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Evidence Pyramid

Systematic Review

Randomized Controlled Tral

Cohort studies

Case Control studies

Cross-Sectional, Case Series/Case Reports

Animal research
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Levels of Evidence

Level of
Evidence

Type of Study

1a

Systematic reviews of randomized clinical trials (RCTs)

1b

Individual RCTs

2a

Systematic reviews of cohort studies

2b

Individual cohort studies and low-quality RCTs

3a

Systematic reviews of case-controlled studies

3b

Individual case-controlled studies

4

Case series and poor-quality cohort and case-control studies

S5

Expert opinion based on clinical experience

Adapted from: Sackett DL et al. Evidence-Based AMedicine: How o Practice and Teach EBM. 2nd ed. Churchill

Livingstone, 2000.
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In an all-new episode of UpToeDate Talk, members of cur clinical faculty discuss the
following important updates:

e Updated guidelines for HPY vaccination in young adolescents
(Dr. Joel Palefsky)
# Glucocordicoids and sepsis (Dr. Scott Manaker)
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What's New

Qur editors select a small number of the most important updates and share them with you via What's New. See these updates by clicking on the specialty you are interested in below. You may also enter "What's new”
in the search box.

Find Out What's New In:

Practice Changing UpDates Gastroenterology and hepatology Oncology

Allergy and immunology General surgery Palliative care

Anesthesiology Geriatrics Pediatrics

Cardiovascular medicine Hematology Primary care

Dermatology Hospital medicine Psychiatry

Drug therapy Infectious diseases Pulmonary and critical care medicine
Emergency medicine Nephrology and hypertension Rheumatology

Endocrinology and diabetes mellitus Neurology Sleep medicine

Family medicine Obstetrics and gynecology Sports medicine (primary care)
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UpToDate offers two levels of content for patients:

« The Basics are short overviews. They are written in accordance with plain language principles and answer the four or five most important questions a person might have about a medical problem.

» Beyond the Basics are longer, more detailed reviews. They are best for readers who want detailed information and are comfortable with some medical terminology.

Learn more about UpToDate's patient education materials.

. a . - l o= - *» & .
This site complies with the HOMNcode standard for trustworthy ¢ )}Sb ‘S“"") ML" 6)L°"3 )| ‘s"‘u ¢ ‘6Lb G)LQ*” oy (’:‘"Lg 4"’ L}")A ulﬁ)“a‘
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CERTIFIED
21/2018

To browse the available patient education topics in UpToDate, click on a category below.

Allergies and asthma Ear, nose, and throat Lung disease

Arthritis Eyes and vision Men's health issues
Autoimmune disease Gastrointestinal system Mental health

Blood disorders General health Pregnancy and childbirth
Bones, joints, and muscles Heart and blood vessel disease Senior health

Brain and nerves HIV and AIDS Skin, hair, and nails
Cancer Hormones Sleep

Children's health Infections and vaccines Surgery
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Eyes and visicn

Beyond the Basics

"The Basics" are short (1 to 3 page) articles written in plain language. They answer the 4 or 5 most important questions a person might have about a medical problem. These articles are best for people who want a general overview.

Blepharitis

Blepharitis (The Basics)

Blocked tear duct

Blocked tear duct (The Basics)

Chalazion

Chalazion (The Basics)

Conjunctivitis
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1500 Patient Support Leafrlets

The Basics

1 to 3 page long

Written in plain language.

Best for a general overview
Answer the 4 or 5 most important
questions

Beyond the Basics

5 - 10 pages long

More detailed than "The Basics*

Better for readers who are comfortable
with some technical medical terms.
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Our editors select a small number of the most important updates and share them with you via What's Mew. See these updates by clicking on the specialty you are interested in below. You may also enter "What's new"” in the

search box

Find Qut What's New In:

Practice Changing UpDates
Allergy and immunology
Cardiovascular medicine
Dermatology

Drug therapy

Emergency medicine

Endocrinology and diabetes mellitus

Family medicine

Gastroenterology and hepatology

General surgery

Geriatrics

Hematology

Hospital medicine

Infectious diseases
Mephrology and hypertension
Meurology

Obstetrics and gynecology

Oncology

Palliative care

Pediatrics

Frimary care

Psychiatry

Pulmonary and critical care medicine
Rheumatology

Sleep medicine

Sports medicine (primary care)
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What's new in oncology

