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Tl ﬁﬁ%ﬂk%@ﬂﬁﬁ@’%ﬁéﬂfwé%ﬁ\N*294V%@®KW@%#E?5K
D DGR E T IZIE LR _TUW 5, PhUSE O white paper [16] ~[20] Ti, &R OR
ﬁ@@ﬁﬁ\% ﬁﬁﬁ@ﬁ$$%@%ﬁﬁéﬁg@ﬁ%%@kWOkﬁéTﬂ@;%WTPﬁ
MIHMEEXE A EZD 5 Z LTk Dimam Ok AR AN E W SEGER-> T Y | P EARUME
TN U CHAREZR B A 2R L TR0,
IO EENE 2 TRMEETIX, BRI ATRIEOHR., ThbbEREFOoN—ZTF 1
FeEOBEMIC BT 2 RBE O A B E LT RBMRELZ ZDRnZ & & L,
Fo, AREZFIILZEMEOTNCE T 2 A FFROBBEEGFOREMLERIZH L TH P AR
RLTWRY, ZeMORHME (B Z21X% 5 AE 23 ADR (Adverse Drug Reaction) T 5 & filiifi D
T ARE) 1E P EEEXE T TR E TIRES, BRHEAFICHWO N RETH
5o ZAIUXKEREF S (American Statistical Association, ASA) (2 X 57 [ASA Statement on
Statistical Significance and P-values | [24] PN P i ’5@“@‘6@5%)% bt Z N TESL, K
AT PAEITRR R TO DGR IE LIRSS, 7= BMERO B THRONTHRZH D DT
172 <, WIERHER OO P EZT T < %E'f%?}/bfb\ THMOT X TERET D EIMENR Y
FEThdLilicsnTnD
—JiCICHE9[9] T, ﬁé@&@ﬁa@% EREHZH 9 12E, RRHFTOFIETT =2 2%
L, FBEXEDIEROBT ERDG8IITZ0HEEMALZ ERRETHD L ST
%o SDHICPEOFHEIZELO® HFFEDZEEFNT A8 & LT, XixZHoise il’(U\}j
BHERI L THER T2 OMED & 5 22BNtz 5700 BRIE LT, ARRGE1™H
eI TnD ZOZ EIX P EMPEBHEOFED—D2 L LTH Hjéi(béfﬁf“é?) . H
FlE L THELNAZENRDH I LERLTND EHATILD, EHOFELE L TIDL I ReE
AT DREEEINIZ,
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16. RHNE—BHENB—BMZTFET 2ER

ML AR A MEET 5 Z &2 BiY & L7eRBR DA DORRRABRIZ B W TR b -2tk
T =K%, ZEMEFTR (safety findings) OFRIHIC L 5T, —fRIMrEfEm CcE 213D T v
Z2HHFL TR,  BLEELOLEET a7 7 A NVEH O OMRERBFONT LB R
TIFoMEV, ZOBZFHEEETLHEDITL, HLRBRTHOLNTZWDRDIEEET —F 1,
I HE 0 B THRIRT 5 D Tid7e < [22]. holEH E OFEGMH 2 WIE— B Z /R 5
ZENEETHLLEWVIHIRREENRNEIIZLEY,  ZOXIRTFa—F2WRIRL
THA BT A 3 E D 7223, ICH E17 TEBRILFEHREROFHE X OF A 2B 25— Al
(2018)[25] Tk, Hlk > — BRI O SCIRT, WE— B (internal consistency) & #MH— B M
(external consistency) DEENENIR LI TND, TV DITEBEILFENGR CORKA TN TH
LHIRH O — BRI OWT, T TF AT 272007 Fr—F L LTHRIT I TV
23, EREILFENRBRICIE ST, ZaMiHliZ & O 76 5 W D IRBMFENTICB W THEE T X f5it%
RLTWDEFEZD, LRI T, WEH—EMHE, o TlmeE - Sl I h -
2 M SR Uklan 2 XRS5 22 OfEt, AN — B PEIIEER ORBR TO— B D 5V TEE
O EO—BEHOFMIZEW T %5, F£72. FDA @ Good Review Practice: Clinical Review
Template [15] Tl ZZRMRHI ORI AT 2 78 ~7=#1 5> (1.4 Differences in Approach to Safety and
Effectiveness Data) T, MH—BEMEOFHMO B\ EME B STV D,
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2. ABRSMEOANR. AORTFERFELE TODMDA—X 54 Ui
. GHRAR/GRAERE. RE
21. EA

RS INE ONFUTEERRRICSM L =SINED > B, EOREOEIGOSINE DG HE S 47
B, BIAT Va2 —VESET L, EOREOEIGOSIMENFILL, EOHBIXMTH -
T EHOLNCT HODERTH D, HESTIEISNTWDEE, AR+ EIK 72O
Dy, BERMOWEL D), ZOMOBHANFRLONEELZTH I LITEETHDH,  EitH
SNTIRIE, BIERSIFIC L o CEMAER LD Tholenamb Z L b EETHD, Wik
PR 2 GEICIUE T 5 2 L1k, RPA D= X LORFESCKIZ 1T — 2 fiffTic & > TH A7t
WEH 2% [26],

AEED TR TH D BAEAL R R IZ BT A DRFHERRHE & Z oo~ —
AT A RHER. SRS ORHEICOW TIRERERICE WA B 500 & 5 0>, RO LR 23 IRk
BRI T 2 EZBEOEHEZREL TV O EHT 272D DFEHRTH D, TBREEMO AN DHEEF
FHREE & Z DD N—R T A VRIS REE R H VD | & DITTEREEER] TR AT ROENH D
BA . LRI ROAEITN O L T OMmOR—2 T 4 VRO RN L DB D
DI OB ODIMT 5 Z ENEEL . BT ROMRAZIELIETLES, Lo
T, BERMEFEROMATHNC, NOFFHFERIE & ZOMOR—R T A R & OFEE O AR )
W DD EPR, REMDZ R EAE 52 20 EBE L TB ZENHEETH D,

OF A/ OFRRE OB RIL, OFADEEIE S 2V THIR SRR OE AR AR5 Z LI &
0. PEATRIRICEET 2 HUE D & OFREEEST ATHE T b - 72 0> O fEsB-0ml iR O BRI O fERBIZ
bID, HEMFHZ W TR, AEFESR L BEMT b5 0GR OFEHROF AMED S,
Thbb, JFHE/OFRIFREN A EFRORRGEM TH 5272 51X, £ OFHRIZERRERFMmIC B
TEEINDTHAY, Fio, BIELICAEFZOIER B CTHZ20PIERPN LI 2 55
B, TO LD R AEEFRIIMRMCEET L Fbid (15, HASEPPRREOBRIZ. 0 X5
RAEEZOFMREEOT-DIZHLHWLND,

REDMERIL, 7'v b a— L CTHE SN AL - HEDR & OREEESFATRE T d o 72 0 OHERR.
B DE FLRIL ORI NSO D,  IRFEGESTIRIL DS HIRIE D A0, LRI 556
tHd D,

22. HERSMBEBDAGR
221, BINBED D EER
ICHE3[13] T, FERBRICHAAN BNT-ETOBIME ONRZ AT 2 0NEN D D &k
RENTND, HRRBRASOBENDET CUIT L) T2 FE TEMEZ BT 2LERH 5,
I/ NRE D D REIFRIE, ITT 72 EORRHTRIGER OB ME R (FE), RABRERL7TT L
ZNEE () RUBRIGIR 2 1k L7220tk (B8 RBRIGR IR BE T L2 2tk (&
) RBRESE T LEESIEE IR, Bz ik Li=sinEk @E6), KOSBR T IEE H C %8
L= NE (E1E) Thb, REBREEAZTIE LRI, S0P RISHIST 2T I &
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LT, BMEARTSr. AEFL FECE D). BURRE, 2oftl, [ZH0TE5, ZIMEON
RCRTBIMEL EIE) 1 EREES L ORFREWHET 5, PILOBBIZHONT, AR+
WIRE 2D, IFLEEENRR 2O Z2m5 Z EIXEETCH D, FTIEOHEBZMD Z LT
estimand OB THHFREIFEGROCKMT — % O P NCBEET 5720, HETHD [26], FELT
%LEIJTTHE BT H0TIERLS, AFFG GELEE0) ICHOBEINLIXENENERFT D

(ZTRBRIRIZ tl#éﬁé@@&%ﬂ%#é:kﬁﬁ%f&é Ik L72 S MEIZ DWW TRE

m&% 2T HOICHIEEBHUAOER LG T EEZTRTZENFHTH S,  ICH E3
[13] Ti&, FIkL72sEZ R IR & &I ERISTITRERNH D LB TN D,
EJ E%m:fééﬁ FRMT Tl 2 OB S/ ONDET — X E2HMAET DL EEBEL, &
REBRICIIEEOPIEBBHO N T IV R ETLHEIIEHATHL, HTIVRRICIE, Fok
9ﬁ¢t@$%k®w72)_A%éﬁéﬁmﬁﬁ%%ﬁfﬁibfk< EERMERET D, B

ZAT, BEOEATIZP I M THRMER 01 (ST 2 et b b 5035, Ikl THEHEHR)
ELTHOH O Wb DD, FTo, ¢E@$%*E‘§f£<ﬁﬁ+bf LEIZELZETHIED
BRI CRBRRE P EORY I L— L ZED TEL ZENREELY,  HEBRBZETLTH
BAEFGIZIVRBRIBENST LSRN TWAEENREZLND Z LD, RBP I L RSP IR (&
Hrgk) ZXBILCEMEEZIT L N THIELEETHD,

HIEEE o HEEIE CDISC @ terminology list (2 & 41TV % controlled terminology (2555 < &
BINEE LW [27], 2 TIFEBRT AL &R ik 2 XA U 72 R 22 o 7L Z 7R3 (Table 2-1),
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Table 2-1 Study Participant Disposition

Randomized Population

Trt D1 Trt D2 PL
Perticipant Disposition Nk Nk Nk
n (%) n (%) n (%)
ITT/mITT population ok (k) k(KK ) ok (ko )
Safety population ok ok k) k(R K) ok (k%)
Per-protocol population () *E (k) (k)
Treatment Discontinuation
Completed o ) Ll ) o ()
Withdrawn o ) Ll ) o (o K)
-Lack of efficacy ok ok k) ik (kK ) ok (k%)
-Adverse event R G ok (hk ¥) )
-Lost to follow-up ok (o ) Ll ) ok (Hk K)
-Other il i) k(K ) ik (k%)
Study Discontinuation
Completed ik (o k) Hok (ko ¥) ok (HF ¥)
Withdrawn k(KK ) ok (hk ¥) )
-Lack of efficacy ok (G ) Ll ) o (H K)
-Adverse event ok (k) Ll ) e G
-Lost to follow-up ok (ke k) k(R K) ok (o k)
-Other Ll G ok (K %) )

ITT=intention-to-treat; mITT=modified intention-to-treat; N=number of participants; n=number of participants

in the specified category . Percentages are calculated relative to the treatment group N.

222 BEIZLTEDLER

SN %9 5 B 72 B SN E O RHER % WIfEIC T 5 729DIZ, Table 2-1 & RO (A
WEEMAIRS) T, A2 V== 7 LESMER L ORA Y U —=2 ZHRIZSINE % A LB
HONRETTZENWUTHLIHAGLH D, HEDRICESETSINE L L O A T2
TAREMED & 5 LHWT L TV DIZE 2000 6T [AERSGHED A7 U —=1 7 TERINEEITH AL
TO2HEaREL, A7 V== 7 TOHRIE, ZMEBRPEECH D Z L REENDEMIC
W BHRIN - BRAREOTIARNE 2L CTW D AR S D, Fo, HIERZWIEA, Rk
ORGEMMPTIRZ T OEE LG T 5 B2 LN FEEOEM L TlET 5 Z L b, RS
BO— TR OB b R 0D,

RERIER A2 HIE L2 B RIC DWW T, R/ MRE D 5 R EFHRITR LIZB RSO KB H i,
TNENOFIEBEBICT 23MER (FHE) 277, MAT, ZMEONRE 72 —F v — |
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TRTZENZKNLHSOZ &b dH D (Figure2-A-1),  Fiz, FILEBZYMINICEF T LT, £
DN ED X5 72 P IEB NS W EZFHMIIC X 5 (Table 2-A-2), O K5 G, BT IL
7T 7 TRt ZIELAMATHD (Figure 2-A-3),  ICH E3 [13] Tik, HIHGERI &2 ikHB & &
BIC—ERIRTHEND D L5 TN D,

Fio, PIEFERRZOMOBE (F; 2NEOR LH, BOUIR#EEIC LR L) & LCEE#
INTBMENR, AIERT 0B EFG & EEAGRHEB CTHRIE L LW ) FRERAET 5720
2, FIEL7esmE 2 pibEm e & HIc—ERTRT L bR 5,

