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1. 714,

1.1. 3.
3.7}
3.7F.1
3.7}.2
3.4
341
3.1}h.2

A B A

LEDINE RRL

AN REABAZEGN), 75 A ARG D)
FHEA YA

AES] ARRAY

A7 RENGAR2AD), A ARG D)

HNEAGAE

1. 4. 540l &3 A s
41} HEEIEYAY

4.7}.1.
4.7}.2.
4.7}.3.
4.7}%.4.

6.7}

6.7}.1.

6.7}.2.

6.7}.3.

1-Month oral toxicity study of PF-02341066 in rats
3—month oral toxicity study of PF-02341066 in rats with a 2-month recovery
1-Month oral toxicity study of PF-02341066 in dogs
3—-month oral toxicity study of PF-02341066 in dogs with a 2-month recovery

AGAFZ A B3 A5

AF A F x5 R (Clinical Data Package, CDP)

A Phase I Relative Bioavailability Study to Compare the Powder-In-Capsule And
Immediate Release Tablet of PF-02341066 in Healthy Volunteers

A Phase 1, Single Dose Bioequivalence and Food Effect Study in Healthy Volunteers
Comparing the Commercial Image Capsules to the Immediate Release Tablets and
Powder in Capsule Formulations of Crizotinib (PF-02341066), and the Commercial
Image Capsule in the Fasted to Fed State

A Phase 1, Open-Label Single-Radiolabeled Dose Study to Investigate the Absorption,
Metabolism and Excretion of ["C]PF-02341066 in Healthy Male Volunteers




6.7}.4.

6.7}.5.

6.7}.6.

6.7}.7.

6.7}.8.

6.7}.9.

6.7}.10.

6.7F.11.

A Phase 1, Single Dose, Randomized, Cross—Over Absolute Bioavailability Study in
Healthy Volunteers Comparing Oral to Intravenous Administration of Crizotinib
(PF-02341066)

A Phase 1, Fixed Sequence, Cross—-Over Study to Estimate the Effect of Multiple
Doses of Ketoconazole on the Single Dose Pharmacokinetics of Crizotinib
(PF-02341066) in Healthy Volunteers

A Phase 1, Fixed Sequence, Cross—-Over Study to Estimate the Effect of Multiple
Dose Rifampin on the Single Dose Pharmacokinetics of Crizotinib (PF-02341066) in
Healthy Volunteers

Population Pharmacokinetics of the Recommended Phase 2 Dose of Crizotinib
(PF-02341066)

Concentration-QTc¢ Analysis of Cancer Patients Receiving Crizotinib in Studies
A8081001 and A8081005

Phasel Safety, Pharmacokinetic and Pharmacodynamic Study of PF-02341066, a
C-Met/HGFR Selective Tyrosine Kinase Inhibitor, Administered Orally to Patients with
Advanced Cancer

Phase 2, Open-Label Single Arm Study of the Efficacy and Safety of PF-02341066 in
Patients with Advanced Non-Small Cell Lung Cancer (NSCLC) Harboring a
Translocation or Inversion Involving The Anaplastic Lymphoma Kinase (ALK) Gene
Locus

Phase 3, Randomized, Open-Label Study of the Efficacy and Safety of PF-02341066
Versus Standard of Care (Pemetrexed or Docetaxel) in Patients with Advanced
Non-Small Cell Lung Cancer (NSCLC) Harboring a Translocation or Inversion Event

Involving the Anaplastic Lymphoma Kinase (ALK) Gene Locus
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« A1F FEES ALK 448 APAH HAMAEAY e A8E HSFoR o AEHYEoR
“O%W%@@ﬂﬂ—mumn19%Ylea.hm4 Eoz AE3 YL

« F8 A28FA 1 wet, SRS GIFoRd 9 1-3/40E RERASAAdA R R, oF
glzkgo] B3 AR YA IAER zg&o}@u}