Topic Outline

BREAST CANCER
Fulvestrant in hormone receptor-positive,
HER2-negative breast cancer (November
2016)
CDK 4/6 inhibitors plus letrozole in hormone
receptor-positive, HER2-negative breast
cancer (November 2016)
Obesity as a risk factor for cardiotoxicity
from anthracycline and trastuzumab-based
regimens (November 2016)
Surgical margin in breast conserving
surgery for ductal carcinoma in situ
(October 2016)
Mammography associated with breast
cancer overdiagnosis (October 2016)
IV and risk of breast cancer (July 2016)

Duration of adjuvant endocrine therapy for
breast cancer (July 2016)

CANCER SCREENING AND PREVENTION

USPSTF recommendations for skin cancer
screening (August 2016)

USPSTF recommendations for colorectal
cancer screening (July 2016)

GASTROINTESTINAL CANCER

Langusge Help

Welcome, Ministry of Health of Iran Log Im
n Contents Patient Education What's New Practice Changing UpDates Calculators Drug Interactions

Find Print Email

What's new in oncology
Authors: Aprl F Eichler, MD, MPH, Michael E Ross, MD, Diane MF Savarese, MD, Sadhna R Vora, MD

Contributor Disclosures

All topics are updated as new evidence become

- . . - - =~ o
G omplete. < . ”
Literature review current through: MNov 2016_§ This topic last updated: Dec 19, 2016. @u))S)“’ d‘ ' G‘)b

The following represent additions to UpToDate from the past six months that were considered by the editors and authors to be of particular
interest. The most recent What's New entries are at the top of each subsection.

BREAST CANCER
Fulvestrant in hormone receptor-positive, HER2-negative breast cancer (November 2016)

Results from the phase Il FALCON trial, which included 462 women with metastatic estrogen receptor (ER)-positive breast cancer who had not
received prior hormone therapy, demonstrated improved progression-free survival with fulvesirant over anastrazole (16.6 versus 13.8 months)
[1]- Quality of life outcomes were similar between the two groups. These data support our approach of using fulvestrant as an alternative to
either an aromatase inhibitor or an aromatase inhibitor plus CDK 4/6 inhibitor in the first-line setting for patients with metastatic hormone
receptor-positive breast cancer. (See "Treatment approach to metastatic hormone receptor-positive breast cancer: Endocrine therapy”. section
on 'Fulvestrant'. )
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CDHK 4/8 inhibitors plus letrozole in hormone receptor-positive, HER2-negative breast cancer (November 2018)

The addition of cyclin-dependent Kinase (CDK) 4/6 inhibitors to aromatase inhibition improves outcomes in postmenopausal women with
hormone receptor-positive, HER2-negative advanced breast cancer.
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Topic Outline
INTRODUCTION

CARDIOVASCULAR MEDICINE (October 2018)

Transcatheter mitral valve repair for
secondary mitral regurgitation

ONCOLOGY (September 2018)
Immunotherapy for extensive-stage SCLC

CARDIOVASCULAR MEDICINE; HOSPITAL
MEDICINE; GENERAL SURGERY (August
2018)

Dabigatran for patients with myocardial injury
after non-cardiac surgery

GASTROENTEROLOGY AND HEPATOLOGY:
PEDIATRICS; ALLERGY AND IMMUNOLOGY
(July 2018)

Revised diagnostic criteria for eosinophilic
esophagitis
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Find Print Share

Practice Changing UpDates

Authors: H Nancy Sokol, MD, April F Eichler, MD, MPH

Contributor Disclosures

All topics are updated as new evidence becomes available and our peer review process is complete.
Literature review current through: Sep 2018. | This topic last updated: Oct 11, 2018.

INTRODUCTION — This section highlights selected specific new recommendations and/or updates that we anticipate may
change usual clinical practice. Practice Changing UpDates focus on changes that may have significant and broad impact on
practice, and therefore do not represent all updates that affect practice. These Practice Changing UpDates, reflecting important
changes to UpToDate over the past year, are presented chronologically, and are discussed in greater detail in the identified topic
reviews.

