicles are unresponsive to follicle-stimulating 
hormone (FSH) and do not produce appreciable amounts of inhibin or estradiol and therefore do not exert negative feedback upon FSH. 
When follicles reach the antral stage, they are visible on ultrasonography. This is the beginning of follicular negative feedback upon FSH, which 
infl uences the number of follicles that grow to achieve preovulatory status. Beyond the use of ultrasonography to quantify antral follicles, serum 
estradiol and (less commonly) inhibin levels can be measured. FSH can also be used as an indirect measure of the number of large follicles; 
here, elevated FSH results when antral follicles are diminished in number, and negative feedback is reduced. Because cycle-to-cycle variation 
in the number of antral follicles present in the ovary can occur, FSH levels vary cycle-to-cycle (depending on the number of antral follicles). 
Measurement of circulating serum antimüllerian hormone (AMH) is used to estimate the population of small growing preantral follicles. AMH 
levels also refl ect the largest fraction of the follicle pool that can currently be measured. From Diagnosing the Onset of Menopause, JAMA 2019; 
32(8):775-776. Reprinted with permission from JAMA.

Figure 2. Ovarian Follicles at Various Stages of Development. 
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assessed with ultrasound, which may 
also guide the need for endometrial 
sampling to evaluate for hyperplasia or 
malignancy. If possible, ultrasound per-
formed 4-6 days after onset of bleeding 

will yield maximum information about 
the endometrium. If the endometrial 
stripe is irregular or not clearly iden-
tified, sonohysterography can help 
distinguish between global and focal 

changes. Generally, endometrial sam-
pling should be performed in women 
over 45 years old with AUB, and those 
younger than 45 with a history of unop-
posed estrogen exposure, risk factors 
for endometrial cancer, or failed medi-
cal management. Significant focal pa-
thology, such as polyps or submucosal 
myomas, will likely be missed by a blind 
endometrial biopsy. Hysteroscopy may 
be indicated in selected cases when fo-
cal disease is strongly suspected or vi-
sualized on ultrasound; however, it is 
more expensive and invasive.15,16 

Evaluation of the likely time until 
menopause can be helpful when dis-
cussing treatment options. Women 
who are close to menopause may pre-
fer temporizing medical management 
to avoid surgery, while those for whom 
menopause is more distant may pri-
oritize efficacy over limiting invasive 
procedures. An anti-Mullerian hor-
mone (AMH) level >200 ng/mL makes 
menopause highly unlikely within the 
next five years, regardless of a wom-
an’s age, whereas a very low AMH 
level predicts menopause in next year 
with a positive predictive value rang-
ing from 51% at <48 years of age to 79% 
at ³51 years of age.17,18 

Treatment 
SURVEILLANCE
If hyperplasia and malignancy have 
been ruled out, and the patient is not 
anemic, reassurance and surveillance 
are sufficient if the bleeding pattern is 
not too bothersome.13 

MEDICAL MANAGEMENT
Hormonal treatments are the main-
stay of medical management for AUB, 
and many simultaneously provide reli-
able contraception.

Combined hormonal contracep-

Figure 3. Approach to management of abnormal uterine bleeding 
in perimenopausal patients. After ruling out underlying medical 
disorders and pathology requiring surgical intervention, management 
should incorporate need for contraception and patient preferences. 
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tives (including pills, vaginal ring, and 
patches) are effective for managing 
many etiologies of AUB and will alle-
viate vasomotor symptoms and vagi-
nal dryness associated with perimeno-
pause, particularly with extended or 
continuous dosing.19 Furthermore, 
they reduce the risk of endometrial 
and ovarian cancers and can main-
tain or improve bone mineral density. 
However, estrogen-containing hor-
monal contraceptives increase risk 
of thrombotic stroke and myocardial 
infarction, both of which increase in 
terms of background risk with age.20 
Older reproductive-aged women are 
also more likely to have medical co-
morbidities including hypertension, 
obesity, diabetes, and cardiac disease 
that may contraindicate the use of 
contraceptive doses of estrogen.21,22

Progestin-only methods have fewer 
contraindications and risks than es-
trogen-containing methods while still 
providing excellent contraception. 
These include progestin-only pills, 
injectables (depot medroxyprogester-
one acetate), etonogestrel-containing 
implants, and the levonorgestrel intra-
uterine system (LNG-IUS). The LNG-
IUS and POPs can also be continued 
into menopause to provide endome-
trial protection for women using es-
trogen to treat menopausal symptoms. 
Drawbacks include lack of efficacy for 
hypoestrogenic menopausal symp-
toms and an increased risk of irregular 
bleeding patterns.19,23 

The timing of discontinuing hor-
monal contraception in perimeno-
pausal women is not straightforward. 
Women using LNG-IUS or etonoges-
trel-containing implants may experi-
ence amenorrhea prior to menopause, 
and women using combined hor-
monal contraception can experience 

withdrawal bleeding even after meno-
pause. Discontinuing hormonal treat-
ment to assess for 12 months of amen-
orrhea, which defines a woman as 
menopausal, leaves that woman at risk 
of unwanted pregnancy. For women 
using combined hormonal contracep-
tives, an age-based shared decision on 
when to stop can be used, taking into 
account the woman’s family history. 
Use of AMH17, 24 or FSH (³30 IU/l on two 
occasions 6-8 weeks apart, measured 
7-14 days after discontinuation of hor-
mones) have been described, but these 
biochemical methods have not been 
validated in large, diverse populations 
of women and therefore cannot be 
considered definitive.22 Women using 
LNG-IUS can start hormone replace-
ment therapy (HRT) as needed while 
continuing use of the IUS. 

Gonadotropin-releasing hormone 
(GnRH) analogues can induce a hy-
pogonadal state that leads to endome-
trial atrophy. Agonists are available in 
injectable form (leuprolide acetate) 
and newer, orally active antagonists 
(elagolix) have recently been FDA 
approved for use in women with en-
dometriosis. Long-term use of these 
compounds is limited by hypoestro-
genic side effects including bone loss, 
vasomotor symptoms, and vaginal at-
rophy, but they can be useful in bridg-
ing women to menopause. “Add-back” 
therapy with low-dose norethindrone 
and estrogen can minimize side effects 
and bone demineralization. Elagolix is 
now available in a combined capsule 
with estradiol 1mg and norethindrone 
acetate 0.5mg.25,26 It is FDA approved 
for women with uterine fibroids who 
have excessively heavy bleeding.

