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Ho|A2 O =X LVEF H7IE U2, 0] &2 T2 SXIO|AM LVEF 2471 &
DE|RACE 0|8 7tsst LMAFRIZO| 240, O] if M= Hoto| et F&ntel olatgtA|
£ Z4¥Ae A2 S7tssiCh AYE I-AX7L e 2Rt LVEFO| 2 O/ == Ues HE{Q
Sixto] 42 H|o|AztRloAM X F0f F LVEF HIIE Eaoh A% ZLHES 12{s|oFstCt F0f
T, MY AZ2/ZH0| LIEtH SHXtojM= LVEF B7tE Z&st AF DL HZS 12{ioF $Hot

5) 2|otA| S otZEtH 7t

O] 92 FOi2 SXtof M 2|mA| /&= OFUEEM oS50 URUCEH HE 2(mtd X otZetd &
1o WAz SYU2 4 70~ | 7-6962) W 41L(H: 7-489Y)0|RACt O] & FOoj&tx}
M nEdAHHESO| s /s HAEC el 7|80 ost #EY fI”dE nefsior o
Ch Aoz sirt®, o of ROA[Z © 8 Ol HI|H2=E 2lmtd| X OtetH 458 2
LIE{ 25O otCt

6) A= H2EHE

AL NAXE Y22 oF A|™o|A o fut ZEHt CYP3A4/5 FEA 2[EES HE2 T 4
2| F i gzl zAaol F7HI0| ALT & ASTE7tet A2t0| URUCH Z=sH CYP3A4/5 7
ZXetel H#E2 F7|0|Ct

SSZ2| CYP3A4/5 R EEDH Of o] HHEZE LAAZ = JU28E Jhsot HES msjof St
Xg29o| &2 LHEIL, AZSEAZZ, CISE20|20ED, o 2nELD, HEY, S 22H DY
O EX0IE, FUE, AZ2FA 8 B3 EERA Sk CYP3A4/57|E Dt EEE|Uo| HEE
Ol Ol A== 7t E2tE|H0| s ZAE = A7 W0 msjoF SHCt.

7) o] LEE

]l
—y
==1 '6'
= L&

O] 2 ™A 25 mg == 100 mgE Tmmol(23 mg)D|Ete| LLEES TRICE Al ShXtof A
o] &2 7|2He=z "—'?'—%”'"9:!% 2 2{0F L}

8 2 U JIAAE 5O OXE Y
o %2 2 I J|HAE 5 FS5E°
SHO|L} Z|AEEAl FOlsfof Bit,

Fe0| RACE BEXIOIA CNSERO| LiEfgs o8z

1) YSSH MSEE
o

o
In vitroXt2+= 0| 20| T2 CYP3A42} UGT1A4Z CHALE|OY, CYP2C8, CYP2C19, CYP3A5, UGT1A3
= EHAHHI gjefst 7|0 E 3t HE & Cf
) O] &0 E&2 O|X|= Y=

- CYP3A4/5 S

AATH XX ZEst CYP3A4/SREMC BT 2[EHEEZ 1Y 12] 600 mgRE 12952t £
Al, O] ©f 100 mg | dTFFOA[Q H[W3SI0] O] 2Fo| AUCiInf= 85%, Cmaxe 76% &ALt
ASTSt ALTO| B7t= ZEZ|RACE O] 2kaf ZHB CYP3A4/SFEH|(O: 2| & oA, FHHObR|E, il
_§_E|.|:||.Q|E, |:||EE|- ﬂ||_|§o| A-”O|E7<ATE |-_c3| I:I=|_9_qu5 o| oto| '&HII-_L.;EE 7|-AA| glk_
RUCH O ofnp A=t CYP3A4/STEN el BE82 F7|0|Ch 58&E2| CYP3A4/5FEX ESH Of
oFo| YT E AAAZE = UL E, JtsotH HES msHoF BHCf

- CYP3A4/5 YHH|

HAZsE XFAXO| ZEBE CYP3A4/SAM Kl AT O|EEZIALIES 12 13] 200 mglE 5YEot
EOAl O ¢ 100 mg T2l EFFO0IA|Qt H[WBH0] O] ko] AUCinf= 42%, Cmax= 24% St
Ct. O] ofup Z&st CYP3A4/S5AHMA o] HEFNE= O oo HEsEE J7HAZ = AUTHY:

o]
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M= H[2, IHAIAEE, O|ERIZLIE, AEILIE, ZAZUE, ESYAE001Y, He|FLt
E, 2|ELH|2; ni2|Etz2fH| 2ot 2|ELH[2 8l ZH[EfAH|Z S/E= OMRH|ZO| 8§, 2E

1

LiH| 29t AH[HO2tH| 2, QIC|LIHIE, RO|LHH|Z, £ E|ZZILHIE F Lot ¥8). XAaER
HEk O 2o Y 858 J7MZE = UL R Liof stCh CYP3A4/5E AME 7Hs40|
2 O HEA=S n24oF StCH ZEHTE CYP3A4/5 AXMKE BtEA| HEF0|0F sl= &
?, 0] of F0|8FS ZAA|Z7|l= A0 HYEIC

2) O] ofo] Ct2 2f =0 O/X|= &

- CYP3A4/5 7| &

In vitroA|ZO A, O] 22 CYP3A4/52| A|ZQ|EX ARXKO|X} FZ=AHOICE Of 2 1Y 13| 150

mgS 150'50P dTE0 A, Gty ZF DjCHEEEH(EIEE CYP3A 71E) 2 mgll AUCinf 3 Cmax

2 Zt7Z} 61% 2 50% ZAA|ZCEH [MEA, O] k2 =S5 E O CYP3A SEHoO[CH 1822, o] &

It X290 F2 CYP3A4/5 7| Z(YHELY, A|Z2AXE], CIS|E2020ELD, o2 10EHDI, HE}

g ZEEA MIO'HI OEX0IE, FLE, AZE2F2 o EIZEZFA §)9 HEF0 =, 0 20

o 0|59 a7t dad = Y25 = Hs{of o

- CyP2B6 7|H

O & 1 18] 100 mg2 15¢&E2t £0 Al 100 mg2 Ttz ZFF0i3 ST 20[2(CYP2B6 W

CYP3A4 E237|ENo| AUCInf X CmaxE 242t 495% U 53% ZAA|IZACL [MakA], O of2 ofst

CYP2B6 FE=A|O[Ct. O 9f2 CYP2B6OI| 2fsff F= CHAtE|= t=ut BEFOA| 8HFXH0| TS|

X| 4Ct

- CYP2C9 7|E

O] & 12 13 100 mg2 15¢&2 £0 A|, 500 mg2 ttz| AT+F03 EFEIOO|=(TRIE s

CYP2C9 7|ZHo| AUCInf X Cmax® ZZ 43% S 15% ZAA|ZICLH [M2tA, O <2 ofst

CYP2C9 REMO|T, O] 22 CYP2C9O| 2l3lf FZ2 CiAtEl= A=t HEFOA| 8FZXHO| IR

SHX| @CH 2{Lf, CYP2CIRE CHAtE= &2 XE29E 71X o=, FOrA F80H)at ¥

B8F0A|, HAtE2 L HZE|0{0f SOt

- UGT 7|#

o] 2 1¢ 13| 100 mg2 15¢ &2 F0 Al, 500 mgs Tt ZFF0$ OLM EOHI| =H(UGT,

SULT, CYP1A2, 2A6, 2D6, I 3A4 7|ZHC| AUCInf X CmaxE ZtZt 45% W 28% ZHAA|ZICH M}
2tA, O] 2F2 UGTLl &gt REAMOIT, O] &E UGTO| 2|3 = =1 HEFAA

S8YXHO0| RSHX| @t d2{Lt, UGTE CHAIElE &2 X292 7T =1 HEFO0A|, 2}

=

2 ZLEFE[00F BCt
- P- %I-EI_|- II (P gp 7|KI
O] of 1¢& 13] 100 mgE 15€F2 FO Al, 60 mg% to| 2 ?TOEF e ‘ILrE' Tzt P-gp
7122 AUCinf & CmaxE 22 67% z

|
I&

| O| L. ng°| 71201, &
3 x

k=]
of2 E8F0A| ol 7|a!9| 2HsE o E’A'_EE O[5 OF ohLt.
Al %

- AT O cYp 229 9F U fE AlY
Alglgt LHOM O] 2f2 CYP1A2 R0 oFt AE-AS d2HEE FYY 7Isdol KOt

- AR P-gp Ol212] THE %E +=5H 2 Al

Al L AllofM, O] of2 YHHo=z Folbjot 5=0M BCRP(?IEE), OATP1B1, OATP1B3,

ol|O
OCT1, MATE1, ¥ OAT3Z2 YA 7tsd0| AULCE Ol2{st 7[ZHe| EFLEM MHe=z RO
Ojst H3lE HiME 4= gloo =z, O %2 BCRP, OATP1B1, OATP1B3, OCT1, MATE1, & OAT3
7|20 HEF Al FO|slioF DLt
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O] %2 ALK U c-ros ZYIHXH(ROSEIZAMF|LIXC] MEHEN  ATP(adenosine triphosphate)-Z
WA XA o|Ct.
HIJMAIRS THxgaa A MEI[EHEANAM 0] &2 HIZAHHBOJALK X AydXo=z HAE
ALKZ A HO0[7|LtH| 2| éDH%‘o% AX|SHRACE ALK =SRO0| L1196M, G1269A, G1202R, 11171TE
EoS= ALKHO[1(v1)t EML4(echinoderm microtubule-associated protein-like 4) 8SAME &
dots 3Y 0|F0|4 OFRA0|M O of2 FEigh &FY 42 LIEIRCLL O] ALK SHHO|H|
T 270(G1202R 11171T)= Y E|H, E2|7tE|E, MZE[Y, I 2|xE[H0| it WS 2= A
oz °"E1X=1 O||:|. o| gt% '&HOHHII-I:FIQ E‘||- |. o| otg %_/‘\_ EML4-ALK EE=
EML4-ALKL1196M = ZLO0|A =S 7t O 20N 240| LS ERACH
2) ™ 7ad
2MICH ALK TKI & 12[0]4 F0i3h ALK-2Fd ZTIdd HAMZDY X|Z0| O o AFEO| tHY, Cf
718 172d LEAFEACAM EAE|QJACE 2M[C ALK TKIE 12/0]4 FO{Er2 ALK-L Tl Ha
MIZH QS 2tAF 139HO| 24 EHAOf SEEIRACE 2tXh= 0] oF HEEZ 1€ 12] 100 mge 72