2.23. EMRITIZDONT
AR AT AE12 8, Table 2-1. Table 2-A-2 |2 < THRE Y F LA FHHATRETH 5.,

2.24. IR

RESMEONR T, RBUTHAAN DN SIF IR T 5B Ik & RBRIEEO k0
HEZNENEZBETDLIENEETHD, FrHT, ZRMEHMOOBATIE. NEEOHIELHE
EEOJRK & 72 5 EHEFR] TRKICEERLZENET -2 ThHZ b, RBRIBEOH LD
HEPAERIND, REBREEZE T XUIFIELEEA 2R L, FIREA SRR TR D
E DR T D, HPILBIG BB TR D56 I8 L ORENME A TRR T LR E R D,
FIEEI S ZHMBNCE R L, RROBHH 2 VB ToOFILO Y — 23t 5 Z & A A
Thb, FHPESEERERICSZWGEAIT, ZOREEKGET 2 2 ERREEE WD Z L2 b,
REMIR OB IR X 25613, RUIRGICE2EBEZHNAT2LEmERH L, 1AM
RSP HIENRET D561, 1R E OBEENMENZ ERB X D,

Estimand DA TH, iR IE ERBRIBFEO P2 XKBT 20X H D [26], AERIEEOF
1Tk, RBro@b CHRERBELZ FIE LI bbb b9, BB E Ik S -54E, i
NIEREROT =2 %552 R TE 5, BTk, Rgahik LicioichibigEo s —
B afFH Z EMTERY,  THOIIHER L2 WIBEN R AT T REN R D,

Fo, BRPIEOBEE &L L THIMEARAT 0 L AFFROM GBI N TV SGAIT, 20X
IMRBIMEE I T EHEOOBMP NI — L ERT I ENMLETHS,  FDA Reviewer
Guidance [15] Tix, AMERF0 L AEREROM G THIE L7ZSNEIL, AFFEROIT AU T
AT HEIITHETEL TS,

FIEFHR DN ERER TH L E TILICE ST HEFRICHEY T 0K BT & TH D,
IS OERITIEFREETITRR DN GBRETHERON—V L HFEELRO—Y) TIL
3 ND,  JEFIHIEE (Case Report Form, CRF) DR 725 _X— |tk SN 5 A EFEHRBENE
WMEBAMENPELLBND LT, T—FENET L2 L2 HRT 5,
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[Column] A IEEEH DFF43A
FIEERH S RBRSINE O F LU HSCERHEIECH 556, £ O L HONEHIE OR L
NEETHD, ZNOLRBHRTHDI%E. BRI ILEH 2 BHE T 2 vtk bl
20155, ERRRBROTIEEB 2 FSET OSBRI, BoEEE oA #ER L Tk <
ZENMETH D, FDA Reviewer Guidance [15] (Z1E. reviewer |ZHFEH MFFE L 72 1k
HAZHET 22 Lo TEY, BRRBROE I OB EED 2 \WIFFEEO HFE
THEINTWAGAEREMEM OBRAERE T 5258 ITERNLETH D,

2.3. ANOMETZEMEFHELEZOMOR—X T4 45
231. RIEEOHLHIREFER

BANRED DR E UCTHEE, M, A, RIE. ARELKOBMI #3545,  Fin, K
HEOBMIILEGET — % Th v, BRFEE (B, M, SRS, o ME. PR, &K
) #Fr9 5, MWHROANEIZDT IV INT—ZTHY ., K0T 3V OE4HIE & flT
GUEMIC 50 5 EIGERRT D,

7. RO EHBICERT D MHT I RERMIC K L CEH A ERTREThD,  BlZITED
P& RRFES 5 %72 Phase 3 REBR OB AT L 72 DT RIGAEM (FAS, ITT 72 ) 1&xF L TR
TRETHD, Table 22 I[CHREH > 7V ER L TEY | IBIEEED & L ORI S8 M 2RIt
L CEHTHZ L a5,
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Table 2-2 Demographics

Safety Population
FAS Trt D1 Trt D2 PL Total
n (%) n (%) n (%) n (%)
Sex Male ok (hk ¥) ok (hk ¥) ok (hk ¥) ok (k% %)
Female ) ) ) )
Race American Indian or ok (3 ) ok (o ) ok (3 ) ok (o )
Alaska Native
Asian ) ) ) )
Black or African ok (o ) ok (o ) ok (3 ) ok (o )
American
Native Hawaiian or ok (3 ) ok (o ) ok (3 ) ok (o )
Other Pacific Islander
White ) ) ) )
Ethnicity Hispanic or Latino HE (R ) HE (R ) Rl () HE (R )
Not Hispanic or ok (o ) ok (o ) N G e )
Latino
NOt reported sk (***) sk (***) sk (***) sk (***)
Age (years) n Hk Kk Hook Kk
Mean ok ok sk ok sk ok sk ok
SD ok ok sk ok sk ok sk ok
Min kok kok sk kok
Median ok ok sk ok sk ok sk ok
MaX kok kok koK kok
Weight (kg) n *% *% *% *%
Mean *k ok *k ok *k ok *k ok
Min stk sk Hk sk
Median *k ok *k ok *k ok *k ok
Max sk sk Hk sk
BMI (kg/mz) n ok sk sk ok
Mean sk ok sk ok sk ok sk ok
SD sk ok sk ok sk ok sk ok
Min kok kok sk kok
Median sk ok sk ok sk ok sk ok
MaX kok kok sk kok
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2.3.2. BEIZIE L TEHDER

VEIZS U TEDDLIERE LT, FoB 7 IV Ry (BRI T IV 7 —42), EH, Hilgk
N EZZT 5, FIZITERILFETESR (Multi- regional Clinical Trial, MRCT) Tl [E<CHulsk DO fF
WEEDDLZENMETHD, Fho, FRODT IV RKOTHRBRO S REN (R AEMH/NE
M) ICESE BYURKSERETDHZENEE LY, BT ASEORERICB W TIL, 65
R TS RA RS LT A ENEZ SN D (ICHM4E (R2) [28], Table 2.7.4.2),  £7-. &E (#k
F—) JINRE LR L LR ERLVE U EET RS CHERARERE 25,

HGE T — 2\ D BRI R IOV T, 1231, f/NRE D 5 _REFEHR | TR
AT M OIGREZ XV SINTT D 72DIZUSNLE (25%5. T5%R) ZFRrT 52 L bAMT
b5,

TRBR SERE G EC G L 7ot RER (PPS) T MM st G E Mt 2 4EFH . Zhubic
%45 N ORI L T OO R— 2T A VR AR T 5 OIS HEICE U TERT D 2
LRSS, Eo. BREF ORI ERETT D 70O ORFHURE T Table 2-2 DIREY 7L
WZEDTNRY, 2B, ZHHIZET H2RIFAIT Table2-2 LR TH H 720, AREIIXKIGT D
IREED > 7 VX E D TR,

2.3.3. HHEBITIZDOLT

BEEER ZH A #éﬁém%\nwﬂaKf#@?%yfwﬁ%wiiﬂ%T*f%é AT
TY RGEERBRTCIEO I T TV 2 TORE L, AT CHHT L ENEELWVA, A
THRICNEIZIE U TAOT TV XS %ﬁ*ﬂépﬁ“é EHHRETH S,

2.34. R

N OREFHRIERE & 2 DO R—2 T A REOFEM CIX, BRI AGA F - M R
IZZEDHEERIES 2 L Z 2 5N DEREOLH & TR L TRy (AL FTREME) 12DV THER
THZENEETHD,

BT, NOREFHERRE & Z OO R—2 T A VPRI OW T, IRIREE OEWZ R T 5
ZENEETHD, IREBFTINOIERICABIEN &5 & ZaVEFT RO INEEIZ /R 5
BANET D, BlziE, FEEEZT 7B RREL X TRENLL ﬁéﬁﬁﬁkbf@ﬁﬁ?
DORBENEN T 7B RBRCHA_RTERERETEWEAIS, 202 EPERNCER T 2 0035801
K$ 200 MR & FEROZAERMTER T 200 AN EE L 725, 72720 '“\EW%W
Folsak B Cld, A AR ERIERE & F DM D N— 2 T A R IIE R TS BN TV D
ERHIfFSND,

24. GERE/GtRAEE

241 RINREDHDHREHER
BRNRED D ~EEHRE LT PR LOIFIRIEOERE KR TRT Z L2 5,  —
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ERIORTITHFRITERNCS TRV RD TEL ZENEE L,
OEAE K OMEREOEHRIL, ERPEFOMROBIIVNIETH S, Bz, EERAEFRS
DIEE OIS IOEEEICBEE L TV A AREtE 2 a2 BSICRIH T& 5,

242 BEIZIELCTEDHH1ER
PO B 2R T 2 12O OFHEREZ BT 2 Z A TH D, AEHROIGHA
BT - 72 PR 2 R5H2 Z ENAEHREE L H 5,

2.4.3. fEFR

AN B W THFHE R DR EOFE#RIL, AEFEFRORK O HEE IO RETH
DAREMEA E & E AT, TREREE & D RIRBIR DG BRAY 72 P REME 2 R T B 22 i & L CRITMm
ERBH5,  FRHT, BEMET 2 7 7 A NVEFHEOIT DIERPH2IZHEE 0 2oH DB EH LD
itk ORBR T, BRRAYICEHE A EF RIS TIEET 5720, CRF OFEFRDO~—
VTET DL b—2DHEL LTHEF LI ENTE D,

AEFEZOWBFRATHE S 2 HRZ LT 2560, BEHODREZRBLTLE S /O H
L OFMHIRE O 25T 2 BB IR0 T JFREZ M L2 BBIE LR CSNE T
BEIEN U720 OREEZR &, SMEDLHMIEZ DT MDA — NV E2ED LNENH D,
Z DR, FEH 3% BRYIZ/S U C WHO Drug Dictionary @ preferred name, ATC (Anatomical Therapeutic
Chemical) 773, A DHALTHEET L2 LNEZBND,

25. BREFER
251, R/IMNREDHAINZTER

BB % L Cld Table 2-3 O X O (IRIFEREZ L OB EW (W7 IV WNT—H) 0N EE
WERETHD, BHHMOANTIVREFEHETLHITHY, RBEOTVF A UIRFL
TRESND, Fo, BE5ICHEAT L E202ER (ikbE, —AFEHREERE) onTanrd
L A, ROBBRT A VIS L TED D Z Eemal S,
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Table 2-3 Study Drug Exposure

Safety Population
Trt D1 Trt D2 PL
Week Nk Nk Nk
n (%) n (%) n (%)
>=0 to <1 ok (o ) ok (k) (K K)
>=]1to <4 ok ok k) Ll ) o (o K)
>=4 to <12 ok (ke k) *k (kk ) o (o K)
>=12 to <24 HE(REF) ik (kk ) ok (%K)

252 BEIZIRLTEDLER

FRBRORGHIE (EgeT — %), BkbE, BEAME KkEHE, FHREN &% 2 0I5
CTEDLRETHD, INHIETRBRT A ﬁkf*ﬁék AMRKEL, £1REAIT Table
23 LRABRCTH DT, IREY T /T ED TR,

2.5.3. HEEHTIZDOWNT
Table 2-A-5 D L HICEHRERZ &, BT L. RBRD Phase Z & ICHRBRBIM A 5L 25 = LN
F LU,

2.5.4. fiEf]R

YRZEH S DGR AT 2 T2 DI B2 G+ 72 I, HEDEH & TR S 722030 AT RE
?%6&5K%%%%?%%ﬁ%60 DI, BEORFIRABROBEEE G 4 e LT Table 2-
3, Table2-A-5 DX HITRTZLITARTH D,  Flo, NARGHFRESE Z DM DOR—ZF A
VEEOERHER L ALY TRINT 5 2 LT, TIRBRICZOEEELET D EE 2 LN 5B
FEMZBWT EDORERE SNIZONIHONWT, BETLHZLENAETH D,

ICH E1 [1] Ti&. EBEEMEDOFBITHR T 2 RWIROBRIZ OV T, BAFEERE Tl 500~1500
FLIE DRIBEII T DBE AR SN CRBY, 205 H 300 Flicx LT6 » A, 512100 #ilic
SLTI12 7 HOHERHAETORENRDONTWD, HEFRORM (EIEE, BREMEOEE
FHORBMES) ZHHATED L IIC Table2-3 ZHWTC, BT 2V XKy MUNIERE LD 2
T Ra ™ 2 ENRIRRE TIILETH 5,
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2.6. Appendix

Figure 2-A-1 Disposition of Study Participants

Obtained Informed Consent

N:**

Enrolled Unenrolled
N: kk N: sk
|
Randomized
N:* *
Randomized and Not Treated N="**
| | |
Trt D1 Trt D2 PL
N=** N=** N=sk*
Treatment Treatment Treatment
1 Discontinued | Discontinued 1 Discontinued
N=sk* N=** N=*%*
| | | | | |
Study Study Study
Completed ) _ Completed Completed )
Discontinued Discontinued Discontinued
N=*%* N=** N=%**
N=** N=** N=>*3*
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Table 2-A-2 Disposition of Dropouts (treatment group)

Safety Population
Reasons for Withdrawal N=%** Discontinuation Time
n (%) < A months A — B months B months =<

Lack of efficacy ok (o k) ok ok ook
Adverse event ok (k%) ok ok o
Lost to follow-up ok (HE ) *% *% s
Other ok (o ) *k *% *%
Total Ll G ok *% o

N=number of participants; n=number of participants with row reasons. Percentages are calculated relative to the

treatment group N.