CARDIOVASCULAR MEDICINE (October 2018)
Transcatheter mitral valve repair for secondary mitral regurgitation

e For most patients with moderate-to-severe or severe (3+ to 4+) chronic secondary mitral regurgitation and heart failure

despite optimum management, we suggest referral to a Heart Valve Team to assess the feasibility and potential benefit and
rick nf trancerathatar mitral valua ranair I ITMV/R)Y (Rrada 2R)

Close
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Topic Outline
INTRODUCTION

Practice Changing UpDates

m

Author: H Mancy Sokol, MD
INFECTIOUS DISEASES. PEDIATRICS, ADULT ) )
PRIMARY CARE, FAMILY MEDICINE (November Contributor Disclosures
2016)
I"1éﬂiﬂ ococcal coniugate vaccination for All topics are updated as new evidence becomes available and our peer review process is complete.
I—vllv-infgected patientjs g Literature review current through: Mov 2016 | This topic last updated: Dec 20, 2016.

INTRODUCTIOMN — This section highlights selected specific new recommendations and/or updates that we anticipate may change usual clinical
practice. Practice Changing UpDates focus on changes that may have significant and broad impact on practice, and therefore do not represent
all updates that affect practice. These Practice Changing UpDates, reflecting important changes to UpToDate over the past year, are presented
chronologically. and are discussed in greater detail in the identified topic reviews.

INFECTIOUS DISEASES (Movember 2016)

HPW vaccine dosing for individuals younger
than 15 years

HEMATOLOGY (October 2016, Modified INMFECTIOUS DISEASES. PEDIATRICS, ADULT PRIMARY CARE, FAMILY MEDICIME (Movember 2018)
October 2016)
Daratumumab-based regimens in re|apsed Meningncnccal cnnjugate vaccination for HIV-infected patients

multiple myeloma

e For all Hv-infected individuals older than two months, we suggest meningococcal conjugate vaccination (Menactra or Menveo) (Grade 2C)

(F'qlf:”_tMEHzF[:{TfND CRITICAL CARE MEDICINE Growing evidence has suggested that HIV-infected individuals have a disproportionate incidence of invasive meningococcal disease. with an
ctober 6)

M h lat fetil £ | d | estimated risk 3 to 13 times that of the genera' prU'atiDn. Because of this. the Centers for Disease Control and Prevention in the United States
b AENOEE METEor stEretera Had now recommends meningococcal conjugate vaccination (with MenACWY-CRM [Menveo] or MenACWY-D [Menactra]) for all HV-infected
individuals older than two months [l] This includes a primar‘f vaccine series for those who have not pre‘fiDUS"_'f" received it and interval booster
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View By Specialty List Alphabetically Search Calculators

ALLERGY AND IMMUNOLOGY CALCULATORS
Clinical Criteria

Temperature unit conversions

Weight unit conversions

Medical Equations

Absolute eosinophil count

Language Help

Welcome, University of Medical Sciences | Log In / Register

Contents Patient Education What's New Practice Changing UpDates Calculators Drug Interactions

Conventianal (gravimetric, imperial, US) unit to Sl unit conversions: Chemistry and endocrine tests

Conventional (aravimetric imperial 1S unit to S1 unit conversions Immunoloav lab values
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Calculator: Body mass index (BMI) for adults (Metric, Patient education)
Calculator: Body mass index (BEMI) for adults (Metric, Patient education)

EBMI is a measure of weight in relation to height. it is the most practical way to estimate if a person is underweight, healthy weight, overweight, or obese.

Result:
Enter height and weight:
o [
Height | |lem v
weight | | (kg 2

BMI interpretation

BMI <18.5: Underweight

BMI 218.5 and <25: Healthy weight

BMI 225 and <30: OCwverweight

BMI230: Chesity
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Welcome to Drug Interactions: A Drug-Drug, Drug-Herb, and Herb-Herb analysis tool, provided by Wolters Kluwer Clinical
Drug Information utilizing Lexicomp clinical content.

Lexi-Interact Online combines literature and scientific understanding of drug interactions throughout the world with a state-of-the-art electronic platform, providing
an efficient way to help inform healkhcare professionals about adverse drug events that otherwize can compromise the care of patients.

Review all interactions for a selected medication or enter a patient specific regimen to analyze for potential interactions. Additionalty, vou may =elect a drug
interaction result to ebtain specific infermation on Patient Management, Interacting Members, Risk Rating, References and more.

