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ZYKADIA is indicated for the treatment of patients with metastatic non-small cell lung cancer

(NSCLC) whose tumors are anaplastic lymphoma kinase (ALK)-positive.

CERITINIB :7'yon amnn

.0'N2N D'TINY2 D'0AISN |)1¥'7I X917 D1I72Y2 0NN DTR'YI ATINAN [1IDTY

N9 'T-7V 0'09TIN D'T_'L|7'7 |1, NIRNMAN TYYN TNKRAY NIDSINNN 1aRN2a DION97 IN7W1 XN DNONA2 DIV

U hiriay)
,NdM1]
["7022 M7
mimn nnpn
A"ya DR 9ovaan Novartis Israel Ltd.

36 Shaham St., Kiryat Matalon, Petach-Tikva
P.0O.B 7759, Petach Tikva 49250, Israel

Tel: 972-3-9201111 Fax: 972-3-9229230

MIPN-nND 17U NP 36 onw NN

49250 mpn-nno 7759 7.0

03-9229230 :0p5 03-9201111 11950
Page 1 of 16



) NOVARTIS

‘N9 J17va DTV

(JIHXJ NYaTIN NNNNN—X¥HA-HANIoON — ?NNIY VTN L [INNN 172 WATIN Qolnny D'I"YJ)

:INDICATIONS AND USAGE -1 imo

ZYKADIA is indicated for the treatment of patients with anaplastic-hymphoma-kinase (ALK)-positive-metastatic
non- small cell lung cancer (NSCLC) whose tumors haveprogressed-en-orare anaplastic lymphoma kinase

(ALK)-positive .

:DOSAGE AND ADMINISTRATION -2 p1o

2.1 Patient Selection

Select patients for treatment of metastatic NSCLC with ZYKADIA based on the presence of ALK positivity in
tumor specimens [see Indications and Usage (1) and Clinical Studies (14.1)].

2.2 Dosing and Administration
The recommended dose of ZYKADIA is 750 mg orally once daily until disease progression or unacceptable

toxicity. Administer-Take ZYKADIA en-an-empty-stomach-(-e-do-notadministerwithinat least 1 hour before or
at least- 2 hours ef-after a meal} [see Clinical Pharmacology (12.3)].
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Table 1: ZYKADIA Dose Reduction Increments

Dose Reduction Schedule Dose Level
Starting dose 750 mq taken orally once daily
First dose reduction 600 mq taken orally once daily
Second dose reduction 450 mg taken orally once daily
Third dose reduction 300 mg taken orally once daily

:WARNINGS AND PRECAUTIONS -5 j;no
51 Severe or Persistent Gastrointestinal Toxicity

Severe gastrointestinal toxicity occurred in patients treated with ZYKADIA. Diarrhea, nausea, vomiting, or
abdominal pain occurred in 9695% of 255-925 patients including severe cases (Grade 3 or 4) in 14% of patients
treated with ZYKADIA #r-Study-1 across clinical studies. Dose medification-interruptions or reductions due to
diarrhea, nausea, vomiting, or abdominal pain occurred in 3836% of patients and led to treatment discontinuation
in 1.6% of patients.

5.2 Hepatotoxicity
Drug-induced hepatotoxicity occurred in patients treated with ZYKADIA. Elevations in alanine aminotransferase

(ALT) greater than 5 times the upper I|m|t of normal (ULN) occurred |n—2—l%ef—255—panems—m§¥udy—l—©n&

b ; ice 28% and
elevatrons in aspartate amrnotransferase (AST) qreater than 5 trmes ULN occurred in 16% of 925 patients across
clinical studies. Concurrent elevations in ALT greater than 3 times the ULN and total bilirubin greater than 2
times the ULN, with-rermal alkaline phosphatase less than 2 times the ULN; occurred in less-than-10.3% of
patients n-across clinical studies. Approximately 1.0% of patients required permanent discontinuation due to
hepatotoxicity.