For women with contraindications 
or objections to hormonal therapy, 
scheduled NSAIDs or tranexamic acid 

can significantly reduce menstrual 
blood loss.25,27

HYSTEROSCOPY
Uterine polyps and submucosal fi-
broids can usually be effectively and 
efficiently treated with hysteroscopic 
removal. Incomplete removal and re-
growth can cause recurrent bleeding. 
Polyps have been reported to have a 
cumulative incidence rate as high as 
12% per year; thus, recurrent AUB in 
a woman previously treated for polyps 
should be managed proactively.5

ABLATION
Endometrial ablation or resection pro-
vides a significant reduction in bleed-
ing for many women, with a shorter 
recovery time and quicker return to 
work than hysterectomy, and compa-
rable patient satisfaction rates.28 How-
ever, approximately 20% of women 

RISK FACTORS FOR ENDOMETRIAL CANCER
  Chronic anovulation (PCOS)
  Early age at menarche and late age at 

menopause
  Older age
  High fat diet
  Low levels of physical activity
  Nulliparity
  Estrogen secreting tumors of the 

ovary (granulosa tumors)
  Insulin resistance and type 2 diabetes
  Personal prior history of epithelial 

cancers of breast or ovary
  Family history of endometrial or 

epithelial cancers of the colon, breast, 
or ovary

  Unopposed estrogen or certain SERM 
use (i.e., tamoxifen)

  History of endometrial hyperplasia
  Prior pelvic radiation

SOURCE: www.cancer.org/cancer/endometrial-
cancer/about/key-statistics
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who undergo endometrial ablation 
will later have a hysterectomy.29  Ab-
lation makes later evaluation of the 
endometrium challenging and some-
times impossible, leaving women at 
risk of postmenopausal bleeding that 
cannot be adequately evaluated as 
well as endometrial cancers that pres-
ent late due to lack of bleeding.30 

UTERINE ARTERY 
EMBOLIZATION (UAE) AND 
FOCUSED ULTRASOUND
UAE is an interventional radiology 
procedure by which the uterine ar-
teries are occluded, with the aim of 
causing fibroid necrosis. UAE is as-
sociated with a shorter hospital stay 
and quicker return to full activity, but 
an increased risk of minor complica-
tions compared to hysterectomy,32 
and had comparable satisfaction and 
quality of life scores in a randomized 
study. Among those who underwent 
UAE, 24% had a hysterectomy by the 
5th postoperative year and 35% by 
the 10th.31 A recent, randomized, con-
trolled trial of UAE versus MR-focused 
ultrasound reported similar out-
comes, although UAE had a lower rate 
of reintervention.33

HYSTERECTOMY
While hysterectomy is the definitive 
treatment for abnormal bleeding, it 
carries an approximately 8% risk of 
complications, so it is best reserved for 
patients who have failed conservative 
management.34 

Case-Based Management 
Considerations
CASE 1 
This patient’s changing bleeding pattern 
may be partially attributed to her peri-
menopausal status, but there is likely a 

contribution from her fibroids. Proges-
terone-only pills such as norethindrone 
may decrease her bleeding, although 
fibroids may grow and she is at risk of 
both hypoestrogenism with menopaus-
al symptoms and an irregular bleeding 
pattern. DMPA or etonogestrel implant 
would offer contraception but could 
have more pronounced hypoestrogenic 
side effects and irregular bleeding than 
pills. Combined estrogen-progesterone 
methods may have a better bleeding 
profile, providing she has no contrain-
dications. If her uterine cavity is not sig-
nificantly distorted, an LNG-IUD can of-
fer bleeding control and contraception 
with less risk of hypoestrogenism. The 
new combination of elagolix and low 
dose estradiol with norethindrone may 
provide bleeding control and bridge the 
patient to menopause. Prior to consider-
ing a hysterectomy, UAE is another po-
tential non-surgical option. 

CASE 2
A crucial first step for this patient is as-
sessing her menopausal status. If she 
is not yet menopausal, it is reasonable 
to observe her. However, if she is post-
menopausal or menopausal status is 
unclear, an endometrial evaluation is 
needed. There is no “normal” endo-
metrial thickness for a post-ablation 
uterus, therefore ultrasound alone is 
not sufficient. Endometrial biopsy via 
Pipelle catheter can be attempted, but 
is often unsuccessful, and may not 
evaluate the whole uterine cavity. Hys-
teroscopy with directed biopsies is the 
best choice for sampling but may be 
difficult due to obstructive scarring. If 
the entire cavity cannot be visualized, a 
hysterectomy must be considered.30

FOR REFERENCES VISIT  
contemporaryobgyn.net/pAUB

TAKEAWAYS
1. Perimenopausal bleeding can be due to structural causes (polyps, 
adenomyosis, leiomyomas, malignancy) or non-structural causes (coagulopathy, 
ovulatory dysfunction, endometrial factors, iatrogenic, or “not otherwise 
classified”.) Malignancy and ovulatory dysfunction in particular are more 
common in this population.

2. Initial evaluation includes history & physical, ultrasound, and possible saline 
infusion sonohysterography or endometrial biopsy.

3. Hormonal treatments can be used, just as with premenopausal women, but 
more frequent comorbidities and a possible need to transition to hormone 
replacement therapy may influence the choice of treatment. Newer oral GnRH 
analogues may be useful as well.

4. Procedures such as hysteroscopic polypectomy, endometrial ablation, and 
uterine artery embolization can be considered when hormones are not helpful 
or contraindicated, though ablation in particular can make later evaluation of the 
endometrium challenging.

5. Hysterectomy remains a reasonable choice for women who have failed more 
conservative management.
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Uterine fibroids are hormone-driven 
diseases that can are estimated to affect 
approximately 70% to 80% of women by the 

onset of menopause.1 Although they often cause 
no symptoms, uterine fibroids, depending on their 
location and number, may cause some women to 
experience heavy bleeding, pelvic pain, and lower 
back pain, which can have a notable impact on 
quality of life.1 Fibroid size, often exceeding 10 cm 
in diameter, can lead to other direct symptoms, 
including abdominal protrusion, pelvic pressure, 
urinary urgency and frequency, incontinence, 
constipation, and/or tenesmus.1 Additionally, uterine 
fibroids are seen in approximately 10% of infertility 
cases and are associated with several pregnancy-
related complications, such as spontaneous 
abortion, preterm delivery, and cesarean delivery.1

According to Ayman Al-Hendy, MD, a professor 
of obstetrics and gynecology at The University of 
Chicago Pritzker School of Medicine, and Magdy Milad, 
MD, chief of Gynecology and Gynecologic Surgery at 
Northwestern Memorial Hospital in Chicago, the goals 
of treating uterine fibroids is to relieve the symptoms 
in a way in which the benefits outweigh the risks and 
side effects while maintaining quality of life. In a new 
video available at www.contemporaryobgyn.net/k-
cast/management-of-uterine-fibroids, Drs. Al-Hendy 
and Milad discuss the current challenges and 
standards of care, as well as future opportunities in 
the management of patients with uterine fibroids. This 
article recaps key points from the conversation.