Disclaimer: Use of thiz data sclution iz subject to the any applicable license agreement. YWolters Kluwer Clinical Drug Information makes reazcnable efforis to
publish accurate summary information in its solutions. But users are advized that these solutions are intended only to supplement — not substitute for or replace —
the knowledge and judgment of healthcare professionals. The infoermation is published based upon publicly available =ources generally viewed as reliable in the
heathcare community. Wolers Kluwer Clinical Drug Information does not engage in any independent review, testing or study of any medication, medical device,
condition, ilness, injury, test, procedure, treatment, or therapy in connection with publication of the information. The information is not intended to explicithy or
implicithy endorse any particular medication, medical device, test, procedure, treatment, or therapy as safe or effective for any particular patient or health condition.
Wolters Kluweer Clinical Drug Information azssumes no responsibility or liability for errors or omigsions of any kind in the information. VWolters Kluwer Clinical Drug
Information expressly disclaims any liabilty for any logs or damage claimed to have resulted from the use of the information. By using this information, each such
user of the information holds Wokers Kluwer Clinical Drug Information harmless from any such claims and indemnifies Wolers Kluwer Clinical Drug Information for
any expenses incurred if any such claims are made. In no event =shall Wolters Kluwer Clinical Drug Infermation be liable to any user or any third-party, including
specifically any customer or patient of a user, for direct, special, indirect, incidental, or congeguential damages. Wolers Kluwer Clinical Drug Information disclaims
all warranties of any kind or nature, whether expressed or implied, including any warranty as to the guality, accuracy, comprehensiveness, currency, suitability,
availability, compatibility, merchantability, and fitness for a particular purpose of the information.

App Wersion 1.1

Lexicomp® Drug Interactions
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Lexicomp® Drug Interactions

Lexicomp® Drug Interactions

Add items to your list by searching below.
Enter item name
ITEM LIST

Clear List

MOTE: This tool does not address chemical compatibility
related to |.V. drug preparation or administration.

Drug Interactions Feedback



UploDate’

UpToDate’

Lexicomp® Drug Interactions

Lexicomp® Drug Interactions

Add items to your list by searching below.

| = )

Asacol 800 (CAN)

Asacol [DSC]
Asacol HD

Asaphen (CAN)
Asaphen E_C. (CAN)
Asclera
Ascocid-ISO-pH [OTC]
Ascocid [OTC]
Ascomp with Codeine
Ascorbic Acid

Ascorbic Acid and Polysaccharide Iron
“reTafEd fo 1V drug preparation or admimistration.

-



UploDate’

UpToDate’

Lexicomp® Drug Interactions

Lexicomp® Drug Interactions 10 Results Print
Add itemns to your list by searching below.
Asacol HD (Mesalamineg)
Antacids
Enter item name
E Asacol HD (Mesalamine)
H2-Antagonists - - - . ‘e
E Asacol HD (Mesalaming) L, L, ‘ “L, “| ‘| . ‘ L, ‘
Cloar Lict Proton Pump Inhibitors .b; syp 9 i) b Awld L>..b ’.'44.5)9@ 63)‘> )
Asacol HD (5-ASA Derivatives)
Varicella Virus-Containing Vaccines
Asacol HD
. Asacol HD (5-ASA Derivatives)
Display complete list of interacticns for an individual - Cardiac Glycosides
item by clicking item name. Add ancther item to
analyze for potential interactions. . Asacol HD (5-ASA Derivatives)

Heparin

Asacol HD (5-ASA Derivatives)
Heparin (Low Molecular Weight)

Asacol HD (5-ASA Derivatives)
MNonsteroidal Anti-lnflammatory Agents

Asacol HD (5-ASA Derivatives)
Thiopurine Analogs

B Asacol HD (5-ASA Derivatives)
MOTE: This tool does not address chemical compatibility Vitamin K Antagonists
related to [V drug preparation or administration.
. DISCLAIMER: Readers are advised that decisions regarding drug therapy must be based on the independent judgment of the clinician, ¢ hanging information about a drug (eg, as
Drug Interactions Feedback reflected in the literature and manufacturer’s most current oroduct information). and c¢hanaina medic al oractices.
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Awvoid Combination

Cata demonstrate that the specified agents may interact with each other in 2
clinically significant manner The risss sssocisted with concomitant use of these
agents ususally cutweigh the benefits. These sgents sre generally considered
contraindicated.