5.3 Interstitial Lung Disease (ILD)/Pneumonitis

Severe, life-threatening, or fatal ILD/pneumonitis ear-occurred in patients treated with ZYKADIA. 1r-Study-
2Across clinical studies, ILD/-pneumonitis was reported in 2.4% of 255-925 patients treated with ZYKADIA_
across clinical studies. National Cancer Institute Common Terminology Criteria for Adverse Events (NCI
CTCAE) Grade 3 or 4 ILD/pneumonitis was reported in 1.3% of patients, and-with fatal H-B/preumeonitisevents -

was reported in -patient-{0-4%)-in-Study-10.2% of patients. Ten patients (1.1%) Onepercent{1%)-ofpatients
discontinued ZYKADIA across clinical studiesi-Stuey-1 due to ILD/pneumonitis..
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5.4 QT Interval Prolongation

QTc interval prolongation, which may lead to an increased risk for ventricular tachyarrhythmias (e.g., Forsade-
torsade de pointes) or sudden death, occurred in patients treated with ZYKADIA. in-Across clinical studies,
trials—TFhreepercent(3%)-6% of 255-919 patients with at least one post-baseline ECG assessment experienced a

QTc interval increase over baseline of greater than 60 msec-in-Study-L. Approximately Aeross-the-development
pregram-of—ZYKADIA-one-1.3% of 304 patients-{lessthan-1%)- taking ZY KADIAtreated-with-ZY-KADIA-deses
ranging-from-50-te-750 mg was-were found to have a QTc greater than 500 msec. and-3%-of patients-had-an-
inerease-from-baseline- QFe-greater-than-60-msec—A pharmacokinetic/pharmacodynamic analysis suggested that

ZYKADIA causes concentration-dependent increases in the QTc interval._Across clinical studies, 0.2% of patients
discontinued ceritinib due to QTc prolongation.

55 Hyperglycemia
Hyperglycemia ean-eceur-occurred in patients receiving ZYKADIA. t-Study-LAcross clinical studies, CTCAE

Grade 3—or. 4 hyperglycemla based on Iaboratory vaIues occurred in 13% of 2—55925 patlents Iherewasa—@-

5.6 Bradycardia

Bradycardia ean-oeeur-occurred in patients receiving ZYKADIA. Across clinical studiesk-Stuey-1, sinus
bradycardia, defined as a heart rate of less than 50 beats per minute, was noted as a new finding in 1% of 255-925
patients. Bradycardia was reported as an adverse drug reaction in 31% of patients-#-Stuey-1. No patient required
discontinuation and 0.1% required interruption with subsequent dose reduction for bradycardia.

5.7 Pancreatitis

Pancreatitis occurred in patients receiving ZYKADIA. Pancreatitis, including one fatality, has-been-
repertedoccurred in less than 1% of patients receiving ZYKADIA in clinical trialsstudies. CTCAE Grade 3 or -4
elevations-of-lipase-andfer-elevations of amylase occurred in £57% of patients receiving ZYKADIA across clinical
studies, while CTCAE Grade 3 or 4 elevations of lipase occurred in 14% of patients.i+-Study-1-

5.8 Embryofetal Toxicity

Based on its mechanism of action and findings in animal studies, ZYKADIA may-can cause fetal harm when
administered to a pregnant woman. In animal studies, administration of ceritinib to rats and rabbits during
organogenesis at maternal plasma exposures below the recommended human dose of 750 mg daily caused

increases in skeletal anomalies in rats and rabbits. Apprise-Advise pregnant women of ef—reproductivepotential-of

the potential hazard-risk to a fetus-fsee-Use-in-SpeeificPoputations{8-1}.. Advise females of reproductive
potential to use effective contraception during treatment with ZYKADIA and for at-teast 26 months weeks-

following completion of therapy. Based on the potential for genotoxicity, advise males with female partners of
reproductive potential to use condoms during treatment with ZYKADIA and for 3 months following completion
of therapy [see Use in Specific Populations (8.71, 8.3) and Nonclinical Toxicology (13.1)].
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:ADVERSE REACTIONS -6 o

6.1 Clinical Trials Experience

The data in the Warnings and Precautions section reflect exposure to ZYKADIA 750 mg once daily in 925
patients with ALK-positive NSCLC across seven clinical studies, including ASCEND-4 and ASCEND-1,
described below, a randomized active-controlled study, two single arm studies, and two dose-escalation studies.
The majority of patients enrolled in these studies had received prior treatment with chemotherapy and/or
crizotinib for NSCLC. Among these 925 patients the most common adverse reactions (greater than or equal to
25% incidence) were diarrhea, nausea, fatigue, vomiting, abdominal pain, decreased appetite, and weight loss.
Approximately 62% of patients initiating treatment at the recommended dose required at least one dose reduction
and the median time to first dose reduction was 7 weeks.

