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- FRAEREFIEZHH|E|(EGFR TKI):
gefitinib (Iressa). erlotinib (Tarceva) .
afatinib (Giotrif)

- fEl S 1 itk 2 9 T H R 2 (ALK TKI):

crizotinib (Xalkort)
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ALK positive }lia A

Total 29 patients

Age, median 53 y/o (30-78)

Age (years)
<65 25 (86%) 0.002
> 65 4 (14%)

Gender
Male 12 (41%) 0.331
Female 17 (59%)

Smoking status
Non-smokers 21 (72%) 0.167
Current/former smoker 8 (28%)
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Lung Adenocarcinoma pts with drivers receiving a
matched targeted agent lived longer

Patients with an oncogenic driver mutation who did and did not
receive targeted therapy, and patients without an ocogenic driver
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Log-rank P<.001
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Kris et al JAMA 2014
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Crizotinib vs. i* & /2%
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Endpoints
Key entry criteria Primary
ALK+ by central Crizotinib 250 mg BID PFS (RECIST 1.1,
FISH testing? R PO, 2(1-d1a53g)cycle independent
n= .
Stage IlIB/IV NSCLC A radiology
1 prior g review)
chemotherapy (o) Secondary
(platinum-based) |\I’| ORR, DCR, DR
ECOG PS 0-2 Z Pemetrexed 500 mg/m? 0S
M ble di E or Safety
casurable disease 9 Docetaxel 75 mg/m? —>» Patient reported
Treated brain IV, day 1, 21-day cycle outcomes
9 metastases allowed ) (n=159) (EORTC QLQ-
+ C30, LC13)
CROSSOVER TO CRIZOTINIB N )
ON PROFILE 1005
Shaw et al NEJM 2013
?ALK status determined using standard ALK break-apart FISH assay
bStratification factors: ECOG PS (0/1 vs 2), brain metastases (present/absent),
and prior EGFR TKI (yes/no
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ORR %2 PFS by Independent Radiologic Review

ORR ratio: 3.4 (85% CI: 2.5 to 4.7); P<0.0001

B Crizotin (r=173"} 100 1 Crizotinib  Chematherapy
Chemotherapy (n=178"} 5 {n=173} =174}
80 853 g 820 - Events, n {%} 100¢58] 127 (73)
= _ Median, mo 7.7 3.0
Tg 2 HR {35% G} 0.43(0.37 10 0.64)
60 T 5 604 P <0.0001
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0 Time {months)
Treatment No. at risk
Crizotinib 173 83 38 11 2 0
"RECIST v1.1; "ITT population; “as-treated population  Chemotherapy 174 49 15 4 1 0
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% = M Crizotinib vs. * ;5% Global QOL

Functioning Domains and Global QOL
(EORTC—-QLQ-C30) Improvement Rates

| Crizotinib
B Chemotherapy

P<0.05

P<0.001
P<0.001

-y
=
v
@
—
o
e
St
[=
o
E
@
>
(=]
e
(=
=
E

Giobal QoL Physical Role Emotional Cognitive Social
functioning functioning functioning functioning functioning

e A significantly greater percentage of patients in the crizotinib
versus the chemotherapy arm showed improvements for global
QOL, physical, role functioning and emotional functioning
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Crizotinib in Critical Patient

2010-12-30 2011-02-17

49 y/o man, never smoker diagnosed in 2009/10 6th line crizotinib
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34 y/o female, brain, pelvic metastases, diagnosed in 2012

2013/3 2013/6 2013/9  2014/2 2014/5  2015/5
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