« Tt A28xAZC we, A5H FF JFANPARE AEcs AS 2HLR ko] g4 o
BARAEE 84 G EAER 533

5. 1. 71, 2 F /PR slol w3k Ax

1.1. 719 2 3¢
LKA "xz Qitstas; ANAPLASTIC LYMPHOMA KINASE)-%A] v AAZH e A

LK

A A= AA v AAEF LY oF 3-5%F =EA Huxu ogFE EGFR, HER2, KRAS S 2
2 Az vaMEE g e ol A YEhR] &=
« 218 NSCLC+= 7ol AstAl vehva A 57 oy dko|m=, o] 8 TUddd dds
xAoR 3= =S XS RS 28 7o Ho bdsta aaAQl ofEo] ofds| M
Z 88t}
1.2. o &8714d
o« A A YxZE QA a A (ALK. anaplastic lymphoma kinase) 8A El2A7|UAe 1 FU4Y
’d oo Mel oA A
6. 3. etgAdoll #3tk A=
3.1. 989 ¢BFAPAE @ A xHY
« E71FH/AA: 7 Ao UE¥ LDPE golY
A8 E 5 OBl batch No Azddd SAAZIONE) A3}
E010010712 2010.5.
E010010728 2010.4. 0,3,6(A=), Szel Harste]. AEA 9o
718+ 25C/60% RH | E010010995 2010.5. 9,12,18,24,36 7L (dA)
E010010996 2010.6.
GR01248+* 2008.4. 0,1.5,6,12,24 74 s
= 40C/75% RH s s 0,3,6 714 s
" on 100CANA fel@ wa we.
- = -, T 3 1 -
7+& Ared 7). v E010010995 2010.5. 4817k PAZS ?0%7], ul A%}ﬂizjoﬂ/q
minor?dt w3 vk ¥z
*Supportive batch

7.

3.2. AF9 ¢AHAE

« A|ZY: Freiburg, Germany

< &7 e/ A:
@ PVC/aluminum foil Blister

« A&7l L: 150 mg, 200 mg

ol

=

250 mg e At AAxgowyE FI

tjz}elo] o] 859 t}.(150mg, 250mg Z+ 3],

200mg 1¥A])

15]H,

2

(D HDPE bottle(60, 120mL), CR PP cap / IS seal [capsule/ bottle: 56, 560]