Figure 2-A-3 Cumulative dropouts (treatment group)

Safety Population

dk —

Cumulative dropouts (n)

< A months A — B months

Dropouts time (month)
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Table 2-A-4 Study Participant Disposition (Study Discontinuation)

Safety Population
Trt D1 Trt D2 PL
Participant Disposition N=#* N=#* N=**
n (%) n (%) n (%)
Completed ik (k%) ) (K ¥)
Withdrawn *k (kK ) o (oK) o (8 ¥)
- Lack of efficacy k(R F) ok (Hk k) e
- Adverse event ik (kk ) ok (k%) ok (%K)
Adverse event ok (ko k) Ll G ok (k)
Progressive disease ok (ko k) Ll G e G
- Lost to follow-up k(R F) ok (Hk k) ok (k)
- Death ok (H K) ) (¥
- Pregnancy ok (ko k) ok (hk ) ok (o )
- Withdrawal by Participant ok (Rk K) 3k (RE K) ok (k ¥)
- Other Hok (% ) ) (¥
Table 2-A-5 Study Drug Exposure
Safety Population
Trt PL Active Control
Study Nkt Nkt Nk
n (%) n (%) n (%)
Phase 1
- Study 1 ) ok (k5 K) N/A
- Study 2 ) ok (k5 K) N/A
- Study 3 ) ok (o K) N/A
Double-Blind Study (Phase 2 and 3)
- Study 4 ok (5 %) ) N/A
- Study 5 ok (Hk k) ) N/A
- Study 6 ok (Hk ) ok (o ) Hok (k)
- Study 7 k(K ) N/A ok (5 %)
Long-Term Open Label Study (Phase 3)
- Study 8 HE(REF) N/A N/A
- Study 9 HE(REF) N/A N/A

N/A=not applicable
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3. FRRRBREME - NM 2L A - DERNTA—4

31 EA

RIREE, A NP A U RODER AT A —4 (LLF, BERREMS) 7 —Z 1%, kst
%E%&w-mwwmi%@k\@%%@i@%%@ﬁﬁ%@f%&%@ﬁg®ux&%@ﬁ?
HIZDITHUE - T Sid [14],[22],  ZHBIFLAFOIE LM SR H L 2 Enn, ARETE
LD Tl 5o

TEIRBAAARTY D IR I T TREFIJICHIE SN D,

BEET — X UINEFH T 2V W T—2 & L CRBNRNEEI SO D,

FONTCHERBRPZOEESTT SN DM, —EORMELZHEH L NEFAT T W7

— AR ET —HICEB L TCHL O SRS,
ARPEETIE, BRBREME, A ZL A ROLER ST A =2 (2o T THMiEnE ) T4
AU SUTERFAE~D T 7 N O 2 DOBUS I ORET 5,  WEMNGERL/T A —% B : IR
MEREL, FMmEREE) XA ORI LV B D Z & h, Ratgst &35,

3.2. General Consideration
3.21. MREMRITOEMR

LD/ N S VGBI OB 721 CTIIM i T & WM RO 0, O m o R &
DIz, BRLANNVIEFTRRET —F Ry =V LUV TOREMHRF DN EETH 5,
AR L~V TOT =2 Tty 7Tk, BEICT — 2 A ?5 EERER L, BRARABR
DYVHIEHE D & A O HALORE T EE ED, A 2B LT — 2 B2 #1255,

3.2.2. 3ES KRR (Unscheduled Visit) THIE

A FHRFGIBUF ORI O /T OfE e £ 1B R E L 2R R DN BRI
EENRESINDGEND D, T OBUESREERFORIER RGO TWDHIGEITIE, #
WEOBMIED D Z L a2 HET D,

HLESN OREMIC R EEN 5 D55 IGEHB]T*@E&TP%rﬁ&ﬁm%i&®@ﬁ®
%%@Eﬂﬁﬁ®—yﬁj%¢ﬁ¢é% HMET 5,

3.2.3. FIMER DK KIE

PO ORI LTTEAR S OB TN, AEEETEHART — 5 0%
BT A IR O 5l 2 R A1 5 = & 2HET 5,
B TEERINT 5B AT S XISk B I ThH 5 BIERE (SD) bHECRRT 5 =
LA HERET B,

324ﬂiﬁa&—x54>#ewwm

i R A A AT 5 L B i AR %F%@ %#%é%ﬁ% NR—=2F A DA (B
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3.2.5. BRERMICERGREMBEE | BMER & RAER
FRIRAOIC AR A E SR 1T, il 2 DT A —=Z OIS D 0GRl S D, FRICHRE
TEORRE T, IGFRBAAATE O FR M BINMETE) Che/ME (BB ORITIHER T %,

3.26. Y5 7DFHA

BRI A (T RO R, ERIR R TREND N, T Bl % DIREN B I(ER /2T
—H DINF = RNE =D DR E DR MO 2R T 2 DL <, F)
ZHT D,
ZITUIT72MNTT —F 2 RMAL T TCER L ETHREMICERGLZTEL, FHT 56
T2 R E LT Dbl 72 ot 2tk e 2 2 & TRIRM 2R ZAMERHMI AN ATRE & 72 2,

LUTICH RS OO WS RENR 77 7 LT ORAOEFN 2T, B, IF
(T L EMEDKRZFHRES, Wi ETORHRT 2EE A TE TW R EES, 2 #U L
AL T 7K LTI T —FRRET DI EEAREETIIRET D,
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(2)  FME EAEER A O R RHER
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FT—HAORERELEL X EZFRFICIETE S
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3.3. I ME M)
3.3.1. RIMNRED DR EIER

IR A B L CEREEOEN ED XS ITHR LIch 2 nd 72O FiEE LT, [HKREERIC
BILHEEOHRE] | [N—=RT A VENLDOECOHERE ] KO NEREZICBIT 207 T VAHE
DR O 3 OnRFF oD, WTNLAET —FEMTONRKME CEIESHIESE, S5m0
FMHEDT — %) OFEFZERT HDOT, LUFIZ 3 DOFED LITR/NRE D 5N EFREH T
2o

(1) BRBEREIZIB T D HEEOHER

Fon ik IRF AR T

EErR Baseline SRR B (F1%. “F¥E&SD and/or
Post (£ B KB) A
Last

Table 3-1 Summary Statistics for Measurement Value

Safety Population
Trt D1 Trt D2 PL
Parameter Time Point Statistic N=** N="** N="**
[Category #1]
- [Parameter #1] (unit) Baseline N ok *% *%
Mean *k K w3k sk %
Median *k K w3k sk %
[Visit #1] N *ok *o% ok
Mean Hk ok w3k sk %
SD *k %k *% ¥ ok
Median **.* **.* **.*
Last N ok ok sk
Mean ok ok K ok ok
SD *k %k *% ¥ ok
Median **.* **.* **.*

N=number of participants

31



(2) NR— 2T A MEDD DAL DOHR

TRk F A e
EErR Post (B KB) ZRF R (B, EYE&SD and/or
Last A

Table 3-2 Change from Baseline Value

Safety Population
Trt D1 Trt D2 PL
Parameter Time Point Statistic N=** N=** N=**
[Category #1]
- [Parameter #1] (unit) [Visit #1] N ok ok ok
Mean **.* **.* **.*
Medial'l **.* **.* **.*
Last N ksk ksk ksk
Mean **.* **.* **.*
SD sk sk ok Hks %
Median sk ok ok Hks %
N=number of participants
(3) BEBRICKIT LN T TV EOHER
FonJiik IRF AR 1%
AR Baseline B 5 YR O I, EE
Post (&-H7E HKFT)
Last

X AT F VEOHE] REFITE L TRIE)

TEMEAE (-/+-/+/++HA+H++++) | FEYMEEIPH (H/N/L) . CTCAE 7' L— K
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Table 3-3 Summary of Category

Safety Population
Trt D1 Trt D2 PL
N=** N=** N=**
Parameter Time Point Category n (%) n (%) n (%)
[Category #1]
- [Parameter #1] Baseline [#1] ok (k) Rk (k) )
[#2] Hok (k) ok (k) (k)
[#3] Hok (k¥ Hok (k¥ ok (¥
[Visit #1] [#1] Hok (k¥ ok (k¥ ok (¥
[#2] Hok (k¥ Hok (k¥ ok (5 ¥)
[#3] Hok (k¥ Hok (k¥ ok (¥
Last [#1] Hok (k¥ Hok (k¥ ok (¥
[#2] Hok (k¥ Hok (k¥ ok (5 ¥)
[#3] ok (k) ok (k) (k)

N=number of participants; n=number of participants in each category. Percentages are calculated relative to the

treatment group N.

3.32. HEIZHRLTEDDER

T=RIZE L0 ERH Y REBMEDOH TEAOFOEM Z R LIC WEAIEL, FEFOIXS
EOEASWERTIHE®R B EERE RRE, B/MES) 28052 EREELY,  F72, R
RELIEOLOEFDOELSVERRMICE LD TR D EOICH & ZRISCHER K OTE A 2 #5535,
¥, Q) IBERICB T DT AVHEOHR] O 7 b T —T WOV TIL, 1R THERH &
LCATFAVERED LD ITHER L& 55 E IR 5,

(1) BRBEREIZIB T D HEEOHER

FRTTIE R A, T
FEHER Baseline KRR (B15. “EBIfE, SD. &b
(Table 3-A-1) Post (B KB) fill, 25%5 (Q1). A, 75%x5 (Q3).
Last B RKAH)
e~ Baseline fe/ME, QL. HUHE, Q3. IKfE
(Figure 3-A-5) Post (%5 Hi & KPr)
Last
H® Baseline SEYME +SD
(Figure 3-A-6) Post (%5 Hi1E KPr)
Last
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(2) NR— 2T A MEDD DAL DOHR

Rk R A, G

L TiE S Post (45 B Kl SRR (%K. I, SD. &b
(Table 3-A-2) Last . Q1. HHAE, Q3. A KfH)

e srX Post (F5 ML 2k fe) /MEL QL PR, Q3. HRAME
(Figure 3-A-7) Last

HERX Post (£ BLiE KB) I+ SD

(Figure 3-A-8) Last

(3) WBEBRICBT LT TV IEOHER

TRk R A 15
7 R 7—7JL | Baseline X Post (% ME | 77 IV E FEOHE, &
(Table 3-A-3) KPE). Last

X T AVEOH EEBFEIL U THRE) :
TEMEAE (</+-/HA++HH4+H+), FEUERIPH (H/N/L), CTCAE 7' L — R (EEEIR DO 5A)

3.3.3. &R

TERFHERS DR D AR OEM & L TohMEM Z BT 5, ERES TIITIRR 0%
BRRZIZSWEAE TS, B E L THFZEET 5 2 & TEERICERRIBROZENI 5
2556005, FLT, R COREHEBIK L THMERZERET L2 L2 X0 FEKRME
G [ Nl £l AT Qe N g D N A

HCMBE ) 2 R TH 2 2 S 1T IBIRIC K D5 B O A AT DA Th 5, K
(ZN—=Z T A 29D DAL DWW TR THIRINIZ R D & 2 722 % 7R LT G813 Er 72 U
AT DIFAENRIR SN D,

(1) &KBEhelz T 2 HEMBOHERS
B RBERFIZ 35 1T 2 I E M1 0D - PAE ST P YA D HERE LT DU TR B RER] T2 7R DM
WD, JBEBAEHR OIBIERE OFENRR— R T A AMEDFEIZ LA DO Th A A RetE s %
BT 5,
(2) RN=AT A MENSDELDOHER
BRBERFIZI T D=2 T A MED D DEALDHERZ DV TIRIERER] TR IRV )
BRI D, BKBERHIB T DMEMOHER L 13820 RRIC LV AE U LR LS
T,
(3) RFERICB T DT IV EOHR
717 2 VAR ICERBR S INE B G OIR L DA OV TIRERER] TEDN W R+
Al
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34. EE{E
3.4.1. JRIMBEDHEHIREER

HUME A NER & L CORBNZHET 2 Z ENEMTH D DI L, BEEIIE 2 OfE D 2%H)
DOHEPEHTH D, HELRERFEITFESH RE TIIRM CTERWARERH DD, T
W E L7 (BRENIE 13.43 BRRMICERO ® 254 2R 1 DaANnT-R RS INE OFE
00 K (B BATKEE) (TR LB O 50 ) S A UE 2 R IR 5,

FRTFIEIL, RESH T TV EOREIC L > TEEUIT 7 v T —T NV EERT D5, Wk
RIEENRE TEDEBITEFENDDLVLT VN, BT FTVHEICH L TR—=RAT A b ED
EoIZv 7 b LI MR CHEGR T 25615, 7 b T =7 AR50 0070,

