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I SUMMARY & RECOMMENDATIONS I

INTRODUCTION
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CLINICOPATHOLOGIC FEATURES
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Administration (FDA)-approved test (Vysis Probes), or by immunohistochemistry using the FDA-approved Ventana ALK (D5F3) CDx assay. In
Europe, immunohistochemistry is widely used to detect ALK rearrangement. (See 'Diagnosis' above.)

o For patients with advanced or metastatic NSCLC whose tumors contain a characteristic ALK fusion oncogene, we recommend initial
treatment with an ALK inhibitor rather than chemotherapy (Grade 1B). (See 'Rationale for ALK inhibitors over chemotherapy' above.)

- In some cases, chemotherapy is required before the results of molecular testing are available. If the tumor is found to contain the ALK
fusion oncogene, the authors prefer to switch to an ALK inhibitor. (See 'Preferred first-line targeted therapy' above and 'Rationale for

AL inhihitare ovac chamotharanyt ahoua )
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symptoms and diagnostic approaches to gastric cancer will be reviewed here. Epidemislogy, issues related to screening for high-risk
patients, and the treatment of gastric cancer are discussed separately. Weight ..

THM staging criteria

Clinical features

Summary and recommendations

Stomach cancer TNM, Sth edition (Tables)

BEOWMEERES SnAMICERZ
necadjuvant therapies for noncardia gastric cancer. The epidemiclogy, staging, and surgical treatment of invasive gastric cancers,
the management of early gastric cancer (an adenocarcinoma that is restncted

Adjuvant chemoradiotherapy
Adjuvant chemotherapy

Summary and recommendations

BECEEET
will soon develop gastric cancer. In gastrectomy specimens for gastric cancer, 20 to 40 percent of patients have associated
dysplasia . Rates of progression from dysplasia to gastric cancer have been estimated

Screening guidelines
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Lexicomp® Drug Interactions

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 litersture and scientifi ing of drug i i the world with & i . providing an
efficient way to help inform healthcare professionals about adverse drug events that othenwise can compromise the care of patients.

Review all interactions for 8 selected medication or enter s patient specific regimen to analyze for potentisl interactions. Additionally, you may select a drug interaction
result to obtsin specifi on Patient Interacting Members, Risk Rating, References and more.

Disclaimer: Use of this data solution is subject to the any applicable license sgreement. Wolters Kiuwer Clinical Drug Information makes reasonable efforts to publish

i in its solutions. But users sre advised that these solutions are intended only to supplement — not substitute for or replace — the knowledge
and judgment of healthcare professionals. The information is published based upon publicly available sources generally viewed as reliable in the heslthcare community.
Wolters Kiuwer Clinical Drug Information does not engage in any independent review, testing or study of any medication, medical device, condition, iliness, injury, test,
procedure, trestment, or therapy in ion with publication of the The is not intended to explicitly or implicitly endorse any particular
medication, medical device, test, procedure, treatment, or therapy as safe or effective for any particular patient or health condition. Wolters Kluwer Clinical Drug Information
assumes no responsibility o liability for errors or omissions of any kind in the information. Wolters Kluwer Clinical Drug Information expressly disclaims any lisbility for any
loss or damage claimed to have resulted from the use of the information. By using this information, each such user of the information holds Wolters Kluwer Clinical Drug
Information harmless from any such claims and indemnifies Wolters Kiuwer Clinical Drug Information for any expenses incumred if any such claims are made. In no event
shall Wolters Kluwer Clinical Drug Information be lisble to any user or any third-party, including specifically any customer or patient of a user, for direct, special, indirect,
incidental, or consequentisl damages. Wolters Kluwer Clinical Drug Information disclaims sll warranties of any kind or nature, whether expressed or implied, including any
warranty as to the quality, accuracy, comprehensiveness, currency, suitability, availability, compatibility, merchantability, and fitness for a particular purpose of the
information.
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Lexicomp® Drug Interactions

Add items to your list by searching below.

Enter item name

Avoid combination Monitor therapy A No known interaction

Consider therapy modification & No action needed More about Risk Ratings v

1 Result Print

Filter Results by tem

SORAfenib
Avastin (Bevacizumab)

ITEM LIST
Clear List
Avastin
SORAfenib

Grapefruit Juice

p list of for an
item by clicking item name

Display

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

Drug Interactions Feedback

DISCLAIMER: Readers are advised that decisions regarding drug therapy must be based on the independent judgment of the clinician, changing information about a drug (eg, as reflected
in the literature and manufacturer's most current product information), and changing medical practices.
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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
Avastin
SORAfenib

Grapefruit Juice

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

NOTE: This tool does not address ct

Title SORAfenib / Bevacizumab e

Risk Rating C: Monitor therapy

Summary Bevacizumab may enhance the adverse/toxic effect of SORAfenib. Specifically, the risk for hand-foot skin reaction may be
increased. Severity Moderate Reliability Rating Fair

Patient Management Monitor patients closely for the development of hand-foot skin reaction (HFSR) during combination therapy with
sorafenib and bevacizumab. Grade 1 severity HFSR of less than 7-day duration can generally be managed using topical therapies to
treat symptoms, but persistent higher-grade and/or recurrent HFSR may require temporary discontinuation of sorafenib and
subsequent dose reduction.