HAY



z8 | NAxR NEES batch No Axddd ZAA7)1(74D)
371 25C/60% RH | 9806433000 2010.6. |0,2,4,6,9,12(2:1%),
150 =3k 30°C/75% RH 9806483000 2010.6. 18,24,36 7L (A)
mg
7+ 40C/75% RH | 9806483001 2010.7. |0,2,4,671€
1= 9806433000 2010.6.
7] 25C/60% RH 0,2,4,6,9,12(A %),
200mg =3t 30°C/75% RH 9806533000 2010.6. |18,24,36 7ML (&)
7+ 40C/75% RH 0,2,4,671¥
371 25C/60% RH | 9806633000 2010.6. |0,2,4,6,9,12(A1 %),
050 =7 30°C/75% RH 9806683000 2010.6. |18,24,36 7/FL(1A)
mg
= 10C/75% RH | 9806683001 2010.7. |0.2.4.671€
7t= 9806683000 2010.6.
« A AT A 7IZE Bk A s A5k
« AEA: A7) 1204, 71 6718 AgAT, A8V 5 7]l ARksta Az mhE ®WE o]
slomg oAikste] 24709 91A s
8. 4. Al #3 AR
o A A2’FANF oA, AAFFEAF AE As T 4 SHANIAEE dEFA5A, 1-371€
HHE o A At a 2 2453kt
= = o GLP[ o =
Al EF Study No. 2 A% | L. | F9717% | (mg/kg/day) a3
=T A=E
3] Fof
sgng | A
NOAEL: M; 10mg/kg
2 = 2]
05137 H= O | i¢ | po |0, 10, 50, 150 F: 150mg/ke
374 M: 0, 10, 30, 100 [NOAEL: M; 30mg/k
09GR347 | A= O [GI571:] po |5 6" 10 50, 250 7 50 ;gk ¢
N o] 219)  50mg/kg
=g A3 NOAEL: 20mg/kg
Bl gl
05162 ] O] Ie | po 016 20 (AUC: 36,100ng - h/mL)
3714
09GR346 Hl=2 O [@&FE7]:] po [0, 1, 5, 25 NOAEL: 25mg/kg
2714)
9.
10.
11.5. g &-go &3k A=
o T A28xA 1 oA, HA-FEAR AFE AR T e FEo] A3 AHRE A HUAER &
A=
12.6. Aol #3 25
A aead 984 HEF s as (ALK) A JaA vl aMEZH
e A3 8% 0 AYFEY 250 mg £ 19 23] ATF3 )
gz 23k dAH olejo] A&HE = 3 FoE ALKFUL. AEASE IR AA HE5lo]ok
gyt o] oFe 45 #AGlel FAT = dFULE 58S UAS u, g 5E87A] g
AlZko] 6AIZE ool A7 719 e SA| E&SoF a1, 6A1ZF wlvke]d H83514] Gyt
AEIUE 3 ZF2 ZE3st CYP3A JAAIEHY #WE&FoAY, g T3 2 Ags
CYP3A FEAlEe] HEFole FsloF
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b2L JR7RQlell A o] b Wekdel ZAGtY Fo S99
Ty 200 mge 19 23] FA7MA #AFL = Qi FU 8
Nele] tdAdx wekdel whel 250 mgs 1¢ 13 FoA7A s = dHsun. g9
~gNg HAdo wE &F T4 Ve obd 1 ZHUh (BHE
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6.1. A G A5 F(Clinical Data Package, CDP)
6.1.1. /1&

w7 SRS %o o}B/F o /T A7 B7H9E

§ Clinical Pharmacology

1. [A8081008]1 A7} AYAA PF-023410669 q&-U-£% AP (Powder in Capsule) ¥ &4
(Immediate Release) AAE v n3}7] 3 Al 14 Ao BA o8& A1¥

GG -TExEY 250mg W3R [-ofE et
-247 A3 1x50mg  IRT  &|-<HdA

2x100mg IRT
&, 29 WA, 2-7], 2-A 5 |-dF&e 1xX50mg  PIC &
-4, wap A& 2x100mg PIC

2. [A8081011] =Z¥=xEY9 A¥¥ HM<E(Commercial Image Capsule)E £%3 AA(Immediate Release
Tablet) ¥ 7% U 2% (Powder in Capsule) A H|Z3tT, VY P&ES AT U ZE oA H| e,
273 QAN Al 14, @3 Fo AESH 554 € 24E 9% AF

GG -SExEY 250mg W3R -2kt
-36"8 -A(tHZ1):  1x50mg IRT &|-SHdA

2X100mg IRT(3 %)

«270, T2 wlA, 4-7)7F, 4-X|-B(W%2): 1x50mg PIC &
14 2, 4-A4, mxb, @3] -Fo AlF | 2X100mg PIC(ZH)
-C(A¥+t): 1x250mg CIC(#
)

-D: 1x250mg CIC(aA" 2]
°])

3. [A8081009] 117& 4 A ¥AteA [14CIPF-023410669 &<, At 2 #idS A3 A% Al 14 &
AE S3-Abs BA &% A8

-7 A -3 2EY 250mg (["*C]138][-mass balance
17 -6 ZEY °F 100 nCis #H)  |-F&dt
-0k A

4. [AB081010] AZF AAAAM I ZEH (PF-02341066)9] BT FH& AW Fo9 v|ud A 14, 93
Fof, 729 v, uxk Ao B4 o]8&E Ad