A& 5O 2 trt,
M2dEtA el Xt FEHE

(ICR)Q| F7HLy-H X BtSE(ORR)Z Z&3H ORR
8-S X4 7] ZHDOR), IC-DOR, Y S EE(PFS)2 ZESHRALCE

2MICH ALK TKIZ 1304 F0i3H 139O ALK-Yd TIdd H[AME l‘LI%* SHXto| QIS HE =
Of-d 56%, MOl 48%, OFA|OFQl 38% %1, AHl SYL2 S3M(HR: 29-83M)E 65M|0| 42| 2t
= 16%RACH HO|AZIRIN A S| ECOGTH &S 96%2| EHXIOA 0 EE: 10| ATt LHXLO| 67%
7t Hlo|AzkRlof A = HO|ZF UAJACE 139 T 20%+= O[O 122 ALK TKIFO|(ZZ|ZEIH X
Ql), 47%+= O[O 23|29 ALK TKIE O, 33%+= 320|429 ALK TKIE FO{2tC

ANE AOMe F2 FEHA0= 5 2 R 31 20t

[E 2] O| F0i0f M2 Al™ AOA Q| MUELNOl G54 ALt

M DWEAUAN =FE BEEI|E0 IE SEHAUAIRIEZ
0| 7

ACHE=™ =l RECIST A 1.1). O|kt H

O|H zletat F72t O|H 3zlstetH FF2f
g4 Aol oiLkS| O ALK | 42glo], 23]0&of o]F ALK
o} Mg TKI® TKI
(N = 28) (N = 111)
AN P 42.9% 39.6%
(95% ClI) (24.5, 62.8) (30.5, 49.4)
2kHHLS n 1 2
TS n 11 42
ikl
S, HE 5.6 9.9
(95% CI) (4.2, NR) (5.7, 24.4)
TR NES
S, HE 5.5 6.9
(95% CI) (29 8.2) (5.4, 9.5)
N/n=number of atients(ZHAF ); NR not reached(=EotX] 28
a oI-EiIE||_| F|_E||_| |:|:l— A'||E| |
b |CR 7
[E 3] O|MEQ0 2 A" AOAMO FI|LY* & Znt
. ?‘I;.‘i steta %-‘?—Ff FOFI;‘.T1 gtstg i Tfr-:.'-Qf ,
o = Abatoio], SfLbel o™ ALK Abtoio], 23%|0|Ato| o|H
%Rg uI_EI_n,II E_I o HA I o_II:KIa I | o HA | ALK ITKIIO I |
(N=29 (N = 48)
N8 8P 66.7% 52.1%
(95% ClI) (299 92.5) (37.2, 66.7)
AHELS "n 10
2282 n 15
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=T !

371

\1|-u:
ﬂlﬂ_or\l

S, NR 124
(95% Cl) (4.1, NR) (6.0, NR)
* Ho[A2tRlofA 1d0]de] =8 “tset HTH0[7F /= 2t 3.

a QEE|Y HE|JE|Y = M2 ElH.
b |CR 7|&.

2AZHCO|AM, 56F2| SHAt= TTRE Y4 1470 (BRI 1.2-16.67HF)E ICRZ|E
OIZ|QUCH ORR OMIOH&IQ A 491%(95% Cl: 351, 63.2), H|OtA|OIOI2
31.5%(95% Cl: 21.1, 43.4)0[RUCt. H|O|AZFQIOAM ICR 7|& IC Z&E ZLELS S MOz 1740|
Ao HYItsst L|HO[7F JAJAE  31HO| 24Xt F, IC-TTIREL U2 140 (= 1.2-16.274E)0|
ALt IC ORREZ OfA[OFRIS] BR 54.5%(95% ClI: 322 75.6), H|OLA|OIQIO] AL 46.4%(95% Cl:
27.5, 66.1)0| AL},

| @& %20 s=& 100 mg | F0IZ= 1241240 12 13| 100 mg CFe|&0f = 2.0A|Zt
o2 FTYZ Tmax0f E2AH =EstC)

O] of FHQ| d+F0 =, H HIUHO|EES FYTFO|(IV) CHH| 80.8%(90% Cl: 75.7, 86.2)0|Ck.
SEXR H|s) ==0| 5% S/tRCE O] &2 A

12 12| 100 mgOilA 2tRe| 7|SHE R (%HSAFICV]) D8-S E= 577(42) ng/mL, AUC24=
5,650(39) ng'h/mLO|ACL 7|SHEHT (% CV) ARAHAES 17.739)L/h L

Q) =%

In vitro OflA] Of 2FO| AtEFEZEl CHHASES 66%2, YRD EE ol-acd STHHE S22 2T

(3) ALY HS

AFROA O] 242 Fo CHAIEEZER M3t 9 SFEIZULZE AHEICEH In vitroO|AM O] 242
CYP3A4 S UGT1A40] S8l FZ CHALE|D CYP2C8, CYP2C19, CYP3A5 % UGT1A30| QJsiM =
o|0jgt CHAHE A XICE,

O, O] ool HIZAF CHARK|ZE = CHAFSZE(OFDIE ! HWEFOHE Ao MapXHCtol A
b =8t WA EX|Q 21%E KIX|SHCt MBHFE AN = Y2|EtX o2 H|gHo|LCt,

4) Hi &

0] 2k 100 mge Ttz 0 =, & #Z7|& 23. 6A|7+0|°*Er A EX|E O 2 100 mgS &
TEN 2, ABOM BT 47.7%°2| WAFSEX|7L 3|EAD, WAFSEX|O| 40.9% £ CHEHOIAN 3

Aol BN B & 2A+-E2 88.6%0| ULt

CHARE[X] §42 O QF% Af%* 2y A HHoMel FdEoR, 44 & LATEX = 44%%
9.1%E XKLt O] 1% O|2HO| AHO|M DIHIIHZ HEE AU Ef

LSl O] 92 AtE =i IJ'-PX TEM((PXR) X AR 74 LFEZAH QN =EH(CAR)2| FE=H|O|LH.
(5) )\-io:iA-I/l:”A-io:iA

A
CHo|EO0fAl O] 2o MAILZ(AUCInf, Cmax)2 10-200 mg SFHPIOAM EF-HTLAH SIH3H
Ch. 10-200 mg SFHLO| Ot Xtz= Ao gich 28fLt, HHe|F 0 = AUCInf X CmaxOl A
o:iA-|o| o|E|-o I_|. "E|7(| (I_Jat I-|:|.
19 13| 8YHCRE Ct2|R0 F, O] &2 Cmaxe 8 HIHEHSE F7t5tYL, AUCtaus 1¥ 13]
10-200 mg AP0 AH H[2 X =T} 47t & SIHUCH
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E3, & NZU-OEH AphRE &0 UHE H350] G502y QSRR 54
0

| dHE-E2 ROt

O] of2 7oA CHAIE|EZ, ZtEOf= O] o] HEASEE T7HAIZ = ULCH A= LYAIH
ME AST = ALTZt >25 x ULN, 7|HZEEQl obdEZ A0 ojet 42, >50 x ULN E& Fdg|
=L TN |S5tH, 5 ZHE Ol (n=50)0 A

ULNQ! ehit= HMel=lict HE HsstE4 0
o

>

o
2 FolnistA HetEX| . 3T zhEole

= (=] A EFxE2 AT
EX HE S5k £ 32 U Ao ot == gt

(7) AIZHOH

FO0E 09| 1% 0O|Tt0| ARHO|A O] 2ol O|HSINE HEEICH T AFSSEM0 EH F
Z(n=103) E= S5k MEOERHn=41, CLcr>30mL/min)0jA O] 2ol =2 AMEHCO=ZE [F9|
O|SHA BIStE|X|] UA/JCH HT = TS MEOSXAOA AZEZO| ZHE2 HEL[X| UEsCh
535 MEOZXRHCLer<30mL/min)0il Al O 2F AME0| st ME &= H$HHO|CHn=1)

(8) 9™, M4 °oF NF BY

TISHEl HAMZEYQ aXtet AZTH XHIXE oo Z o TSR MoA Ay, 49, Q1F,
ME, CYP3AS I CYP2C19 EHEO AMMoZ Qolo|st F&2 QiCt

>

9 NE ™74 2|Et

A" AOIA 2R} 2-(0.7%)2 E O QTcF(Fridericia’s correction QTc) >500 msecES LtEFHT, 2t
X5H(1.8%)2 HIO|AZIRIS 2R E Q| QTcF #3237t >60 msecO| ALt

ESH 1Y 12 200 mge| O|ERtZLIE HEO R0 oagiol o o ttz| AFAFN(50 mg, 75
mg, 100 mg)2| ¥ 16H| 1At XtAXIOA 2-HE WAA|RHCE HIIZUCE O Al-O|A
EHEE O oo Bt sZO0lM BH QTcel S7t= URUCH

A AOM HEEZ 12 12] 100 mgll O 2f2 FolTn ECG FHS L2 2HXI295HO| A,
QTc ZtA0| >470 msec?! ZRE Moot &At RHEHE g2 0] 20| AFL|RJUCE AlPEY
THO A, HO|AERIC 2R E PRZFAQ| XL HHHHIE 164 msec(¥H 90% A2+ Cl 19.4 msec)
O|ACt O] & 7Y H|O|AEFQl PRO| >200 msecO|RACt PR ZtZ0[200 msecO| 2t =HX}284H
T 14%+=, O & E0jA|Z} = pRZIZA AUEO| 200 msecO|AO[RACt PR ZHZHQ| A2 E5ZO|=E
o2 s QIct BHAXICHS 2ROl 1.0%0| Al LIEFSECE,

PR (IZO| LMt 2IXto] A2, 8FXHO| Eay £+ ULt

4) S8Md 8=

L

(1) B=F05Y

AR HEEFUM LB ¢Sots EFUM HEE FREEE, oI A0NM Tyt I
SEES 7 8 XN=dF, Mol H, 7|=3, mF, YFZFE SU/Es OIS E =dt 1) ¥
gy, DEeed Q/EE SRR 7 3 LR A4k ARE), B2 HohOEH X
2|IH S7t S, UEEAES 37t S, §E 447, dEgEA, 1Y K g, 2=
3 A CNS(RI7IS B 7hs8)0IUtt. 28T S200M 22 8 o=, QRS SEH|, PR
Zo| giotr FEL|QICHCmax?|E, 100 mg TH|F01E ARt L& Z0| oF 26HH). ZHEHE Z4
= Mol 2E BEYE7|AA2 ROM TR THAHO| AL

