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ALK anaplastic lymphoma kinase
CTD Common Technical Document
DMD Duchenne muscular dystrophy
dMMR mismatch repair deficient
EDSS Expanded Disability Status Scale
FDA Food and Drug Administration
GPSP Good Post—-marketing Study Practice
HIV Human Immunodeficiency Virus
HER2 human epidermal growth factor receptor 2
JRCT Japan Registry of Clinical Trials
MRI magnetic resonance imaging
MSI microsatellite instability
ORR overall response rate
0S overall survival
PFS progression—free survival
PMDA Pharmaceuticals and Medical Devices Agency
RCT randomized controlled trial
RMP Risk Management Plan
SD standard deviation
TTSTAND time to stand
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W FITICHRAE L, ERAOW R, Pivotal BT V1 v, ARSMHEOKRIEMOTEAIL, PMDA
DAR—=L_X=T LY FEREE, 2 € - T 27=0/+ R¥=2 A (CID:Common Technical
Document) | [EHE[Gh U 27 FHEGHE (RMP : Risk Management Plan) | ¥RfI3CE7e EOAB STV
2 FHRGRIE W LB e WA i L7z (https://www. pmda. go. jp/PmdaSearch/iyakuSearch/) .
Fiz, —ORBRT A > OFEIZIL, Clinical trials. gov(https://clinicaltrials. gov/) .
JapicCTI (https://www.clinicaltrials. jp/cti-user/common/Top. jsp) . JRCT

(https://jret. niph. go. jp/) HBM L7z, I L7z F MO K OBEAFF EOEH L Microsoft
Excel /8—37 3 > 2008 & U 7=,
2-2. RAEMNREXESROERT—XICETSIHAE

FEIS O G RICEAET 2HHE & LT PMDA OFEIK O3 8, S04 . KROSE O
BN HNEED ) | R LRI B O @S W EIR S O0KE (B ESR AL, SRSk
dhy FEERREIES, RO E RHEGREAERS) | vV NI A —T 7 o REN, ERLEO

VEMEDEWVARAGRIE - HICH SRS E, 4V 7 ¢ (Ko7, 2nl4h) | fiETO%E
TR, KRBETORE (HFENLARET, fRENLARET) ZHAE L7, 723, PMDA DFE

AL EREHER R O A EEERLL O 4S5 (https://www. pmda. go. ip/files/000207451. pdf) Z &

RIS OEIG 2o Uiz, PUBEMGRN MO8 TR S/ 2 & REBREICL VA
OIMEREATFIE G R 5 Z ENBESNIZ b, EREML O RIG ., Pivotal ABRIEEH, AFRSMT

DML, PUEMEEER B O 5 H % Cancer i, THLIANO 4B D 5L H % Non—Cancer fh & 4558
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https://www.pmda.go.jp/files/000207451.pdf

LCoathdoZeeLiz,

AFBETOHREIL, WIEIHFERNGARAET, FHEANLARETO BT, BEOHIEZICHE
ESNTWLHE R RIICHESNTEANOARETCORFEHEM L, £l i/
-R) | CFIE (£SD) AR LIZ,

FRERIFE DO BB H 5 EHES, HDBFIHEEL DA ORI EICHE SNEEERIZONTHTh

THFFE LR LT,

2-3. Pivotal HEROTH 1 VI HAE

FEWEEO P CHYMREMO Pivotal FBRE L CRHMIS TV DB A A58 L, Fhatis (H
BE. WS, HARDA) | BB (BBRE R, EMEEEES) | HREE (32K, TR xR
FEOBER L, ToM) | BIEMEAE, SHAE, REREHEOAE, NEOFHE, ~—F=x
VRBA b, BB BT, B ILH, F ITAERY) 28 Lz, A0SR
BEAAET D25 81E, KV ET AL OEmNEBZLNLHEBRT FA & LT, —EHEMR.
ARG, HEREOAE, [EEILFERER, HREROZ IF 2B LT 1 RBRAEIR L TRA NS
ELEW 9

PERF BT DOV IR REEZ & D T2 BE B CEFREEIC W T, Znenh il (/b - &
R) . CEBIME (£SD) &R LIz, MEMABEEOAEICE LT, BIES & ORI RBEEE1T -

et DREtiRHhH v ) L LT,

2-4. Pivotal REEODIETURLARICET HHE

Pivotal BMBRO = BT U A L~UL AT 572912 Jadad scale'” ZBFIZLLTFD 3 DI L,
Non-Cancer fifi, Cancer faDZIZEILL~IL 1 225 LUV 3 ORBOEISGEZHH L-, £/-, =7
ALYV T EDERERLTE R L Pivotal BBROEWA L O, B, AWZEICE T S T

BE) &1, F—0OBRoF CRE SRR Z & & LTz,
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Lokl | R, BRI, REEONTHhG THY ) CEEREES R

Loyl 2 | EEAL, BRI, STBEOWTNO 1 oFE 70T 2 | BICHEEREEAEEGER

SN 721 ]

LoUL 3 | mBERIL, Bk, RTINS (el I HRE AR

2-5. LAJL3 D Pivotal RERTHMMEZRT AEDRE

LU 3 OFRBRICEEY LI EEREMICHOWT, FRRERE LRnhTlo X 5 oAzt Him
LT o0, FEREEOREZTOLICEIE L, SOICHFEREEOTNLBELRE LIZLE
DT —H ) —AEER L, #Er iz, £, Loyl 3 BHBRICK T 2 A MRE EO S E & 4=
T —RICOWTE LD TRR LT,

FTo boL 3 OFRER THGE SN2 EHK G T XTI OWT, ARMEZ IR ATZFEHUIZ OV TER L,

—Ek L7,

2-6. ERBEHSIUVHERTROFEDHE

GBS L OMEIR T2 O FFEIIC OV T Pivotal sBROD L~ULBIIZ Non—Cancer fh & Cancer #h
WO T TOKBSEMHH, ERBEBEONFICOWTHAE L, Fo, RKESMETHKRT — & OB
MESRENTZABIZOWT Pivotal BEBROT WA o LAEGERZRICER SN T — % - BT A1 v %
N Lz & HICHESN CREEMGERICE R T 5T — ZIZONTONHT D72, KE FDA 12X 2
Accelerated approval 23S S 41T 2021 FEIT/KFR S AL72ih H O Approval letter Zai#& L, ZR S

T BOERGE % ORI DWW Tt LT,
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FIFE #HBR
1. FEXZRME

2015 4 1 A0 5 2020 4F 12 A £ CIOER SN2 EIRIT 690 b0 | 20 5 HEFR BRI
DEWERGT, 1T TH o7z, 175 fFd BRGNS £ 72T REICE 2 3 5 R T 147 14
THY, TILUIF o RABKEE, BT HIV RO G & L TORRBO L OEEREEN
FELCNDI=RN~YT | ¥ T T 7 x2=T AV VEEE ORI 16 R 2R\ 132 &2 At 4 &
L7z (K4) . Fiz, FAEXRO 132 % PMDA 12 L B BB FERNC Y A ME L, AREKL D
TR O BSEIR & OFIG 2 H M Uiz, ZOfEE, PUBHEREE LN 64 £F (48%) . R\ THIR M
&R K - RAARRCR DS 18 1 (14%) | OB BSEEIE 2~11 fF (2~8%) TH v | HUEIEE

B DPKHE e B0 (R1) .