Risk Factors and Treatment Options

Several risk factors for uterine fibroids are worth 
noting. Increased age, hypertension, breast cancer, 
and ovarian cancer are each associated with a 
higher likelihood of uterine fibroids.1 Notably, there 
is a relationship between race and prevalence of 
uterine fibroids.1 “In general, women of color tend 
to have a higher risk of uterine fibroids compared 
to their White counterparts,” Dr. Al-Hendy notes. 
“The risk factor in African American women or 
Black women is about 4 times more than European 
American or Caucasian women. In Hispanic women, 
it’s probably around 2.5 times.”

A negative correlation between serum vitamin 
D levels and total uterine fibroid volume has also 
been noted.1 “Vitamin D deficiency is now a well-
recognized risk factor for uterine fibroids, and it’s very 
likely contributing to that first factor that I mentioned 
because as you know, we get our vitamin D from the 
sun mostly, and when you have darker skin, you don’t 
utilize the ultraviolet rays from the sun as effectively.” 

Other risk factors include obesity and family history of 
uterine fibroids.1 “More recently, some research suggests 
that adolescent menorrhagia, or young women or 
adolescent girls who have heavy menstrual bleeding 
even before they have fibroids, is [a risk factor for] 
developing fibroids later on in life,” says Dr. Al-Hendy.

The goal of therapy is to relieve the signs and 
symptoms associated with the patient’s complaint, 
whether it’s menstrual bleeding, pelvic pain, bulk 

Uterine fibroids are hormone-driven 

Current Management of Uterine Fibroids
Two experts discuss the goals of treatment and the 
expanding therapeutic landscape.
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symptoms, or infertility. According to Dr. Milad, the 
risk-benefit ratio is a key consideration no matter 
what therapy is instituted. “Ideally, therapy would 
sustain reduction in the size of the fibroids, prohibit 
fibroid growth, and maintain quality of life, including, 
for example, bone health.” To achieve optimal 
treatment, Dr. Milad states that shared decision-
making is critical. “Shared decision-making is a 
process [in which] clinicians empower their patients 
to make optimal health care decisions that align with 
their priorities, so the burden is really on the clinician.” 
According to Dr. Milad, clinicians should help the 
patient clarify her goals, offer reasonable options, 
and explain the risks associated with those options, 
framing it in such a way that the patient can make 
her own decision. “This type of individualized care 
leads to high satisfaction and virtually eliminates the 
concerns regarding regret,” says Dr. Milad.

Regarding the treatment of bleeding, Dr. Al-
Hendy points out that hormones can help make the 
endometrium thinner and potentially decrease the 
amount of bleeding, despite not really treating the 
fibroids themselves. Thus, oral contraceptives have 
been used to reduce blood loss from fibroids.2 “We’ve 
been using medications such as oral contraceptives 
for that purpose because the progesterone 
component works on the endometrium, makes it 
thinner, and tends to help with the bleeding, at least 
temporarily,” says Dr. Al-Hendy. Another approach 
to managing bleeding is with intrauterine devices 
(IUDs), which also reduce blood loss and decrease 
fibroid volume.2 Although clinical trials indicate that 
oral contraceptives and IUDs show efficacy initially, 
Dr. Al-Hendy notes that response tends to fail; the 
heavy bleeding returns, along with the potential 

adverse effects, rendering an IUD’s utility short 
term. Other potential therapies for uterine fibroids 
include selective progesterone receptor modulators 
(SPRM), which reduce blood loss and serve as an 
effective preoperative treatment; SPRMs are also not 
associated with hypoestrogenic side effects.2 However, 
none of these compounds are currently approved 
in the US. Another agent that’s been evaluated for 
the reduction of heavy bleeding is tranexamic acid. 
“[This agent] works mainly on the clotting fibrinolytic 
system and tries to inhibit fibrinolysis, and as such, it 
decreases the amount of bleeding,” says Dr. Al-Hendy. 
“The early clinical studies suggest some efficacy. 
Although in fibroid patients, it has been very limited.” 

Surgical Options for the Treatment 
of Uterine Fibroids

Beyond traditional pharmacological and 
device-based treatments, surgical interventions 
are commonly performed for uterine fibroids. 
Uterine fibroids are the most common cause for 
hysterectomy in the United States, accounting 
for approximately 30% to 50% of all procedures.1
Another surgical option is myomectomy, a surgical 
or endoscopic excision of tumors that preserves 
fertility. It is worth mentioning, however, that repeated 
myomectomies can significantly increase risk of 
complications, such as pelvic adhesions.1

Careful planning and understanding of the location, 
number, and size of the uterine fibroids, along with 
other factors, are essential in the decision to treat 
uterine fibroids surgically, according to Dr. Milad. 
“While ultrasound can be helpful, MRI is really the gold 
standard, particularly when considering myomectomy,” 
he says. “It allows optimizing the surgical approach, 
whether it’s hysteroscopy, laparoscopy with or without 
robotic assistance, minilaparotomy, [or] traditional 
laparotomy, and it may also prompt preoperative 
suppression to reduce bulk.”

It is also important to note that not all patients 
are candidates for surgical procedures, and the 
potential for adverse events must be considered. 
“The ideal surgical patient is free of all comorbidities; 
has no evidence of diabetes, high blood pressure, 
and thromboembolic disease; is not anemic; and 
has no previous surgery or history of pelvic adhesive 
disease,” notes Dr. Milad. “Some people estimate 
that the complication rate for myomectomy and 
hysterectomy may be as high as 5%.” 

Long-term complications remain an area of 
continued inquiry and discovery and should also 
be a concern when considering hysterectomies, 

“Shared decision-making is a 
process [in which] clinicians 
empower their patients to make 
optimal health care decisions that 
align with their priorities, so the 
burden is really on the clinician... 
This type of individualized care 
leads to high satisfaction and 
virtually eliminates the concerns 
regarding regret.”

Current Management of Uterine Fibroids
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according to Dr. Al-Hendy. “It seems like we don’t 
[fully understand] the effect of that because some 
of those epidemiological data suggest increased 
risk for dementia and some [risk for] depression and 
[decrease in] cognitive function in women who had 
hysterectomy versus those who didn’t, even when you 
rule out contribution of the oophorectomy part,” says Dr. 
Al-Hendy. “I want to highlight some of the recent work, 
mostly coming from Mayo Clinic but also now being 
confirmed by other centers; when they looked at the 
long-term records of patients who had hysterectomy 
20, 30 years earlier, and they’re looking at the incidence 
of heart disease, cognitive disorders, such as dementia, 
etc, the risk of dementia and heart disease is actually 
higher in those who had hysterectomy, even after you 
exclude the oophorectomy contribution. It suggests 
that maybe we don’t really have full understanding at 
the biological and molecular level of the contribution 
of the uterus. Maybe it does more than just harbor the 
baby during pregnancy, etc.” 