(2 #E=4

0| o2 H0| 40| OFL|X|2t, in vitro X in vivoOA O]H|R2 M (aneugenic)O|Et. AUCZIE, 100
Al o= 9F 16.5H{0IA O|=X| & & (aneugenicity)2 ZHEE|X| RLRUALCE

mg
(3) 2
O ofo] LAFAIE2 HAIZ|X| BRUACE
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SHEQL JHOoM FM Y W/EEs USeR, BUstHN@E /Ee SEPY)7L AEEUCH Y
of MEMOME AtE AHE S =0 &8ste 8N X X 2B M x50 &
ootk 24 MAT|Z0| 0|kl g2 Y8 £ 25 JtYFHO|QUC
SHEQN EVOINM 242t =3 El HYEf RS HAIROIA HIOFXIAMY, EfAL MESZA S 70| A
Ct. EfXFC| HEWSIE O|dole AXIFEE, CHXIE, I, ME(kidney)?|d, B0, =2
OtX|H Y ME, = A=H0| UAACE SS0A HHERXIO D|X|= XN EHOAMS =& AUCZ|E 100
mg At A4 =0 SSHCE
O A7y W AHE7IZE
71487, 22 (1~30°C) 2T, MZ=LZEH 3671
1.3 ABAFEFZ(DMF) A8 : 9 Sl
14 371274 @lests 49
O (3172 okE)
O (31 AAE) olokEe] #5371 Ao AAF 7178 Al7x92 Al ARs<Ed] 2 3>
15 MEFAF A4 AR (sdshe 49
O 3 sl
16 TEFAAL ALY AE AR (dsts 49
O e sl
1.7 AAAE @gstes 49
O 3 sl
18 AEo)H
N 7EENEY | A8 | AR ERAEY] | 9R9ESE
T+ B | 537t
A As A As = = AS 44 As
A=A | 2020.9.28. 2020.9.28. -
BHeod | 220121112 | 2020121L1=) | 20201211 (12 202012.4
YA} 221061722 | 22L.0617.22) |  2021.0617.23D o
BebA4 | 221062113 | 2021.062L(1%) |  2021.0621 (12 021501
AR | 221.06282%) | 2021.062822h | 2021.062823h T
HFAH
2021.7.29. -
ax | »




B8 A% 2 AP A4 A3

(B9 1] AH-FE
4 B AY 8%

£ 2] Y3

_19_



AR AAAT

71 #

[F&xiz 22)

2 2LA)) A 53=A)2

2o

A

. Al
o

O 1O
O O
T O >
°= 10 [0
T O[O
o O O
YT o [0
~ O O
= J |0
T < >
T O O
S5 [0 |0
u O | O
~ O O
S| O O
ol |7[E[ 0 [0
|| _[8] O |O
n NSO O
3 =0 | O
S| O | O
S O |O
Tl O |O
| O |O
<O | O
=0 | O
~ | O | O
T O |O
S| O |O
N
S o o
S 0O | O
S| O | O
= O |O
— O O
g
3 of
i o
c3 Eﬂuma
Br
ol 5 KN K
o7 o o &
— K
&
] il
i

A
K

~

ol
™

Him
of
o
m
o

A

!

)

)
jon
R

K

z]_ﬂ_

25

1

._OL

)

A oF-Al o ¥

]

mK

Hin
N
=]

)
jon
R

K

i

25

1

._OL

)

A oF-Al o ¥

]

mK

K
N
=]

~

ol
™

gel

rueel

O

A

~

ol
™

Him
of
o
m
o

_20_



A

!

)
el

-

g4z

SRR

jzel

s
o

5) A=

alol
<
T

ny

—_—

N

25

1

._OL

)

2l

5. oz 2Hgo

SYANIAE

7k

A I BAE

_

[e}

)

iz

@74

wete) A

. 9

, WA B A AR

I ol A

i

T o T
ok a T OE

St A HILA

3]

1) A=k

HIA

3]
=

HPK) A
5}

3
3

Y HILA

(PD) Al

4) o

R

7) S 7= A

U, 7tazts

ACEDIREE I I

A

!

)
el

x
wjr

59

8. T frAAIERS] HuAE 9 g3 ooF

_2’|_



xta

3

a

(e}

o2 ofe]A]

o
a

5]

Al

. A 37hge] v
=5

g]

t

Fo] 39, &

oF

517kl ALKOIR|A|o] A

A A2 8FH A9 SAR 8% 2E0IA e

o] 9lon olo] thgt 597t a7

548 7]

ol et 5171e]

o] o
o] wet 3710]

o

1
xF
o
5t
[e}

[}

A
ES
9]

ji

A
e}

],

S
=
7t
A

o

gl

=]
T
A7 s A28 1

=13
=

)

ji

ks
X

A s A28

e AES Zde

o=
=

WAl

3

a

ol A rEt

(e}

Al
5]
jm

[es

=X
-1 O
A
) H 2A

(217]

o
of

3

a

(e}

Al
=X
=

CRI o M -
Ko = 0 ~ gl = 3
60 < <N T S vl
110 ~ ~ ﬁ O —_ ™0 K
T - < =
X = llo- o dlo " Yo
3 T T KR =0 ._.w 70
oo :;e O_ ol ,A_l o _ﬂA_._._ :._ﬁ
< W ok op ., & = L
7l R 2 10 1H " o~ K
S ofp T T o7 X v O T i
B A 5% iy < OF = KX E
A R KRS =
S < 3 = of <A m._, [
7o g T o n_u._ = s ~r
o ~X ,_,IA_.: < ~ w .M 1o m_/uo _.._._Auo
o T o - S
: YT 8w ex £ Br
T = TS N L
W S o ol e wo 1o - K2
T o N MmN Nro_,_mmm%om:
oy mgo%mﬂ% m ® ° T T g
o %o B & O
3 — ,OI o 1 vl ! 1o — -
5 zPBRr Fu LmENg o)
o ,_.vuu mr . r.Aﬂ —L OA ,_.vuu ,_N”H 1__1_ n_l_.: o
KT > 3 K o Wz oo KP )
2 oAk Ko < Moo o & o' R Iz
X - O_O _._.__1_ .r_.lA_| _nw_ m_m‘_ o w ol 7AO o _ —_
e uo =M - K gy 5 o B ue < K
<0 o T K oo BK BT = K o n
O e T T °F 4y o~ Ch o
R X %o gz =0 B o F g B &
(uN <P B ~ — — X 100 ~
o W< PO O g T g =
g ~il ~ OA o o % N _.A_l 1o m =)
TR R S A R T F
.al_ o o LCiagres) o = ) <G 1,n_lu.ﬂ L o m BX B 0
o ] —
4 aziaf = e hT T R
ToEEe T wi Feudag £ ou
aujlﬂRgo Eﬂ o < Mm ofy m_.oﬂ = ~
— — 1K - D
p i Xx=_8m Lx gk °
o5 — = T K = — do T — X Y or o
0% 0 X8 S gk ™ © oy W o -
el T o fapl — £ MI e ) .__A.._
X o m iy Mar Tk ®my 5 L
ar T omp = B g RO T = ) of o) — do ol
e S e = A 2o —_ @
bT T T Erzrd T BEXoag o <
rP T hao =5 ®BO ooy Bom
JM_HOKWDEE M e Hoﬂﬁ%%__u% g
o om =y — 1K Hm — v O ol [a =
mr J (o n | ok =
R I N R oo
= = = = o~ —
GO el .o K ;oo RO H_._ ;oo ) .:m i N
. 5

17he ALK AA|A 4y ot

[}

HEA Zx
1 KH

Y

[ex

Al (421)

0]
g S 2T

FA

_22_

E'g2 er=olA NSCLCO 1A} A]=0f

(Pharmacological class):

Y0125, 1008 2] 134 (E2HEld)
71730 ALK AAA|
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SelAEde ALK AJujdo] 9= 4184 NSCLC Batol7] sl si7te 13 adolgiaunt. fus
o] ALK-9d NSCLC #Ab7} 22| A6 'd(XALKOR). O 22 e] 4at A4A 90148 Ax|oh U8 ALK-
4 NSCLC @i ojuldl felde @nl Repolad qgoe Ao, e dxs 2l foldg
AWsidete os ol WISl YUTHES WA). olejst Aaxeld Az Aol Uglo] oS stol
NelEld, 2RIEN 3 SelslEnd o) AN ALK TKIE AZEISiD, Aol Selsepdos Aaue

L2
I

SHALOA] AAl + [C 8HE0F &4 4l 5|8 71538t obdA manles Uehis
oleigt R, zFA0R AAIA ] Holof LAFS i I or= 2M|t) ALK TKI
of tigt W/do] BAst7] miofl ALK-4d NSCLCe &A1 Zgtez ot syt TehA, 71E ALK
TKIolA] ¥ 7138o] Q= SALE Hidez Bt Jlsh & S B ZE ZIHA
o1 ALK TKIoj| ofjst AAlst Q 317t &Xjghy .