4 ARG H ORFE 7 v —

2015FE-2020FE F TIZERBSN-EER

69014
TOMEES
5154
EELZFIHEEOEVEERSE
1754
FAEMAS . FMEEEES LS
2844

HADES FMRERR

1474
RREZEEN) ., 79F> (1), HiHIV(6) . =RIL
I7T(2) EZAF=T ) LTILEENL (S

AFZTDAF LR IARF RN (3)
BEH15¢
13244
Non—cancerf Cancerga
68+ 6444
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K1 AT RERE L,

PMDA S5 &0 8F | xt5 & 3 2 FahBEE % (EIE)
LS B UEPENE L A 3 64 (48 %)
E3NHO 1 ARPRCR IS, ORI R R, 7272 L, IR 2 bR < 18 (14 %)
%6 438 1 PERERE EE, 7 LAX—HEE (WIROAH) | EEHRERIE (REEESR) 11 (8 %)
%6 B0 2 TIVE AL A (BRI, EHRRE, JREl. SRV ) 11 (8 %)
52 5y Ef TEERERE AL Pii—F Y LK, INEER - RBIUGEIE. 7AYo ~—4F3 | 10 (8 %)
51 4y HkERE I, S SR 6 (5%
1 7% A 5y B iR E Lt 5 (4 %)
54 5y PUREAl, FER - HIOANRH] (A RERG B 2R 5 (4%
H 3580 2 R IR, RSB ISR (RIEMIRBITRD O ZR) | 3R 2(2 %)

3-2. RERNREEMDER

R RSB O @O EIRF O S EH A K 2 12”7, Non—Cancer fh CIXV /L b T4 —7 7 >
B, FREER (DS ATERTEE OSSN | ER L OMEEMED SWARKRIE - BISNERE SE D
D F5EH D BERE TO AR TLSNDOE S Y 7 1 28 Cancer dh & Ll L CEVMETI Td - 72,
R HE EHER OFIA 13 Non-Cancer T 60%RE Th V) FEHICKE 2EIE %2 57z, faEHm & 13
1) FIROMRERH O T2 < 2) IREFIEPHILL T, 3) D RRETH->T, 4) B
DFEBZMLELTLHHO, E6IT, 5) BEEDPAICENTEDOANE (ABDOK 0. 1%FRE) |
BLARWZ &, 6) RBINZRDZEIAERE (F12X2NICHETLIH0) BHEZLTWD Z & DR T A
THRETHY . FEFERR DR IBWRIEORSL S REEREETH L 1Y,

Cancer fh CIIIEBERYEEE L SRR FIAGEH B HE € B3 A D EIE 230 m WM Th > 7o, 8T
SRSy, BhReiBn, AARMEE, FAEMM, tETORITER S Y OFIE L Non-Cancer #h, Cancer
mCIEERRE Th -7z, B, FEMRERMITHE S Nfm BIERroT,

BEDHIE DFEE K O DRI HEER S LIS OFRE 2 Z T T2 EFAIZOWTE 3 ICE & O, i
DEIRMER DO EIRL N Z 7 7 IVAATNVI X NI F =T FATVF=T
T MBS, TART =TT Ch o, Y X wT HuxuahF NY v AT, kR
HIE SR S DD S & BHIEGRBIEE, a7 1 ) X< 7137505 I E SR S D S b & FLAGE

HEE, BV b T vt 3 AT R L 7D S BRAD S 7 O G A & FAGRHIE & 3 S ol
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BEDFRIE %521 TN, ARBFFEO 54 B 13 90% LA B3 FEESE G & U CHEE S 4L TUVeas,
AR RAERLUANOEEEZZ I ERMLT6 ME THY, NaFxP e~ bR E oL (AT
BHIA TN T AV AJEYE) O A ARNHEE BEEIL 1500 H A, v FF =7 (ALK Fr
> % S —BRRERNHRGUE TR D ALK @& 8RB O YIRS RE 22T - TR IR/ INfia i
) W I0 A, BEYFo~T Yarahr I UAFINI TN AnT 77305 FAT
HY, —EHOEBTIIHAVEFAEERDICEY T HBERTHLINBELZ T TWieholz, M7
AV R TFNT AT Hy (BA) . b TRV TFAT ATy (ERA) TR BEK

IR TH -7,

22 [ERE FERICLEMED W ERN O R

. Non—Cancer Cancer
N=68 (%) N=64 (%)
KGR DIy BTN Sy 32 (47.1) 34 (53.1)
BIGE N 36 (52.9) 30 (46.9)
BE Sl & A DB p B 3R 67 (98.5) 59 (92.2)
SeBRE = ZE 3 (4.4) 6 (9.4)
e E FIRE S 0 (0.0) 0 (0.0)
FethA) & RAARGR 1 (1.5) 4 (6.3)
UV KNI A—T 7 (%) 27 (39.7) 6 (9.4)
R e 40 (58.8) 0 (0.0)
B LD MBEIED mVAKREE - WIS MG S#E 18 (26.5) 6 (9.4)
EXVT 4 Ko7 32 (47.1) 41 (64.1)
f&53F LIS 36 (52.9) 23 (35.9)
L= T D SEATARR &Y 49 (72.1) 42 (65.6)
R E TOHIH HEE DR E TO H K 17 270122 25361
HIFED DGR E T A%k 27 257 (79-1141) 255 (118-489)
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FBENHERETOHE 1

HRE 0 0 AR & T B 25

1039£1282

574 (33-8207)

631610

330(105-3219)

X1 EHEESD, %2 duE (R h— k)

F£ 3 B ORI DR E K O D B 3G A D FRIE 2 %2 1 T2 =3

% 3K 0 Fi b5 SEBRRY S & B
BT 7 ITVARATIVI v v -
Non—Cancer /Nt & E/L~</LRFI L - v -
ELVRTLEY v v v
TX ML TF=T v v -
X7V F =T 7~ VR 4 v/ -
T RF = THRERE KT v v B
NTAY R TFINT AT T
- - v
> (LB A)
NTAY X< TF NI AT H
Cancer - v -
v (HEWA)
EYXI~T Yuian
= v v
VAl U7V
NATr ) X< v - v
i =R 2N = v =
aLsF=7 - - v/