The Evolving Role of GnRH Antagonists 

In recent years, gonadotropin-releasing hormone 
(GnRH) antagonists have emerged as a unique 
class of oral drugs for the treatment of uterine 
fibroids. “[GnRH receptor antagonists] are 
nonpeptide compounds, and because they are 
nonpeptide, we can actually take them orally 
without [them] being digested or destroyed by the 
[gastrointestinal] enzymes,” notes Dr. Al-Hendy. 
“That’s a major advancement in the field, much 
more convenient for the patient, and hopefully will 
help the compliance.” 

The other main distinction of GnRH antagonists is 
that they bind to the receptor immediately, and within 
a few hours, inhibit the release of the GnRH-releasing 
hormone. “Eventually, it leads to a decrease in [follicle-
stimulating hormone] and [luteinizing hormone], 
suppresses folliculogenesis and ovulation, and then 
suppresses estrogen and progesterone production. 
This family of compounds works directly and without 
having this flare issue,” Dr. Al-Hendy explains.

GnRH antagonists should not be used long term 
as monotherapies, according to Dr. Al-Hendy. To 
achieve that window of therapeutic efficacy without 
suffering the adverse effects, he says you need 
approximately 40 to 60 pg/mL of estrogen. “These 
compounds are used to bring the estrogen level 
down, but then we add to all of them a very little 
amount of estradiol, typically 1 mg, and 0.5 mg of 
norethindrone acetate, progestin, all together to 
achieve the target, which is bringing the estrogen to 

the therapeutic range while not suffering or causing 
the undesirable side effects,” Dr. Al-Hendy explains. 

Elagolix is the first and only GnRH antagonist to 
have achieved FDA approval for the treatment of 
heavy menstrual bleeding associated with uterine 
fibroids. However, agents within this class, relugolix and 
linzagolix, are completing clinical trials and undergoing 
evaluation for potential FDA approval. “This family of 
compounds has been developed through rigorous 
phase 3 placebo-controlled clinical trials in a large 
number of fibroid patients,” notes Dr. Al-Hendy. 

In the pivotal Elaris Uterine Fibroids 1 and 2 (UF-1 
and UF-2) trials, researchers randomized patients to 
receive elagolix 300 mg twice daily with once-daily 
hormonal add-back therapy or placebo. Among 
the women who received elagolix, the primary end 
point was met in 84.1% of women in UF-1 and in 77% 
of women in UF-2.3 “The vast majority of patients in 
those studies managed to normalize their heaviness 
of bleeding back to the normal range. Some patients 
in those studies [who] had very heavy bleeding, up to 
90% of them up to 1 year of treatment, their menstrual 
blood loss was back to the normal range,” says Dr. Al-
Hendy. Additionally, while amenorrhea might not be 
the main goal for many patients, approximately 50% 
of the patients achieved amenorrhea. Furthermore, 
fifty percent of the patients who started with anemia 
managed to cure or correct their hemogloblin levels. 
Dr. Al-Hendy adds that the adverse event profile for 
elagolix is tolerable. “There was an increase in the hot 
flash range, roughly around 20% versus around 11% in 
the placebo group, but most of these incidents were 
mild and a single incident per day.” 

To watch the full discussion between 
Dr. Al-Hendy and Dr. Milad, visit 
www.contemporaryobgyn.net/
k-cast/management-of-
uterine-fibroids

See the Complete Program at 
ContemporaryOBGYN.net. 
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The efficacy and safety of investigational agent 
relugolix combination therapy (relugolix 40 mg plus 
estradiol 1 mg and norethindrone acetate 0.5 mg) 
has been studied in two Phase 3 trials, LIBERTY 1 and 
LIBERTY 2. Findings from the LIBERTY 1 and 2 studies 
demonstrated that relugolix combination therapy met 
the responder criteria (P < 0.0001), with 73.4% and 71.2% 
of women achieving the primary end point of reducing 
their menstrual blood loss to <80mL and by at least 
50% from baseline compared with 18.9% and 14.7% of 
women receiving placebo, respectively.4 On average, 
women receiving relugolix combination therapy 
in both studies experienced an 84.3% reduction in 
menstrual blood loss from baseline (P < 0.0001). Dr. 
Al-Hendy notes that hemoglobin levels improved in 
women with anemia at baseline, and the amenorrhea 
rate was roughly around 50% in this program.

The LIBERTY trials are also notable because they 
evaluated pain, according to Dr. Al-Hendy. “From 
those patients who started with moderate or severe 
pain, based on a numerical [rating] scale that’s called 
NRS, about 50% of [them] managed to bring their 
pain to 0 or 1, which is considered minimal or non-
existing pain.” The overall incidence of adverse events 
between relugolix combination therapy and placebo 
was comparable. The most common adverse reaction 
was hot flush. Additionally, bone mineral density was 
preserved after 1 year of treatment.

Phase 3 data for the investigational agent linzagolix 
with and without hormonal add-back therapy were 
presented at the 2020 ASRM Scientific Congress. 
Linzagolix was associated with a significantly 
improved menstrual bleeding  and other symptoms 
of uterine fibroids at 24 weeks, with results being 
maintained at 52 weeks.4 In PRIMROSE 1, results 
showed responder rates of 56%, 67%, 71%, and 76% in 
the 100 mg, 100 mg plus hormonal add-back therapy, 
200 mg, and 200 mg plus hormonal add-back 
therapy groups, respectively.5 In the PRIMROSE 2 trial, 
results showed responder rates of 57%, 77%, 78%, and 
94% in the 100 mg, 100 mg plus hormonal add-back 
therapy, 200 mg, and 200 mg plus hormonal add-
back therapy groups, respectively.5

Future Directions and Considerations 

Women wait an average of 3.6 years before seeking 
treatment for uterine fibroids–related symptoms, and 
41% of those seek treatment from at least 2 health 
care providers before diagnosis.6 Many who do seek 
treatment pursue surgical approaches. “We think 
that 1 in 3 women may undergo a hysterectomy 
by the age of 60, [which] highlights the need to 

follow [the American College of Obstetricians and 
Gynecologists] guidelines and offer alternative 
therapies before hysterectomy,” says Dr. Milad. Thus, 
it is important to increase awareness among patients 
regarding the growing treatment spectrum for uterine 
fibroids. Newer modalities, such as GnRH antagonists, 
present clinicians and patients with alternatives to 
surgical treatment. 

The need for nonsurgical interventions will likely 
continue to expand. “It’s not uncommon to see 
women who are interested in retaining their uterus 
but not for fertility. We recently performed a study 
that suggested that in a subset of women, body 
image and sexual function play a role in choosing 
between conservative therapies and hysterectomy,” 
Dr. Milad explains.