(1) Yol 248 I=jzEg Alg U A% fAH, 44 &40lM 24ld) ALK TKI A& o]%
ALK wiol7h #AEISUG. AljEd, ¢3EdE X Be7teg 59 24d ALK TKI A]& o]& U
A Zoi¥o|o] YIIE S 53%-71% Heolojn], o]= I xEY XZ o]z BuH 20%8Ct o =&t
olg|st E¢wlo] FofAl, ALKG1202Ro] 71} &3§1 oJoja] F1174L/C, ALKI1171T, E1210K7} &3}A|
AR U matA, ol2st 24T TKIS AM8sHe HQo= hdst ALK SdWHol7} whAlstn 93]
Ud 7170l &/dste]7] giZol ez et Alg HAZE A&siA AlZIE L syt

(2) 2MItl ALK TKIOlA A A13Y ole {&4d/ota/d Ateol B5: 1A} B 27 Ala oA AL&d
2AIH) TKIOA 2t Al8%o] QAU &Rt} A, slid &7doll thgt 24t ALK TKIx= sh=oll A A 517t
£ wx] 2gioog sistewio] thA| x|g7|&o] ° ZUuch ststewio] 854S Ickx] IA| Qoo
gieto¥ W AEx Ao Rl =AU FejxEg W Wg Vvk gfetaor ARA Algwe
SRS didez s gHEY ALUR 34 AJA(N~36)9 2| BuAoA, & AA atetay tjz2ao]
ORRZ 11.4%(95% CI: ZREA] FZ)H oW oj= Xt ME & Hofof digh vhgo] giiayt. DOR
FAUS 2.7704(95% Cl: TrEA] 4Z)0IAL, PFS F432 1.6714(95% CI: HREA] hF)olAdFY
ot

Table 1. ORR and Intracranial ORR for Second-Generation ALK TKIs in
Patients Previously Treated with Crizotinib with or without

=

I‘[o

Chemotherapy
Ceritinib Alectinib® Brigatinib®
ASCEND-1 NP2§8761 NP28673 ALTA ALTA
90 mg 180 mg
No. of patients, N 163° 87 138 1 110
ORR by ICR. % 44° 38 4 48 53
(95% CI) {36, 52) (28, 49) (36.53) (39. 58) (43. 62)
DOR by ICE. median 7,10 13.8 13.8
(months), (95% CI) (5.6. NE) (7.4.NE) (9.3.NE)
Patients with measurable 284 51 26 18
brain metastases at
baseline, n
IC-ORR. % 36¢ 61¢ 42 67
(95% CT) (19, 56) (46. 74) (23.63) (41.87)
IC-DOR by ICR. median 11-1 9.1 NE 5.6
(months), (95% CI) (2-8, NE)? (5.8. NE)® (1.9+t0 9.2+ (1.9+ to
9.2+%

AT E=anaplastic lymphoma kinase; CI=confidence interval; DOR=duration of response; [C-DOR=imtracranial duration
of response; IC-ORR=intracranial objective response rate; ICR=Independent Central Review. n'N=number: NE=not
estimable; ORR=objective response rate: TKI=tyrosine kinase inhibitor; USPI=United States Prescribing Information.
ALECENSA USPL November 2016.

ZYKADIA USPL July 2017.

ATLUNBRIG USPI, October 2017.

Kim D et al. Lancet Oncol 2016.

Pooled data from NP28761 and NP28673.

Range: + indicates censoring.

Aol ALK-9/d NSCLCE =edshs Aled4d NSCLC &Ate] X|mo] @Y #E AAA|(o: HEEZ25F
Y R UEFU)7E si7tEdsUS. 22y Aoz ALK-Y/d NSCLC #AtolA] Y dw AA|A9

Moo o
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go] et M AbRE WEY b} glon], $FA AROAL ALK Aujdo] NSCLCY A
(progressive disease, PD)-1 A2 x}to] Ojst 4o vt &y Baigjo] 9= 7oz JEFS]
oetA, 53] 2 A9 olf 24t ALK TKI®| fa4d/eHddd Ated] 52 AdsiS o Xl“ﬂo
27 3 CNS AloJo] tigdst= &4dS &ol ALK U 7I1de S5staL &4 202 7IAE &
Aol oFgo] QpgUr}.

SotEd2 ALKO| e Ad=Aoz MAEL FHojd CNS £ads 24E 4 At M2 ALK TKIZ
M, G1202RS matsto] Lejxl = ALK YA Sdwiolo] tfafst S Mo @x) ol 7hsat
ALK TKIof|A %180l Ql= &xtoAl mAstd HIyS Alsgdudt

SN}
N oE

&£

e

14 AAFER Bdd T2 dAH B4

15. AAEZY &7l A ddolgo) #3 A
- 3] JeFEX]7g(2020.02.17.)
ad dE(ded) o 4ag v a1
olflo] 934 A= F ita ALK AdlA=z AE8ke
Ao] P ALK o Hl2HEY #gt Bxe] As
268 |  seEy@Tay | 2oHd ES AelEYS L ALK ASAZ AR 44
2 B EE
- A7 zEY 39 Holx gE2 1719 ALK AHIAZ
Ase Ae
2. T=ZH-=22 35 HdA Y ME5A MHAo e A=E(EFA S XR)
211 YRR
355 e 2744
(10R)-7-amino-12-fluoro—2,10,
16-trimethyl-15-0x0-10,15,16,1
‘7"—/%]% 7*tetrahydr0*2H L. ClelgFNGOQ
Lorlatinib
- 4, 8-methenopyrazolo[4,3-h][2, (MW 406.41) F
5,11]benzoxadiazacyclotetradecin Me .
e—3—carbonitrile

212 4EYGFFE NEFE
- EehEY RS
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2.2. $A| ¢ %FE(Drug product)

221 7MY F7 (FAA, LA, FQIA, HolAd dAFst= 4+)

. OJ O
BA &=

222 A LFE AFYE

m 5 B 3ANE  AAEA (O pH O HlFz O 71E)

CEAY (B 4982 O78) O dzgd/58

O 5548 O 7IEAgE B 3348 O EEF/A% - Al

NG E] HIE Ff WE AT,
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NEFF Ngzd 471 e/ A% 2%
B71HEAND 25C/60%RH 1% Y H3F
;] ]a o/ 0/ HDPE 4, ]ZLH 43:}
FHEAANA 30C/75% RH 7% o A3

=13 . 0 Alu-Alu £2]2-H = 33
7HEA R 401 /75% RH & U Ag

33. AHAE R =9 /1A%
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4. Sdof ot A=

41. SANIAE N8

Type of Study Species/Strain Method of Duration Doses” GLP Testing Facility  Study Number
Administration of Dosing (mg/kg/day) Compliance

Single-Dose Toxicity

Acute RatWistar Han Oral Gavage Single 0. 10, 30. No Pfizer WRD 1217011
100
Escalating-Dose Dog/Beagle Oral Gavage Single 25,50, 100 No Pfizer WRD 1217032
25 28
50 BID)
Repeat-Dose Toxicity”
Nonpivotal RatWistar Han Oral Gavage 2 Days 100/50, No Pfizer WRD 1413077
300/150°
Rat'Wistar Han Oral Gavage TDays" 2,8.15(1, 4, No Pfizer WRD 161025
7.5 BID}
RatWistar Han Oral Gavage 14 Days 0,6, 20 60 No Pfizer WRD 1217022
(0. 3. 10.
30 BID)
Dog/Beagle Oral Gavage 14Days 0,5, 15 50 No Pfizer WRD 1211056
(0.25.75.
25 BID)
Pivotal Rat'Wistar Han Oral Gavage 4 Weeks 0/0. 2/1, 84, Yes Pfizer WRD 12GR341

(with 30/15 (070,
4-Week 1/0.5, 4/2.
Recovery) 15/7.5 BID)"
Rat/Wistar Han Oral Gavage 13 Weeks 0/0, 2/1, 8/4. Yes Charles River 8001588
(with 15/15 (0/0. Labs®
4Week  1/05.4/2.
Recovery) 7.5/7.5 BID)

Dog/Beagle Oral Gavage 4 Weeks 0,2, 7.25(0. Yes Pfizer WRD 12GR342
(with 1.35,
4-Week  12.5BID)
Recovery)
Dog/Beagle Oral Gavage 13 Weeks 0.2, 7 25 (0. Yes Charles River 8001589
1.35. Labs®
12.5 BID)
Genotoxicity
Bacterial Mutation Salmonella typhimurium In Vitro NA 25 to 5000 Yes WIL Research® WIL-655113
(TA9%. TA100, ug/plate’
TA1535, and TA1537)
Escherichia Coli
WP2 ivrd pEM101
Micronuclens. FISH TK6 cells In Vitro NA MN: 11210 No Pfizer WRD 17GR0%94
1000 uM
FISH: 269,
1000 uM
Micronucleus TEG cells In Vitro NA 293 to Yes WIL Research® WIL-655112
406 pg/ml"
18.5t0
57.8 pg/ml} _
Micronueleus Rat'Wistar Han Oral Gavage 2 Days 0.10. 30. Yes BioReliance’ ADITWW.
100 125021ICHBTL
Carcinogenicity
Not conducted
Reproductive and Developmental Toxicity
Developmental Mouse embryonic stem In Vitro NA 0.04 to No Pfizer WRD 16GR240
cells and 3T3 fibroblasts 10 pg/mL
Developmental Zebrafish In Vitro NA 025t0 No Pfizer WRD 16GR239
1000 uM
Embryo-Fetal Rat"Wistar Han Oral Gavage  Gestation 0.1.4 15, Yes Charles River 20090724
Development Days 6-17 30 Labs*
(0.05.2,
7.5.15BID)
Embryo-Fetal Rabbit/New Zealand Oral Gavage  Gestation 0.1.4 15, Yes Charles Raver 20090725
Development White Days 7-19 30 Labs®
(0.05,2.
7.5.15BID)
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42.

SANAAE AE 89 (et a1

12.2. HEEIEHAY

oAl 13% &9t Z2tE'd2 BID Folgh & =2tEl'd NOAEL2 Hr} =2 &FoAq mi, 7
g3 B AE AR 71 8mg/kg/day, A7 4mg/kg/dayR Ut A|13%
of NOAELoA 9] Al :=&(d]2Y AUC24)2 71at F7lolM 242 6240ng/day, % 7820ng/day.

o FEA] o2 QrAet ¢ =2 &FoAe]l o, of
gl HehE viges Tmg/kg/daydsUytt. Al1350

B, 17k, 7F o]AF QlAb 51
st AUC24)2 2980ng/day, 4271, 971 Eshadauc,

3
NOAELof| A 9] Al =&(v]2

- A 1359 WEEoiRy AP FSe} oAl FR SHol: R RAMY B3 A W
9 A, THEA, RWA, A3 BAA D Qgue] Webyt xS UC o]ejo] Meo] waA
A, CNS(UA 2 A1 71%), AelA FR8 20| BaedaU Aeet /) BE 2etede &
oAt 5 Ha 47 UK AT 279 @50 §F YU FZE2 BAYYON o3t FFL P4
N A W oppEs el Aold 2w wAo] YiBUch /A% BN 4% 1R 48
Foz Systd my @olg Aol AcSolM Flgon W WAA, FEH W/EL TA)n
elo] AU ACA AFF/AT A% G5 Ee BAHASUCL Het /| uAel olFy I,
A A, R G5 % o), AR YANEZNE 2 93, 27 U G50l AelA BRI
ol2igt xxe] A 9l W olAbw o] YYLYTh o B WALWBO)S L ZEPL, Hueln
A A o Qe el U GRal/F2 N uigol £ AP A= ) BEold B0
o 9% wrgw AXFSUCE 135 AR Acet 45 AP AolA WBCH Wate B4 U B4
NER 57 9 Yol gy AE F7tet weio] giduch

4.2

3 FEEHA
- 22t e 5000ug/platertr] FARIS W AT GEAW0] BAA SAWol LA o] ohigiEy)
o zelelde AlRE U A9 RASl A7 HEpold A% YA SUHOD, oL SUA LA

N ol3AlgEA Jdoz el
ofre oy golA 9t

4.2.4. WALREAH
« 2 O =2 8049 ot AA A, AlS £AS uigo 2 R NOAEL2 4mg/kg/day$d
Ut lmg/kg/dayolAle] © A2 Ejo} AEu o L A 7|9 2 A5, J2u ZE &
%* o9 o W viefA EES viEfo2 e NOAELS A ersuch o 2| Aggaar

. 5771 P Y 22 &FMY fAN2 v e 2R NOAELZ 4mg/kg/dayRsUyt. H =2

43.