3-3. Pivotal HEDOTHA >

Pivotal

TGN 72 < | Pivotal

RERICBT 5T —H 2% 4 |[ZR”T, Pivotal

AR OYERF AL, EREISIT Non—Cancer

ARBROBUE/ NS VBRI TH > 72, FIEMMOFIE T Cancer dh 27

f (42.2%) 1Z%F LT Non—Cancer /i T8 (11.9%) &7 < | %HRIEN 7T B ROEIEIT Cancer

g 114 (17.2%) 2% LT Non—Cancer & 32 (47.8%) & %o 7-, [Rl—RERN TXIIREEZ 3% E

LW —2AZRRETH 7o, EEEZELZHSORRETH T2, Mk LZRBROEE
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I% Non—Cancer T 36 1 (53.7%) &% <. Cancer $h® 121F (18.8%) & KERENH -7, HatHy
FEAG XM & 12 80% D i H TITH41 Tz, sBROFHIZEI L Tl Non-Cancer (i3 56 {4 (83. 6%)
T 1T ARBR AT O TV = DITxE L, Cancer §:Cid 36 4 (56.3%) &7 < 5 11 FHFABR OB
PECHIME AR LAREIS -7 — A (Phase 1/11 & 11 OAE) 2K 40%5Th -7,

TR EERICONTIL, FEEENFVRIFHERM R E LR | BEER DN E NS E
PRI D AHEMEN B B 728, Pivotal BERDE = LR\ b 1T 72 (£ 5) . Ao ohr
W= DlE, Non—Cancer fhdé LT ABFHEL<LRFI L WHRIBRA IV PR
JEYLIE) @ 1A, Cancer fh& LTAR 7 7 7 (WIBRAREZR RATHETT UL T A58 O BHSHERHE) |
NFAY R TFNT AT H 2 (D AALEIRIER I CHEHE U 7= HER2 B O TR UIR AR RE 20 81T - 136
DEFE) D2 ThoTe, o, ZHODOEEMOBEIGEEOHEE SN D BEHIL, Sexter
< ILRF LN 1,500 FA, R 77T 04,900 N, hTAY AT TV AT VINRIATH
ST, NEXFHELVILRF I ONTIE, < OBRENTFIEL, Pivotal BB Y 1,000 A& H 2
DR TOERBR RSN TV, LR sInb 3 s Li-Gas. EO[EIXFERET

ot

F4 Pivotal BBRICEIT AT —4 (All)

. Non—Cancer Cancer
N=67" (%) N=64 (%)
AR S i i ok EEIEE (BAZET) 26 (38.8) 29 (45.3)
s (AREZEER) 16 (23.9) 22 (34.4)
HARD I 25 (37.3) 13 (20.3)
B BeBRE S 1 198+314 352+318
IR S 27 84 (4-1645) 291(10-1334)
AR R i P AR R B A 17 52 +63 84-+58
AR It [ IR B B 2% 32(3-297) 84 (2-218)
puglis¥ica EE d 8 (11.9) 27 (42.2)
7R 32 (47.8) 11 (17.2)
SHREEDRRE R L 22 (32.8) 26 (40.6)
Z Dt 5 (7.5) 0 (0.0)
el HY 44 (65.7) 38 (59.4)
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=239 HY 36 (53.7) 12 (18.8)
T 7 B REATG oD A 4 2 &Y 56 (83.6) 60 (93.8)
/NROFE &Y 27 (40.3) 2 (3.1)
N—= Ry RARA 2k P 13 (19.4) 9 (14.1)
AERDFH I/11 0 (0.0) 7 (10.9)
11 6 (9.0) 21 (32.8)
I1/111 4 (6.0) 0 (0.0)
111 56 (83.6) 36 (56.3)
Z DOt 1 (1.5) 0 (0.0)
L. AET~A T Uid, AHEFHEO® Pivotal FBRIEHR N 27D EF BRI L 72
2. REARHEIC OV TIXBEE & OB TSR AD (bh) L Lk
M1 FIMEASD, 2 ki (/b — k)
# 5 Pivotal RRICPHT 57 —% (EBERIEIEM A2 FR<)
. Non—-Cancer Cancer
N=66" 2 (%) N=62' (%)
AR S i i ok EEIEE (BAZET) 25 (37.9) 28 (45.2)
sk (AARZEER) 16 (24.2) 22 (35.5)
H AR D 7 25 (37.9) 12 (19.4)
B BeBRE S 1 1934307 360320
Wl S 27 84 (4-1645) 302 (10-1334)
AR S i P R B A 1! 49 +56 86+58
AR It [ IR B B 2% 31(3-294) 86(3-218)
xR £ 3 7 (10.6) 26 (41.9)
7T R 32 (48.5) 11 (17.7)
SHREEDRRER L 22 (33.3) 25 (40.3)
T DA 5 (7.6) 0 (0.0)
IR AL HY 43 (65.2) 37 (59.7)
Bk HY 35 (53.0) 12 (19.4)
T8 7 B REATG oD A 4 3 &Y 56 (84.8) 58 (93.5)
/NROFE &Y 26 (39.4) 2 (3.2)
N— Ry RBEA vk %Y 12 (18.2) 9 (14.5)
AERDFH I/11 0 (0.0) 7 (11.3)
11 6 (9.1) 19 (30.6)
I1/111 4 (6.1) 0 (0.0)
111 55 (83.3) 36 (58.1)
% DAl 11 (1.5) 0 (0.0)
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1. SEEREIRSOIRE S5 B 2 B4 L=,
2. AV IwATuE, ANEMBEFEDTH Pivotal REREHRN W T DEE LR LT
3. WEMYEHmIC OWTIREME & Dt TG A D [HY) & L=

1 B ESD, %2 U (B — /oK)

3-4. Pivotal HEBOTHA ODIETUALARL

Pivotal ERO T 7 X L~UL 3 53 FHDEIE X 5-1 127”77, Non-Cancer i 34 4 (51%) TL
L1 O T EEREEA(CEEESRBR AT TV 2 DIC% L, Cancer it Tl B HRIEMEA (L
RERATOND I — AT 1218 (19%) &7 L2 OEEL(L, Bffb, XHEEDRED 5
B = E2AT DR WERERT Y A 1% Non—Cancer /i 10 {4 (15%) (Z%f L | Cancer & Tl 26 {4 (40. 5%)
Toholz, L~UL 33 Non—Cancer il 23 {1 (34%) 125 L. Cancer dh Tl 26 £ (40.5%) ThH -7z,
BB, oL 2 0% L, HRBEORES K OEEAIIIT - A BRI Thit Ty T A
YTHY, LUL3EBROZITHERBR CTh o7, b, LoUL 2 ORBRTII NV L AT Ro3E
FREE D HD . EAERL, ERILZIT o o3I REE T, FERMONEZEEGHRET 27V
A Tholz, LoyL 3 ORBRTIE, EEMIEFROBPEARN ETh o7y, —#, FFEMRIE
& (One way cross over, =7 X7 7F~—F¥) [ IEML AN HLary ho—iiR (F7 4
TrF RS MU TL) REPTOILTNE,

Pivotal FRERICEIT 575 & & RIFRIC BRI LI DUV T, Pivotal BROTHF A DO BT R
LoULInBERWE oM b 1T 572 (I 5—2) , Non—Cancer i & L CL-UL 1 a4 2L~ LR
o ARSI BRIA IV T A )V AFRYYE) | Cancer fh& LTCL-UL 3 ™bARe 77 7
v (BIBRAREZR SR ATEEA T UL BT A DBREEEE) . LoUL 2 2D NI RV AT TIVT AT
(DN AALF LS (T HEE U 72 HER2 BEPEDIR I YIRR RNEEZR LT - BFEDHHE) ZBRSNL Tt L7z,
L LMD, ZIUBEBRMEIRS 3 B 24 L= %Ha b, 2RoBimizFRETH -7,