Consider Therapy Modification

Cata demonstrate that the two medications may interact with each other in 8
clinically significant manner A patient-specific sssessment must be conducted to
determine whether the benefits of concomitant therapy cutweigh the risks. Specific
acticns must be taken in order to realize the benefits andlocr minimize the toxicity
resulting from concomitant use of the agents. These actions may include aggressive
monitoring, empiric dosage changes, choosing alternative agents.

Moniter Therapy

Cata demonstrate that the specified agents may interact with each other in 2
clinically significant manner. The benefits of concomitant use of these teo
medications usually cutweigh the risks. An appropriate monitoring plan should be

implemented to identify potential negative effects. Dlosage adjustments of one or
both agents may be needed in a8 minority of patients.

Mo Acticon NHeeded
Data demonstrate that the specified agents may interact with each othes, but there is
little to no evidence of clinical concarn resulting from their concomitant use.

Mo Known Interacticn
Cata hawve not demonstrated either pharmacedynamic or pharmacokinetic
interacticns between the specified sagents
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Lexicomp® Drug Interactions _ o _ _ _
Avoid combination Monitor therapy A No known interaction

Consider therapy modification = B No action needed More about Risk Hatings ¥

Add items to your list by searching below. n

1 Result Print

ITEM LIST

Aspirin (Salicylates)
Clear List m Maproxen (NSAID (Nonselective))

o DISCLAIMER: Readers are advised that decisions regarding drug therapy must be based on the independent judgment of the clinician, ¢ hanging information about a drug (eg, as reflected in
.-"—'NSQII’II"I the literature and manufacturer's most current preduct information), and changing medic al practices.

Maproxen

Display complete list of interactions for an individual
item by clicking item name.

Do s osls JQ‘LA.; ’)L) 99 Jﬁ‘& Analyze ‘\*.’.}f S9) » s.S.:.lS 9 ,)L) 99 ‘bb S P> l.3

NOTE: This tool does not address chemical compatibility
related to |V, drug preparation or administration.

Drug Interactions Feedback
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menorrhagia treatment a Contents Patient Education What's New Practice Changing UpDates Calculators Dirug Interactions

Search Results for "menorrhagia treatment”

canls Glgie SO Olgiow 4 (LS o SO g8 co g s o

I Adult Pediatric Patient Graphics I Collapse Results

Click related term for menorrhagia; abnormal uterine bleeding Topic Outline Show Graphics (6)

; ; ) ; SUMMARY & RECOMMEMNDATIOMNS
Managing an episode of severe or prolonged uterine bleeding

... prolonged bleeding. Management of chronic prolonged uterine bleeding is discussed separately. Women with INTRODUCTION
heavy or prolonged uterine bleeding generally complain of heavy vaginal bleeding that may soak through ...

High dose oral contraceptives TERMINCLOEY
Approach to management CLINICAL PRESENTATION

Summary and recommendations EVALUATION

Assess hemodynamic stability

Management of abnormal uterine bleeding Evaluate for anemia and coagulopathy
. surgical treatments and/or who desire definitive treatment. A systematic review of six randomized trials and a Confirm uterine source and assess volume of bleeding
subsequent randomized tnal found that wemen with menorrhagia whe were treated with either .. _ History
Hormonal treatment - Physical examination
Summary and recommendations Identify structural abnormalities

Sample the endometrium

Owerview of the use of estrogen-progestin contraceptives ETIOLOGY
...for the use of OCs other than contraception and hyperandrogenism. These include the treatment of

dysmenorrhea, menorrhagia, other menstrual cycle disorders such as hypothalamic amenorrhea, and as hormone APPROACH TO MANAGEMENT

) ] HEMOMY M AMICAL LY LINSTARL E WOMEN
Moncontraceptive benefits

Use in other disorders
Doses
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Managing an episode of severe or prolonged uterine bleeding menorrhagia treatment Fingd Patient Print Email

x rs
Topic Outline
Managing an episode of severe or prolonged uterine bleeding
SUMMARY & RECOMMEMNDATIONS

Author: Howard A Zacur, MD, PhD
INTRODUCTION Section Editor: Robert L Barbier, MD

Deputy Editor: Sandy J Falk, MD, FACOG
TERMINOLOGY

Contnbutor Disclosures
CLINICAL PRESENTATION

All topics are updated as new evidence becomes available and our peer review process is complete.