T (lowest observed adverse effect level, LOAEL)2 1mg/kg/day¥&UCt.

8ol
o O
o 9% N WA /1 of e ejeixt BEES vlgoe Wa NOAELS Img/ke/dayAEyct.

S49 @ AA% o7

o
YAlEoz SHAUNE ABE 22T 4 91%
L WFSECS YA RN e T, 2k AT S4e JIs7hE ALKAIOA R0 W



IR ofe QA 558F T Al ARG
=4(87184) 2 BAISY furtsAol 9onz ofd gt
- S4B Ash AR AR ARl GE A4S BEE 33
o AHggS FAAGA Wshok e AFATE S1AT

QY g pal UE Fo go] AATAEAS) B A
SRR el FHSA, WAl B A

S A9 R
o7} 27
2A% P 4 g A

&5 &AM siElAL

5. 2| =& atet k=
52. E¥AE
* 2.4.2-3. Al= W ALK &g ®o] ¥ ALK &% =c9olof] tish 2atE'do] a=(ALK Ql4tet)
Cell-based ALK phosphorylation (Tyrosine 1604) ICsp (Mean) ICso Ratio
ELISA Assay Lorlatinib, nM Crizotinib, nM (IJJrizoti.ni.b/
orlatinib
Endogenous cell lines expressing:
EMLA4-ALKv1 in H3122 cells 2.4 87 36
EML4-ALKv3a/b in H2228 cells 1.3 206 158
NCI-H3122 engineered cells expressing:
H3122-EML4-ALKv1"M 11 535 49
H3122-EML4-ALKv19"?%4 17 504 30
NIH3T3 engineered cells expressing:
EML4-ALKv1 1.5 80 53
EML4-ALKv2 1.4 96 69
EML4-ALKv3a 0.9 55 61
EML4-ALKv3b 1.0 76 76
KIF5B-ALK 0.5 29 58
EML4-ALKv]"M 21 843 40
EML4-ALKv19"7%4 15 605 40
EMLA4-ALKv1™7 0.2 165 825
EML4-ALKv1¢'Y 1.6 478 299
EML4-ALKv1"'1>2R 9 1026 114
EML4-ALKvy19"2} 65 1148 18
EML4-ALKy]'"3'Tns 46 3039 66
EML4-ALKv1°"2%%Y 4.2 626 149
EML4-ALKv1"'""" 7.1 240 34
Cell-based ROS1 phosphorylation ELISA Assay
Endogenous cell lines expressing:
SLC34A2-ROSI1(s/L) in HCC78 0.14 96 686
NIH3T3 engineered cells expressing:
CD74-ROS1(s) 0.23 16 70
FIG-ROSI1(s) 0.31 104 335
FIG-ROS1(L) cells 0.29 48 166
SLC34A2-ROSI(s) cells 1.00 61 61
SLC34A2-ROSI(L) 1.30 123 95
BaF3 engineered cells expressing:
CD74-ROS1(s) 0.95 202 213
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ALK = Anaplastic lymphoma kinase; ELISA = Enzyme-linked immunosorbent assay; EML=
echinoderm microtubule-associated protein-like; FIG = Fused in glioblastoma; ICsy = 50% inhibitory
concentration; solute carrier family 34 (SLC34)A2-ROS1 short/long isoforms (s/L).

Sources: Study PF-06463922 12Marl3 174542 and Study PF-06463922 29Marl6 055600

B 2.4.2-6. O0p2A ALK ¥ ROS! §3 944 =g oz st PK/PD A|HOA &3 983 5=
(Ceff) QoF

Model/ Regimen Target Kinase Inhibition Antitumor Efficacy
EC50 EC75 EC90 Tumor Emax
(Free) (Free) (Free) Stasis 35-63%
(Free) Regression
(Free)
nM ng/ | nM ng/ | nM ng/ | nM ng/ | nM ng/
mL mL mL mL mL
H3122-EML4 Regres™'"™ / | 36 15 | 100 | 41 | 280 | 114 | 51 21 | 395 | 161
Oral BID

H3122-EML4 Regre"'”™ / | 66 27 | 153 | 62 | 356 | 145 | 68 28 | 346 | 141
SC infusion

H3122-EML4 iong®"*®4/ sC | 31 13 | 104 | 42 | 351 | 143 | 54 22 | 308 | 125

infusion
H3122 parental EML4- 4.4 1.8 13 5.3 39 14 6.5 2.6 | 25-7 | 10-3
ALKv1/ SC infusion 5 0

NIH3T3-CD74-ROS1/Oral NA | NA [ NA | NA | NA | NA | 5.6 23 | NA | NA
BID

ALK = Anaplastic lymphoma kinase; BID = Twice a day; EC = Effective concentration; Eg. =
Maximum effective concentration; h = Hour; NA = Not available; ng/mL = Nanogram per milliliter; nM
= Nanomolar; PK/PD = Pharmacokinetic/Pharmacodynamic; ROS-1 = ¢-ROS oncogene 1; SC =
Subcutaneous.

Source: Study PF-06463922 12Marl3 174736
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F NOAELL 2mg/kg/dayd Z1oz Ztxg9lon, H|ZAS Cmax
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54.1. §5(CTD 4.222) (Ao 813

© e JloflA 2eEde @2 @ A2&(CL)Y F Mg 2uche FALE LEEA(Vss)E

Blon], ol AAO gt xR Buel =2 FF A0 EE(96.6% WAl >100%)S AARY



WA (P-gp) £ 49 U TWABCRP)S 710l ofgion], metA oS
AR goraych 2eteld A4l wE(E s ECmax] ¥ -
2R)e 54 AR WK 8% WS AuelA 8% F7tl get &
LU PEE % Ag Al 42 wFo o oy AolMr ol
o Aolst WAL AABUCH 45 AP Bl HRat ME0 g BA W L WA
A(CSF) 2eteld s= F7he P % 7] FRUAZCNS) £A9 FF =5 Uehsych Ac
o oA =etEde AT Rolg & RaEdel Fa oRjstd gy AR ¥ gAY
PF-068957519] 4% ¥4 AUCE AR @04 #arg Zuc Qoksych Add Yold 2etg
de 7t 52 22 971 Za]®E] S(OATP) 1Bl E OATP1B39] 7]&lo] opduch,

ol

542, £-X(CTD 4.2.23) (A<t 13

- Zeteld 3 PF-068957519] @ o AL hex, A=, £7], A, Al RN 7 4F0I9S
Yok 2eteElde ohea, e, E7] N AROlA @Ahu ®o AL B 7h AL BujE ueld
Ut Ale AR § owia MEo) (ACIZRtEd S Uel F Reld § o2 A YAlse o
ol a0l Faslehl wxEgon, ot 2etedol Ves Yol & A4EE Falsht An ¥y

_,d
olr

ZRA OFBRO 2447 FOF YA
Wistar Han S0l 2etelde 37 £oidt 5 2ejedo] W2 Rz 2w Qg
serd gl WA A AR

54.3. WWAHCTD 4.2.24) (A<t 33

EEERERER R R N EC R E B M LR IS CER SRk
d YA

5.5.

+. At IF 0JMlAA(human liver microsomes, HLM)Q} JHA| oA HAME CARA] el AR
A2+ e, E7] /%= 7HEE AIE £)9 3 tMAA J/E= AR s EANSIS U
2EdE ARESH A4 oFE I S AME(DDI) AldolAe 2etEdat E8HlE BAl £o Al 1
doo] WAEASUHRE 2.7.2, d4ds 29f). o] 4dZ th27] 9 2gde= FAAYE st
Y SHA] oAb ZRAELO] A EE}EJ%QJ Aldd U A Z2ud-g Frtehs Ald2 FI7T=

o
b~

\o

2aqgsUh EBOR AN A A % AR ZAZA [14C]Reteld hAA] mzat
Qe QAL BE S50 Solqe Zeleld OAAL BRER gEUc A 2]
4*11 FU (ORIl E YT £ AL SATHN DAL U3E PAvel Bt ek A

2geke AAGEUT o] 233 APS figoR ¢ 2w
3% 2 BRHe WS 29 1 oAl Cag

d. Azed, oz e, Aueg 4. eed, dzed, AuA3Y, sad, 2Ug
WE NER G BEYE ANE o2 HEIGHL. D20 NS ez ¢ 2 DDl

o i AAA A

. Tolokmo] ZB5|7}-Al -AIAFA] | A|28% 18t0] wa} 3]7]o]oFEo] Ao FeA|3lo 2 oFa|A|SALR

Aaes 258 & A
HAGONM Algefe Iz gEtt Fdd ALK AAlsS YEHCH in vivo AlFoA &g
< YEHY
© QRGN Al EY, AAlE 5 AZEA oretolgo dud Qs BiskE fEAIzEd
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ALK OIAIH AGlA GERtE AW, A 25 o)y 502 ojojd & g
6. UMAIHMH™o T XI=E
6.1. YRAA AR A (GCP )
F 7 gl AlERE SR
6.2. YZFANEAEH ML
- AN EAARLR ¢ & 87, 14 77, 1/24F 14, 34 04
A AEFE USoh=s A AAAIES 1001Y
6.3. AEFA A Y
« AAIQl iAol AAIAYolY AlARgEo] HAYHE 4%, W AS oJorEs Hluste= oFEef
(PK) Algolut vl w8EA]F(1016)
- 2otE]d 100mg Fol3F A& AP Al 10019 24 Loy A8 100mg f2] A7] AF A