When considering the utility of emerging 
nonsurgical options, Dr. Milad says that 
understanding their limitations is important. “Even 
with these new tools that we talked about, I will still 
consider them fertility unfriendly because [with] 
those treatments, you get ovulation suppression or 
ovulation inhibition [as the] mechanism of action, so 
you cannot pursue an attempt to get pregnant while 
on these agents,” says Dr. Milad. “We have a lot of 
options for patients that have symptomatic fibroids, 
but there’s definitely a gap in those therapies.” 
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Combining pembrolizumab (Keytru-
da) and lenvatinib (Lenvima) induced 
a statistically signi� cant and clinically 
meaningful improvement in overall 
survival (OS), progression-free sur-
vival (PFS), and objective response 
rate (ORR) compared with chemo-
therapy as treatment of patients with 
advanced endometrial cancer after 
prior systemic therapy in the phase 3 
KEYNOTE-775/Study 309 clinical trial 
(NCT03517449), according to a press 
release from Merck and Eisai, devel-
opers of the regimen.1

Based on these data, the compa-
nies plan to discuss the � ndings with 
regulatory authorities around the 
globe and intend to submit marketing 
authorization applications. The full 
data will be presented at an upcoming 
medical meeting.

“Women with advanced endometri-
al cancer are faced with high mortality 
rates and limited treatment options 
following initial systemic therapy,” 

said Gregory Lubiniecki, MD, an on-
cologist with Fox Chase Cancer Cen-
ter, Temple Health, in Philadelphia, in 
a statement. “� ese are the � rst results 
from a phase 3 trial of a combination 
regimen including immunotherapy 
in advanced endometrial carcinoma 
that have shown a statistically signif-
icant improvement in OS, PFS, and 
ORR versus chemotherapy. Merck 
and Eisai are dedicated to continuing 
to research the pembrolizumab plus 
lenvatinib combination and discover 
new approaches to address unmet 
needs for devastating diseases such as 
endometrial carcinoma.”

� e dual primary end points of OS 
and PFS, as well as the secondary e�  -
cacy end point of ORR, were achieved 
with the combination of the anti–PD-1 
therapy and lenvatinib, an orally avail-
able multiple receptor tyrosine kinase 
inhibitor.

Investigators observed these posi-
tive results in both the mismatch re-

pair pro� cient (pMMR) subgroup and 
the intention-to-treat (ITT) group, in-
cluding both patients with endome-
trial cancer that is pMMR and those 
with microsatellite instability–high 
(MSI-H)/mismatch repair deficient 
(dMMR). The combination also ap-
peared to have a safety pro� le consis-
tent with prior � ndings for the regimen.

“We are encouraged by the data 
observed in KEYNOTE-775/Study 
309, which represent a possible step 
forward for patients [a� ected] by ad-
vanced endometrial carcinoma and 
support the results seen in the ad-
vanced endometrial cancer cohort of 
KEYNOTE-146/Study 111,” stated Ta-
kashi Owa, vice president, chief medi-
cine creation o�  cer, and chief discov-
ery o�  cer of Eisai’s Oncology Business 
Group. “As more clinical data from the 
LEAP [Lenvatinib and Pembrolizum-
ab] program are revealed, we cannot 
help but be energized by the trajec-
tory of our collaboration with Merck 
and the bene� ts we hope to provide to 
patients together. Most importantly, 
we are grateful for the trust that the 
patients and health care profession-
als who participated in this trial have 
shown us.”

Drug duo boosts survival 
rate in endometrial cancer 

This article was originally published on Targeted Oncology.
For references, visit: contemporaryobgyn.net/view/drug-combination-

shows-improved-survival-rate-in-patients-with-advanced-endometrial-cancer

Pembrolizumab plus lenvatinib induced a statistically signifi cant and 
clinically meaningful improvement in overall survival, progression-free 
survival, and objective response rate compared with chemotherapy following 
prior systemic therapy in the phase 3 KEYNOTE-775/Study 309 trial.
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KEYNOTE-755/Study 309 is the con-
firmatory study for KEYNOTE-146/
Study 111 (NCT02501096), which 
served as supportive data for the FDA’s 
2019 accelerated approval of the com-
bination regimen to treat patients with 
advanced endometrial carcinoma who 
are not MSI-H or dMMR, have disease 
progression following previous system-
ic therapy, and are not candidates for 
curative surgery or radiation therapy.

In KEYNOTE-146/Study 111, the 
ORR was 38.3% with the combination 
of lenvatinib and pembrolizumab per 
RECIST 1.1 criteria among patients 
with non–MSI-H/dMMR tumors. The 
complete and partial response rates, 
respectively, were 10.6% and 27.7%.2

The most common toxicities with the 
regimen included fatigue, hyperten-
sion, musculoskeletal pain, diarrhea, 
decreased appetite, hypothyroidism, 
nausea, stomatitis, vomiting, decreased 
weight, abdominal pain, headache, 
constipation, urinary tract infection, 
dysphonia, hemorrhagic events, hypo-
magnesemia, palmar-plantar erythro-
dysesthesia, dyspnea, cough, and rash.

To be included in the multicenter, 
open-label, randomized, phase 3 KEY-
NOTE-755/Study 309 trial, patients 
had to have a histologically confirmed 
diagnosis of endometrial carcinoma; 
documented evidence of advanced, 
recurrent, or metastatic disease; and 
radiographic evidence of disease pro-

gression 1 year following prior system-
ic, platinum-based chemotherapy.

They also had to have at least 1 mea-
surable target lesion according to RE-
CIST 1.1 and an ECOG performance 
status of 0 or 1. Patients were ineligible 
if they had carcinosarcoma, unstable 
central nervous system metastases, or 
an active malignancy other than endo-
metrial cancer.

Additional secondary end points 
included health-related quality of 
life; number of patients with adverse 
events (AEs), with serious AEs, with 
immune-related AEs, and with treat-
ment discontinuations due to AEs; 
and time to treatment failure due to 
treatment-emergent AEs.

WHO says pregnant women should not receive Moderna vaccine. The World Health 
Organization (WHO) has issued guidance recommending that pregnant women should not receive the 
Moderna Inc. vaccine unless the individual is at high risk of exposure or having a severe case.
Read the full story online at: contemporaryobgyn.net/WHOvaccine

READ 
MORE

with the obstetrician to ensure an ade-
quate fetal monitoring plan is in place 
prior to procedure.13 

Mode of delivery
Despite higher rates of cesarean de-
livery in women with IBD compared 
with the general population, the only 
absolute contraindication to vagi-
nal delivery is active perianal disease 
in women with Crohn’s disease.14 In 
women who have undergone J-pouch 
surgery and have done well, recent 
studies have shown no worsening of 
pouch function after a vaginal deliv-

ery, thus this decision can be indi-
vidualized. The concern for vaginal 
delivery in women with IBD is the 
perceived increased risk of adverse 
outcomes with perineal lacerations, 
especially 3rd or 4th degrees, but thus 
far this has not been shown.15 Women 
with ileostomy or colostomy may also 
attempt a vaginal delivery if they have 
not had complications with their osto-
mies. Therefore, for the vast majority 
of women with IBD, there is no reason 
to recommend a planned cesarean de-
livery because of the IBD.