EVALUATION Literature review current through: Mov 2016 | This topic last updated: Aug 23. 2015,
Assess hemodynamic stability
Evaluate for anemia and coagulopathy INTRODUCTION — An episode of heavy or prolonged uterine bleeding may occur either in women with normal menses or those with chronic
Confirm uterine source and assess volume abnormal uterine bleeding. These women present to a clinician's office or emergency room complaining of vaginal bleeding that is severe or has
of bleeding lasted for many days or weeks. Consequences of such episodes depend upon the volume of bleeding. and range from patient anxiety and
- History interference with daily activities to severe anemia and hypovolemia. Evaluation and management of women experiencing such episodes must be
- Physical examination expedited to establish the source of bleeding and prevent or treat excessive blood loss [1].
I e = Evaluation and management of an episode of heavy or prolonged uterine bleeding will be reviewed here. The general evaluation and treatment
Sample the endometrium of abnormal uterine bleeding, uterine bleeding in pregnancy, and approach to a woman with vaginal bleeding in the emergency department are
discussed separately. (See "Approach to abnormal uterine bleeding in nonpregnant reproductive-age women" and "Management of abnormal
ETIOLOGY uterine bleeding” and "Overview of the etiology and evaluation of vaginal bleeding in pregnant women” and "Approach to vaginal bleeding in the
APPROACH TO MANAGEMENT emergency department®.)
HEMODYNAMICALLY UNSTABLE WOMEN TERMINOLOGY — There is no standard definition of acute uterine bleeding. Acute uterine bleeding has been described as excessively heawvy
Stabilizing the patient or prolonged bleeding of uterine origin sufficient in volume as to require urgent or emergent intervention [2]. This may occur with ovulatory ar
_ Fluid resuscitation and blood product anovulatory bleeding. In this review, we will use the term acute to refer to bleeding that is profuse, and not only of sudden onset.
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Grading Recommendations in UpToDate:
Balancing risks and benefits

= Strong recommendations (Grade 1)

= For a strong recommendation, write, "We
recommend. “

= A strong recommendation means that benefits
clearly outweigh risks and burdens or vice versa

= Weak recommendations (Grade 2)
= For a weak recommendation, write, "We suggest.“

= A weak recommendation means that benefits, risks,
and burdens are closely balanced or uncertain
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Grade 2C recommendation

A Grade 2C recommendation is a very weak recommendation; other alternatives may be equally reasonable.

Explanation:

A Grade 2 recommendation is a weak recommendation. It means "this is cur suggestion, but yvou may want to think about it." It is unlikely that you should follow the suggested approach in all your patients, and
you might reasocnably choose an alternative approach. For Grade 2 recommendations, benefits and risks may be finely balanced, or the benefits and risks may be uncertain. In deciding whether to follow a Grade 2
recommendation in an individual patient, you may want to think about your patient's values and preferences or about your patient's risk aversion.

Grade C means the evidence comes from cbservational studies, unsystematic clinical experience, or from randomized, controlled trials with sericus flaws. Any estimate of effect is uncertain.

Recommendation grades

1. Strong recormmendation: Benefits clearly outweigh the risks and burdens {or vice versa) for most, if not all, patients
2. Weak recommendation: Benefits and risks closely balanced and/or uncertain

Evidence grades

A, High-quality evidence: Consistent evidence from randomized trials, or overwhelming evidence of some other form

B. Moderate-quality evidence: Evidence from randomized trials with important limitations, or very strong evidence of some other form

C. Low-quality evidence: Evidence from observational studies, unsystematic clinical observations, or from randomized trials with serious flaws

For a complete description of our grading system, please see the UpToDate editonal policy.



UploDate’

° menorrhagia treatment ﬂ Contents | Patient Education | What's New Practi% grade 3 of B A v M
Managing an episode of severe or prolonged uterine bleeding menocrrhagia treatment Find Patient Print Email
O T = T T T P i ST T [ o i T o S i i o e | s T T I T r g e e 5
High dose progestins s _ _ _ _ _ _ N
. . . « The goals of evaluation of women who present with profuse bleeding from the vagina are to establish hemodynamic stability, exclude
Gonadotropin-releasing hormone agonists . . ) . i ) i i
Tranexamic acid pregnancy, identify the source of bleeding, and evaluate whether the bleeding requires medical and/or surgical treatment. (See 'Evaluation’
above.)