TET VAL T L OEEGY R E Pivotal BRERTEHIZ OV THE/R L7z (% 6,3 7) ,Non—Cancer
fn Cancer dh DWW E LoUL 3 DESG T, B TORITARERDRVMEHIAITH Y | Pivotal i

B AARDHBTITONTWOIGENRE o Te, £z, HEED BARE TOHM O F Il T2 ErIc
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Non—cancer fi CREVMEAI TH o720, LU 1 35 L-UL 3 OFTA)IE Non—Cancer i & Cancer fh
THREETH Y UL 3 TIRWMERICTH o7z, Z OBEFITIFZINEFTANRERE D[RR CTh - 7=, #bRE

B F i E R BT RE & B I UL 3EER T & 2624 72 < HBEIZ Non—Cancer S T 72 v 72,

5—1 Pivotal RO T A L~ULRI BEE (ALL)

non-cancer cancer

Level 1
12 (19%)

Level 1 26 (40.5%)
34 (51%)

Level 2
10 (15%)

Level 2
26 (40.5%)

5—2 Pivotal RERO T EF L A LRI B EIS GLERE K, 2% <)

Cancer

non-cancer

Level 1
33(50%)
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F6 TEFLUALYLTEDOEIK

fhAS 8 & Pivotal BRERIEH (ALL)

HH Non-Cancer Cancer
L~yL 1 L~yL 2 L~UL 3 L~yL 1 L~yL 2 L)L 3

N=34 (%) N=10 ()  N=23 (%) N=12 (%) N=26 (%)  N=26 (%)

EE Sl 15 (44) 6 (60) 10 (43) 6 (50) 13 (50) 15 (58)
fRENER L T BIH 33 (94) 10 (100) 23 (100) 12 (100) 25 (96) 22 (85)
(O TF=772) 11 (32) 3 (30) 13 (57) 3 (25) 1 4 2 (8

JeBRIT AR E 3 (9 0 (0) 0 (0) 0 (0) 2 (8) 4 (15)

FEAT & FAATERMI L 13 0 (0) 0 (0) 0 (0) 0 (0) 4 (15)

lLETDHEITHGR (H D) 25 (74) 8 (80) 15 (65) 10 (83) 21 (81) 11 (42)
FRIE D BRRE oMM 1 1012969 10274907  1106+1800 685490 7374630 5014635

FEE D AR E TOHE 2%

750 (148-4095) 713 (263-2928) 442(33-8207) 531(259-1891) 364 (185-2377) 278(105-3219)

ARERFT AR B 15! 3+2 2.7+1. 3 2.1+1. 3 2.4+1.5 342 2+1
HERFATRSREL 252 3(1-9) 3(1-5) 1(1-5) 2(1-5) 2(1-6) 1(1-4)
Pivotal RBRO LML FHEE (HARZEL) 18 (53) 7 (70) 1 4) 8 (67) 11 (42) 10 (38)
Wi (HARZEERVY) 11 (32) 1 (10) 4 (7 4 (33) 14 (54) 4 (15)
A A 5 (15) 2 (20) 18 (78) 0 (0 1@ 12 (46)
Wt 1 3374390 124485 25+22 531246 530+317 91+95
%ﬁgﬁ%‘;ﬁt 2%2 162 (16-1645)  120(22-246) 18(4-102) 428(154-906) 452(73-1334)  53(10-444)
NP R R 17! 77478 5131 15411 11745 115448 38+38
N R B K 22 53(6-297)  39(25-123)  13(3-45) 122(40-194) 109(12-218) 21(2-152)
NRETe 12 (35) 5 (50) 10 (43) 1 (8 0 (0) 1 (4
Hard end point 10 (29) 0 (0 3 (13) 2 (17 7 (27) 0 (0
K1 FIGMEASD, 2 Rl (/b —&R)
KT TET ALV T EOERERLT R L Pivotal sERTEH GeBRAIES L 2R <)
HH Non-cancer Cancer
L~UL 1 L~UL 2 L~L 3 L~UL 1 L~yL 2 L~UL 3
N=33 (%)  N=10 ()  N=23 ()  N=12 ()  N=25 ()  N=25 (%)
EE Sl 14(42) 6 (60) 10 (43) 6 (50) 13 (52) 14 (56)
fRENER L AV B 33 (100) 10 (100) 23 (100) 12 (100) 25 (100) 22 (88)
(DN RTH—=T77) 11 (33) 3 (30) 13 (57) 3 (25) 1 (4) 2 (8)
SEBR T AR E 2 (6 0 (0) 0 (0) 0 (0) 1 @ 3 (12)
SRR & ARG BE 1 (3) 0 (0) 0 (0 0 (0 0 (0 1 (16)
LE T OHEATARR (H V) 25 (76) 8 (80) 15 (65) 10 (83) 21 (84) 11 (44)



i HIKERE TOHIM 174 10174984 1027907 11061800 685+490 729+642 478+638

FRED AR E oMM 2><2 742 (148-4095) 713(263-2928) 442(33-8207) 531(259-1891) 357 (185-2377) 276 (105-3219)
ARERTA BB 1 2.9+1.7 2.7+1.3 2.1+1.3 2.4+1.5 2.9+1. 7 1.6+0. 8
AR 27 3(1-9) 3(1-5) 1(1-5) 2(1-5) 2(1-6) 1(1-4)
Pivotal AEBROKMMIK [HE (A AZET) 17 (52) 7 (70) 1 (4) 8 (67) 10 (40) 10 (40)

W (AARZEER) 11 (33) 1 (10) 4 (17) 4 (33) 14 (56) 4 (16)

AA 5 (15) 2 (20) 18 (78) 0 (0) 14 11 (44)
WA K 1 3154374 124485 25422 5314246 543+315 94495
BRBR S 25 143 (16-1645) 120(22-246)  18(4-102)  428(154-906) 452(73-1334)  61(10-444)
S [ R B 1 69+67 51+31 15411 117+45 117+48 39438
S 1 ek B 27 49(6-297) 39(25-123)  13(3-45) 122(40-194) 117(12-218) 21(3-152)
N E T 11 (33) 5 (50) 10 (43) 1 (8) 0 (0) 1 4)
Hard end point 10 (30) 0 (0) 3 (13) 2 (17 7 (28) 0 (0)

