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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
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Drug ratings in pregnancy (US Food and Drug
Administration)

Category

Interpretation

A

Contrelled humaen studies show no risk
Controlled studies In pregnant women fall to demonstrate a
risk to the fetus in the first trimester with no evidence of
risk in later trimesters. The possibility of fetal harm
appears remote.

Mo evidence of risk in studies

Either animal reproduction studies have not demanstrated
a fetal risk but there are no controlled studies in pregnant
women or animal reproduction studies have shown an
adverse effect (other than & decrease in fertility) that was
nat confirmed in controlled studies in wormen in the first
trimester and there is no evidence of a risk in later
trimesters.

Risk cannot be ruled out

Either studies in animals have revealed adverse affects on
the fetus (teratogenic or embryocidal effects or other) and
there are no contrelled studies in women or studies in
women and animals are not available. Drugs should be
glven only If the potential benefits justify the potential risk
to the fetus.

Fositive evidence of risk

There s positive evidence of human fetal risk, but the
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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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Add items to your list by searching below. Add items to your list by searching below.
Enter item name avas
Avastin
ITEM LIST

Ava-Sumatriptan (CAN)
Clear List
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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 Filter Results by tem v Print

SORAfenib
Avastin (Bevacizumab)

ITEM LIST
Clear List
Avastin
SORAfenib

Grapefruit Juice

p list of ions 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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WTRRE) ERRESNET,

UpToDate

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 ch |

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.

related to |.V. drug preparation or administration.

Drug Interactions Feedback

=
F

1. Azad NS, Aragon-Ching JB, Dahut WL, et al, “Hand-Foot Skin Reaction Increases with Cumulative Sorafenib Dose and with
Comhination Anti-\/ascular Endothelial Growth Factar Therany.” Clin Cancer Ras_2009_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:

BT HIL

T ORI ER

Fi‘fi%lﬁiﬁ@ﬂeﬁﬁ'lﬁﬁﬁj ZIERUF T, BERABERESIHTIYU-ZLICRRESNTVET,
*PIZE, RATHNEFHEIOFDAILACEHT IR ECDOVWTEZZEVZEITET.

Topic Outline <

What's new in drug therapy

Authors: Diane MF Savarese, MD, Jonathan M Zand, PharmD BCPS

COVID-19 INFORMATION I

Higher-dose propofol gains temporary approval Gonlitbulor Disclasures

for ICU use (May 2020)

COVID-19 INFORMATION

All topics are updated as new evidence becomes available and o

. - CES lete.
COVID-19 hypercoagulable state (May 2020) prosess s compete Higher-dose propofol gains temporary approval for ICU use

Literature review current through: Apr 2020. | This topic last upda
ugh: Apr 2020. | This topic last upda | gy 2020)

2020.

Remdesivir in COVID-19 (May 2020)

Home administration of omalizumab for asthma

(April 2020)
Asthma and COVID-19 (March 2020)
Using clozapine during COVID-19 (March 2020)

Investigational approaches for COVID-19
therapy (March 2020)

Do not empirically discontinue ACE inhibitors
and ARBs amid COVID-19 pandemic (March
2020)

The following material represents a subset of new drug
approvals, drug warnings, and drugs removed from the
from the past six months. This is not a complete list;
those topics considered by the authors and editors to t
particular interest or importance. For a complete list of
approvals, see hitp://iwww. lexi. comhome/newdrugs/,

You can check drug interactions by going to the Lexicc

The US Food and Drug Administration (FDA) has issued an
emergency use authorization (EUA) for propofol 2 percent (20
mg/mL) emulsion in patients over 16 years of age who are in an
intensive care unit (ICU) setting during the COVID-19 pandemic
[1,2]. The EUA addresses a shortage of propofol 1 percent (10
mg/mL) products. Because propofol 2 percent contains twice the
concentration of FDA-approved products, electronic order sets and
medication pump libraries should be updated and distinctive
labeling used to prevent unintentional overdose. (See "Sedative-
analgesic medications in critically_ill adults: Properties, dosage
regimens, and adverse effects”, section on 'COVID-19'")
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Infections in patients with multiple myeloma
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Prevalence of infections in the ICU Deputy Editor: Meg Sullivan, MD

. . Contributor Disclosures
Common infectious syndromes in the ICU Aonitibutar Discinaures

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

« Catheter associated urinary tract infaction

= Ventilator associated pneumonia
Literature review current through: Dec 2019. | This topic last updated: Sep 24, 2019.
+ Intravascular catheter-related bloodstream

infection

Prevalence of drug-resistant organisms INTRODUCTION
Risk factors for resistant infections
Although intensive care units (ICUs) account for fewer than 10 percent of

Outcome of multidrug-resistant infections

P10



75, ROLD (LB TIRERI DT ELERETT.