Endometrial ablation

« Endometrial sampling is performed in all patients who have an episode of profuse uterine bleeding to exclude endometrial neoplasia or

WOMEN AT RISK OF THROMBOSIS endometritis. (See 'Sample the endometrium' above.)

INFORMATION FOR PATIENTS « The initial steps to address acute or prolonged uterine bleeding in @ hemodynamically unstable woman are fluid resuscitation and blood
product replacement along with intrauterine tamponade. Tamponade can be accomplished using either an intrauterine balloon or gauze

SUMMARY AND RECOMMENDATIONS

packing. (See 'Intrauterine tamponade' above.)

REFERENCES
« For hemodynamically unstable women with acute or prolonged uterine bleeding:

GRAFPHICS View All - As first line therapy. we suggest uterine curettage rather than medical therapy (Grade 2C). (See 'Uterine curettage' above.)

FIGURES
- PALM-COEIN AUB terminology + For treatment of persistent bleeding after curettage or prevention of recurrent bleeding, we suggest intravenous conjugated equine
- Bakri balloon esirogens alone rather than other medical or surgical therapy (Grade 2C). (See Ulerine curetfage' above and 'High dose intravenous
estrogen’ above.)
TABLES
- Assessing menstrual blood loss « Uterine artery embolization as a first line therapy is reserved for women in whom the etiology of bleeding is a uterine arteriovenous
- Causes genital tract bleeding malformation. (See Ulerine artery embolization' above.)

- Blood components

= Hysterectomy is reserved for women in whom all other treatments are unsuccessful. (See 'Hysterectomy' above.)
- Causes of venous thrombosis

« For hemodynamically stable women with acute or prolonged uterine bleeding:

RELATED TOPICS - We suggest high dose oral conjugated eguine estrogens alone rather than treatment with combined estrogen-progestins, progestins. or

Abdominal hysterectomy tranexamic acid (Grade 2C). Reasonable alternatives include: progestin therapy for women with anovulatory bleeding and a thickened
endometrium or combined estrogen-progestin therapy for those who prefer such treatment and are aware that it may take longer to be
effective. (See 'High dose oral estrogen’ above.)

An overview of endometrial ablation

Approach to abnormal uterine bleeding in
nonpregnant reproductive-age women < - Estrogen therapy is contraindicated in women at a high risk of thrombaosis. In these women, we suggest treatment with progestins or
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s
= FUSISr=EIEmmg SUMMARY AND RECOMMENDATIONS
HEMODYMNAMICALLY STABLE WOMEN - cule uterine eeding Is excessive

eawvy or prolonged bleeding of uterine origin sufficient in volume to reguire urgent or emergent
intervention. Prolonged uterine bleeding is bleeding for longer than seven days. Evaluation and management of such episodes must be
expedited to establish the source of bleeding and prevent or treat excessive blood loss. (See 'Terminology’ above.)

High dose oral estrogen

High dose oral contraceptives

High dose progestins
Gonadotropin-releasing hormone agonists
Tranexamic acid

Endometrial ablation

The goals of evaluation of women who present with profuse bleeding fTrom the vagina are to establish hemodynamic stability., exclude

pregnancy, identify the source of bleeding. and evaluate whether the bleeding requires medical and/for surgical treatment. (See 'Evaluation’
above. )

Endometrial sampling is performed in all patients who have an episode of profuse uterine bleeding to exclude endometrial neoplasia or
WWOMEN AT RISK OF THROMBOSIS endometritis. (See 'Sample the endometrium' above.)

INFORMATION FOR PATIENTS = The initial steps to address acute or prolonged uterine bleeding in a hemodynamically unstable woman are fluid resuscitation and blood

product replacement along with intrauterine tamponade. Tamponade can be accomplished using either an intrauterine balloon or gauze
SUMMARY AND RECOMMENDATIONS packing. (See 'Intrauterine tamponade' above.)