Previously Untreated ALK-Positive Metastatic NSCLC

The safety evaluation of ZYKADIA is based on ASCEND-4, an open-label, randomized, active-controlled
multicenter study of 376 previously untreated ALK-positive NSCLC patients. Patients received ZYKADIA 750
mgq daily (N=189) or chemotherapy plus maintenance chemotherapy (N=187). Chemotherapy regimens were
pemetrexed (500 mg/m?) plus investigator’s choice of cisplatin (75 mg/m?) or carboplatin (AUC of 5 -

6 mg*min/mL) administered every 21 days. Patients who completed 4 cycles of chemotherapy without
progressive disease received pemetrexed (500 mg/m?) as single-agent maintenance therapy every 21 days.

The demographic characteristics of the study population were 57% female, median age 54 years (range: 22 to 81
years); 22% of patients were 65 years older, 54% White, 42% Asian, 2% Black, and 2% other races. Patients
were enrolled in Europe (53%), Asia Pacific (42%), and South America (5%) regions. The majority of patients
had adenocarcinoma (97%), never smoked (61%) and 32% had brain metastasis at screening. The median
duration of exposure to ZYKADIA was 18 months.

Serious adverse reactions were reported in 72 patients (38%) treated with ZYKADIA. The most frequent serious
adverse reactions were pneumonia (4%), pleural effusion (4%), vomiting (4%), nausea (3%), dyspnea (3%),
hyperglycemia (3%), AST increased (2%), lung infection (2%), and pericardial effusion (2%). Among patients
treated with ZYKADIA, dose interruptions due to adverse reactions occurred in 77%, dose reductions were
required in 66%, and adverse reactions that led to discontinuation of therapy occurred in 12% of patients. The
most frequent adverse reactions, reported in at least 10% of patients treated with ZYKADIA, that led to dose
interruptions or reductions were: ALT increased (48%), AST increased (34%), vomiting (15%), blood creatinine
increased (14%), GGT increased (13%), diarrhea (13%), and nausea (13%). The most frequent adverse reactions
that led to discontinuation of ZYKADIA in 1% or more of patients in ASCEND-4 were blood creatinine
increased (2.1%), amylase increased (1.1%), and lipase increased (1.1%). The following fatal adverse reactions
occurred in 4 patients treated with ZYKADIA: myocardial infarction, respiratory tract infection, pneumonitis,
and unknown cause.

Tables 3 and 4 summarize adverse reactions and laboratory abnormalities, respectively, in ASCEND-4.

FT LI TR e —— _ Novartis Israel I__td.
36 Shaham St., Kiryat Matalon, Petach-Tikva
P.0O.B 7759, Petach Tikva 49250, Israel

Tel: 972-3-9201111 Fax: 972-3-9229230

MIPN-nND 17U NP 36 onw NN

49250 mpn-nno 7759 7.0

03-9229230 :0p5 03-9201111 11950
Page 5 of 16



) NOVARTIS

Table 3: Adverse Reactions (>10% for All NCI CTCAE* Grades or >2% for Grades 3-4) of Patients in ASCEND-4

ZYKADIA Chemotherapy
N=189 N=1752
All grades Grade 3/4 All grades Grade 3/4
% % % %

Gastrointestinal

Diarrhea 85 4.8 11 1.1

Nausea 69 2.6 55 5

Vomiting 67 5 36 6

Abdominal pain® 40 3.7 13 0

Constipation 20 0 22 0

Esophageal disorder® 15 0.5 8 0.6
General

Fatigue? 45 | | 49 6

Non-cardiac chest pain 21 1.1 10 0.6

Back pain 19 1.6 18 2.3

Pain in extremity 13 0 7 0

Musculoskeletal pain 11 0.5 6 0.6
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ZYKADIA Chemotherapy
N=189 N=1752
All grades Grade 3/4 All grades Grade 3/4
(%) (%) (%) (%)

Pruritus 11 0.5 5 0

Pyrexia 19 0 14 s
Metabolism And Nutrition

Decreased appetite 34 1.1 32 1.1

Weight loss 24 3.7 15 0.6
Respiratory

Cough 25 0 17 0
Neurologic

Headache 19 0.5 13 1.1

Dizziness 12 11 10 0.6
Skin

Rash® 21 i 8 0.6
Cardiac

Prolonged QT Interval 12 2.6 1.1 0.6

Pericarditis’ 4.2 1.6 2.3 1.1

*National Cancer Institute Common Terminology Criteria for Adverse Events (version 4.03)