Aot gEeos SER&UL.
¥ 25 zolE H2 Al AE tl tx AP 5H 22, AE 1016- E
Adjusted Geometric a
Means+ e #
Ratio a
Test+ Reference+ (Test/Reference) of
u Parameter (Units)+ n=20)+ (n=20)~ Adjusted Means® 20% CI for Ratio+
. Commercial 4 x 25 mg Tablet (Test 1) vs Clinical 4 x 25 mg Tablet (Reference) a
" AUC i (ng*hy/'ml )+ 1769+ 7683+ 101.12¢ (97.33, 104849
= AU Cha(ng*hr/'ml )+ 1326+ T482¢ 100.59+ (9719, 104 .10 5
" O (ng/mL ) 3613+ 532.0¢ 106.64+ (96.42, 11783 o
. Commercial 2 % 50 mg Tablet (Test 2) vs Clinical 4 % 25 mg Tablet (Reference)+ a
= AlCips (ng*hg/ml )+ 77704 7683+ 101.14# (97.55, 104.837W .
= AU Cha(ng*hr/ml )+ 73394 74824 100.76+ (9737, 104.28% .
" Cmas(ng/mL) 530.8+ 532.0¢ 101.47# (91.74, 11223
a Commercial 1 x 100 mg Tablet (Test 3) vs Clinical 4 x 15 mg Tablet (Reference)+ ]
" AUCys (nz*hy/mL )+ 8054+ 76834 10484+ (101,12, 108.70)%
" AU ha(ng*hy/ml )+ 77854 74820 104.05¢ (100.54, 107.68)¢ .
* Cope (ng/mL ) 56934 53204 107.02¢ (96.76, 11837 .
= Source: Module 3, Section 3.3.1.2, Study 1016 CSR In-text Table 12.+ a
© (Mol9&Wsh BA U BE WAl h3 SA12Y FESALY FF EE A2 HAA
Il et A1
A SA =R ARl e 22 AlRtoll o] oFS =&st=% =afiof oIt
Al S
o S e R
H—]_(—}_“ E‘]K]-\_. l:’HO _'_.OZ]OH, 7]\_. H:]/'\ }\]%IE“’]-
Jid 7;} T
a Geometric Least Sqnares Means« istical Co ison+ %
Pharmacokinetic Tests Referencer Fatio 90% Confidence .
Parameters (Test/Reference)+ Interval for Ratio®
TEAE] 5 1
A} Ol o=’o It Study 001 Figh-fatmelv Overmizht fasted
oor | 20 SR IR oby map | orgep, | e e The
- & 7 ’ L (AL EAVIT] ST
= & ZebEd 100 | obMAy B e
0}1’] *] a C = Study 10087 Tigh-fat meale Overnight fasted
mg Fo (Form 7)+ Womg- 160 me-
AUC, (nediriml ) S e 104730 (10125, 108300,
o (gl i _dmse e _ s089e _ 3482 97400
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64. 43 E

(B3 < AT
Alﬁ A}
9A | A/ A8 5 = PN ?Ho o8 9 Wy | B2t = 23
SR}
Add)
g AIE
1% Ao TiAAIR]l B|E7N, & |29 (BE  10mg, 2hr (T3] <FET> -BE IV 594 A9
o A Fo|dT 678 IV inf. Ad] FF % ATFEAL AR
S ) i = I F B UAKA B4 |PK ¥4 2
dlul  opEskzt <ehag>
7] = tAA o)k, AP
Aol B3 AT AN
FH g FES
A BFEE
641 AZG AF(REE FA)AAY FFIFANFPK)T = WA (At &)
Alﬁ_:.‘ A A" Fojyd, | Hot Ajs AT
S ot JE B il
=7 =eteld 98 A7 5o & zeled 4 &
HitAt=o] tist AL or=st ufrfwi4; AlS] 1004
Parameter Summary Statisticsa
Parameter Plasma Plasma Total
(units) Lorlatinib Radioactivity
N, n 6, 6 6,
6o AZsH GA A|ACAL C m a x 59.3(18) 833.1 (16)
e e o 100mCi (Tng/ml&tf)) 1 . 0 0 1.00(1.00-2.00
1, | 4cizerEge wes = | | e lr ' 00 (1.00-2.00)
1004 g o . oFz 5k (1.00-2.00)
=7} | 2ElY 100mge @3] AT AUClast (ng+ 7578 (26) 29990 (21)
Fogt & =2e2Edey 24 hr/mLb)
2% © PKE W7} AUCInf (ng* 7670 (26) 30280 (21)
hr/mLb)
t¥% (hr) 21.4 + 34.0 + 2.98
4.14
CL/F (L/hr) 13.03 (26) 3.301 (21)
Vz/F (L) 397.1 (31) 161.7 (19)

642 YAA QAAS digh PK (Alekat &

Aol gkat

A ofgel BAo] sl Alvlso] Aol 43 it 35 E(Clert =30 mL/min) Ao EAlA R
Mo| W x| gtk FF(CLer: <30 mL/min) AONEHAtolA of of Abgo] ©gt Fui oje AFHRlolch. watA,
55 AgolEAtas o) ok #EAl erch

pop-PK w5 Ay}

2 8ol 9l WY

5% popPK SOl (MM 2.7.233) #olAetel &F Fefoleld FA&WNCL)E =efeld CLo| ofsh S/
° oz SAHAFUL. B 53 A 2ejeld CL 2YAE B 420 Ago] 2
M2 gobsle] QFUCh AUgOl W71t B A REHCKD) oigt K/DOQI AARAIA 73k cho] 3
= A Al 2002). AAolrt ofsiEss zeteld Hago] cha Zashs FAZE UKIKUCHRE £of U
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TPIE Aag). el 43 &t 35= ARl DA9 B 2eled A4 2974 99t

5 @] MRl AGSUC 56 HE A W8 URel 10 UE B L3S GHFOE SeldlsH
gosuch med 33 2% F5E AR Eat] Oisis Fojg £ ARstAl gBUch 12U HojAg)
9l 35 ARl 2ol 4ot ks 15Bo|EUC. FAR AR AlFo] Az o]

A HHe dA=z g Al

SAIAR AR AUt
B 42 K/DOQI £§E Ag3tof ulol2ztel A7l gofet 2eteld 100mg QD ©8] £of % 3
AAE A4S
Baseline Renal | Single-Dose Clearance (L/hr) Steady-State Clearancea (L/hr)
Function Stage n Median (Range) | Mean + SD | n Median (Range) Mean + SD
(CrCL range)
Normal 9 . 8 0
226 9.84 + 1.63 | 133 | 15.17 (10.15-23.09) | 15.21 + 2.52
(390) (6.35-17.09)
M i 1 d g 0 4
impairment 120 ’ 8.17 £ 1.17 | 103 | 12.70 (9.33-18.25) 12.90 + 1.80
(5.84-11.42)
(60-89)
Moderate
impairment 45 7.22 (5.38-9.87) | 7.16 + 1.01 | 41 11.61 (8.60-15.77) 11.50 = 1.66
(30-59)
S evere
impairment 1 4381 4.81 1 7.68 7.68
(15-29)

Source: Module 5, Section 5.3.3.5, PMAR-681, Table 15 and Table 16.

CrCL=Cockcroft-Gault calculated creatinine clearance; hr=hour; n=number of patients;
K/DOQI=Kidney Disease Outcome Quality Initiative; QD=once daily; SD=standard deviation.

a. The lorlatinib steady state clearance reported are the individual clearance estimates for
each patient in Study 1001 at Cycle 1 Day 15, after multiple dosing.

« 7HXro)]

v O

g7}

4% gl ERlA &

§F2E2 dBHA deth §55 B §5 W Extoldier o] o9 FEE ot o
EW Ol d2 =55 1t

ol &R A axoﬂalx] %=

pop-PK w2 Aqt

3% =22Eld popPK RRo|A IPFolS reh Ayt Hjoj A2kl AW RY AFAE FAAI(Ho] A2l &2t
oto k7ol g &[BALT] = Hlo]22tel & U2 RYI[BBIL]) & ojmsh 2= AT FEs RRAdA A=z
o Sl sH¥ToR SIHA sy
7}7(}0]-]7]— 5‘3]_75_. pOpPK El:—ﬂoﬂ E.7:"K4 oZ OQ]/K‘] %’—% o g A‘]KJE]K]% :]-C))\)]: ]_‘]-(}\']]A:] 2.7.2.3. 3) pad Z_]»
OH w9 718 Z2tEg CL AR S Hlalste] 0= 23 YA+2(NCl) 7] 3
3 HA 3.0)e2 gt oY dFe FrrsisyrH® 43). T Fo F9 EJr??‘IE ? E% 7H“é" 22t
CL F74A] £ R FoolA 4o st Al NCI IPgof &7 A A = 9 =
Heots et ot FE o e gAl diside &3 2780 dAHEA dsdt. @A ol Jte
g HolHzs S5 v £5 ol &AM =2Eg PK F7He 982 4 sy AU R

:Io rC

3]
rlr

® 43. NCI 55 ARgsto] djo]2atel NCI 7522 Qorst 2ateld 100mg QD T3] £o 4 g
AR A4S

Baseline | Single-Dose Clearance (I./hr) Steadv-State Clearance (L/hr)
Hepatic n Median (Range) | Mean + SD n Median (Range) Mean + SD
Function
A 8 ) 9 4 23
342 9.05 + 1.75 13.39 (7.68-23.09) | 13.78 + 2.55
(Normal) gl 81-17 Og) > 6
Bl (Mild) | 41 ' 8.57 + 1.79 36 | 13.15 (8.79-20.15) | 13.71 + 2.98
(5.50-12.60)
) 7 ) 9 5 1 2 . 5 6
B2 (Mild) | 9 9.36 + 2.22 6 14.08 + 3.16
(7.23-12.33) (11.56-19.05)
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# 43.  NCI /5 AEsto] dojA2tel NCI 7]s8 2 Qofsh 2218y 100mg QD ©3] F£of % &
AdE A s
Baseline | Single-Dose Clearance (L/hr) Steady-State Clearance (L/hr)
Hepatic n Median (Range) | Mean + SD n Median (Range) Mean + SD
Function
8 ) 8 8 27
All 392 9.01 + 1.77 13.31 (7.68-23.09) | 13.78 + 2.61
(4.81-17.09) 8
Source: Module 5, Section 5.3.3.5, PMAR-681, Table 13 and Table 14.

The lorlatinib steady state clearance reported are the individual clearance estimates for each
individual at Cycle 1 Day 15, after multiple dosing.
hr=hour; n=number of patients; NCI=National Cancer Institute; SD=standard deviation.;

QD=once daily.