REFERENCES e For hemodynamically unstable women with acute or prolonged uterine bleeding:
GRAFPHICS View All = As first line therapy, we suggest uterine curettage rather than medical therapy (Grade 2C). (See 'Uterine curetitage' above.)
FIGL;:EL?I‘ COEIN AUB terminolo = For treatment of persistent bleeding after curettage or prevention of recurrent bleeding. we suggest intravenous conjugated equine E
ElaKr\i‘ balloon ay estrogens alone rather than other medical or surgical therapy (Grade 2C). (See 'Uterine curettage’ abowve and 'High dose intravenous E
estrogen’ abowve. ) 5
TABLES i . i . ) ) o ) ) =
e e — -  Uterine artery embolization as a first line therapy is reserved for women in whom the etiology of bleeding is a uterine arteriovenous
- 9 . . malformation. (See 'Ulterine artery embolization' abowve. )
- Causes genital tract bleeding
- Blood components = Hysterectomy is resenved for women in whom all other treatments are unsuccessful. (See 'Hysterectomy”' abowve. )
- Causes of venous thrombosis

& For hemodynamically stable women with acute or prolonged uterine bleeding:
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Managing an episode of severe or prolonged uterine bleeding
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- Hysterectonmy

HEMODYMNAMICALLY STABLE WOMEN
High dose oral estrogen
High dose oral contraceptives
High dose progestins
Gonadotropin-releasing hormone agonists
Tranexamic acid
Endometrial ablation

WOMEN AT RISK OF THROMBOSIS
INFORMATION FOR PATIENTS

SUMMARY AND RECOMMEMNDATIONS

REFERENCES

GRAPHICS

FIGURES
- PALM-COEIMN AUB terminology
- Bakri balloon

View All

TABLES
- Assessing menstrual blood loss
- Causes genital tract bleeding
- Blood components
- Causes of venous thrombosis
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We use OCs in women who can tolerate continued bleeding for 48 hours and prefer an OC to oral CEE.
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QC therapy should be avoided in women with absolute contraindications to estrogen or progestin therapy (see "Women at risk of thrombosis'
below).

High dose progestins — FProfuse or prolonged uterine hemorrhage related to anovulation can also be treated with high dose progestins alone.
In women with a thickened endometrium, progestins inhibit further endometrial growth and organize and support the estrogen-primed
endometrium, allowing effective sloughing upon hormone withdrawal [12]. However, if profuse, prolonged bleeding has resulted in a denuded
endometrium, progestins are unlikely to be effective. Diagnosis of anovulation is discussed separately.

Cptions for progestin therapy include:

« medroxyprogesterone acetate (10 to 20 mg two times per day)
« megesirol acetate (20 to 60 mg two times per day)
« norethindrone (S mg once or twice per day)

Frogestins are continued for at least & to 10 daygs [2.18.19]. anemic patients who can tolerate this regimen, a one- to two-month treatment
period in conjunction with iron allows an increas e emipmeel () lO DN concentration. (See "Treatment of iron deficiency anemia in adults”. section
on 'Response o iron supplementation'.) Prolonged use of these drugs can cause acne, mood changes, weight gain, headache, and lipid
abnormalities.

A randomized trial of 40 women with acute uterine bleeding compared the efficacy of medroxyprogesterone acetate (20 mg three times daily for

seven days) to combined estrogen-progestin therapy (norethindrone 1 mgfethinyl estradiol 35 mcg) three times daily for seven days [2]. Both
regimens resulted in cessation of bleeding in approximately three days.

Gonadotropin-releasing hormone agonists — Gonadotropin-releasing hormone (GnRH) agonists are not commonly used to treat an
episode of acute or prolonged uterine bleeding. They are used more commonly as second- or third-line therapy to prevent abnormal uterine

bleeding. Their use is limited by expense and adverse effects. (See "Management of abnormal uterine bleeding” and "Heawvy or irreqular uterine
bleeding during chemotherapy”. section on 'GnRH agonists' )

There are few reports of use of GnRH agonists for treatment of an acute episode of uterine bleeding [20]. Use of these agents may be
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Medline ® Abstract for Reference 12 of 'Managing an episode of severe or prolonged uterine bleeding'

12 BubMed

Tl Bleeding problems and treatment.

Al March CM

S0 Clin Obstet Gynecol. 1998:41(4):928.

AD University of Southern California School of Medicine, Los Angeles, USA.

PMID 9917943
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Incidence of non Hodgkin lymphoma in transplant
recipients
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Yearly incidence of non-Hodgkin lymphoma after transplantation in heart
and kidney transplant recipients over time. The risk is greatest with higher
degrees of immunosuppression: in the first year and in heart transplant
recipients.

Data from Opelz, G, Henderson, R, for the Collaborative Transplant Study,
Lancet 1993; 342:1514.
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