Additional postpartum con-
siderations
NSAIDS have been shown in IBD pa-
tients to cause ulcerations and flares.3 
NSAIDS are also the most commonly 
used pain medication after delivery. 
Alternate forms of pain medications 
in IBD patients are preferred but if 
NSAIDS are required to control pain, 
we recommend using the lowest dose 
and shortest duration. 

Fenugreek is a common lactation 
supplement but should be avoided as 
it can cause bloody diarrhea and may 
precipitate postpartum flares in wom-
en with IBD.13 

FOR REFERENCES VISIT  
contemporaryobgyn.net/IBD

IBD and Pregnancy CONTINUED FROM PAGE 22
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Timely biopsy is essential to diagnosing endometrial cancer and identifying optimal 
treatment regimens. According to recent research, how does hysteroscopy compare 
to traditional, "blind" biopsies in terms of finding of positive peritoneal cytology, 
underdiagnosis, rate of 5-year recurrence-free survival, or rate of complications?

In this Contemporary OB/GYN® supplement, Dr. Yelena Havryliuk and Dr. Samar Nahas 
examine the findings of four key studies that demonstrate the effectiveness and unique 
utility of hysteroscopy.

Endometrial Cancer
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The Value of Hysteroscopy
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Andrew I Kaplan, Esq is a partner at Aaronson, Rappaport, Feinstein & Deutsch, LLP in New York City, specializing in medical 

malpractice defense and healthcare litigation. This case was handled by one of his partners.

Could this fetal demise 
have been averted? 

Factual Summary
Historically, the plainti� , a G2P1, 
had di�  culty getting pregnant and 
had intrauterine insemination (IUI) 
in 2013 and got pregnant on the � rst 
attempt. For that � rst pregnancy, the 
plainti�  treated with maternal fetal 
medicine specialist Defendant A for 
her prenatal care and delivered at de-
fendant hospital via cesarean section 
due to decelerations and long labor. 

With regard to the pregnancy to 
which this case relates, IUI alone was 
unsuccessful. � e plainti�  became 
pregnant successfully after treat-
ment with clomiphene after multiple 
attempts. After learning she was 
pregnant, the plainti�  transferred 
her care to Defendant A. Her � rst 
prenatal care appointment with De-
fendant A was on June 4, 2016. At this 
� rst appointment, they discussed the 
importance of getting her diabetes 
under control. � e record indicated 
the plainti�  had a prior cesarean sec-
tion and desired a vaginal birth after 
cesarean (VBAC). She continued care 
with Defendant A and her insulin 

levels were monitored very closely. 
An anatomy scan on July 20, 2016, 
showed fetus size equal to gestational 
date and there was no gross evidence 
of abnormalities. � e prenatal record 
indicated in multiple places that the 
plainti�  desired a trial of labor after 
cesarean (TOLAC). 

On September 28, 2016, the plain-
ti�  signed a TOLAC form, which 
indicated a TOLAC delivery may have 
additional risks. � e plainti�  had an 
uneventful prenatal course; through-
out her scans, the size remained 
equal to dates; and there was good 
fetal movement. Given the plainti� ’s 
diabetes, she was scheduled for deliv-
ery at 38 weeks. � e last prenatal visit 
prior to the delivery was December 
7, 2016, at which time she was going 
to be evaluated for induction versus a 
repeat cesarean section.

At 3:22 AM on December 12, 2016, 
the plainti�  presented to the defen-
dant hospital with complaints of con-
tractions without a rupture of mem-
branes. An exam was performed by 
the resident, which showed dilation 

of 1.5 cm and 90% e� acement, with 
the membranes intact. It was decided 
to admit the plainti�  to labor and 
delivery, which was accomplished at 
5:30 AM. At 6:43 AM, the next pelvic 
exam was performed, indicating the 
plainti�  was still at 1.5 cm dilation 
and 90% e� acement. At 12:19 AM, a 
nonparty ob/gyn attending has a note 
that the plainti�  was informed of the 
nature of the delivery, including the 
risks and bene� ts of a VBAC versus 
performing a cesarean section. Pelvic 
exam revealed dilation to 3 cm and 
e� acement at 90%. Arti� cial rupture 
of membranes produced clear � uid. 

Another pelvic exam was per-
formed at 2:42 AM documenting 3.5 
cm dilation with e� acement still at 
90%. � e plainti�  was in latent labor 
and a decision was reached to per-
form an amnioinfusion to mitigate 
variable decelerations. Category 2 
tracings were documented. At 5:16 
PM, dilation was 4 cm, e� acement of 
90%, and there is a reference to con-
tinuing category 2 tracings. � e plain-
ti�  was in latent labor with variable 

Taking all facts into consideration, contemplate the course of action you 
would have taken under the circumstances presented here.
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decelerations that were not improv-
ing with amnioinfusion. If there was 
no change by 7 PM the plan was for a 
repeat cesarean section. 

Defendant B, also a maternal fetal 
medicine specialist, came on as the 
covering attending and concurred 
with the plan. He also noted category 
2 tracings, and his impression was a 
stable latent phase. The plan was still 
to have a vaginal delivery, but if there 
was no significant progress the plan 
would change to a repeat cesarean 
section. A 7:10 PM note indicated 
the plaintiff now wanted a cesarean 
section and at 7:37 PM there was a 
nonreassuring fetal heart tracing. The 
monitoring was discontinued and the 
plaintiff was taken to the operating 
room. The delivery was attended by 
Defendant B, and two defendant resi-
dents, along with nonparty resident. 
The administration of anesthesia was 
started at 7:41 PM, with the skin inci-
sion at 7:53 PM, and the uterine inci-
sion at 8:21 PM. The time of delivery 
was recorded as 8:28 PM. The Apgar 
scores at delivery were 0 at 1, 5, and 
10 minutes. The chart included a dis-
crete certificate of spontaneous ter-
mination of pregnancy indicating this 
was a stillbirth and not a live birth 
with fetal demise shortly thereafter. 

Defendant B’s operative note was 
written the following day at 2:54 PM. 
He noted the plan was that if the 
labor had not progressed, a cesarean 
section would be performed. The 
delivery was planned for shortly after 
7 PM because of concerns regarding 
nonreassuring fetal heart tracings. 
Significantly, Defendant B noted 
dense adhesions after the abdomi-
nal incision, which was done over 
the prior uterine scar, and therefore 
additional assistance was requested. 

He noted the skin incision was at 7:53 
PM and the uterine incision was at 
8:21 PM and the delivery effectuated 
at 8:28 PM.