@ Twelve patients randomized to chemotherapy did not receive study drug.

b Abdominal pain (abdominal pain, abdominal pain upper, abdominal discomfort, epigastric discomfort)
¢ Esophageal disorder (dyspepsia, gastroesophageal reflux disease, dysphagia)

d Fatigue (fatigue and asthenia)

¢ Rash (rash, dermatitis acneiform, rash maculo-papular)

f Pericarditis (pericardial effusion and pericarditis)

Additional clinically significant adverse reactions occurring in 2% or more of patients treated with ZYKADIA
included: vision disorder (4%; comprised of vision impairment, blurred vision, photopsia, accommodation
disorder, presbyopia, reduced visual acuity, or vitreous floaters), bradycardia (4%), ILD/pneumonitis (2%),
hepatotoxicity (2%) and renal failure (2%).
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Table 4: Laboratory Abnormalities Occurring in >10% (All NCI CTCAE Grades) of Patients in ASCEND-4

ZYKADIA Chemotherapy
N=189 N=175°
All Grades Grade 3-4 All Grades Grade 3-4
% % % %

Hematology

Anemia 67 4.2 84 Ll

Neutropenia 27 2.1 58 20

Thrombocytopenia 16 1.0 38 4.6
Chemistry

Increased alanine transaminase 91 34 65 34

(ALT)

Increased aspartate transaminase 86 21 58 2.3

(AST)

Increased gamma-glutamyl 84 49 67 10

transpeptidase (GGT)

Increased alkaline phosphatase 81 12 47 1.7

Increased creatinine " 4.2 37 0.6

Hyperglycemia 53 10 67 10

Increased amylase 37 8 43 4.5

Decreased phosphate 38 3.7 27 4.0

Increased bilirubin (total) 15 0.5 6 0.6

Increased lipase® 13 6 | | 0.6
2Twelve patients randomized to chemotherapy did not receive study drug.
® In the ZYKADIA arm, no patients had baseline lipase laboratory assessments, 112 had post-baseline assessments. In
the chemotherapy arm, one patient had baseline lipase laboratory assessments but no post-baseline assessment; 49
patients had post-baseline assessments.

:USE IN SPECIFIC POPULATIONS -8 jmo
8.1 Pregnancy

Cotegemr o

Risk Summary

Based on animal studies and its mechanism of action, ZYKADIA may-can cause fetal harm when administered to a
pregnant woman_[see Clinical Pharmacology (12.1)]. The limited available data on the use of ZYKADIA in
pregnant women are insufficient to inform a risk. Administration —a-animal—studies—administration-of ceritinib
to rats and rabbits during the period of organogenesis at maternal plasma exposures below the recommended

human dose caused increases in skeletal anomalies in rats and rabbits—H-this-drug-is-used-during—pregnancy [see
Data]. Advise -erifthe-patient-becomes- a pregnant woman while-taking-this-drug,apprise-the-patient-of the
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potential hazare-risk to a fetus.

8.2 Lactation

Risk Summary

There are no data regarding the presence of His-rot-known-whether-ceritinib or its metabolites are-present in
human milk, the effects of ceritinib on the breastfed infant, or its effects on milk production.: Because many-drugs

are-presentin-human—milk-and-because of the potential for serious adverse reactions including gastrointestinal
toxicity, hepatotoxicity, pneumonitis, bradycardia and pancreatitis, i-rursing-nfantsfrom-ceritinib, advise a
woman not to breastfeed during treatment with ZYKADIA and for 2 weeks following completion of therapy.

I liseonti e

8.3 Females and Males of Reproductive Potential

Contraception
Females
ZYKADIA can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)].

Advise females of reproductive potential to use effective contraception during treatment with ZYKADIA and for
6 months following completion of therapy.

Males

Based on the potential for genotoxicity, advise males with female partners of reproductive potential to use
condoms during treatment with ZYKADIA and for 3 months following completion of therapy [see Nonclinical
Toxicology (13.1)].