A7 A -Ar AP xEY 50mg  @3]|-ofF
-1473 IV(0.25 mg/mL IV €< 200
mL= Al 1o of 247kl &
A AT F9 FEE Fof)

o -B: a¥ExEYyY 250mg %3
74 7(1<50mg IRT &
2x100mg IRTZ A 1] &
Al Fo)

o, 1o

€]
s
LM

S

0

5. [AB081015] AA& A AAA AEIUE T3 Foq7t AXEHY @3 Fo FFd wAE 92 F
A7) S A 143, 13 &4, 13} AE




-3 A4 -AT Al AP EEY 150mg|-oFE et
~159 @3] Fo(1x50mg  IRT  &|-ordA
L 1x100mg IRT)
© -B: Al-16¢9 AEIZYUYE
200mg bid + A4Y FAFZE
HY 150mg ©3] %4
6. [A8081016]1 A3 A AAt A B FHA (Rifampin) o3 F7} 2 ZEY (PF-02341066)8 @3] Fo oF
T U= 9IS FR37] A% A 14, 1 &A, 1z} AE
-7 A4 -AT Al AP EEY 250mg|-ofE et
-154 @3] Fo(1x50mg  IRT  &|-ordA
L 2x100mg IRT)
© -B: Al1-149 F#B 600mg
+ A9 FFYEHEY 250mg
3] o

§ Efficacy & Safety

AT Foishe 444,

1. [A8081001] F 3P4 ¢IAAE Udo=Z C-Met/HGFR A€Z glo]24l 7| VolA]l As)A] PF-02341066

k58, FgE Al 1 4 94 A(interim report)

i

FEAS A

ol g FA,

gdT, Al 2 A Y42 H(interim report)

[ m2A% ade 554 wr Al=ae28Y 10, 50, 100mg A|1. 3=F
& 7158 B3 x=yol 9= =|#, 50, 100mg A A -MTD, RP2D
gk oz iy A oA F 2. gt
FHEY A<]) Fx} 38T 1. §%%% I3 E: -50mg qd|-1% ORR
2. 43R 7Es wEIE F84d|-100mg ad, - ok &}
ot F&sA -200mg qd, -2tA A
-ALK %4 NSCLC 1199 -200mg bid,
-ALK &4 NSCLC 54 -250mg bid,
-71EH&AE 9%, CYP3A49A#|-300mg bid
7}s4) 501 2. RP2D =% E: 250mg bid
14 (£ 7 7bs)
~ALK%4 NSCLC:
-ALKH&%4 NSCLC:
-7 &
2. [A8081005] ALK FAA $IXd AF = IHYE Hol: JPd v AAMEHY Ao A PF-023410669

-HA g 74A sstarel] g« xEd 50, 100mg B |-12k: ORR
NSCLC7} 9lat, ALK 42 94 -TTR, DCR, DR, QoL %
2% g dgd A Ee 997t QE|-250mg bid. 8% T JHe |-oldukg, A@AzAL AlA
3=} =
-1484 _okx )
3. [A8081007] ALK Azt $xo] AF EE Y& RBole APA v A XA SxboA PF-02341066 T}
EE s FASFAHEHEIANE e EAFA)S Huste FEAT AP dF F239uA, 3, A
34 JRANE
ALK #42F $1x1ed d# == A=A 8FEd 50, 100mg AA| |-1xF PFS
& HolHA, ojdd 3t 7?%14 -0S, ORR, DCR, DR, QoL
3% W 7]k gketslel e WS wokd|-250mg bid. €% A e | B
R RS R Ry e g o —oldukg, ARAZAL, AA
6.1.2. AEYZA
« AES dAAES ddT AP R, VE AR Zl(ﬂl**ﬂilﬂ%‘-‘ﬂ FEa)eke] A4 Haue
1o}, historical data ® QAR E3HE SRS o] A meo] Wik A4 BA AdEu

Holy e Ee noln
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