Defendant C authored a note at 
4:13 PM the following day and stated 
she was called into the operating 
room for assistance along with the 
nonparty resident. Her note stated 
the resident assisted with pushing 
the fetus from the vagina, but it was 
still difficult to deliver the infant, 
necessitating Defendant C to scrub in 
and deliver the fetal head, which she 
was unable to do on the first attempt. 
Defendant C’s note indicated she 
further extended the lower portion 
of the uterine incision in a T-fashion. 
Defendant D wrote an operative note 
two days later, stating she was called 
into the operating room after the 
fascia had been opened and exten-
sive scar tissue was identified, with 
three discrete bands of muscular scar 
noted and the rectus muscle growing 
into the uterine myometrium. De-
fendant D noted that due to the close 
proximity of the bladder to the scar 
tissue and the uterus and the inabil-
ity to clearly define planes between 
scar tissue and bladder, a retractor 
was placed to allow visualization of 
the lower uterus. The decision was 
made to place the uterine incision 
just above what was thought to be a 

window in the lower uterine segment, 
resulting in a transverse uterine inci-
sion, at which time the placenta was 
immediately encountered, and a 
cotyledon “popped out.” The placenta 
was noted to be dry and not bleeding, 
which Defendant D noted on inter-
view was abnormal. 

After the uterine excision was ex-
tended manually and attempts were 
made to deliver the fetus, Defendant 
D specifically noted help was called 
and it was noted it was very difficult 
to deliver the fetus. Defendant D not-
ed that the incision was extended in a 
“T” fashion, which was performed by 
Defendant C. Per Defendant D’s note, 
the fetus was delivered cold, floppy, 
with no amniotic fluid or blood sur-
rounding the fetus, with no blood 
in the umbilical cord. The mother-
plaintiff was administered four units 
of blood and one unit of plasma due 
to uterine atony. Subsequently the 
plaintiff was seen by social workers 
and was able to spend time with the 
baby. A consent for an autopsy was 
signed. The plaintiff was very emo-
tional and was ultimately discharged 
with a prescription for Xanax and was 
given a memory box. The autopsy 
report stated there was no obvious 
cause of death. The maternal diabetes 
was well controlled. 

On January 24, 2017, the plaintiff 
had an ultrasound that showed a 4 
cm clot in the uterus, which appeared 
to have retained placental tissue. On 
March 9, 2017, the plaintiff underwent 
a hysterosalpingogram that showed 
an enlarged uterine cavity with a 
defect occupying two-thirds of the 
cavity. This was suggestive of retained 
products of conception. The exam 
also showed that both tubes were 
visualized, and the left tube was freely 

On September 28, 
2016, the plaintiff 

signed a TOLAC form, 
which indicated a 

TOLAC delivery may 
have additional risks.
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patent and the right tube was slightly 
patent. On April 25, 2017, she had a 
resection of the retained products of 
conception and removal of a 4 cm 
mass. She presented for a follow-up 
exam on May 2, and her uterus looked 

well healed after she had her next 
menstrual cycle. On May 23, another 
hysterosalpingogram was performed 
that noted there was no longer a de-
fect. The records indicate she was con-
tinuing to have thoughts of sadness 
and frustration and was struggling to 
be a present mother to her daughter 
while still continuing to grieve. 

Allegations
Plaintiff argued that the 28 minutes it 
took to navigate down to the uterus, 
notwithstanding the presence of ad-
hesions, was too long a period of time 
to comport with the standard of care 
and within that context the assistance 
of Defendant D should have been in-
voked before the approximate 8:13 PM 
summons to her, this after the initial 
skin incision at 7:53 PM. The more sig-
nificant hurdle for the defense to over-
come was the amount of time it took 
to extricate the fetus after the uterine 
incision (7 minutes). The plaintiff’s at-
torney alleged that the patient should 
not have been put through a trial of la-
bor and the decision to perform cesar-
ean delivery was negligently delayed. 

It was also alleged the placenta was 
errantly incised during the surgery 
and there was a delay in appreciating 
the error and effectuating delivery. 
The patient also claimed significant 
emotional damages. 

Discovery
Records and deposition of the patient 
reflected that she and her family had 
undergone significant documented 
grief and trauma as a result of the fe-
tal demise, leading to the dissolution 
of her marriage.

Defendant C testified that the fetal 
demise more likely than not occurred 
prior to the uterine incision and the 
7-minute time interval necessary to 
extricate the fetus. Defendant C in-
dicated that she was not privy to the 
extent of adhesions and scarring that 
were encountered initially by Defen-
dant A and thereafter by Defendant 
D, but did indicate that based on her 
observation there was much scar tis-
sue in the operative field and a lack 
of flexibility in the tissue. Addition-
ally, although she did not participate 
in the uterine incision that was made 
by Defendant D, he described it as 
being in the lower uterine segment. 
The delivery report indicated that 
the fetus was delivered through the 
placenta, but the unified testimony of 
the defendants was that the placenta 
was not completely disrupted, but 

rather only a portion of the placenta, 
that is, a cotyledon was encountered. 
Although the delivery report does 
state that the fetus was delivered 
through the placenta, and that the 
placenta was completely disrupted 
for the 7-minute period it took to ex-
tricate the fetus, Defendant C testified 
that the placenta was not completely 
disrupted, and that the bleeding 
primarily was related to the uterine 
incision and the significant amount 
of adhesion dissection.  

With regard to the labor and deliv-
ery, our expert indicated the deci-
sion to perform a cesarean section 
was timely made. The labor prior was 
latent on the precipice of converting 
to active labor. The fetal heart tracings 
never progressed to a Category 3 strip, 
which would have necessitated emi-
nent delivery. The Category 2 strips 
required continuous monitoring. Our 
expert believed that it was within the 
standard of care for the physicians 
performing the cesarean section to 
perform a deliberate dissection of the 
adhesions given that this was not a 
stat or emergent cesarean section. It 

was appropriate to perform the cesar-
ean section safely to avoid injury to 
maternal organs, including the colon 
and bladder. Our expert was support-
ive that the failure to progress, along 
with the fetal tachycardia and nonre-
assuring tracings, were a sign to do a 
cesarean section, but did not indicate 

AT 3:22 AM ON DECEMBER 12, 2016, 
THE PLAINTIFF PRESENTED TO THE DEFENDANT 

HOSPITAL WITH COMPLAINTS OF CONTRACTIONS 
WITHOUT A RUPTURE OF MEMBRANES.

At 12:19 AM, a nonparty ob/gyn 
attending has a note that the 
plaintiff was informed of the nature 
of the delivery, including the risks 
and benefits of a VBAC versus 
performing a cesarean section.
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a stat cesarean section, and the fetal heart rate was 
not indicative of fetal distress.