R AR R A E O B E— B OMREY > 7 LI ICH B3 [13] IZfF1ET 5,

For Tk IR A [E:H

RiEtR Post (A% DOETOM%E | FE MDA N FIE, BE
(Table 3-4) wGEL D)

7 b7 —7 L | Baseline X Post (IR % | 77 TV HoOHE, Ho
(Table 3-5) DWT I DIE)

X OEANCERO H D HUE ( 1343 ERNICERO H 5 I BH)
XK T TVEOH] EREBEICL U TRE) :
TEMEAE (-/4-/+/4++A++++++), FEYEFRPE (H/N/L), CTCAE 7' L— R (JEEEIKO5E)

(1) TN T =T NICBITHRAL b

VT T =T E, RN ATA UNBIRRRIC R DT T ~ M LT SINE & HE
B LR oT2BMERETTHDOTH D, HEOBPTELLERELEENRTHTH
LI, IBFERICKIT D REDOME (RRME, f/ME) 26ReT 52 a2 fEd5, B
TS U TR T 5 U 27 3@ 2568 135K R (IRIE% O Rtk ORI E M
DIFONTERER) ZxRET LI EBHET L, Fo, FEBNE OIREZ ORKEZ %)
BLLIFE, B/MEEXGE LR ETNENT TERT 5 & BMER & Bs
EEAERETETCTEHTH S,

(2) BMEBEOA T MIBTDHHRA R
FEERREEICB T ABMEBOD 7 ML—d, B REREE OB 72O R Y 132
TOWRYRDZHLET 5, Flo, ZOEY ROITMEITEHEECRERS EICHRT 5,
BRBICEBROREEE R LGS, BT 2 VRR—RAT A b OO F 3
CThiLE, ZOSMFL 1V ERZT I b5,
1BRZICH MO R 2 B CUTEMRE LAMERE) Ol G E2 R Licdhe. TO3
FIXE kTR CUTRF OREE) Bttt v e b1 5,

35



Table 3-4 Study Participant with Abnormality

Safety Population
Trt D1 Trt D2 PL
Nk N=ko* N=##
Parameter Abnormal Criteria n (%) n (%) n (%)
[Category #1]
- [Parameter #1] >XX ok (Hk k) ok (k) ok (5 ¥

N=number of participants; n=number of participants with abnormality after administration. Percentages are

calculated relative to the treatment group N.

Table 3-5 Shift Table (Baseline vs. Maximum Post-baseline)

Safety Population

Max. Post-baseline Result (Shift from Baseline)

[#1] [#2] [#3]

Baseline
Result n (%) n (%) n (%)
[Category #1]

- [Parameter #1] Trt D1 [#1] HE (R K) Rl (i) Rl ()
(N=*%) [#2] ) ) ok (5 %)
[#3] ) ) ok (5 %)
Trt D2 [#1] ) ) ok (5 %)
(N=*%) [#2] ) ) ok (5 %)
[#3] ok (%K) ) ok (HK )
PL [#1] ok (%K) ) )
(N="*%) [#2] ) ) o (HK )
[#3] ok (%K) ) ok (HK )

N=number of participants; n=number of participants in each category. Percentages are calculated relative to the

treatment group N.

3.4.2. BEIZHLTESD BER

SEHIMEITRE S & AT 5 A1, Hy OB [30] 1208 LIEpIc >V CHYE L Th< — & &
WY 5, COBITIRAREERMNICIRR 57D B b AR Th s,  ERNRERS
VAR 725 2%, (ARSI & R CRE DREGIOHR LIRS 5 - & AR TH D
EREERT S LT LR,
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Rk L G

EHES Post (18t DT D% | Hy DIERNCHE L7 fil%k

(Table 3-A-4) *H LT D)

;1) Baseline X Last Baseline vs. Last D434

(Figure 3-A-9)

;1) Baseline X Post (JG/% % | Baseline vs. Min, Baseline vs. Max D47

(Figure 3-A-10) D/ME. KREE RS L | 1R
(Figure 3-A-11) T5)
fERIHER X Baseline JEB Z & OHER
(Figure 3-A-12) | Post (% k%)

343. FBRBICERD HHE%EE
BERAEFEZOET 2720, MEMEICHT 2 EECR—ZT A MEN S DELOREEFEDT
Tr—FICEY | BIRNICERDOH D FEELHRET H, AT A UE L IEFRE OREMEIZ IS
CTRERELZRET 250055, WINOHBETH, EEOREITITRREFEMZIT X 2
VEThD, Fio, BE L EETRBR MR 7 2 77 AOBRPCTEE L RN LN
ZE LV,
— AR SN DAL TIORT, F, MAOKERBREINDZ L HEZ,
HERLIEHFEILME (Common Terminology Criteria for Adverse Events, CTCAE)
ICH El4 GEFIAEIRIEICI T 5 QT/QTe MilRD LR & e REENRIEH DIEHER) FT eI B
75 R AOFEAM) [31]
Hy O¥EH
HHFIMEATFESE (Drug-Induced Liver Injury, DILI) @ FDA H A # > A [15] 1285 —v
saliik
Bl z1E, [T oeetafsd 5] [22] 1%, EEREMICTT 5 BRI ESE
HRENREINTND,  Fo, HARBRKRMELER RS EEGERILHEEZES)» D
2019 R TEARIZET 2 EFERRRR AT H O ELMERTME] HAAEIhTnDd [32],

3.4.4. iR

HEEERE2729)0 02O CERET A Z L2 X v, ICHE3[13] IZit#idhTcnd Hilx Dz
mEDZA] KO TERRANICEE R RE | ([2OWTELT S, KO 7m0 R Eic S
HL. TORELEEEDDINTZRRSINE OFIEPNIERER CRZR 256, BIEMRY 22
DFENRREND T, ERDIBLEZETDH, b, MARAEEEDNTER T XSAEES
(14213 FRCEHEATRESHEEFL) 2R) LHEERH 258101, TOAEFS & BT 5 K
MREMEZ G THRIRT 2 ZERNERTHY . TOHEE 143 Hx ORBOT-DOMRE (MEIC
JGLTEDDLIER) 2BHENT-V,  ZTOBICELDT [y v aiR— RRIER) [22] AL
FTWES, PLMEMCERFEHE OB ER 2 TH 2 LA HRT 5,
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3.5. Appendix

Table 3-A-1 Summary Statistics for Measurement Value

Safety Population
Trt D1 Trt D2 PL
Parameter Time Point Statistic N=** N="** N="**
[Category #1]
- [Parameter #1] (unit) Baseline N ok % ok
Mean oK *k K *% ¥
Min *k * *k * *k ok
Median wk ¥ wok ok
Max *k * *% * *k ok
[Visit #1] N *ok *o% ok
Mean **.* **.* **.*
SD *k ®% ¥ ok sk
Min oK *ok ok *ok K
Median oK *k K *% ¥
Max *k * *k * *k ok
Last N ok ok *3k
Mean *k ok w3k sk %
Min *k * *k * *k ok
Median **.* **.* **.*
Max **.* **.* **.*

N=number of participants
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Table 3-A-2 Change from Baseline Value

Safety Population
Trt D1 Trt D2 PL
Parameter Time Point Statistic N=** N="** N="**
[Category #1]
- [Parameter #1] (unit) [Visit #1] N ok % ok
Mean kK ok *ok ok
SD #k * ok * sk sk
Min *k * *k * *k ok
Median Hk K w3k sk %
Max *k * *k * *k ok
Last N ok %k ok
Mean **.* **.* **.*
SD K ok ok
Min % ¥ Hk % *% %
Ql wk K wk K ok
Median **.* **.* **.*
Max *k * *k * *k ok

N=number of participants
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Table 3-A-3 Shift Table (Baseline vs. Last)

Safety Population
Last Result (Shift from Baseline)
[#1] [#2] [#3]
Baseline
Result n (%) n (%) n (%)
[Category #1]

- [Parameter #1] Trt D1 [#1] HE(REF) HE(REF) HE Rk F)
(N="*%) [#2] Hok (%K) ) ok (HK )
[#3] ok (% ) ) )
Trt D2 [#1] ) ) ok (5 %)
(N=*%) [#2] ) ) ok (5 %)
[#3] ) ) ok (5 ¥)
PL [#1] ) ) ok (5 %)
(N=*%) [#2] ) ) ok (5 %)
[#3] ) ) ok (5 ¥)

N=number of participants; n=number of participants in each category. Percentages are calculated relative to the

treatment group N.

Table 3-A-4 Summary of Liver Function Tests

Safety Population
Trt D1 Trt D2 PL
N=r N=t N=*
Parameter Abnormal Criteria n (%) n (%) n (%)
1. AST >=*3 ULN ok (k%) o (oK) (k)
2. ALT >=*3 ULN ok (k%) o (oK) (k)
3. BILI >=*) ULN ok (k%) o (3 K) (k)
1 and 3 ik (k%) o (o k) ok (5 K
2 and 3 ik (k%) ok (o k) ok (5 ¥
1 and 2 and 3 ok (hk ¥) ik (k%) ok (5 %)

N=number of participants; n=number of participants with abnormality after administration. Percentages are

calculated relative to the treatment group N.; ULN= Upper limit of normal
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Figure 3-A-5 Box plot of xxx measures over time

Safety Population
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Figure 3-A-6 Mean of xxx measures over time

Safety Population
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Figure 3-A-7 Box plot of xxx changes over time

Safety Population

Change from basline of ALANINE AMINOTRANSFERASE (U/L)
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Figure 3-A-8 Mean of xxx changes over time

Safety Population
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Figure 3-A-9 Scatter plot of xxx measures baseline vs. last visit

Safety Population
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Figure 3-A-10 Scatter plot of xxx baseline measures vs. min post baseline measures

Safety Population
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Figure 3-A-11 Scatter plot of xxx baseline measures vs. max post baseline measures

Safety Population
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Figure 3-A-12 xxx measures over time
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4. BEER

4.1 EA

AEHEGOMNTIL, ERORZEMET 07 7 A VERFT H7-0IiThi, BEBEORWEFE
o 1, EHERAEFES (Serious adverse event, SAE) K ONE DO EHE /G EFS (FrIZlE
HI RS AHEFEEORBIEROPILICE T AFEFELRR L) IWER LY TL 2 el r 7
n—FThod, Filo. SREEL OLBCHERICEBOMBFNI LY | BARMICEZEZREN %
HONCT 5B & biThhld,

PR SRR D D56, BEGRIRT —Z G Lo ix, X0 RS s o2 ek~
077 A VRIS T O D, EORBRITIE, AT A& fi/MuT 272D Offtr FiE4 @A L
7o b, BBREO— BB OME L OBEMEIZHEE L ) BERDH D (4431 HAMTIC
BT DHEHRITOFIE] ZH),

ARETIL, AEFROENKORRFIEICHET HIEENRRELZRET D,

4.2 General Considerations
421 RAEDER

ARFTIX, CIOMS VI O #is5E [14] @ Appendix 1, ICHE6 (R2)[33] L TNICHE9[9] (ZH3 %,
TROXIICHEEZEERT D,

4211 BEEZXR (Adverse event, AE)

BN SNTRBRSINE A L2 TOHE LI BR0H D WITER L7V R UXZE 0
Bl BRREMEOREZET) OZ L THO, M7 L YKIRHRIE L OREEFROF IR
AQTAN

4.2.1.2 gl¥EA (Adverse drug reaction. ADR)

BHEIZPDPDDL T, HEINTIRBRERICHTH 505 HETER LRV S, RS
ZHRITDRR] LiE, HRERIE L AEFFL L ORERBRICONTD 72 &b AR aTREMEN
HHEBEZOLNDHD*2,

4213 ¥ITEFBITREHFEEZR (Adverse events of special interest, AESI)
R DB B R OB DRHICELE T L RBRE I T v b a— VER OREFR,

4.21.4 EERHFEEZR (Serious adverse event, SAE)
L - ABi/e & SRS RR Uz R E 2 - A E 5,

*2 [YRBRIICIE SN A RAMEBEROB O T NTHOWT (FERTHE3 A 20 B 3EE 227 B TERENLTWY
5. TEEELO ) BYZRREL OREBERAGETERVLD] LIZRRDERE LTS,
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4.2.1.5 HEAET CTOHEEEZR (Treatment-Emergent Adverse Event, TEAE)
BB AT IIAAE L Ch b T USRI IR B L A EEL . TG OIREEIC
e_THEI LT FS,

[Column] TEAE O# /&
TEAE O#t& %, X 4-1 137,

o BEAEBNEN o WEBAREE | rears
1) 565% I Yes
2) B89 ¢%§ No
3) B> EE B No
4) BID hEE i No
5) Bl e | EE Yes
6) 3% thE thE No
L hEEE i EE Yes

4-1 Treatment Emergent Adverse Event D&
(R TREVET — 2 OB L BEITHT 51E) [34] & HUE)