64.3. AR QAAS g PK (Alekut s

© -2 =2 A(DDI)

<%‘ﬂ%%>

28 AJE3F P-450 (CYP) 3A4/5 XA

o] ofut 7+« EJ CYP3A4/5 AAAl Y ARgF20] B8 o] ofo] s s 5714 4 ok CYP3A4/55 9
AE 7hsdol W Al H&ofES wejsliof gtot. 4=t CYP3A4/5 AAAIE WHEA] B8 Eosfof st 32,
o] oFo] AJAEZ(1Y 18] 100 mg)2 1Y 18] 75 mgo & Isliof ot st CYP3A4/5 AAA HL&e =Tt
St 3%, ol ofF2 7=t CYP3A4/5A|A] Fof o]xe] &0z, 7Fgt CYP3A4/5 AXA] §HT7]9] 3-54]
of sigsh= #ot7] o] FoE ANshof gt

<AREAF O] O AT

A5 AR 3 = %}x

YP3A4/5 Al
A7 SHALARLO] ZF=sh CYP3A4/5R ARl 4+ 2|8 HE 1Y 13 600 mgO =2 12¢59F FojA], o o 100 mg
@3] Z+FoiAlet vlwsto] o] oF9] AUCinfy= 85%, Cmaxy= 76% Zr430Ch ASTe ALTO| £7h= ¥EE| QT
ofut gelst CYP3A4/bR-=A|(of: 2fFmAl, 7HulobA|d, AgEtuto]lE, U] &R, HUERl, NJEEAYE)S}
o] Y&& OﬂlL o] of] =S LA & Qtt o] okl ZF=gh CYP3A4/5RwAlete] B2 F7]ojtt. &
SE0 CYP3A4/5Q=A] B o] ofo] A srs UAAY 4 9o, Jhgold ¥E&-S malof it
- CYP3A4/5 IA|A|
A7gsArdALOl =gt CYP3A4/5AAIAIQ] 4t olEgfiUES 19 13] 200 mgo 2 5Y&Qt FojA], o] of

N

o

[©)

100 mg ©e] ZJFFolAlet Bluste] o] of9] AUCinfx 42%, Cmaxe 24% F7hSich o] ofp Z=sh
CYP3A4/54A|At] HEFol= o] oY @Fs=s 572 & AHoll: BN Zfu]=2, TH|AAEBLE, o]Eg}
IUE, ARIGE, ZAFYE, ESQdeotoldl, BIUE, JEUH|2; mejetau=et EuE2 3 &

WlEfAN]Z 9/EE chapsul2o] e aliul2e} g aetule, oy, 2uuulz, Ex Emehiy
2 5 shjel W8). AA2AS AEE of oo ¥ =S 577 4 9onz wsjolsith. CYP3A4/5S oA

g 7hs7dol H2 oAl B&tes wefslior ettt A=t CYP3A4/S AAAE REEA] F8Foslof st 4%
o] o Eolgats Al Zlo] W
AERIEEEERE ot -
e | o | oux | TR RS0 SEEE
1 A1LEE A5UTA] Lorlatinib 100 mg tablets + Rabeprazole 20 mg
] 2t | 7 7rer | Aol 2 X 10mg (Test) vs Lorlatinib 100 meg ‘table‘(?w(Refe1"9en7ce)5 6
B oF = | AUCinf 8547 8473  100. : :
1008 | 910 | A2 | WA ehwmes | o i o
A . |27%  |o0mg QD =of m | | D8 30
R} o1 e hr/mL)
Ao o 35 AUClast 7952 7980  99.66 (96.48.
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A [ Or | A 7t 5
e | o | x| FolEE R | Y SEEE
hr/mL)
BAw - =eEd C'max 3770 5331 7071 (66.00),
100mg S @3] Fof. (ng/mL) 75.76)
Paramete Adjusted Geometric Ratio
r (units) Means (Test/Re
Referen
Test ference)
c e
Rifampin 600 Lorlatini o f
R8Yo] 2jgd Eof mg QD + bOFallég Adjuste
= AlYsta Al1dF Lorlatinib 100 d
B A9YwIbA] AlA me Single & Meansa
A A s At Dose Single
Ab | A 7FEF _ o Dose
1011 }T'_;H ;‘:};}‘— 2ARE 2ol =Ed | o 5 AUCinf
[e) ’ a o 5
25 | 129 | 600mgE Fol. o7] | & (n g+ 1292 8766 14.74
oA =2etEd g hr/mL)
Fme A 1047t AUClast
o] o7t 28 3 E (n g « 1200 8597 13.96
o] =l hr/mL)
= Cmax
148.4 621.4 23.88
(ng/mlL) _ _
=22tElg 100mg = ©3] Fofof vlsl| 2jHH o] fFof
(600mg QD)2} HEFo Al 22tE'd AUCInf7} 85% 2
Cmax7} 76% ZrA3iSuUct
olEatA}ES Ts] HEEofst ATH200mg QD) ZatE]
9 100mgS ©3] ©= Fof3ls oo vls] =2tEd
(100mg ©3] &£90]) AUCInf7} 9F 42%, Cmax?t °F 24%
AEEAE 717 1 ESIt ENBluY
oflA] =HHY Adjusted Geometric
50mg, 75mg E+= Means
100mgs  Fojgr2 Test
e, 713t 13k 29 lorlatinib Referenc
14, | A7ret | 2EHEE Fol Apol o = 100 mg e Ratio
1012 %?H, A} 2 of 2l4& 10¥7H9] & ; ° Single Dose lorlatinib (Test/Ref
AL | 163 o2 A B 77| + 100 mg erence)
201 A 2atEld Itraconazol Single o f
50mg, 75mg Fx Parameter e 200 mg Dose Adjusted
100mgit o]EatILt [units] MD Meansa
~ AUCinf (ng
£ UFRE HE 10400 7338 141.79
= *hr/mL)
o AUClast
10180 7119 142.94
(ng+hr/mL)
C m a x
514.4 413.6 124.39
(ng/mL)
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YA EA = sy | SOIF | WM
| s/ | DL | WA | Azt
(1001) ALK-%
N oEL RO—SI— coaA
Fd AR
5 o P AL 111 27
L 9_]_7< % ‘LL] a T
NS}SOC :} o ORR 38.7 33.3
odez o o ALK-4 DOR NR NR
g AA=zAMY aE S EEIRS R PFS 6.9 5.5
=) o ’
1/2 |Z2Ergoll sy 5 gy [ROST-278|100me, LA, || =spyorr | 230 41.7
¥ PIs 29 sdlggsn W 8@ 19 ORR L (83) (12)
<] o e O}FX] A
124,  =7MeH7t  |Nscic @HPO see
Hﬂ/ AT “3 A 22053 - 89%(32.4%)0] EAlolA BE QTpBAC] SAEZ}
feol 8% = Lo AR TH ORe(e%) Bad RE ot
St oheA. PK A7) SAEE AW AW(8.0%), WA(22%) L FF
v v O> =
cresr 31 apar £2H2.2%)0] U Th
24 N3

6.5.2. A U4 (Pivotal studies)
O Alg EA
Figure 3. Study 1001 Schema

Phase 1:
Lorlatinib
Advanced ALK/ROS1-pos NSCLC: once daily or BID”
Treatment-naive or PD after prior ALK TKI; any
prior chemo Dose escalation: DL1=10 mg
CRM design: 25 mg—400 mg

Phase 2:

EXP-1: ALK-pos, treatment EXP-4: AL K-pos,
naive 2 prior ALK TKIs

EXP-2: ALK-pos, prior crizo EXP-5: ALK-pos,
only 3 prior ALK TKIs*

Lorlatimb 100 mg

— QD'
EXP-3: ALK-pos, prior crizo + [ g RO Bos any

1-2 prior chemo (EXP-3A) or Elm line of prior systemic
prior non-crizo ALK TKI +/- AP

any prior chemo (EXP-3B)

Z188/d NSCLC S
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2) EXP-2: 3 xE|Gtoz 9 2 o xjdst ALK-4/d %1884 NSCLC &tx}.
3) EXP-3: FaxEY Q¥ ¥ 1 E 3 Rjgrst ALK-9F4 R84 NSCLC(EXP-3A) B

shotr] ore FelxEldS Aelst 1749 ALK TKI 8% & Aj
et SXHEXP-3B).

4) EXP-4: 3l3oF B AN gstavlE ZIsA Y
ALK-9F4 %1884 NSCLC A},

5) EXP-5: 3SlaoF B AN gstawlE ZIsA Y
ALK-d Z1884d NSCLC $HAL

6) EXP-6: x| 20]AFoIAY T 31501 sy A 9 QWS wre 34 ROS1-94 NSCLC 3.

RESHR] A= 2709 AP ALK TKI Q¥ & Rjbsh

23] o= 3719 AP ALK TKI 9% & Afgst

AR

rios

Table S3. Patient Disposition (Phase 2) - Full Analysis Population

Number (%) of Patients EXP-1 EXP-2 EXP-3 EXP-4 EXP-5 EXP-6 Total
Assigned to study treatment 30 27 60 66 46 47 276
Treated 30 27 60 65 46 47 275
Ongoing on treatment at data cutoff 25(83.3) 21(778) 39(650) 31(47.7) 20(435) 21447 157 (57.1)
Discontinued from treatment 5(16.7) 6(222) 21(350) 34(523) 26(565) 26(553) 118 (42.9)
Feason for discontinuation
AFS 1(3.3) 2(74) 4(6.6) 3(4.6) 5(10.9) 5(10.6) 20(7.2)
Global deterioration of health status 0 0 1(1.7 3(4.6) 2(4.3) 2({43) 8(2.9)
Objective progression or relapse 4(133) 2(74) 14(233) 22(338) 15(326) 13(277) 70 (25.5)
Patient died 0 13.7)  2(33) 2(3.1) 2(4.3) 1(2.1) 8(2.9)
Patient no longer willing to 0 1(3.7) 0 2(3.1) 2(4.3) 5(10.6) 10 (3.6)
participate in the study
Protocol violation 0 0 ] 1(1.5)" 0 0 1(04)
Other 0 0 1] 1(15) 0 0 1(04)

Abbreviation: AE=adverse event; EXP = expansion cohort.
a. Calculated by the addition of the number of patients who discontinued owing to all causality AEs.
b.  Patient 10492008; machine read that the QTe results were =500 msec.