UpToDate=1&3R 9 5

FREVS Q|

a1 Ty MEFRR

REFEREUVTEMIC FEY U5A MULARRSN., (ERIEFIERNSGNL). BEDOL S (CHHR
(CRRTENET, ZCTREES M YIS [PREVUY EERIBR] 20Uy IULET,

U‘D[O Date PAEY ﬂ CME

IRVl B UpToDate Pathways

Hi¢ A R BEmlt [T REEEMT S

aspirin FHET SIE U Y2 LT T &L nenselective nonstercidal antinfiammatory drugs , antiplatelet agents

FPAEU U T iEREIC S DIAS. Tostt. Bk

B FAEU
Frld= LA LGB R RO R FHICEAT S 7 AEY —i it BEw
7
_ EIISTEML
BIOBE Y 75— b FAPU > EEGIEE
OMBEERSLBEO— RIS HBE BT Dosing
Adul

Renal Impairment (Adull)
Hepalic Impaiment {Adull)

BRALESTIHUFILE (FRLUZ) PE

FTB3E BDELS IC(—ED)EERRIBEBRARRSNET, GBEOI> T2V ERBRICEAIC
Outline. BEICAXDL AT MIIRD>TWLWET,)

Tople Qutline < Aspirin: Drug information exicomp
Brand Names: US Copyright 1978-2020 Lexicomp, Inc. All rights reserved.
Brand Names: Canada (For additional information see "Aspirin: Patient drug information” and see "Aspirin: Pediatric

drug information”)
Pharmacologic Category

For abbreviations and symbols that may be used in Lexicomp (show table)
Dosing: Adult

Brand Names: US

Dosing: Renal Impairment: Adult Ascriptin Maximum Strength [OTC]; Ascriptin Regular Strength [OTC];

Dosing: Hepatic Impairment: Adult Aspercin [OTC]; Aspir-low [OTC]; Aspirin Adult Low Dose [OTC]; Aspirin Adult
Low Strength [OTC]; Aspirin EC Low Strength [OTC]: Aspirtab [OTC]; Bayer
Dosing: Pediatric Aspirin EC Low Dose [OTC]; Bayer Aspirin Extra Strength [OTC]; Bayer

Aspirin Regimen Adult Low Strength [OTC]. Bayer Aspirin Regimen Children's
[OTC]; Bayer Aspirin Regimen Regular Strength [OTC]; Bayer Aspirin [OTC];
Dosing: Hepatic Impairment: Pediatric Bayer Genuine Aspirin [OTC]; Bayer Plus Extra Strength [OTC]; Bayer

v Women's Low Dose Aspirin [OTCI: Buffasal [OTCI: Bufferin Extra Strenath

Dosing: Renal Impairment: Pediatric
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Brand Names: US
Brand Names: Canada

Pharmacologic Category

Dosing: Adult
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Adverse Reactions
Contraindications

Warnings/Precautions

Warnings: Additional Pediatric

Considerations
B Dosing: Renal Impairment: Adult

B Metabolism/Transport Effects
B Dosing: Hepatic Impairment: Adult

. L B Drug Interactions
B Dosing: Pediatric

. i o B Food Interactions
B Dosing: Renal Impairment: Pediatric

B Pregnancy Implications
B Dosing: Hepatic Impairment: Pediatric

. o B Breast-Feeding Considerations
B Dosing: Geriatric

B Reference Range
B Dosage Forms: US

B Mechanism of Action
B Generic Equivalent Available: US

o ‘ B Pharmacodynamics and Pharmacokinetics
B Administration: Adult
B Pricing: US
B Administration: Pediatric

B Brand Names: International
B Use: Labeled Indications

m REFERENCES
B Use: Off-Label: Adult

B Medication Safety Issues
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L1
Food Inleractions REFERENcES
Fragnancy Considarations 1. 2019 Amarican Genadncs Sociely Besrs Critena Updale Expert Panel Amercan Genadics Sociely 2019
uvadalnd AGS Beers Criena for potentially inancvon i o dn oicler aclulla. J Am Genalr Joc.