1 SESEHSD, %2 Pl (B —feR)

3-5. LARILIDPivotal REEATHDMEZRT A

LU 3 D Pivotal BERAMTOALZ8 H OAMERER 51k & L THW S 7 B e 2 A L
7o (3 8) . BEZFEANIRE L, € ORIEE B TITONICRBROME RO 21T 5 FiER R L%
<, Cancer #hC 23 (88%) % 5¥7=, Non—Cancer #hTHRBMEDRREMN T2 5 HIETH 7208,
11 (48%) 12 & EE V| Cancer fib & Hl L THLD HEN L < 8 47z, Cancer fhiZI51T 2 BEfE
X TR MNRE STV 283, Non—Cancer ShiZB W CRUED R E SN EHKLIC OV TE
ERCTHITE B 12 DWW THRRE DEAIE RWEE 2o 72, Cancer dhlZI8W TIZBE & D HfRLISMT v
77 x2=7 FUVTIE IRBREO NI & (FEIBGRETEL) | . rAT7F =7 T3 TE
B/ NNRDPFRO NI &) | BY X7 TiL MAIORFEE LRl->7-2 L) & LTHEIME
ZIR~ TV, Non—Cancer fh Tid, BEIZ TSCHRSCEHRIE TOARMENHRE SN TR | HKRER O
RNREOREEFE LN & B LIEr—A 3 (A7 Fo~T, AFnvr, U
X)) | LB EIEGITEHRZ MR L, Hx ORBRE COFMEEZRH Lz r—2 24 (=58
ITT~—E, R LK) | ARBRIRE OB THEER BB L — R 2 (T AR
—BT VT y, TT74T7RFRFRITL) Tholo, SMIRRILAARRMBIZEMIEEE AN D
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Jbay ha— A BNHNLRT,

B2 ctHE L LRI B3 L2 BRSO W IO R ERMAHE L7 (£ 9) , Cancer
A ClE 16 fF (73%) D& B THIAIOBRKRBROF RE T —% V=2 L LTHWTW 0I5 LT
Non—Cancer i ClE, A DERKREBROFE RATEN TE 2 — AL 41 (36%) DEHKMHDHTH-
7=o Non—Cancer & Cld, MAIDERKARBROMRLSNOT —2 V=2 L LT, BT OEIL ORI
DRPHER I E% T — 5 Y — R & T 57— A Cancer fhlZHERTEZ A b7z,

LoUL 3 RRBRICH1T D A MMERE FIED MR LY ER M — AR 10 ICE LTz, oL~ 3
DFBR TR S NI SRS OB/ IEO TR B 2 F AR EZORMOEN % | 4% 3 (Non-Cancer

i) . g4 (Cancer ) s L=,

#8 LUl 3RERICEIT D g | (ALL)

Non—cancer Cancer
L~UL 3 3RER O xR

N=23 (%) N=26 (%)
EK[E 11 (48) 23 (88)
NR—2RT A VT —H 5 (21) 0 (0)
Z D 7 (30) 3 (12)
#9 BEDOTF—Z YV —A 2o T (All)

Non—cancer Cancer
MiEDT—% YV —=

N=11 (%) N=22' (%)
&l itd 25 O FR R 4 (36) 16 (73)
FIEZRE ML OEEORER (R OFREREE) 4 (36) 1 (5)
H R T — & 2 (18) 1 (5)
L DFER TR E S 7= Bl 0 (0) 1 (5)
T—F =2 L (RRMICAEEREME) IRC)) 3 (14)

. FITNF=TIZONWCTT—H ) —ADFGEERFETERMN T2 T2D BB LT,
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LoyL 3 BRI 1T 2 A RMERERA 7 15 D 7340 & 5% R g —

R Non-cancer Cancer
N=24 N=26
BIfE & o b TR IILE R . 7v~7
T RO LRSS FT I 2. T VLU F=T R
ANV THas 3. TVAYR=T
7T F T~ —HElEE 4, =X LI F=T
A4 5. W7 ~F =TT
W2V % 6. 7V F=7
EHNRY . BV F==7
RUZFLoZ)a— LUl 8 X757 7x=7 A NVEE/ T
bt N se7 Y AF =T PAF NV ANEF Y R
RYZF L7y a— Lae 4
SN Y =Rl 9. XIFENLT 4 rF MY AN
10. 7 > % v — ViERRE 10. 77 7 NVF =7k
.78 T~=7 1. F7 7 VF =7 iHE
12. 7RTF =7 g
13. =R~ >7
4. =ARN~<7
15, 7457
6. 777 hLF¥H¥— |
17. _F¥HYo7r
18. *a7 ) X~
19. RFF =TS
20. LU R NEEE
2l. BT TV
22. NGAY T T T NG AT I
23. R 777
YN RF—EBT LT 7
—{EH
N=RAT A T =4 LD ANT IR NA
7 v VAT NEEESE
oI X E RA VRS
TR HFE TORMAMERHE ST A7V Fv~T NA
B ERKRBROFIRNE OWE & & e 4
L7z & AFnov
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3-6. EBFMHKRUVHERTHRDFRE

HKFREMEIT, Non—Cancer #h & Cancer b CRIBRTH W, KGR 2 OHERE S T2 EH DK
60% T& > 7=, Cancer f TlE Pivotal fRERAY L~UL 3 D dh B THGBSIEHMNZ < e D08 & - 7=,
¥, SERRAYEIEAL TIIARRRSEMEDY 3 LA RIT 2 1 (22%) . SRPREAT & RHIAGERSL  (SEBRAYETEM,
CEM2ME) TS (100%) ThHot, 20204 1 AN 12 A £ TIOARS W@ AGRD 61
dh B TR, KRR L BURIE 83 14 (87%) . ARG 2 21E 514 (8%) . 321k 31F 5%) TH
D, BER ERRCLEMEOE O ERR TIIAREEN SN L3R TE T,

RY)ZF L7 ) a— AR ANGEE7v 7 ) o 6 2R BTOER FRICHEMEDO RO EREMLIC
BWT [V 27 EHFEZRE L, WEUNCEMT D) & DOFRUENRE SN TV, RICEVIKGES
% TepFE] THY ., Pivotal HBROTETF L 2 L-ULIZ L B L 2L 72 < § 50%0 5
T0% D H THREGMEN M STV, —5T DYRZESS O H FTRE 22 B ORE ] 1220
Tl Cancer fh D Pivotal EAD T BT L A L~UL LUL 3 IZ#EN T D EHR AL TE o 72 (£ 1),

Non—cancer fin & Cancer &t % & 18 72 SEBRAYIE R ML ORGSR Tl BFIFRAL, EEAD - RS
DOFIR, ZOMAZNZIL 9, 84 (89%) . 14 (11%) . 2 #F (22%) . FMfr & RIAGEM T
X5 R, A fE (80%) | 24 (40%) . 41k (80%) Td oz, MEARD 614 H TIL, 514 (8%) .
3 (B%) . 31F (B%) Th-otz, [Zoft) OWFRIL, THRIRKEREOTHT —2 oWms (77 F
7~—) | [FEhEFHORBROMEROWE  RANOH IR LRI T 27 — & & FHIIEL,
AR OWEMERICHLBEREELH LD (RaTvnrl) X<x7) | ZREERFROEYRIE (R~
URIFR) ) TEEFEFIEOIEST (LY R RAKMY) | ThHoo UOBE IIRFHEEICLZE
PR OFEIMENRLEICL > THA SN, LFEICLDREEZHB TOLOARFOERGREGEIND LD,
JRFE O IEZR B2 LD (BN RY V) ) TARER OV ZEMEOMER 2 B & L7 iR
B OERNL YA B 2 Wiig 2 F84 0 L, 8T RELHNTTRBR AR & O R 22t 2 =
Lo (BRI ntY) | TEIHEREUICI T 2 KB OFER VR EMEIZOWT, [EFRBSIE
NIRRT H 2L (P IRV RA~T FATZAT AL, ¥VXv~T7 Huagalhrr Iy
L) | THhol,