Table 6. Efficacy Cohorts of AL K-Positive NSCLC Patients Assessed by ICR
(Phase 1 and Phase 2)

Study Cohort Name  Cohort Description Total Number Patients with Brain

Portion of Patients MMetastases at Baseling
N n

Phase 1 N/A Treatment-naive or pretreated 41 34

with 1 or more ALK TED"

Phase 2 EXP-3B 1 prior non-cnzotinib ALK TKI 27 12
+ chemotherapy
EXP4:EXP-5 2 or more prior ALK TKI + 111 83
chemotherapy
EXP-2:3A Prior crizotinib only + prior 59 37
chemotherapy

Source: SCE Tables 14.1.2.52.2.1 and 14.1.2.52.2.2, Study 1001 Phase 1 Table 14.1.1.1.1. and CO Table 14.1.1.1.2.co
Abbreviations: AT K=anaplastic lymphoma kinase; EXP=expansion; ICE=independent central review; N/n=mumber of

patients; N/ A=not applicable; NSCLC=non-small-cell lung cancer: QD=once daily; SCE=summary of clinical efficacy;
TKI=tyrosine kinase inhibitor.

a. DPatients in the dose-escalation part of Phase 1 were treated across all doses tested (10 to 200 mg QD).
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- ORR, BOR, mDOR
EXP-2:EXP-5(N=197), 17§ o]Ate] ALK TKIZ o]Xo] x| &yre A}

ORR: 17} o]Ate] ALK TKIZ Eojy9re 19799] ALK-%A NSCLC ZHRHEXP-2:EXP-5)0]4]
47.2%(95% CI: 40.1, 54.4)¥&5c}.

- BOR: CR ¥ PR ZH7} 49(2.0%) I 893 (45.2%)°] gtxjollA] w835 TH).

- DOR &93F: =EE X ¢roroi} DORQ 95% CI aFsre 11.17§€(95% CI: 11.1, NR)o|I 1, 67.7%9]
AP SEAH(E, Ats 24 Al PD7F gle AE ERDEHASUS. DOR FAHA ARE 5432
6.97§4(95% CI: 6.9, 7.2)0]d5Uct z4 671€9] DOR(Atg B4 Al&)o] 93F & 437(46.2%)°] At
oA} gtgo] &ele Zoz WA ASFUT
EXP-4:EXP-5(N=111), 2 &% 37§9] ALK TKIZ o] of x]2rre $tx}:

- ORR: 38.7%(95% CI: 29.6, 48.5)&UTH).

* DOR 3 Ate 24 Ao o] 3 I3 EOAN =LDEA] 4gton, 60.5%2] ¢AZF 5 =ATE Q]
SYS. 224, 95% CI sFsh2 5.5714(95% CI: 5.5, NR)o|l5UTt. ¥hgo] &elsl 439] A} &
A, 209H(46.5%)2] SHA7F 2|4 671€2] DORS EHSUCT.
EXP-2:EXP-3A(N=59), APd F2xE|GTtoz &= APY Fe2|xEjdoz Xgw
- ORR: 69.5%(95% CI: 56.1, 80.8)d&UTH).

* DOR Y3l o] & IS EoA =ZEA] Aoton Atg A A4 78.1%9] £AP7t F = AL
AsYTE ey, 95% CI ofgh2 11.170€(95% CI: 11.1, NR)o|&UTh. ¥hgo] &olwl 4199 ghx}
ZOollA, 2078(48.8%)2] £A7 £ A 67§49 DOREZ EASUTh).
EXP-3B(N=27), AP stetQwlis mIshriuh eshA] ofs &g ¢ ALK TKIZ o]fo] g
SHR}:

-+ ORR: 33.3%(95% CI: 16.5, 54.0)3&UTH).

* DOR &3t 999 wh3 eAto|Al, DOR St =2EHA| Ao w 55.6%H 9 eAE 5 e dTE
SYT 224, 95% CI okeh2 4.1701€(95% CI: 4.1, NR)O|I5UT. §hHgo] &Rlsl 9Fo] AL FofA,
3(33.3%)2] £A7F 24 67§49 DORE HASYT).

Table 7. Best Overall Response Based on ICR in Patients with ALK-Positive
NSCLC EXP Cohorts - ITT Population (Study 1001, Phase 2)

At

Flo
riol

Variable EXP-2:EXP-5 EXP-4:EXP-5 EXP-2::EXP-3A EXP-3B
(N=197) (N=111) (N=59) (N=27)
Objective response rate [CR 93 (47.2)2 43 (38.7) 41 {69.5) 9(33.3)p
+PR]. n (%)
95% exact CI° (40.1. 54.4) (29.6. 48.5) (56.1. 80.8) (16.5. 54.0)
Best overall response, n (%)
Complete response (CR) 4(2.0) 2(1.8) 1(1.7) 1(3.7)
Partial response (PR) 89 (45.2) 41 (36.9) 40 (67.8) 2 (29.6)
Stable/no respense 58(294) 38 (34.2) 10 (16.9} 10 (37.0)
Obyective progression 32 (16.2)° 20 (18.0) 6(10.2) 6 (22.2)
Indeterminate 14 (7.1) 10 (2.0) 2{(34) 2(7.4)

Source: Study 1001 CSR Table 1422121121

Stable disease at Day <42 were rated as indefernunate EXP 2: patients relapsing after only cnizotinib therapy.

AT K=anaplastic lymphoma kinase; Cl=confidence interval; CR=complete response; EXP=expansion: ICR=independent

central review; IT T=infenfion-fo-treat; N/n=number of patients; NSCLC=non-small cell lung cancer; ORR=objective

response rate; PR=partial response.

a.  One additional patient in Cohort EXP-3B (Patient 10022026) with objective progression had undocumented ALK
status and was excluded from the pre-specified ITT population. As such. inclusion of this patient. results in an
ORR of 47.0% (93/108) and 32.1% (2/28) for EXP-2:E3P-5 and EXP-3B. respectively. The rates of objective
progression values are 33/198 (16.7%) for EXP-2:EXP-5 and 7/28 (25.0%) for EXP-3B. (Source: Study 1001 CSR
Table 142.2.12.1.12.1.82).

b, Using exact method based on binomial distribution.

- 7§ ORR, BOR, mDOR
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Table 9. Best Overall Intracranial Response Based on ICR in Patients with AT K-
Positive NSCLC and Brain Metastases - ITT Population in EXP Cohorts

(Phase 2)
Variable EXP-2:EXP-5 EXP-4:EXP-5 EXP-I:EXP-3A EXP-3B
(N=132)b (N=83) (N=37) (N=12)b
Ohbjective response rate (CR + 70 (53.0) 40(48.2) 25 (67.6) 5(41.7)
PR
95“,3;, exact CT® (442, 61.8) (37.1. 59.4) (50.2,82.0)  (15.2,72.3)
Best Overall Response
Complete response (CR) 35(26.5) 24(28.9) 10(27.0) 1(8.3)
Partial response (PR) 35 (26.5) 16 (19.3) 15 (40.5) 4(333)
Stable/ne response 40 (30.3) 28 (33.7) 9(24.3) 3(25.0)
Ohjective progression 11(8.3) 6(7.2) 2(54) 3(25.0)
Indeterminate 11(83) 9(10.8) 127 1(8.3)

Source: Study 1001 CSR Table 14.22.1.2.2.1.2.1.

Stable disease at Day <42 were rated as indeferminate.

ATEK=anaplastic Ilymphoma kinase; CI=confidence interval; CR=complete response; CSR=clinical study report;

EXP=Expansion; IT T=intention-to-treat; N=number of patients; NSCLC=non-small cell lung cancer; PR=partial

response.

a.  Using exact method based on binomial distribution.

b.  One additional patient in Cohort EXP-3B (Patient 10022026) with objective progression had undocumented ALK
status and was excluded from the pre-specified ITT pepulation As such, inclusion of this patient results in an IC
OFR of 52.6% (70/133) and 38 4% (5/13) for EXP-2:EXP-5 and EXP-3B, respectively. The rates of objective
progression values are 12/133 (9.0%) for EXP-2.EXP-5 and 4/13 (30.8%) for EXP-3B. (Source Study 1001 CSR
Table 14221221212},

- A% 1719 54 7153 wlojAztel b WHlo] gt gt
Table 11. Best Overall Intracranial Response Based on ICR Assessment in Patients

with AT K-Positive NSCLC and Brain Metastases with At Least 1
Measurable Lesion - ITT Population in EXP Cohorts (Phase 2)

Variable EXP-2:EXP-5 EXP-4:EXP-5 EXP-1:EXP-3A EXP-3B
(N=81) (N=49) (N=13) (N=9)
Objective response rate (CR + 51 (63.0) 26(53.1) 20 (87.0) 5(55.6)
PR)
n (%)
95% exact CI® (51.5,734) (38.3,67.5) (66.4.972) (21.2,86.3)
Best Overall Response n (%)
Complete response (CR) 16 (19.8) 10 (20 .4) 5(21.7) 1{11.1)
Partial response (PR) 35(43.2) 16 (32.7) 15 (65.2) 4(44.4)
Stable/no response 20024.7) 17 (34.7) 3(13.0) 0
Objective progression 7(8.6) 4(8.2) 0 3(333)
Indeterminate 3(3.7) 2{4.1) 0 1{11.1)

Source: Study 1001 SCE 142.2.1.22.1.2.1.12.

Stable disease at Day <42 were rated as indeterminate.

Of note, the additional patient in Cohort EXP-3B (Patient 10022026) with Objective progression who had
undocumented ALK status and was excluded from the pre-specified ITT population did not have measurable baseline
brain metastases.

AT E=anaplastic lymphoma kinase; CI=confidence interval; CR=complete response; EXP=Expansion;
ICR=Independent Central Review; I[TT=infention-to-treat; N/n=number of patients; WSCLC=non-small cell lung cancer;
PR=partial response.

a.  Using exact method based on binomial distribution.

2} 35E9] ICR 7} 7I¥ PFS 3URS oh3at 2orsu.
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LORBRENA(lorlatinib) tablets (2018.11.)

:LORBRENAR is indicated for the treatment of patients with anaplastic lymphoma kinase
(ALK)-positive metastatic non-small cell lung cancer (NSCLC) whose disease has
progressed on

+ crizotinib and at least one other ALK inhibitor for metastatic disease; or

+ alectinib as the first ALK inhibitor therapy for metastatic disease; or

+ ceritinib as the first ALK inhibitor therapy for metastatic disease.

O EMA

Lorviqua 25 mg film-coated tablets, Lorviqua 100 mg film-coated tablets(2019.5.6.)

:Lorviqua as monotherapy is indicated for the treatment of adult patients with anaplastic
lymphoma kinase (ALK)-positive advanced non-small cell lung cancer (NSCLC) whose
disease has progressed after:

+ alectinib or ceritinib as the first ALK tyrosine kinase inhibitor (TKI) therapy: or
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» crizotinib and at least one other ALK TKI.
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