8.5 Geriatric Use

Chinieal-Of the 925 patients in clinical studies of ZYKADIA, 18% were 65 years or older, while 5% were 75
years or older. No overall differences in safety or effectiveness were observed between these did-notinclude-
SH#I-Gl-GHI—HH-m-beFS—Gf—SUbJECtS 3 :
younger subjects. i

were-65-years-or-older.

:CLINICAL PHARMACOLOGY -12 pno

12.2 Pharmacodynamics
Cardiac Electrophysiology

Serial ECGs were collected followmg a single dose and at steady-state to evaluate the effect of ceritinib on the QT
interval in a , 04 925 -patients were-treated with
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ZYKADIA deses—ranging-from-50-te-750 mg with-2550nce daily. Twelve of 925 patients treated-with-ZYAKADIA-
750-mg-—One-of 304-patients(less-than-(1.3%) was—were found to have a QTc greater than 500 msec and £6-58
patients (36%) had an increase from baseline QTc greater than 60 msec. A-In ASCEND-4, a central tendency
analysis of the QTc data at average steady-state concentrations demonstrated that the upper bound of the 2-sided
90% CI for QTc was 46-15.3 msec at ZYKADIA 750 mg_ once daily. A pharmacokinetic / pharmacodynamic
analysis suggested concentration-dependent QTc interval prolongation [see Warnings and Precautions (5.4)].

Based on central review of ECG data, 2-10 of 3@4—925 patlents (9—11 1%) had bradycardla deflned as less than 50
beats per minute. Bradycardia-wa ' :

12.3  Pharmacokinetics

Specific Populations

Hepatic Impairment: As ceritinib is eliminated primarily via the liver, patients with hepatic impairment may have
increased exposure. A pharmacokinetic trial in patients with hepatic impairment has not been conducted. Ceritinib
exposures were similar between patients with mild hepatic impairment and patients with normal hepatic function
based Based-on a population pharmacokinetic analysis of 48-140 patients with mild hepatic impairment (total
bilirubin less than or equal to ULN and AST greater than ULN or total bilirubin greater than 1.0 to 1.5 times
ULN and any AST) and 254-832 patlents W|th normal hepatlc functlon (total b|I|rub|n Iess than or equal o ULN
and AST less than or equal to ULN) A
ahd-normal-hepatic function, The pharmacoklnetlcs of cerltlnlb has not been studied in patlents with moderate to
severe hepatic impairment [see Use in Specific Populations (8.6)].

Renal Impairment: A pharmacokinetic trial in patients with renal impairment has not been conducted as ceritinib
elimination via the kidney is low (1.3% of a single oral administered dose). Ceritinib exposures were similar
between patients with mild to moderate renal impairment and patients with normal renal function basedBased on

a population pharmacokinetic analysis of 97-345 patients with mild renal impairment (CLcr 60 to less than 90
mL/min), 22-82 patients with moderate renal impairment (CLcr 30 to less than 60 mL/min) and 483-546 patients

wrth normal renal functron (greater than or equal to 90 mUmm))—een%rmbe*pesures—were—smMaem—paHea%swrm

pa%rentsw&h—mqqederaterenakmpawmem Patlents W|th severe renal |mpa|rment (CLcr less than 30

mL/min) were not included in the clinical trial.

:CLINICAL STUDIES -14 o
14.1 Previously Untreated ALK-Positive Metastatic NSCLC

The efficacy of ZYKADIA for the treatment of patients with ALK-positive NSCLC who had not received prior
systemic therapy for metastatic disease was established in an open-label, randomized, active-controlled,
multicenter study (ASCEND-4, NCT01828099). Patients were required to have WHO performance status 0-2 and
ALK-positive NSCLC as identified by the VENTANA ALK (D5F3) CDx Assay. Neurologically stable patients
with central nervous system (CNS) metastases that did not require increasing doses of steroids to manage CNS
symptoms were permitted to enroll. Patients with uncontrolled diabetes mellitus; a history of interstitial lung
disease or interstitial pneumonitis; or a history of pancreatitis or increased amylase or lipase that was due to
pancreatic disease were not eligible.
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The major efficacy outcome measure was progression-free survival (PES) as determined by blinded independent
review committee (BIRC) according to RECIST v1.1. Additional efficacy outcome measures were overall
survival (OS), overall response rate (ORR) and duration of response (DOR) determined by BIRC, overall
intracranial response rate (OIRR), duration of intracranial response (DOIR) determined by BIRC neuro-
radiologist, and patient reported outcomes.