EHAL Y X7 EHEEE () (CRT 2 BMOERSZ VRS, AEICBT oA - w5k
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R OSEMD U A7 e/ METEBEY OB & | SERGER A S TH M DUV TORMI 2 FHE L Tu
L EITOTNTH Y | HHREETA TOEZIMERHEE Non-Cancer fhD# 0 U | Fff 2 LR A
%E 7 m 7Y o Cancer fhDTX LI F =T XTIV AT NATRY AT EHLY AV
7D 6 i H Th oo, B ERKRERCTORIEFEIL, Non-Cancer ftD/3F 7 FU 7 A
BV R Ik Cancer fnD 7 V7 F =TI, ¥ATVF =T IV, ¥ TV AT Th
Sf, 7Y LTI LTIE, ARG & BRSO 5 CHMEORT A FEE T 5
LT, LAY EHWEREIZE L N T TRIB STV,

F1l TET ALV L OAGRSLMAIER

Non—Cancer Cancer
Lr~yL 1 L~UL 2 L~UL 3 Lr~yL 1 L~UL 2 L ~yL 3
HH
N=34 (%) N=10 (%) N=23 (%) N=12 (%) N=26 (%)  N=26 (%)
KBS 12 UF 9 (26) 3 (30) 8 (35) 6 (50) 11 (42) 4 (15)
25 21 (62) 6 (60) 13 (57) 6 (50) 14 (54) 16 (62)
3 2Lk 4 (12) 1 (10) 2 (9 0 (0) 1 (4) 6 (23)
TR O FESH E3R L U R 7 & B G
34 (100) 10 (100) 22 (96) 12 (100) 26 (100) 26 (100)
DIRIE & FAT
TR % 2 BIFHA 25 (74) 7 (70) 15 (65) 6 (50) 15 (58) 18 (69)
e85 FH = S 8 45 oD I PR 3 (9 1 (10) 1 (4) 0 (0) 1 (4) 7 (27)
BMNRERT — & O 13 0 (0) 1@ 0 (0) 0 (0) 3 (11.5)

3-1. HERFTRICERRT—2DROONI=T—X

ROEMRGER T BRIR 7 — Z AR AR D B VT DITA RO G REEK M DO H 5 MEATHY | &
A& BYIAGRHIENET SN a7n ) X~7 hIRAY AT FTATAT Y, BV F U<
7 Ymiuhrt NI UA HOBEFERERLOBEA SN TF T~ — FDBEHELE, -
JEBRIT A R E I - SR & RIAGRHIE A SN R Iy Thotn, K& R
HIAGRBIESH A Sz v LT F =712 o0 TiE, RSRGER IR T — % S5 O 2 KR E
RS o Tz,

NTFAYRA~T FNITAT AU ROEY X v~T HuagahF hU o AL Pivotal 5B,

HEEORBR Tho7-olox L, BElRE%OT —# & LTIE 111 8, FEREER RO
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FERMME L SN, a7 8 ) X< 7 TlL, Pivotal iRBRIZHEEFORER TH - 7228, S CE S
AT AR 2 A LU AR DG R DAL L BUEIGGE % O 7 — Z ITHUE e R A O ER 2 IREN D 4
IR E SNz, 2Aa7 a1 X< 7120 T Pivotal Bk 2 i BRIT 164 SRBRDSEHBEDORE L
FeigaABR, 168 FBRITFIEE L OBBEBR CTH Y . TNOORBRO T + v —7 v 77— Z OfREHIR
Doz, BV R T UL, Pivotal EBRO =Y RARA VI3 — =y RARA U FThoTz
DIzt L, BIEIRGE#ICITHOI S5 111 AH#ER Tl Change in Time to Stand (TTSTAND) & /~— K=
YRWA L IPRES TN (£ 12)

7% 12 Pivotal BT VA > LAARSLMCEREINTZT —% - RBT VA

EIGS IRE | Ko Pivotal BT VA KB CEREINT — % - BET A
)
77 F I~ — | Wy | HFERIETR RERERME DR R 21D 4 FRITRE (F
(2w | wA 2) HARE PO B 2 MRt R HOERE & L THEREEE. MRI
iE) 3) EWN AT ALK OV EDSS K W IRRED AL A IE L, EfiRHT
4) HI11HA e O AR B TR &2 F2 T 5, )
5) 17 f
6) TL A N = LG50 AL
DAL
7) BfE (ZALE 25%)
AA7a ) Xw | & (16438 (adh—kaA) ] 164 3B, 158 BRD 7 1 —7 v FF—4
7 (&) SR | D) HEERIESH (7o, BUE, LEFRIERE O 70 O GIBRREE A0 AT -
2) HiRf BFED dUMR 30T MSI-High 2479 2 #515 - B &
3) EEILRF # (HAERE - 300 ) Zxigic, AIELBEFD
4) #I1HA BRUER 72 p s & DAER O L M2 i3 %
5) 61 ZEEAME LI IEE MR 2 L E B AL R 55 AR AR
6) ZE#h# (ORR) B (177 3B NFERPTHD, )
7) BfE (FERhER 15%)
[158 R ]
1) FEEMIELS
2) B
3) [EERIEE
4) #I1HA
5) 94 f
6) 7Z&%)= (ORR)
7) BHEOBERL
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FIZAYX=T | G| 1) FERIESH T FPRIERE D 8 2 HER2 Bt O T A HE I L FFFE AL
TNy AT | ERM | 2) HEE CEOMEREmRTS) 8B 2 Rt U E i O F AR DT — ¥
(FLAA) 3) [EERIE DESTINY-Breast02 &t %t ( ClinicalTrials.gov
4) HI1H Identifier: NCT03523585)
5) 180 {1 1) FEMRESERL I
6) ZERh= 2) 28t OR¥EHE vs Active comparator)
7) BEZRZ)ER 20% 3) [EERILRE
4) 11144
5) 600 f
6) MERLEATEHIR (PFS)
DESTINY-Breast03 #t Bt ( ClinicalTrials. gov
Identifier: NCT03529110)
1) HEEREAER L
2) 2Bt OR¥ERE vs Active comparator)
3) EEEHR
4) HI114H
5) 500 {5
6) MEHTEATEHIRE (PFS)
Y X T | &A1) SRR ASP-1929-301 (ClinicalTrials. gov Identifier:
tagahor | R 2) HRE NCT03769506)
U (BESH 3) sk 1) FEMRESERL L
) 4) % 1/11a 2) 2% OKHERE vs Physician’s Choice )
5) 39 f 3) EERER
6) ZEgh 4) % 11148
7 7L 5) 275 f
6) PFS & Tr0S
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(FaivzrX
LA S N = g
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WL o
B %
HHRE
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& R4

[201 Bx]
WELL —EER
2HE+77%R

1)
2)
3) sk
)
)
)

4) B IIAH

5) 16 f

6) MARIZEDZYA MR T ¢
NEIAVE F:)

[P1/2 #Bx]

1) FEERH. BHIE YT
2) AH2 &
)
4)
5)
6) MARIZEDZYA MR T ¢
YRR T Y

53 A% v L /R

VYA MUFREROFERPOR 11T BT HRER: 4
Ll b 8 BT O DMD BB &5 & L AHI 80
mg/kg A —[a] 48 M FEARMN IR G L 7B oA it
BROZEMEORT & B E Lz, 77 R &
B RO TRER i B T — &

301 B BR Identifier:
NCT04060199)

1) HE(EZAL A B TRER

2) 28 CREHE vs 77%HR)

3) EERHER

4) %111 #

5) 74 51

6) Change in Time to Stand (TTSTAND)

(ClinicalTrials. gov

VYA R
- fli bR AL AT & B SE
- WM& S - 2 BE 5
* 5 4EfH]
- BEER.