AEE TR, ) RBRISEBIEINIITAEFRORENRD T, REBRIEFEMRPIcRE L
AERESR) | 15 RBRIBEEARID DR L T 5 HEEL SRS AR ICE L5
A1, 7)) RBRIGEBGENCRI L= ESRN — Bk L%, RRIGFERGRICHEER UAE
FHRMPFEBL | ﬁ>oﬁ5‘ﬁ/ﬁf§ﬁaﬁﬁé%®ﬁﬁ§%{hqu\é%éj 23 TEAE LS g, 723,
AT IS E TEAE 2 5720001, T—FINEFEC O REEE I LERDH D |

F%é¢$?“~&@ﬂ2%k$&%&:%@“é% =1 [34] TIERBIRERLMHET (N—A T A ) DFEZR
BT —FZ L L TINETDZ LE2HRELTWD,

422 HBEBEROHE. a—T1427J

AEFERIIHRES (RREMEM) OFFEZOEETHESI AL, EFHICRCHMETH
STHERA A THESND AR D, D7D, BAEFLOMITIZEL UIFEH4 %
BT AMLENDY, —oDHBE LT Fr—F& LT, ICH EHEEEEMELE (Medical
Dictionary for Regulatory Activities, MedDRA) % W\ Tl FEG4 2 EERGEICa—T 1> 755
ZEMFETF LD,

B ORBIAESIM L LT, 22T TRRBIBIEIAAR 2 DB T CUIRBIGR T %) THFATNCRES
M) 28EL TN D,
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MedDRA (Z1% FJEFE (Lowest Level Term, LLT) , 2&AGE (Preferred Term, PT) . &i{iZif (High
Level Term, HLT) . @iz 2 /L —75E (High Level Group Term, HLGT) . 28 BIIK 7348 (System Organ
Class, SOC) & 5 SOMEENH %5, ICHEI [9] TIHAEFREZENT Dl OK%EL PT & L,
[fl—® SOC IZB L TW\% PT 7 — X OFlibig R OBEICE L DDHZENTEL L LTV,
PT CEH LI-AEFELE SOC ZLiICE b bicky, a7 7 7 A4 VO &2
LT < 72%, CIOMS VI O#H5EE [14] THOAEHFRT — X OFRIZIZPT ZHV D Z L 03
WINTEY PTESOCEHWCHETAZENERDT 777 NAZ X —RERoTND,
—J5. PT OAFEITHI N (HEEE N ) ZEvh, —>?D SOC O H T UEFAS A (FE 0%
B ERTHEBEOPT NEENDIZ ENRHDH, 5T, FUEFEZRTEED PT WEED
SOC IZE=N-sTHETDHZ LD D, O, RIWIZIE U T MedDRA FE R FR
(Standardised MedDRA Queries, SMQs) CT/H¥T 52 & HAMEETH D,  SMQs (%, FrEDEFHE
SICHEET S, —onZhL LD SOC 275725 PT DEAKRTH Y | Fricy 7 ufiticisnT
BRETHD, 7ok, SMQs BFIHATEE TRV VIRIL T Tk, HADIER U T REBKASZEAME RIS
JER A (Custom MedDRA Query, CMQ) # %€ L CTHEFREZNETH I L L TE D,

423 FEERDEEE

BHEFGOEIEL T, FFEEHEECCIIRRE, PEE, HEOSME, FHEK TIX CTCAE /'L —
R (Grade 1~5) TWET D Z 3L\, AR HE CIIIFEEG MR & G E O 5 D/ 42—
AT 5,

424 BESBRFEH) XY OLLRIEE

BRI TAEERZ LR T 572 00E L LT, MExREEoRE s LTY 272, fHxt
7R FEEOMREL LTY AT ARy XRdH 5, U A7 OB CUIRY) & IEfICER
LU CEHIlT 5729121, BRI U ClE b2 8RN 5 Z ENEE L v 5,

Mot LEHRIE CH D U A7 7813, U AT ORBEE T 5 el & 2 B3 OB & BT
T 22 N TED, —J, HEREETH L U A7 X3t v Xix, & 67253 EMN
VRO H DA R N ET L2007 77 LCTERTE S (77 RICH~THEE
T2MELL EOBE TRAT HDAFEFR L RET 572 L) [20],

ARETHRREL TV DA EFLOFREMHT OREY 7V, VA7 OWRIEREE LTY =7
ZHRRLTWDN, THUTREMEHMEICI T 2L LTY X7 ZORME#ET 5 2 L 2B
L7Zb DTy, ZRMEFHMECIX, BRI U Tl U A7 OIEIE 23§25 Z &2
HETHY ., HEITL o TUTHER O/ fGE L R Om F 2 R Z ENARTHHZ LD
Ezbhb,

4.2.5 HEMEWT

RN D VEEBRCE I OB CRR SN D FREEN & 2 L EMFT R EZ R, & 2 W ITRHK
EFRD 0, AN CIERBEREHA L CTEERBREMIc L B2 —35, I T,
AT E 135D T — % 27— )V LTz Bl 7o i Cld7e < . BB study-size (Z22MERHAMN
ATREBIER) OE WA UNCHHEE LT & 975 ( [4.4.3.1 HBMNTICRBIT DHRHEIT O Tk &
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M, AT 2T 2B LT O X 9 BV L — L 2RO H Z ENREE L [22],
o, AT EFERT S ETix, RBEICR T 2R BRBINE O RSO REMEIC OV CHERT
HZEHLEETHD,

TEAE DE#

K R BRI E

RIT — 2 OEHR Y L—L*4

BEEHZDOH T FL—)L

HARANTICRIAT 27 — & ORE

FEEHE O EORIER (REICEE L 7oA HFFR) OmaHI W D HIES

[Column] A HFLDOILE
BEFRRIIRA RFETESND, WNEFETAREEOHPAINTH DA, LLTIZED
MOFEZIY EiF5,  ZHHORIZOWTIE, BRRRERZ BT 2 anixhs FiEE B g
DTESZEDBEE LYY,
[ BS54 OIREBR ARSI A LT A X R OED $u
EEAEDEE. REBSE. BRBAMANCREE LA~ MIRELTWD2, 18
WEABENOINET L Z L b D,
1R RBRAAGANICIEEL L CTIRRBRAATR ITEYL L7 A~ R DY
HIEEDORLORE, KRBAROE ., BEEMEOEZ LD X 512 D H,
TBIRIE TRICTEAE LI EE A N FOERY
BRIRFBR T — &4 X—R WM S D Z &b H UL, BIDT —F VAT LTSN D
ZEbd D,
BIRA72 A <2 D OB 0
M2l C CTERREIRBRT DA X N2 LBIETFIT S N6, ENERAI T B
ERAY/AN
AT = — X & OINEFH
FDA Guidance on Safety Data Collection [11] K& OY ICH E19 (2022 4 9 H BLfE Step4) [10]
Tk, BEEGOZEMEFRPDR 0 FFEINTODHRI T T, BRHABR A3 D 7 fR
RIS D LeMT — 2 2RI Lt 27 7 —F b FROFRI
EIRMICET D2 L 2R T 7 7 —FIEETHZ LI VTS 252
Tb\éo

BV — L TERNCHRD D Z LR LIRNA G RPN T —Z 2325 &0 #EDEL, HFE LI WnWTF—4%
mMELE S ELTWD b b retEnd 5,

*5 SN FEE, BRI (), WERERE T 5% B S T ARBEL i LT 2 UL AR E), T—F DR E—
(B, WAERYSEAIBIENE DRI S 2 FHERIGHE), HDWIE I 6 LG bRk
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4.3 ERDFREBRDI-HDIRE
AEITIE, lx ORBRICE T 2HEFEFLEZENT L2 DOREY TV ERT 5,

431 R/IMNEEHHXZEFER

[GEFELOMER R ERN]

ICHE3[13] Ti. TEAE 2R CHEIRIZIE D 2t s g, iR EN LR
RTBHITIE, Table4-1 D X 5124 T? TEAE, HEE 72 TEAE, slRIGH T L DJFIK & 72 - 7= TEAE,
S OBUBER) 72 TEAE S5 OGS R AR LT BERIRBFIATE 5,

Table 4-1 Overview of Adverse Events During Treatment Phase

Safety Population
Trt D1 Trt D2 PL
N=#* N=%** N=%**
n (%) n (%) n (%)
Treatment Emergent Adverse Events R CREE) kR (RERER) Rk (¥
Serious Adverse Events RRGRERE) O RE (R X)) Rk (REE)
Adverse Events Leading to Discontinuation of HE(RRE) kxR (R E) kR (R R
Treatment
Fatal Adverse Events R RERR)  RR (R E)  wR (R
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.
Serious Adverse Events are counted regardless of whether or not severity increases relative to baseline.

[FEFELOEL]

2 T?D TEAE IZ2WT, {4 OFEFEFEZOLPKR OEIRREEORBRSIN#E$ L . TEAE FBiL
KOGEBLEI G 2R3 2 & 2SS % (Table 4-2), 2 DOFETIE, AEFZ4L % MedDRA @ SOC
KOPT T L TR,

Table 4-2 Summary of Treatment-Emergent Adverse Events by Preferred Term

Safety Population
System Organ Class 1111;]3*1 Et:?f NI;I;*
Preferred Term n (%) n (%) n (%)
Number of Participants Reporting at Least One HECRER) kR (CREE) Rk (R ¥
Treatment-Emergent Adverse event
[System Organ Class #1] RECREE) RERRE) R (R
[Preferred Term #1] B G B G I G |
[Preferred Term #2] B G B () I ) |
[System Organ Class #2] il ) I () B G |
[Preferred Terrn #1] sk (***) sk (***) ksk (***)
[Preferred Term #2] RROEE) KRR FECGRY)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.
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[ LER A BUSEE DR W EH S O]

ICH E3 [13] =° FDA Reviewer Guidance [15] T, HHEHIFEBSEE OB WA EHESR (common
TEAE) OERINHELE STV D (Table4-3), 7233, Table4-3 TiX 1%L EDORBLEIA % common
TEAE & L TRLEDN, BEOERIDRIIC L > TR S (14332 HEMREMEE O WA E
=R B,

Table 4-3 Summary of Common (>=1%) Treatment-Emergent Adverse Events by Preferred Term

Safety Population
Preferred Term Trt D1 Trt D2 PL
N:** N:** N:**
n (%) n (%) n (%)
[Preferred Term #1] Kk (***) kk (***) kk (***)
[Preferred Term #2] kk (***) kk (***) kk (***)
[Preferred Term #3] k3K (***) k3K (***) sk (***)
[Preferred Term #4] k3K (***) k3K (***) sk (***)
[Preferred Term #5] kk (***) kk (***) kk (***)
[Preferred Term #6] kk (***) kk (***) kk (***)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.
Common is defined as an incidence of >1% in any group (Trt D1, Trt D2, or PL).

[HEREER] TORERFRROEK]

2 TD TEAE [ZOWT, BEIERE (BREE, %, HEE) XL CTCAE 7 L— |k (Grade3, 4. 5,
3LLE) BICOEK)ZRT (Table 4-4, Table 4-5), 728, — ADSMFIZFE—D PTIZa—F 4
V7 &l TEAE BWEEREILL T ESEAIIE, REOEEE 235 L L CHEHT 5,

Table 4-4 Summary of Treatment-Emergent Adverse Events by Maximum Severity and by Preferred Term

Safety Population
System Organ Class Maximum Trt D1 Trt D2 PL
Preferred Term Severity N=#* N=#* N=#*
n (%) n (%) n (%)
Number of Participants Mild R (RE LK) kxR (R xRy ek (Gl R
Reporting at Least One Moderate R (RE ) kxR (R xRy ek (Gl X))
Treatment-Emergent Severe Rl Gl IR o) IR (ool
Adverse event Moderate/Severe ol GaloRol TN (oloRo) IR LN (loWo) |
[System Organ Class #1]  Mild RE(RE ) RE (RRx) kR (R E)
Moderate Ll ) Ll ) ik (kK )
Severe Ll ) Ll ) ik (kk )
Moderate/Severe RE(REF) O RE (RRE) kR (R F)
[Preferred Term #1] Mild R (RE ) kxR (R E) ek (Gl R
Moderate G K)ok (R )k (R )
Severe R )k (R )k (R ¥)
Moderate/Severe R GREK) Rk (GRE K)ok (R )
[Preferred Term #2] Mild R (RE ) kxR (R E) ek (Gl R
Moderate R K) k(R )k (R ¥)
Severe Ll ) Ll ) ok (kk )
Moderate/Severe R (CRE K RE (RR¥) R (R ¥)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.
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Table 4-5 Summary of Treatment-Emergent Adverse Events by Maximum CTCAE Grade and by Preferred

Term
Safety Population
System Organ Class Maximum Trt D1 Trt D2 PL
Preferred Term CTCAE N=*%* N=*%* N=*%*
Grade n (%) n (%) n (%)
Number of Participants Grade 3 ok Gk k) ek (G K)ok (k)
Reporting at Least One Grade 4 ok ok k) ek (G K)ok (k)
Treatment-Emergent Grade 5 ol Galool TN (oloRo) TGN (oluio) |
Adverse event Grade >=3 k(o ¥) k(o ¥) k(R ¥)
Any Grade R CRE K)ok Gl K)ok (ko k)
[System Organ Class #1] Grade 3 R CRE RY Rk Rk K)ok (GRk X))
Grade 4 R CRE K)ok Rk K)ok (k)
Grade 5 R CRE K)ok Gl K)ok (k)
Grade >=3 R (R ) (R K)ok (k)
Any Grade R )R (R K)ok (R %)
[Preferred Term #1] Grade 3 ok ok k) ek (G K)ok (k)
Grade >:3 sk (***) sk (***) kok (***)
Any Grade R CRE K)ok Gl K)ok (k)
[Preferred Term #2] Grade 3 R GREK) Rk R CK) Rk (R )
Grade 4 R CRE K)ok Gl K)ok (k)
Grade 5 R CRE K)ok Gl K)ok (ko k)
Grade >=3 R CRE K)ok Gl K)ok (ko k)
Any Grade R )R (R )k (R %)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.