Braast-Feeding Considarations 200567 4) 674654, dol- 10. 1111093, 19TET, [Pub

Felerence Range 2. Abramgan 58, Aspirin; Mechanism of action, major toxicities, and use in rheumatic dissases. Fost TW. ed,
UpToDate, Waktham, MA: UpToDale ne. RtipSwww uplodade. com, Accessed Seplember 26, 2075,
Machanism of Action
3. Adams DM, Popma JLJ, Reardon MJ, of al' US CoreVabes Chinical Investigators. Transcatheder aortic-valve
raplacarant with & sallarpanding prosthesis. N Engl J Med. 20014 370(15): TT20. 1798, doi:
10 1R NEMaa 1400380, [Publled 24678937

Phamacodynamics and Pharmacokinatics

Pricing: LS

4. Adier ¥, Charron B imazio M, of 8 ESC Scrnific Document Group, 2015 ESC guidelines for the diagnosds
and management of pavicardial ciseases: The Task Force for e Diagnosis and Management of Percardial
Dizeases of the Evopean Sociely of Cardiclogy (ESC) andorsed by: The European Association for Cardio-
Tharacis Surpery (EACTS). Eur Haart J. 2015 36(42):2021-2964. doi: 10. 1083 eurhsariiafvIT8 [Publad

[E] GRAPHICS B

5. Adier ¥, Imazia M. Recument pencarditis. Post TW, ed. UpToDade. Waitham, MA: UpToDate ne.
étpotvww uplodlate.com. Accessed May 28, 2079
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American Geriatrics Society 2019 Updated AGS Beers
Criteria® for Potentially Inappropriate Medication

Use in Older Adults [« aw |
[ & ravortes

By the 2019 American Geriatrics Socety Beers Criteria® Update Expert Panel Favarites

Collaborators 4 expand
PMID: 30693246 DO 101111595, 15767

006

Abstract

The Amesican Geriatrics Society (AGS) Beers Criteria® (AGS Beers Criteria®) lor Pobeniially
Inagpropriate Medication (PIM) Use in Okfer Adults are widely used by clirécians, educations,

researchers, healthcare admintstrators, and reguiators. Since 2011, the AGS has been the steward of € Tithe & authors
the criterla and has prodisced updates on a 3-year cycle, The AGS Beers Criteria ® |s an explici list of
PIns that are typically best avelded by obder adults in most circumstances or under spedific situations, Abstract

such as in certain diseases or conditions. For the 2019 update. an interdisciplinary expert panel
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Dosing
Neonatal
Pediatric
Renal Impairment (Pediatric)

Hepatic Impairment (Pediatric)

Adult See General bove for full adult topic
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Topic Outline < Aspirin: Pediatric drug information Lexicomp*

Brand Names: US Copyright 1978-2020 Lexicomp, Inc. All rights reserved.

Brand Names: Canada (For additional information see "Aspirin: Drug information” and see “Aspirin: Patient drug
information”)

Therapeutic Category

For abbreviations and symbols that may be used in Lexicomp (show table)
Desing: Neonatal

Brand Names: US

Dasing: Pecialrio Ascriptin Maximum Strength [OTC]; Ascriptin Regular Strength [OTC];
Aspercin [OTC]; Aspir-low [OTC]; Aspirin Adult Low Dose [OTC]; Aspirin Adult
Low Strength [OTC]; Aspirin EC Low Strength [OTC); Aspirtab [OTC); Bayer

Dosing: Hepatic Impaimment: Pediatric Aspirin EC Low Dose [OTC]. Baver Aspirin Extra Strength [OTC; Baver

Dosing: Renal Impairment: Pediatric
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Toplic Outline 8 The content on the UpToDate website is not intended nor recommended as
a substitute for medical advice, diagnosis, or treatment. Always seek the
Brand Mames: US . . ) .
advice of your own physician or other qualified health care professional
Brand Names: Canada regarding any medical questions or conditions. The use of UpToDate

content is governed by the UpToDate Terms of Use. ©2020 UpToDate, Inc.
What is this drug used for?

All rights reserved.

What do | need to tell my doctor BEFORE | - . . o
Aspirin: Patient drug information (exicomp*

Copyright 1978-2020 Lexicomp, Inc. All rights reserved.

take this drug?

What are some things | need to know or do

while | take this drug? {For additional information see “Aspirin: Drug information” and see "Aspirin: Pediatric dug
information®)

What are some side effects that | need to call

my doctor about right away? Brand Names: US

Ascriptin Maximum Strength [OTC]; Ascriptin Regular Strength [OTC];

Aspercin [OTC]: Aspir-low [OTC]: Aspirin Adult Low Dose [OTC]: Aspirin Adult

What are some other side effects of this drug?
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