Patients were randomized 1:1 to receive ZYKADIA 750 mg orally daily or chemotherapy plus maintenance
chemotherapy. Randomization was stratified by World Health Organization (WHQ) performance status, prior
adjuvant/neoadjuvant chemotherapy and presence or absence of brain metastasis. Patients randomized to
chemotherapy received pemetrexed (500 mg/m?) and investigator’s choice of cisplatin (75 mg/m?) or carboplatin
(AUC of 5 - 6 mg*min/mL) administered on day 1 of each 21-day cycle for a maximum of 4 cycles followed by
pemetrexed (500 mg/m?) every 21 days. Treatment in both arms was continued until disease progression or
unacceptable toxicity.

A total of 376 patients were randomized, ZY KADIA (n=189) or chemotherapy (n=187). The demographic
characteristics of the study population were 57% female, median age 54 years (range: 22 to 81 years); 22% of
patients were 65 years older; and 54% White, 42% Asian, 2% Black, and 2% other races. The majority of patients
had adenocarcinoma (97%) and never smoked (61%). CNS metastases were present in 32% (n=121) of patients.
Approximately half (n=55) had measurable CNS metastases as determined by BIRC neuro-radiologist and 71%
(n=39) of these patients received no prior intracranial radiotherapy. Of those randomized to chemotherapy, 43%
received ZYKADIA as the next antineoplastic therapy after platinum-based chemotherapy.

Efficacy results from ASCEND-4 are summarized in Table 7 and Fiqgure 1.

Table 7: Efficacy Results by BIRC Assessment in ASCEND-4

ZYKADIA Chemotherapy
(N=189) (N=187)

Progression-Free Survival
Number of events (%) 89 (47%) 113 (60%)
Progressive disease (%) 79 (42%) 105 (56%)
Death (%) 10 (5%) 8 (4%)
Median PFS in months (95% CI) 16.6 (12.6, 27.2) 8.1(5.8,11.1)
Hazard ratio (95% CI)? 0.55 (0.42,0.73)
P-value® <0.0001
Overall Response Rate
Overall response rate, % (95% CI)° 73 (66, 79) 27 (21, 34)
Complete response, % 1 0
Partial response, % 72 27
Duration of response
Number of responders n=137 n=50
Median in months (95% CI) 23.9 (16.6, NE) 11.1(7.8,16.4)
BIRC: Blinded Independent Review Committee; Cl: Confidence Interval; NE: Not Estimable
2 Cox proportional hazards model stratified by brain metastases (absence vs. presence), WHO performance status
(0 vs. > 1), and prior adjuvant chemotherapy (absence vs. presence).
b | og-rank test stratified by brain metastases (absence vs. presence), WHO performance status (0 vs. > 1), and
prior adjuvant chemotherapy (absence vs. presence).
¢ Clopper and Pearson exact binomial 95% confidence interval.
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There was no significant difference in OS in a pre-specified interim analysis conducted at 42% of the events
required for the final analysis.
Figure 1: Kaplan-Meier Plot of Progression-Free Survival as Assessed by BIRC by Treatment Arm in ASCEND-4
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Antitumor activity of ZYKADIA in the brain was assessed in patients with measurable disease as determined by
the BIRC neuro-radiologist at baseline (N=55) according to RECIST 1.1.
Table 8: BIRC Assessed CNS Responses in Patients with Measurable CNS Lesions in ASCEND-4

ZYKADIA Chemotherapy
Intracranial Tumor Response Assessment N=28 N=27
Overall intracranial response rate,
% (95% CI)? 57% (37, 76) 22% (9, 42)
Complete response, % 1% 7%
Partial response, % 50% 15%
Duration of Intracranial Response
Number of responders n=16 n=6
Median in months (95% CI) 16.6 (8.1, NE) NE (1.5, NE)
2Clopper and Pearson exact binomial 95% confidence interval
BIRC: Blinded Independent Review Committee; Cl: Confidence Interval; NE: Not Estimable

Exploratory analyses of patient-reported outcome measures suggested a delay in time to development of or
worsening of shortness of breath in patients treated with ZYKADIA as compared to chemotherapy. The patient-
reported delay in onset or worsening of shortness of breath may be an overestimation, because patients were not
blinded to treatment assignment.
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