[s£1]
ICHE3[13] & FDA Reviewer Guidance [15] Tli, BRI AE LIS O HE —ERK TRT
ZEDBHERINTWD, B, ETHRZWIGAIZITENRBAHTH D (Table 4-6),

Table 4-6 All Deaths

Safety Population
Trt D1 Trt D2 PL
N:** N:** N:**
n (%) n (%) n (%)
All Deaths R (R )R (K)o (R )
During the <<Treatment>> Phase el G T L N L T N G )
During the <<Long Term Follow Up>> Phase R GRR K)o Gk k) ok (R )
Footnotes:

N=number of participants; n=number of participants with a row event. Percentages are calculated relative to the
treatment group N.
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(EELAEFR]

FDA Reviewer Guidance [15] Tld., EEZ TEAE OfF#E —BE ORI ERHRINLTWD

7ok, EHE TEAE %W

TIFERNR LA TH D (Table 4-7),

FBRTBIRBRA AR 5 Eﬁﬁ

Eﬁ%b%&wﬁ%ﬁﬁfﬁof%\E%&%ﬁémk%®iﬁﬁZa@é:k%%ﬁ?éo

Table 4-7 Summary of Serious Adverse Events by Preferred Term

Safety Population
System Organ Class Trt D1 Trt D2 PL
Preferred Term N="** N=** N="**
n (%) n (%) n (%)
Number of Participants Reporting at Least One R CRERE) R (Gl E)ek (GRx )
Treatment-Emergent Adverse event
[Preferred Term #1] R (RERER) O RE (RERE) O RE (kx X
[Preferred Term #2] R (RER )RR (RERE) O RE (kx X
[Preferred Term #3] R GRRK) R Gk xRy ek (Gl )
[Preferred Term #4] R GRRK) R Gk xRy ek (Gl )
[Preferred Term #5] R (RER ) RE (RERE) R (kxx)
[Preferred Term #6] R R K) O RER (RER )RR Ckx )
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative

to the treatment group N.

Serious Adverse Events are counted regardless of whether severity increases relative to baseline.

[FABRyRE IR ICREE L - A EFE 4]
FRERVEHR k9 2 BEVEDORERZAT 9 729012, RABRIEHE P -2 BS#E L7~ TEAE OERFENFIH

TX 2% (Table 4-8),

Table 4-8 Summary of Treatment-Emergent Adverse Events Leading to Treatment Discontinuation by Preferred

Term
Safety Population
System Organ Class Trt D1 Trt D2 PL
Preferred Term N=** N=* N=**
n (%) n (%) n (%)
Number of Participants Reporting at Least One R CREK) Rk GRk Ry Rk (R )
Treatment-Emergent Adverse event
[System Organ Class #1] il ) B () B G |
[Preferred Term #1] B G B () B ) |
[Preferred Term #2] sk (***) sk (***) kek (***)
[System Organ Class #2] il ) B () B G |
[Preferred Term #1] B G B () B G |
[Preferred Term #2] RROREE) KRR FE(RY)
Footnotes:

N=number of participants;
to the treatment group N.
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[FBR b 2 B L 7= A 4]

FDA Reviewer Guidance [15] TliE, #RERH ILIZEHE L72 TEAE Off#H % R CRd Z L 034
BENTWD, 7k, RERFIEICEE L2 TEAE NEWHAIITERNE LA TH 5 (Table 4-
9),

Table 4-9 Summary of Treatment-Emergent Adverse Events Leading to the Study Discontinuation by Preferred

Term
Safety Population
System Organ Class Trt D1 Trt D2 PL
Preferred Term N="** N=** N="**
n (%) n (%) n (%)
Number of Participants Reporting at Least One R E) R Gl ) ek (R )
Treatment-Emergent Adverse event
[System Organ Class #1] R (RER )RR (RERE) O RE (kx X
[Preferred Term #1] R (RER )RR (RERE) O RE (kx X
[Preferred Term #2] R GRRK) R Gl xRy ek (Gl )
[System Organ Class #2] R GRRK) R Gk xRy ek (Gl )
[Preferred Term #1] R (RER )RR (RERE) R (kxx)
[Preferred Term #2] R CRERK) R (RER )RR Ckx x)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.

432 BEIZIECLTED SRR

[(GEHEFLOEL]

B TIXRWVDNRRE D EI GO E T L TR B A R >BEER A EFES, Ik
BEEIREINTH, LV EERFEOFIE RIEAER) Th 2 kDN H 2 A FEFGL, AESI
EEBRBLTEKNTLZZENHHTHD (Tabled-A-1), 7272 L. AESI MO FEFRR LR -7
HiE (F=y 27 VAN BEHENEM, FRl72ES) CIEINYE, AESI & Rl—R BN Ol
DEEFGL T —)L LTI &E TiX2u,

F 72, CIOMS VI O#EE [14] TIE, AESI ZHIfgIZER L, 7o & 2l OBIHI EHECIEEE
EBEZDONTCE LT, FFMICE=4— LRELE~SREICHET L 2T 0 Fa— L THE
T5HZEDEEMENRINTND,

AESI L BET 22 TOT —4% (AEFER. BIKRRE, N 2T A U ROLERESZHETO
BT 2 LM T —4%) & 14y v af— FRIFR) ORT I & T, GBI L 7@ ¥
—VERODTTCEZET VAOEAZHRILT H72DICHHTH S (Table 4-A-2),

MedDRA PT D43 AN W DI/ & 705 Z & CEHERFERE WK L SN L I
(1422 BEFERONIE, 2—T 1> 7| 2, CIOMS VI D#EE CTiX SMQs CTEFRINIA
FEHRQTOEHZIRE L T D (Table 4-A-3),

[AEFELOIIRG]
CIOMS VI O#E3E [14] Tix, AEFFS &34 58I & OBhEME ICEBRIRORF N LE TH
D, HHMREEFERGRAEEOFEZ T TITEU RS TE W AREEN H D LR b Tn
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5. PlziX, RHIRBRORBRSINE O 1 AIXEERGAZ 1 BET, ) 14T 1 FRICEHEE
LEFBLGE . BB ZEE L WM RBLR O R T, ARSI X 28 %
WENZEBE T, 0O XD REFRIMKFEOBBICR LT, AFIEICHED <G (Table4-A-
4) & Kaplan-Meier Hiff (Figure 4-A-5) OFIHPRRE SN TS, I HIT, FBERFHHITO
common TEAE M ##) (Table 4-A-6) X°. common TEAE FHLRFH DO HhJefif (Table 4-A-7) I2XL 0V H
EHEG LI G & ORENZ T 5 Z ENFRETH B,

4.3.3 R
4331 AEEROME

HEREL OB CSR ~/ 9 7282 [Table 4-1 Overview of Adverse Events During Treatment Phase |
TR LIEERNREWRE ST 20, ZetE7 v 7 7 A VE RS BRET 5 7-9DI21%, [Table 4-2 Summary
of Treatment-Emergent Adverse Events by Preferred Term | ~ [ Table 4-9 Summary of Treatment-Emergent
Adverse Events Leading to the Study Discontinuation by Preferred Term | CTH#ELE T HIREDTEH 2 LV
ARTHL,

4332 EBMEREEOEVEEER

2CD TEAE OER), 72, common TEAE DERINMNETHDLZ LN, HHPLTA X AT
R HTWD,  Common TEAE DRFEIL, FRIRKANZEHEERT — X IZEA LK > TEKT 5 &
WO ERTEETH D, M FEBBEE DOmV ] &V ) SEOERITIRE SN 5 BRS I
DENEAFT DD, FrREDBMEITAAE L2V, BRI, —FE 50 Blo/ MR BRTIE, T
BEHPRBUBERE D) LIX10%LL EE ERSND 0 S L0, ZBeMEREMmITo X 512 1,500
BIOFBESIME RN D56, THERRBBBEEOE V] L3 1% Erd Liviky, T72bb,

ML EFE BB DOm0 LT FEBICRITNOBETH Y  MEHREECERTH LD TH D,
Bl zIE, TARREREE CIIRBBEO G WA EFRR L ITHE %L O DTS L) KD
WCEFRLTHWS,

4333 BEZERORREEFRHIMR

—RIZAEFEELORREREIE TIX, AEFROFBAENRE SNl Lx ORBRSINE T 5
Pl E D b, EH R SN SINEERAZIR E LI RO LR b, Lol
N, ZO7 7 a—F X, common TEAE & #i CEHE/ZRHEHESL (uncommon SAE) D CTiXiHmE
\ZHRe D Z L ITEENLETH D,

Common TEAE {235\ T 641 & A EH R L ORIRERZ R T 72012 b aitfs 0 & 5 RILT,
SR E DT BEOMBRZE U T IREE & 0L HEISERIGRO b0 2 & Th b,
ZHIC XD | RBREAEEMC & 2 EREF] T O R RRERA S . B RICE S < [KIRBIRFE
S BEPERIIZAT IO D 2 & T, A L AEFLZORRBARPERICTHIESND Z & LD,

— 77, uncommon SAE [THBUHE N D702 & BEFEERIC L 2FHIAREETH H 720 fH A
DBINE I HHA) & ORI EBMROFHMIC LS |52 & L7225, 703, FDA Reviewer
Guidance [15] (Z/%, uncommon SAE DR FEIRZFHI T HFRICHER XS FHNFE LRI
TWa,
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[Column] fERBEEGI DA ERHZRREIERIZ /25 £ TOFiH
TERPEF OFEERVPENEM LHE S D £ TOMNE, K427,

IEFUR
Ly

i ; §
By !
VAR =5V A 2 NO/FH_ BT
| ® | mELEhmL RRERFE |
L Step 2 NP NS PR )
S smeonn 2w s—o—Rioous v o |& i
= i
! 3 no/Fm !
| smanr |
: [ mELEhms | EEIESC |
Ay I — ‘; """"" ! BERBARIFEE |
! Step 3 i
| smoss-mEER0— KON VI, B) |
g " ¥ TR ¥ S — '

" BlER L HiELERGL | BI{ER TR

RROE5ED
EWAME

4-2 fEREGI DA FEFRMBRIER /2 5 £ TOfih

K BMRDOHIBTIZ H 7= 0 . CIOMS VI O#EE [14] ORI 7 Tix TA: EBEFICHESL =
BT RA) | B HEOEMNICESS =T R KON IC: BEFS, KA GERED) 2o
WCTOBEHOAE] &) Z 205D G L TEEDHIEH IR IRE I N T 5,

4-21ZFBWT, Step 1 25 TMERPEGNCI51T 5 KIRBILRFHM ] . Step2 XU Step3 7% [4EFES
AT AT EE S < RIRBIFREEAMN ) 123%% 75,  Step 1 TiX., CIOMS VI DHWEIE A LY C
[Z2OWT GBI AR A R 5] 0N TRIER DRV LflrEid,  Step2 TiE.
CIOMS VI OHIWrAfEl B IZDOWT, i (Bf) & OHRR —FHFHFR 2B LIRS e
BT DREANE - O—EMEEZBRF L, IS T 008 EENZBIER] & ks
b, S HIT Step 3 TIFEHORER, A, PFIEOFMHE CRBEREM VRO b TND 0%
At L. B S 23R—BMSFET 2% TRWEMT &k 5,

4334 EELGAEFTER. PLICE-HESR. FETREHEER
OB T < RONFRICEE TH 2 FR T 5700Ic, EERAEFEFZOPILICE
STHAEFRIIEREZE TGHET 2, A bD0ETOREFNIITRRREENH D0 LiLR]
EEBEZIRDOREAT D (the “prepared mind” approach) = & WEEZEHI LT ICEH TH 5,
ERTANESHEFFROMITIL. SMQs D X 5 A FFROSEIZIT TR BARRAE /A
AN A G2 TORET 5% 8T — 4 %, [Table 4-A-2 Dashboard Summary of Anemia-
Related Adverse Events of Special Interest and Results of Clinical Lavoratory Evaluations] @ X 9 724
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ValR— FUTERRT D2 EICE T, T OMARLAZ = PR LT R D,