Discussion According to a retrospective analysis of 3 sorafenib studies (2 monotherapy studies and 1 study of sorafenib plus
bevacizumab), the overall incidence of hand-foot skin reaction (HFSR) (grade 1-3) was more common with combination therapy than
with monotherapy (79% vs. 31%, respectively).! Similarly, the incidence of higher grade (grade 2-3) HFSR was higher with
combination therapy (57%) than with monotherapy (30%). According to sorafenib prescribing information, monotherapy in patients
with hepatocellular carcinoma or renal cell carcinoma is associated with a 21-30% incidence of HFSR;2 bevacizumab monotherapy is
not commonly associated with HFSR.

The mechanism for this interaction is uncertain, though it has been proposed that inhibition of VEGF (vascular endothelial growth
factor) signaling by anti-VEGF treatments such as sorafenib (multitargeted kinase inhibitor, which inhibits several VEGF receptors)
and bevacizumab (monoclonal antibody against VEGF) may be responsible.

F

related to |.V. drug preparation or administration

Drug Interactions Feedback

1. Azad NS, Aragon-Ching JB, Dahut WL, et al, “Hand-Foot Skin Reaction Increases with Cumulative Sorafenib Dose and with
Comhination Anti\ascular Endathelial Growth Factar Therany” Clin Cancer Res 2000_15-1411.6
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Laparoscopic surgery for ovulation induction in polycystic ovary
syndrome

ldberg

QUTCOME

Endocrine changes

Author: Jeffrey MD

Section Editor: Tommaso Falcone, MD, FRCSC, FACOG
Deputy Editor: Kristen Eckler, MD, FACC

Chnical efficacy

Complications

Contnbutor Disclesures

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

Literature review currant through: Jan 2019, | This topic |ast updated: Mar 31, 2018.
INFORMATION FOR PATIENTS

SUMMARY AND RECOMMENDATIONS
INTRODUCTION
REFERENCES * Polycystic ovary syndrome (PCOS) is an etiology of menstrual irregularity, infertility, and androgen excess in women. The
definifion of PCOS has varied aver the years. Based on the Rotterdam criteria, a diagnosis of PCOS requires two of three
2] GraPHICS v o potential charactenistics: oligo- and/or anovulation, clinical and/or biochemical signs of hyperandrogenism, and polycystic

ovaries (on pelvic ultrasound) (table 1) [1]. Other causes of these signs or symptoms, such as late-onset congenital adrenal

Tables

2. JUwOgBE SEXFIUIMBRESNET, FEL2TYUIICRO>TVWEIDT, JUvIT3E
Medline Mg &< PubMed ADY > OhWRRESNE T,

REFERENCES
REFERENCES
GRAPHICS 1. Rotterdam ESHRE/ASRM-Sponsored PCOS consensus workshop group. Revised 2003 consensus on diagnostic
Tables criteria and long-term heaith risks related to polycystic ovary syndrome (PCOS). Hum Reprod 2004, 19:41
* Diagnostic criteria PCOS 2. Azziz R, Carmina E, _Dewailly D, et al The Androgen Excess and PCOS Society criteria for the polycystic ovary

« Multistep approach treatment infertility PCOS syndrome: the complete task force report, Fertil Steril 2009; 91:456

+ Ovulation induction in PCOS 3. Lebbi| Ben Temime R, _Fadhlaoui A _Feki A Ovarian Drilling in PCOS: |s it Really Useful? Front Surg 2015; 2:30

RELATED TOPICS 2015; 31:694

Medline ® Abstract for Reference 1 of 'Lapar pic surgery for in polycystic ovary syndrome’

-

T Revised 2003 on criteria and long-term health risks related to polycystic ovary syndrome (PCOS).

AU R ESHRE/ASRM-Sp d PCOS kshop group

SO Hum Reprod. 2004;19(1):41.
Since the 1990 NIH-sponsored conference on polycystic ovary syndrome (PCOS), it has become appreciated that the di a broader of signs and sympt of ovarian
than those defined by the original diagnostic criteria. The 2003 R workshop that PCOS is a syndrome of ovarian dysfunction along with the cardinal features hyperandrogenism and
polycystic ovary (PCO) morphology. PCOS remains a syndrome and, as such, no single diagnostic criterion (such as hyperandrogenism or PCO) is sufficient for clinical is. Its clinical if may
include: i larities, signs of androgen excess, and obesity. Insulin resistance and elevated serum LH levels are also common features in PCOS. PCOS is associated with an increased risk of type 2

diabetes and cardiovascular events

-

AD
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What's New

QOur editors select a small number of the most important updates and share them with you via What's New.

Find Out What's New In:
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Topic Outline < What's new in oncology

BREAST CANCER Authors: April F Eichler, MD, MPH, Diane MF Savarese, MD, Sadhna R Vora, MD, Sonali Shah, MD

Updated guidelines on estrogen and Contdbutor Disclosures

progesterone receptor testing in breast cancer All topics are updated as new evidence becomes available and our peer review process is complete.
(January 2020) Literature review current through: Dec 2019. | This topic last updated: Jan 22, 2020.

Adjuvant accelerated partial breast versus whole

breast irradiation in early-stage breast cancer The following represent additions to UpToDate from the past six months that were
(December 2019) considered by the editors and authors to be of particular interest. The most recent What's
Novel agents in HER2-positive breast cancer New entries are at the top of each subsection.

(December 2019)

Endocrine therapy for breast cancer prevention

in high-risk postmenopausal women (November BREAST CANCER

2019)

Lack of effect of anesthetic technique on cancer Updated guidelines on estrogen and progesterone receptor testing in breast cancer
recurrence after breast cancer surgery (October (January 2020)
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