With regard to the cesarean section itself, our 
expert was supportive of the deliberate nature of 
the dissection by the various physicians within 
the context of the nonemergent cesarean section, 
which would not have been the case if the fetus 
was in distress and a stat delivery was required. 
Our expert was supportive of the decision to 
perform a standard incision and not immediately 
utilize the “T” incision. � e cesarean section was 
proceeding in a nonemergent way and as such, it 
was appropriate to want a small incision. � ere 
was di�  culty delivering the fetus with the creation 
of the initial incision and there was still di�  -
culty that necessitated a “T” incision, which was 
ultimately successful, but not timely enough to 
prevent the stillbirth. Our expert indicated that an 
earlier cesarean section would have been encum-
bered by the same di�  culties as when it was ulti-
mately performed, which would have still delayed 
the extrication of the fetus.

Result
� e case settled as to defendant hospital. 

Analysis
Plainti� s’ counsel argued that the 28 minutes it took to navigate 
down to the uterus, notwithstanding the presence of adhesions, 
was too long a period of time to comport with the standard of 
care, and within that context the assistance of Defendant D 
should have been invoked earlier, but certainly before the ap-
proximate 8:13 PM summons after the 7:53 PM skin incision. 
� e more signi� cant hurdle for the defense to overcome in this 
case was the amount of time it took to extricate the fetus after the 
uterine incision, and it is anticipated that the practitioners would 
face much more vigorous cross-examination at trial before a lay 
jury concerning the interval steps that led to the uterine incision 
and the ultimate extrication of the fetus. Ultimately, given the 
hurdles posed by the alleged delay in extracting the fetus, and the 
inherent sympathy the prolonged delivery and result were likely 
to engender, the decision was made to settle the case on behalf of 
the hospital rather than risk a jury’s verdict. 

For more Legally Speaking columns: contemporaryobgyn.net/legally-speaking
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Skeletal dysplasia
David Abel, discusses various elements of 
skeletal dysplasia and how practicioners 

can help their patients. 

Vaginal dilators
Michael Krychman, MD discusses vaginal 

dilators as an effective medical treatment for 
women experiencing pelvic and sexual pain.

Never miss an episode of Pap Talk by 
Contemporary OB/GYN® and subscribe on 

Apple Podcasts, Spotify, or wherever you listen. 
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GYNECOLOGY PRACTICE FOR SALE
WITH OBSTETRICS OPTION

Great opportunity to take over a well-established 
Gynecology practice in Annapolis, Maryland – a 
picturesque sailing capital on the Chesapeake 
Bay only 30 minutes from Washington, D.C. 
and Baltimore, Maryland. Current Physician 

is retiring after 35 years in the same location. 
Obstetrics with coverage is also an option since 

the physician just stopped Obstetrics 4 years 
ago. The practice is affiliated with Anne Arundel 

Medical Center which provides state of the 
art services for advanced minimally invasive 

surgical procedures and robotics. 

If you wish to find out more about the 
practice please contact 410-266-6035 or 

email: dhardy@womenshealthannapolis.com
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WOMEN’S HEALTH CLINIC FOR SALE
Seeking buyers for Access Health Center, Ltd.

A Women’s Health Clinic and Family Planning and
birth control practice in Downers Grove, Illinois, 
a western suburb of Chicago. Average Gross of 

$1,000,000 and Property value of $950,000.

Contact Vera at 847-255-7400 or email
Veras@offi  cegci.com

vino878@aol.com

OB/GYN Hospitalist Medical Director 
Opening in Florida!
TeamHealth has an excellent opportunity for a full-time 
OB/GYN Hospitalist Medical Director to lead the OB/GYN 
Hospitalist team at AdventHealth Tampa in beautiful Tampa, Florida.

Full-time: Schedule allows for 12 and 24-hour in-house shifts. Model 
will consist of two clinicians in-house 24/7 with one MD for 24 hours 
and a second clinician; MD for 12 hours/CNM 12 hours. Enjoy a flexible 
schedule, competitive compensation, a Medical Director stipend and 
a full benefits package. Ideal candidates are board-certified with a 
minimum of three years of post-residency experience and a current or 
in-process Florida license to practice.

We ask you are proficient in the full breadth of the OB/GYN 
specialty, drive patient safety and quality initiatives, insurability for 
malpractice insurance, demonstrate clinical excellence with superior 
communication skills, have a successful track record and are 
comfortable with supporting Certified Nurse Midwifes.

TeamHealth is an industry leader in providing integrated hospital-
based services and offers the ability to grow professionally through 
CME and training created and provided by the TeamHealth Institute.

To learn more about this role and other opportunities, contact Heather 
Scott at 954.835.2844, heather_scott@teamhealth.com or 
teamhealth.com/join.
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Olive View-UCLA Medical Center, a Los Angeles County 
facility and major teaching hospital for the David Geffen 

School of Medicine at UCLA, is recruiting a full-time BC/BE 
general obstetrician/gynecologist.

We are seeking individuals who will contribute to an 
academic, energetic and creative multidisciplinary faculty. 

Responsibilities include direct patient care with strong 
emphasis on mentoring and training residents in the UCLA 

Ob/Gyn Residency Program, as well as the teaching of 
medical students. Opportunities in clinical and health services 
research are available and encouraged. Employment includes 

an academic appointment at the David Geffen School of 
Medicine at UCLA. Competitive salary and benefi ts provided. 
We are committed to excellence and equity in every facet of 
our mission. We welcome candidates whose experience in 

teaching, research, or community service has prepared them 
to contribute to our commitment to diversity and excellence. 

Applicant must be eligible for licensure in California. EOE

Please submit letter of intent, CV, and three references to: 
Dr. Christine Holschneider, Chair, Department of Obstetrics 
and Gynecology, Olive View-UCLA Medical Center, Sylmar, 

CA 91342; via email: cholschneider@dhs.lacounty.gov
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1 in 5 women with cervical cancer were missed by HPV-Alone screening.1,2*

Pap + HPV (co-testing) empowers you to do everything you can to protect the health of your patients.

Studies show Pap + HPV (co-testing) detects 95% of cervical cancers.1,2 The patient experience is exactly the
same, making it an easy decision to do everything you can, to do the best for your patients. When it comes 

to cervical cancer, if you want to provide complete care you need to administer complete testing.

WHY IS IT ESSENTIAL TO KEEP THE PAP? 
BECAUSE THEY’RE WORTH IT.

* A positive HPV screening result may lead to further evaluation with cytology and/or colposcopy.
References: 1. Blatt AJ, et al. Comparison of cervical cancer screening results among 256,648 women in multiple clinical practices. Cancer Cytopathol. 2015;123(5):282-288. doi:10.1002/ cncy.21544 (Study included 
ThinPrep, SurePath and Hybrid Capture 2 assay). 2. Austin RM, et al. Enhanced detection of cervical cancer and precancer through use of imaged liquid-based cytology in routine cytology and HPV cotesting. Am J 
Obstet Gynecol. 2018;150(5):385-392. doi:10.1093/ajcp/aqy114 (Study included ThinPrep Pap test, ThinPrep imaging, Digene HPV, Cervista HPV and Aptima HPV).
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Learn why every woman is worth two tests ⊲
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