4335 XEERADOHER

BHAEM 2 WA T D=2, Y7 7 NA—TRICB T DIBTERN R L2 7 v 7 7 A )L &2 BEFRIIIC
@ﬁ?é?ﬁu~%@%éo B, AEFRORBIUCEEEL 52052 L3 bSIKT (AA
WERFAIRRE, OFASE, Mk SO IHI®R) (2R3 D IFERO R AR OfeRRIX, ZaPEICBET D REil 7
HMmax 52528 emd,  HlziE, BYROHEZEDERE IR 2 MAREAEA O I BEES 5
FERYV A7 THL THIM) X, BHELVLLMETESEBRT LI LML TND,

4.3.3.6 El]’é’d)ttﬁﬁ*if“laﬁaﬁ?ﬁ‘\ﬁ)%)f%’é‘a)ﬁ%%ﬁ’x"

AEFZORBBBFEOLBIL, BHEITEEGZHNTIThR S, /) - WKFHEIZ 7 25603
b5, Iz, %5ﬁ$$%;wa%ﬁﬁk77tfﬁfﬂﬁr@ﬁ@%ﬁbk%@@\%
DREBFHNENDH DG BTN T A0S LERE b TbTBENRDH DL, ZOXORY

BT G U A7 ORI EE D 5 2, REHIH T LBl (NF1E) <. time-to-
event (Kaplan-Meier Hi#f) %5 DU 2 HEE 2 HEIZRIRT 2013 H 5,

44§éﬁ®ﬁAﬁﬁ®EE
AR HA LA IS S IR, RIS A ORBOBH LR L THSH, 72721
ﬁé%ﬁ:a@éﬁ%&a@@wﬁ%®%ﬁ_i\%g\&ﬁﬁﬁ ﬁ%7%4/&oer@
%ﬁﬁ%uw@%&iﬁT EMED B DREA REFICOVTOERASHES,  F7, mmmﬁ

D F it gl . RBRETCREMN AR T ERNEMRT A ELEETHD (14431 FHEMHTIC
DRAY it ﬁﬁﬁ@iffj ZMR), FITC, AHICTHOFHHOMRET, LTFERHEE LTW5,
BEEDRDHBNFET D

FHRE L 7T AR BEOEI SR TE 2 OB TR D
Study-size FHEERBEISE LY 27 ZDFEFRRT 5 ([4.43.1 HEMHITIZIT D HEEHE
WroFikE BR)

441 RIMREDH HREER

[ & H SO E]

HOMATCB T 2 EEFROMBRERNT, FEANICE 2 ORBRO 720 DI & REONAT
H%5, Tabled-10 DX 512, & TD TEAE. EE7 TEAE. 2RERISIE T I OJEK & 72 - 7~ TEAE.
KOGELIZE 5 = TEAE S OHEFHE R 2 R T EIRDBFH T 5,

# GG LT DEBRANY NORELGIT DAY Mo, BEY AT LS, Bl {ELT2FERA N
FRODHIEEZEDYE . MORRIC L 2 CITHE Y A7 L HRIND, Hia V) A7 OBRRNMEET 556
Kaplan-Meier #E &IZITNA T ABADL Z EBFHNTIND
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Table 4-10 Overview of Adverse Events During Treatment Phase

Safety Population
Trt PL
N=%* N=%**
Study-Size Study-Size Risk Difference®
n (%) Adjusted %" n (%) Adjusted %"° Trt-PL (95% CI)
Treatment-Emergent Adverse G *k ok G *k * K (kK k)
Events
Serious Adverse Events R (Hk ¥) *k ok Ll ) *k * K (kK )
Adverse Events leading to HE Gk *) wok K HE Gk *) Hok ok Ak Rk kR k)
Discontinuation of Treatment
Fatal Adverse Events Ll ) *k ok Ll ) *k * K (kK k)

Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
Serious Adverse Events are counted regardless of whether severity increases relative to baseline.

# Study-size adjusted incidence proportion.

® Mantel-Haenszel risk difference stratified by study.

[GEHEFLROEL]

4 T?D TEAE IZ2W T, filx OFERGZOLAHRKLOSFEORBRSINES L. TEAE BHEHK )
WEEEZRTZ L EHELET S (Tabled-11), ZDRTIE, HAEFS4 % MedDRA O SOC K
PT THHL TR,

Table 4-11 Summary of Treatment-Emergent Adverse Events by Preferred Term

Safety Population
Trt PL
N=** N=sk*
System Organ Class Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %" n (%) Adjusted %" Trt-PL (95% CI)
Number of Participants Reporting at Least HE () ok K o (R ¥) ok K K (R Rk )
One Treatment-Emergent Adverse Event
[System Organ ClaSS #1] 3k (***) **.* 3k (***) **.* **.* (**.*’ **.*)
[Preferred Tenn #1] 3k (***) **.* 3k (***) **.* **.* (**.*’ **.*)
[Preferred Term #2] sk (***) **A* ke (***) **A* **A* (**.*’ ***)
[System Organ Class #2] Hk Rk ) ok ok (H K) ok K (R KR )
[Preferred Term #1] sk (***) **A* ke (***) **A* **A* (**.*’ ***)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
# Study-size adjusted incidence proportion.
®Mantel-Haenszel risk difference stratified by study.

[ LEReAO I BUAEE O R W EH G O]

ICHE3[13] <° FDA Reviewer Guidance [15] T, common TEAE DEFI A HELE X TV 5 (Table
4-12), 723, Table 4-12 TiZ 1%L EDOFEHEIE % common TEAE & L TR LTEA, BIEDOESE
TRPUZ L > TR D (14332 HEMRBIBEEOEWAEESR] 2H),

F7-. PT Z & ® common TEAE B EIA &V A7 Z K OEDOEHEXE %2 X TRT Z &N
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T 5 (Figured-1), Sakai & [35] 1T, 2D XD R EEE LA OFEEZEEL TV
%o

Table 4-12 Summary of Common (>=1%) Treatment-Emergent Adverse Events by Preferred Term

Safety Population
Trt PL
N=sk* N=%**
Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %"° n (%) Adjusted %° Trt-PL (95% CI)
[Preferred Term #1] ok (oK k) ok sk (K F) ok ok K (R KR E)
[Preferred Term #2] ok (oK ) ok (K ) ok K Rk (R KR )
[Preferred Tenn #3] k3 (***) **.* 3k (***) **.* **.* (**.*’ **.*)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
Common is defined as an incidence of >1% in any group (Trt or PL).

* Study-size adjusted incidence proportion.

®Mantel Haenszel risk difference stratified by study.

Proportion Risk Difference with 95% CI
CHRONIC OBSTRUCTIVE AIRWAY A ] : ]
DYSPNEA A ® ——
CHEST PAIN A®
BRONGHITIS A® I::::||
RHINITIS A®
MELENA &
URINARY TRACT INFECTION a
MYALGIA 2
COUGHING 'Y ——
HYPERKALEMIA a
RASH a
GASTROESOPHAGEAL REFLUX o
INFECTION VIRAL ™Y
SINUSITIS ™Y :
UPPER RESP TRAGT INFECTION % F——e—
RESPIRATORY DISORDER [y o]
BACK PAIN - —er—
WEIGHT DECREASE | @A =+
INJURY A ———
FATIGUE ® A 4
FLATULENCE ® A |—o—:|
HEADACHE ® A ——
PAIN ® A
HEMATURIA | @ A
ANOREXIA | @ A (
DIZZINESS ® A |—°—"|
ARTHRALGIA | @ A !
INSOMNIA ® A !
ABDOMINAL PAIN ° A |—o—l
VOMITING L] A 1
DYSPEPSIA ® A 1
DIARRHEA ] A |—o—| !
NAUSEA e A ] L
T T T T T T : T T
0.0 0.1 0.2 0.3 -0.2 -0.1 0.0 0.1 0.2
Less Risk More Risk
® Treatment (N=216) A Placebo (N=431)

Figure 4-1 Summary of Common (>=1%) Treatment-Emergent Adverse Events by Preferred Term
Safety Population;

Mantel-Haenszel risk difference stratified by study and 95% confidence interval were displayed.

[FEREER] CORFERROEK]

B TOTEABIZOWTC Ik KO EAESE (B, PR HE) VIR KDCTCAE 7 L— K (Grade
3.4, 5.3 F) BITOERZRT (Table4-13, Tabled-14), 723, — ADBNNFE TlAl—@ TEAE
DEFREB L CWEHAICIE, SEOHEE 2R L L TEIHT 5,
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Table 4-13 Summary of Treatment-Emergent Adverse Events by Maximum Severity and by Preferred Term

Safety Population
Trt PL
N=s** N=>k*

Maximum Study-Size Study-Size Risk Difference®
Preferred Term Severity n (%) Adjusted %"° n (%) Adjusted %"° Trt-PL (95% CI)
Number of Participants Mild *ok (kK ok sk ok ok ik ok K (kKR
Reporting at Least One Moderate HE Gk *) dk K HE (k) dk K Aok Rk kR k)
Treatment-Emergent Severe HE (R %) *E ok (kK ) *k ok K (o ok %)
Adverse Event Moderate/Severe HE Gk *) Hok Hk (k) Hok ool (R |
Any Severity (k) ok ok ok (G oK) sk Rk (K KR )

[System Organ Class Mild Hk Rk K Hk ok ok (kK ok o (K KK %
#1] Moderate L ) ok % (kK ok % K (R Kk ¥
Severe ok (oK k) *k ¥ (k) *k % B K (R K X)

Moderate/Severe k(R k) wk ok (3 ¥) ok sk R (K KR )

Any Severity k(e ok ok (ks ok k R (kKR

[Preferred Term #1] Mild ik (H K) w3k * ok (G F) sk (R R 8
Moderate k(5 k) wk ok (5 F) ok ok R (K KR )

Severe ok (k) sk K (k) Hok B K (R K X)

Moderate/Severe HE (R F) *k ¥ (k) *k % Rk (R KR K

Any Severity ok (kK ok ok (kK ok ok K (R K

[Preferred Term #2] Mild ik (H K) *k * ok (G oK) sk (R R 8
Moderate ok (k) *k ¥ ok (k% ) ok k Rk (K KR )

Severe Rk ¥) ok % i (08 ) ok Rk (R R )

Moderate/Severe Rl ok K ok (R ok K R (kKR

Any Severity o ) Hk * ok (G F) sk A G AR

Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.

# Study-size adjusted incidence proportion.
®Mantel Haenszel risk difference stratified by study.

Table 4-14 Summary of Treatment-Emergent Adverse Events by Maximum CTCAE Grade and by Preferred

Term
Safety Population
Trt PL
N:** N:**
Maximum
CTCAE Study-Size Study-Size Risk Difference®
Preferred Term Grade n (%) Adjusted %* n (%) Adjusted %* Trt-PL (95% CI)
Number of Participants Grade 3 Rl ) ok ok k(KK ) ok K K (R KR )
Reporting at Least One Grade 4 (R ) *k k k(R ) *k ok ok (R ok )
Treatment-Emergent Grade 5 ok (ki) ok K i (k) sk R (R K X
Adverse Event Grade >=3 ok (R k) ok % ok (R ¥) *k % k(R KR )
Any Grade ok Rk K sk ok (oK K ok K (R Kk
[System Organ Class Grade 3 Ll i) wk % i (08 ) ok % A K (R K )
#] Grade 4 o (152 (15 5) e (1 )
Grade 5 Ll )| ok ok o (08 ) sk % R (R kY
Grade >=3 sk (oK ¥ ok % *k (R K ok % AT
Any Grade R ) ok K (k) ok K Rk (R KR )
[Preferred Term #1] Grade 3 k% (***) *k ok ®% (***) *k ok *k ok (**.*, **.*)
Grade 4 ok (5 %) sk o (k) ok % R (kY
Grade 5 e (rn %) 5 (o, 3) i (k)
Grade >=3 ok (k¥ ok % *k (R K ok % AT
Any Grade Ll )| wk % o (08 ) ok % R (kY
[Preferred Term #2] Grade 3 Rl (i) wk K *k (KK ) ok K k(R KR )
Grade 4 ok (5 %) sk ) ok % R (Y
Grade 5 ok (kK ok ok ok (kK sk % K (B Kk
Grade >=3 ) ek (R ) ok % R (R, R
Any Grade ol ) wk % o (k) ok % (R k)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.

# Study-size adjusted incidence proportion.
b Mantel-Haenszel risk difference stratified by study.
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[sE10]
ICHE3[13] & FDA Reviewer Guidance [15] CTli, BRI AE LI O HE —ERK TRT
ZEDBHERINTWD, B, SETHNZWGEICITIENR LA TH S (Table 4-15),

Table 4-15 All Deaths

Safety Population
Trt PL
N=%* N=*%*
Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %* n (%) Adjusted %* Trt-PL (95% CI)
All Deaths ok (% ) ok K ok ok K (K ok )
During the <<Treatment>> Phase HE (k) wok K Hok wok K el RO ) |
During the <<Long Term Follow Up>> HE (k) wok K Hok wok K HERCRE Rk X
Phase (*¥*.%)
Footnotes:

N=number of participants; n=number of participants with a row event. Percentages are calculated relative to the treatment group N.
# Study-size adjusted incidence proportion.