2) BRI, B P RL 2 IDUE

1) FHEALL.2) BELU AL 3) Hilk,

L58)

3-8.

BB C—EDANME 2R L, BLEIRTEH#
3SR (FDA)
HED LIIEMEENT IO RERERE LT, R

M RaRA ¥ MZEESWTER G 2R, AL, iRz, B

WA IE,

4) 1BROM, 5) JEFIEL, 6) = RAA > b, 7) SMEEHAR Y (B

[E FDA [Z & B Accelerated approval ABER S NW-EZES

MR MR T D HFIEIZ OV TR, KIER

120, Accelerated approval HIEE 923 1992 £ SBHIE ST WD, ABIEE X

EOR R TR TE B &5 72t n

oMt ERTZLEDOTE

% aHliTE B 2 O TREERIRIBR 2 295 & W 9 /IR S D, £ L TROERIER O IR GERER

Bl Lo Tk, ARV EEINDE NI HEDTH D, Accelerated approval HillE X, HAIZ

2 FefFAt & RBRGRHIEEIZEZ S T D HIE Td 0 MELH & OHRRREL B 27z, £ 2T, iR

RRICRENDRBRONKTZR 12 OfRELBT 5720

Accelerated approval 758

WA X7 14 B EIZ 2V T Approval letter 7> & B IR5E
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R IBITE L DT,

B o B TROEIRGER ICHEE AR N E R S T2 DIZ% LT, Voxzogo Tl
open-label, external-controlled trial 2AEEREN TV 5, Voxzogo ILBHFEELIE T 7 ARG D
THERKERBREE/ML, Y7 ERICx LT 1 FMBIZTO annualized growth velocity
(cm/year) THEMZRL TV, RIEHGER TIIHRAT 5 £ TOBENRDO b TV,
AHTHGRSA: & L TROEAR7EH% O BRI RN ER SN2 B AN 6 AER OFRA D 5 B 54T
BT DIt LCOKETIE 2021 4ED 1AM THHA R DA T 14 TH Y | KETOFEEIZK
F % BUEIRTE % ORE R 2TE AT 2RI 2 BN D vz . 7oL, BEERNAICOW T, AFT

DOBEREIE L KX EWVTHER SN o7,

%% 13 FDA T Accelerated approval 23 S 7-EH G (2021 F&FE) ORUERR T4 AR RER

Drug name Indication ACCELERATED APPROVAL REQUIREMENTS

Aduhelm ALZHEIMER’S DISEASE Conduct a__randomized, controlled trial to evaluate the efficacy of

aducanumab-avwa compared to an appropriate control for the

treatment of Alzheimer’s disease.

Amondys 45 DUCHENNE MUSCULAR | Complete Study 4045-301 (Essence), A Double-Blind, Placebo-Controlled,
DYSTROPHY (DMD) Multicenter Study with an Open-Label Extension to Evaluate the Efficacy

and Safety of SRP-4045 and SRP-4053 in Patients with Duchenne
Muscular Dystrophy. The study includes a randomized, double-blind,
placebo-controlled period of 96-weeks and concludes after an open label
extension period to 144 weeks. The primary endpoint will be the

6-minute walk test.

Exkivity NON-SMALL  CELL LUNG | Conduct a multicenter, randomized clinical trial and submit the final

CANCER (NSCLC) progression-free survival (PFS) results that verify and describe the clinical
benefit of mobocertinib in patients with locally advanced or metastatic
non-small cell lung cancer (NSCLC) whose tumors harbor epidermal

growth factor receptor (EGFR) exon 20 insertion mutations.

Jemperli SOLID TUMORS Conduct a clinical trial evaluating overall response rate, and duration of
response, to verify and describe the clinical benefit of Jemperli in
patients with mismatch repair deficient (dMMR), recurrent or advanced
solid tumors, including at least 300 patients across all tumor types, and

including a sufficient number of patients and representation of tumor

types (other than endometrial and gastrointestinal tumors). In order to
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characterize response rate and duration of response, patients should be
followed for at least 12 months from the onset of response. Submit the

datasets with final report.

Lumakras

NON-SMALL CELL LUNG
CANCER (NSCLC)

Conduct a multicenter, randomized clinical trial and submit the final

progression-free survival (PFS) results that verify and describe the clinical

benefit of sotorasib in patients with locally advanced or metastatic
non-small cell lung cancer with a history of prior systemic therapy for
advanced disease and whose tumors harbor Kirsten rat sarcoma (KRAS)

G12C mutation.

Pepaxto

MULTIPLE MYELOMA

Submit the final study report and datasets from a randomized phase 3

clinical trial that verifies and describes the clinical benefit of melphalan
flufenamide in patients with relapsed or refractory multiple myeloma.
Patients should be randomized to receive melphalan flufenamide
compared to standard therapy for relapsed or refractory multiple
myeloma. The primary endpoint should be progression-free survival
assessed by an Independent Review Committee. The secondary

endpoints should include overall response rate and overall survival.

Rybrevant

NON-SMALL  CELL LUNG

CANCER (NSCLC)

Submit the final report, including datasets for progression free survival,
overall response rate, duration of response, and overall survival from a

randomized clinical trial to verify and confirm the clinical benefit of

amivantamab-vmjw for the treatment of adult patients with locally
advanced or metastatic NSCLC with EGFR exon 20 insertion mutations.
This could be from the ongoing clinical trial entitled, “A Randomized,
Open-label Phase 3 Study of Combination Amivantamab and
Carboplatin-Pemetrexed Therapy, Compared With
Carboplatin-Pemetrexed, in Patients With EGFR Exon 20ins Mutated

Locally Advanced or Metastatic Non-Small Cell Lung Cancer.”

Scemblix

PHILADELPHIA
CHROMOSOME  POSITIVE
CHRONIC MYELOID
LEUKEMIA (PH+ CML)

Conduct clinical study CABLO01A2301 (ASCEMBL), A Phase 3

Multicenter, Open-label, Randomized Study of Oral ABLOO1 Versus

Bosutinib in Patients With Chronic Myelogenous Leukemia in Chronic
Phase (CML-CP), Previously Treated With 2 or More Tyrosine Kinase
Inhibitors and provide the interim report with at least 24 months (96
weeks) follow-up of all patients to describe and confirm the clinical

benefit of asciminib.

Tepmetko

NON-SMALL CELL  LUNG
CANCER (NSCLC)

Submit the final reports including datasets from clinical studies to
confirm and further characterize the clinical benefit of tepotinib for the
treatment of patients with non-small cell lung cancer (NSCLC) harboring

MET exon 14 skipping alterations who are treatment-naive and who
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have previously received systemic therapy, by providing a more precise
estimation of the blinded independent central review-assessed overall
response rate and

duration of response. This report will contain data from patients with
NSCLC harboring MET exon 14 skipping alterations; data from at least
130 patients who are treatment naive, after all responders have been
followed for at least 12 months from the date of initial response (or until
disease progression, whichever comes first); and from at least 143
patients who have been previously treated with systemic therapy, after
all responders have been followed for at least 6 months from the date of

initial response (or until disease progression, whichever comes first).

Tivdak

RECURRENT OR METASTATIC
CERVICAL CANCER

Conduct the clinical trial innovaTV 301 titled, “Tisotumab Vedotin versus
Chemotherapy in Recurrent or Metastatic Cervical Cancer” and_provide

the final overall survival (OS) and progression-free survival (PFS) analyses

to describe and verify the clinical benefit of tisotumab vedotin in patients

with recurrent or metastatic cervical cancer.

Truseltiq

CHOLANGIOCARCINOMA

Submit the final progression-free survival (as assessed by blinded
independent review) analysis and interim overall survival analysis at the
time of final progression-free survival analysis, including datasets from a

randomized clinical trial comparing infigratinib to chemotherapy to verify

and describe the clinical benefit of infigratinib in patients with advanced
or metastatic cholangiocarcinoma harboring an FGFR2 gene fusion or

other rearrangement. Ensure that racial and ethnic minority subjects are

adequately represented in the trial population, at a minimum,

proportional to the prevalence of FGFR2 alterations in these subgroups

in the US population.

Ukoniq

MARGINAL ZONE
LYMPHOMA (MZL)
FOLLICULAR LYMPHOMA (FL)

Conduct a randomized, Phase 3 clinical trial that verifies and describes

the clinical benefit of umbralisib in patients with relapsed or refractory
follicular lymphoma and marginal zone lymphoma._The trial should

include sufficient numbers of racial and ethnic_minority patients to

better reflect the U.S. patient population and allow for interpretation of
the results in these patient populations. Patients should be randomized
to receive immunotherapy with or without umbralisib. The primary
endpoint should be progression-free survival, with secondary endpoints

that include overall survival and objective response rate.

Voxzogo

ACHONDROPLASIA

Conduct an open-label, external-controlled trial in subjects with

achondroplasia (ACH) 5 years of age and older with open epiphyses to

measure the effect of vosoritide_on final adult height. The trial should
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also evaluate disproportionality and bone age as secondary endpoints.
The safety endpoints related to the drug (e.g., blood pressure) or to the
disease itself that may improve or worsen with long-term treatment
(e.g., neurological complications, bone deformities, sleep apnea) should
also be included. The total exposure to vosoritide for each patient should
be sufficient to meet the study’s stated objectives. The
vosoritide-treated trial population should include subjects who are
already enrolled and treated with vosoritide in Studies 111-2024 /2055,
and 111-3016 /3027 and/or treatment-naive subjects with a genetically

confirmed ACH diagnosis.

Zynlonta

LARGE B-CELL LYMPHOMA

Conduct a_randomized, phase 3 clinical trial to verify and describe the

clinical benefit of loncastuximab tesirine-lpyl in patients with relapsed or
refractory large B-cell lymphoma. The trial should include sufficient
numbers of racial and ethnic minority patients to better reflect the U.S.
patient population and allow for interpretation of the results in these
patient populations. Patients should be randomized to receive
loncastuximab tesirine-lpyl plus immunotherapy or
immunochemotherapy. The  primary  endpoint  should be
progression-free survival, with secondary endpoints that include overall

survival and objective response rate.
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FA4E BFE

AWFZETIE, BARTER LRHICHEMEO S WIERG & U THRIE S RS O BRRA 1 2 7R
FTToODIFIEIZOWTHRET L7z, AFFEREIE, 2015 45 1 A D 2020 4F 12 A £ TITHADY &
HUNIHNRE L U ORI NP ARG, R FLRESE S, eI Sefb Al & R

AR ORI & Uiz, ARBFETIE, 5L LB OK 4% Cancer FdHH7zZ &
BB ORI X0 AOMRE FHE S Cancer UAADKB LITRR L ZENBESNTZZ LD,
Cancer fi & ZIUELFR D Non—Cancer (i D LRl % FROMT M L 72,

R BRI LB OmWERS O ELZ T ICHEELDO O B, EFEOAREIRMLIZE T S
Cancer fDEIEGNE <, BAFMEES N TVWD L FE R bNTz, £ I T, Cancer & Non-Cancer (i
DEIELTE F DEVR Pivotal SEROEWVDOSHTIZIE-S3E | Cancer il CRAFE AMEME S 41TV 5 EK]
R L, B ERICBLEMEO & Non—Cancer fhlZIGHT 2 2 & T, HEKLOMBLED 572

DI R D IR DN TELET S,

4-1. ERLBCLEMOSVERRDER

Non—Cancer ftlZ351F 5 7V b T A —7 7 » OEIGIL 27 144 (39. 7%)  EEFHE EHIA A3 40 {4 (58. 8%)
R LD MEVED S WA KGR < ISR R D Y OFIE D 18 11(26.5%) L@mno T,
Non-Cancer gh2 x5 & 2B D BELHD MO T 70 < | JRIKA IR GEREE TH D . 23D,
BBIELRT BTNV R RWERIRNZ L, ZN O ORBIZOWTEN O OBRERFIC L VL
DBARNHEA TN D EHERI S N7z, 245 1E Non—Cancer fa DB BERS WA TH DL EEZDH
N5, 7B, ¥HEHEEIC OV T Cancer SMITFHEEDMEN TH D,

fR7E B 2> HKRRE T B3k D F 41X Non—Cancer & C 574 H & Cancer §4 330 HIZx L THEL,
7B, WD DGR E TOHIM Non—cancer # 257 HIZxt L C Cancer i 255 H & KZ&L722 &
5. FRE B2 HIKGRE TO BT DV T D 2T, Non—Cancer f23 Cancer 2 X T Pivotal il %
GBI O IR 0D Z AR LTS b D Ll S D, TEEHNLEARETOH

BIZB L TEIEICOWT S PRE L RO Th o7, B, RV F L7 U a—VLE A
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a7 ) 6 TIIRERNOARETOREN 8207 A L7 > TWDHS, ZHIF 64T H 1
B/ DR A ER L O EE %), T ORBEOFERRICB W TAREZES L TBY . SEOFHE
KGE & T o TS O BT O AT 8207 A 230 bl Tldle o 7o, F57E A 2> H AR E TO B8 33
ALicbEWT 7470 R U U ATIE, ARFFRICHDEFERLOEELZ 2720 T
BT,
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