Mantel-Haenszel risk difference stratified by study.

(EEZAEFESL]

FDA Reviewer Guidance [15] TlZ. HE72 TEAE DA —ER TRT I ENHER I TV 5,
F7o, HEEZ TEAE NEZWIGAITITENR OAHTH S (Tabled-16),  72d5, HERIBHRBHAGRTH
LHIEENEDLRVWAERFR ThHo T, HELHMINIZbDITEFNIED D Z & 2T
A

Table 4-16 Summary of Serious Adverse Events by Preferred Term

Safety Population
Trt PL
N=s** N=%**
Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %"° n (%) Adjusted %" Trt-PL (95% CI)
Number of Participants Reporting at o (R ¥) K HE () ok K R R |
Least One Serious Adverse Event
[Preferred Teml #1] k3 (***) **.* 3k (***) **.* **(**.*’ **.*)
[Preferred Teml #2] k3 (***) **.* 3k (***) **.* **(**.*’ **.*)
[Preferred Teml #3] k3 (***) **.* 3k (***) **.* **(**.*’ **.*)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
Serious Adverse Events are counted regardless of whether severity increases relative to baseline.

# Study-size adjusted incidence proportion.

® Mantel-Haenszel risk difference stratified by study.

[FRBRIGHE PRI BE L - EF 5]
TEAE OFEIEFEOHMREEZIRD H720, FRICHERMEOHER 21T 95 72l HABRyEHFEH ILICEEE L
72 TEAE DERIENAM TH S (Table 4-17),
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Table 4-17 Summary of Treatment-Emergent Adverse Events Leading to Treatment Discontinuation by

Preferred Term

Safety Population
Trt PL
N=** N=s#*
System Organ Class Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %"° n (%) Adjusted %° Trt-PL (95% CI)
Number of Participants Reporting at HE (k) Hok K HE Gk *) wok K Rl (RO ) |

Least One Treatment-Emergent Adverse
Event Leading to Discontinuation of

Treatment
[System Organ Class #1] Rl Gl Hk K k(oK) *k * K (R KR )
[Preferred Term #1] sk (***) **.* dk (***) **A* **A* (**.*’ ***)
[Preferred Term #2] Aok (k) ok sk Ll ) ok K Rk (R KR )
[System Organ ClaSS #2] 3k (***) **.* k3 (***) **.* **.* (**.*’ **.*)
[Preferred Term #1] o (Hk F) Hk * Rk ¥) *k ok K (R Kk )
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
* Study-size adjusted incidence proportion.
® Mantel-Haenszel risk difference stratified by study.

[FB 2 B L 7= 4]

FDA Reviewer Guidance [15] TliE, #RERH (LIZEHE L72 TEAE Off#Hi% R CRd Z L 03 HE
BENTWD,  Z22¥. B IICEE L7z TEAE NS WA ITIZENR LA TH S (Table 4-
18),

Table 4-18 Summary of Treatment-Emergent Adverse Events Leading to the Study Discontinuation by Preferred

Term
Safety Population
Trt PL
N=** N=sk*
Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %"° n (%) Adjusted %" Trt-PL (95% CI)
Number of Participants Reporting at HE () HH K HE () ok K AR (xR )
Least One Adverse Event Leading to
the Study Discontinuation
[Preferred Term #1] sk (***) **.* sk (***) **A* **.* (**A*, ***)
[Preferred Terrn #2] 3k (***) **.* 3k (***) **.* **.* (**.*’ **.*)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
* Study-size adjusted incidence proportion.
®Mantel-Haenszel risk difference stratified by study.

442 BEIZIECTED SRR
[FEFELOEL]
fiil % OFRERCTOMRE L [FERIC, RBEIS U TUTORERNGHERDLZ ERH D,
« AESI #E# L7-%#) (Table 4-A-8)
« AESI LB#T 22 TOT—H &R LT Xy aR— RZFIR| (Table 4-A-9)
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SMQs % E# L7- 24 (Table 4-A-10)

S 52, CIOMS VI 53 [14], ICHE3 [13] & UF FDA Reviewer Guidance [15] DWW T 3L TH,
PERIL. s, AFED X 5 22 NOFEHPRREE O RICE S T IV —TRITCORHFERERDE
KIPHERINTWD,  EL, lx ORBRITHE S RE S RN &b, RBREHE L ET
DFEREHPIREZ SN TV D (Figure 4-A-11), 723, EMA O A # A [36] TliX, Table4-A-12 (T
IR U T AU BICTOMM 2 H#IE L T, £72. AAROEH [HEIRS ORRE A SIS
FENZ AT 72 E8IT4% 5 CTD D7 +—~ v MTOWT] [21] TiE, FEBREEICE S FERESR
DERZHELE L TV D (Table 4-A-13),

443 IR
4431 HEBTICH T HMEBFTOFiE
AN ClX, study-size DIFEWVDEITHERIC 5 2 2 5B Z T % study-size FHREFREBLEIA &
Mantel-Haenszel U A 7 %‘375: HAWDZ LR TE%, FDAReviewer Guidance [15] Ti&, 2D XL H 7%
FEMT FIEZ R L7256 1cid, 22T 28 BIc O CREiT 2 Z L 2R L s, &
kWCMMswaﬁhmawﬂ . AT A T S ECEE T REERE LT, HE - HE,
KTHEEEDONE ., 1HFHIF, 7'v ha— L ORNERORBRSIME LR 2200 T 0 | T o Ehiai
(R CREM 2 R T H RN ZMHER T2 2L b HETH D,

4.4.3.1.1 Study-size AR RIS

— I, AMITIIEEORBRN OB LN T — X ICESEE T 5, O, KRR
I CEIEREE 7T B ARREOEUT RN R 556, FRBROT — & 265 Lo 22 885 51X
%ok%ﬁ%?<mnﬁ%é(Vyfyy@N?Fy72) ZDOLDRMEERT D=0, &
BOBKRRIZB T 5 A EFRORREEG ZHET HEITIL. study-size & % L 72 R BEIG 035
ATED 37, ZOXIRBBOHEE 41 1RT, #£4-1 O ORBRTIL, BEFLRE
BEAENELIR>TWD, Lolids, Bo7r—4&2 77— 1Lt E, BEEECTORE
HLRBIEIAIE 24%,. 7T B REET 29%E /e > T D,  —J5, study-size & FHIE LT B EHFLR
BEISIIEERL 77 AR TRELSELRLT | FRROZENT 07 7 A V& BRI TE
Tn5,

# 413 DOMEKERBRICBIT 2 EERELE 7T B RBECTOREDOAEELORIEIS [37]

Total
Participants in
New Treatment, n/N (%) Placebo, n/N (%) the Study
Phase 2 Study 30/300 (10.0%) 10/100 (10.0%) 400
Phase 3 Study 133/700 (19.0%) 67/350 (19.1%) 1050
Phase 3 Study in 200/500 (40.0%) 200/500 (40.0%) 1000
Refractory Participants
Percentages from Crude 363/1500 (24.0%) 277/950 (29.0%) 2450
Pooling
Study-Size Adjusted (400/2450) X (30/300) (400/2450) X (10/100)
Percentages +(1050/2450) X (133/700) +(1050/2450) X (67/350)
+(1000/2450) X (200/500) +(1000/2450) X (200/500)
=26.1% =26.2%
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4.4.3.1.2 Mantel-Haenszel ') R 9 &
HHEIRFRBRD ) A7 ZE2HET D HELE LT, £iERARRZE - L CHLY #29 Mantel-Haenszel
URA7EZ3HD [38].

42 BRAERj (=1,....J)) \CBT2FEFEREL 77 EARBETOREDOAEFZIEIIC
B9 % 2X2 /i

Treatment Group Placebo Group
Outcome Case x1j x2j
Non-case nlj-x1j n2j-x2j
Total nlj n2j

Mantel-Haenszel U A 7 #5135 42 ONRFIZESE, U TFoXTHE SN 5,

__Mjmej
nlj + 7’12]'

4432 AESERORAREZRIIM

RERBIRZ R T 7o DITHR AT DO H DML, 14333 AHEFROREERAW ] THR~
7o X9 R ORER 28 U CxfeRE & @#%’Hﬂ%ﬁﬁi%ﬁ%bm&) bbb ZE&EThsb, Lanl,
AT CHEBOCBEROMERR 21T O BRI, BEIKBR CRESNTCHENERDL Z 03 5,
TOX ORI AEBET DA TIEE LT, Fu DIFFEEBEN A XEICH &SN FEERE
LTW5% [39],

[Column] TEBREEERIC X 56 FHS 0 KRR OFHf

BBREEEMIC X 2 HEFFRORRELOFmIZ SOV T, FDA Guidance on Safety Reporting
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4.5 Appendix

Table 4-A-1 Summary of [Adverse Events of Special Interest] Defined Using a Pre-Defined List of MedDRA

Preferred Terms by Preferred Term
Safety Population
Preferred Term Trt D1 Trt D2 PL
N:** N:** N:**
n (%) n (%) n (%)
Number of Participants Reporting At Least One ol Galomol TR LN (oloRo) TR LN (loW) |
[AESI] Adverse Event

[Preferred Term #1] R CRE RY Rk Rk K)ok (GRk )

[Preferred Term #2] R CRERY Rk (R K)ok (GRk X))

[Preferred Term #3] R CREK) Rk GRECK) Rk (R )

[Preferred Term #4] R (CRR RY Rk (kR k) ok (GRk )
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.

Table 4-A-2 Dashboard Summary of Anemia-Related Adverse Events of Special Interest and Results of Clinical

Lavoratory Evaluations

Safety Population
Standard MedDRA Query Trt D1 Trt D2 PL
Related in Anemia N=** N=** N=**
n (%) n (%) n (%)
[Standard MedDRA Query #1] HE Rk ) HE Rk ) HE (G K
[Standard MedDRA Query #2] Rk F) o (Rk ¥ HE (R )
[Standard MedDRA Query #3] o (RE ¥ o (RE ¥ HE (R )
[Standard MedDRA Query #n] Rk ) Rk ) ok Rk )
Clinical Test Related in Anemia
Hb (g/L)
n sk sk sk
Mean in Baseline ok Hokk ¥ oAk x
Mean Difference from Baseline Ak * HAE * Ak ok
na sk kk sk
High/Normal from Low () () R (REE)
nb sk ook ook
Clinically Significant Decreases® k(R ) ok (CRE ) HE (k¥ K
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.

2 The number of participants of normal or above normal range value at baseline.

® The number of participants of normal value at baseline.

¢ Normal baseline value and a clinically significant value
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Table 4-A-3 Summary of [Adverse Events of Special Interest] Defined Using Standardized MedDRA Query

[SMQs Name]
Safety Population
Preferred Term Trt D1 Trt D2 PL
N:** N:** N:**
n (%) n (%) n (%)
Number of Participants Reporting At Least One HE(RE K ol Gl BN (Cloi) |
Narrow Scope PT
Number of Participants Reporting At Least One HE (R ) Rl (iRl TR (i)
Narrow or Broad Scope PT
Narrow Scope PTs
[Preferred Term #1] sk (***) kk (***) kk (***)
[Preferred Term #2] sk (***) kek (***) kek (***)
[Preferred Term #n] koK (***) kok (***) kok (***)
Broad Scope PTs
[Preferred Term #1] koK (***) kok (***) kok (***)
[Preferred Term #2] koK (***) kok (***) kok (***)
[Preferred Term #n] koK (***) kek (***) kek (***)
Footnotes:

Broad and narrow scope preferred terms (PTs) are defined by a standardized MedDRA SMQs [or if not by
MedDRA, provide appropriate detail, eg, sponsor defined custom search].

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.

Table 4-A-4 Summary of Exposure-Adjusted Incidence Rates by Preferred Term

Safety Population
System Organ Class Trt D1 Trt D2 PL
Preferred Term N=k* N=k* Nk

n (%) /e |r]

n (%) /e |r]

n (%) /e |[r]

Number of Participants
Reporting at Least One
Treatment-Emergent
Adverse Event

Footnotes:

n = Number of participants. Percentages are based on N
e = Sum across all participants, the total time to first event or total exposure if no event (years).
r = Exposure-adjusted participant rate per XXX participant years (n/e*XXX).
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Figure 4-A-5 Kaplan-Meier Plot
Safety Population

Table 4-A-6 Summary of Common (>=1%) Treatment-Emergent Adverse Events by Time to Onset and by

Preferred Term

Safety Population

Preferred Term Time to Trt D1 Trt D2 PL

Onset N=s** N=*%* Nk
n (%) n (%) n (%)

[Preferred Term #1] <A months kGO R) R (R K)ok (K K)
A to B months 3k (E K) il ) ok (hk )
B to C months 3k (RE K) el ) ok (k)
C months=< A CRR K)o R OR) bk (R )

[Preferred Term #2] <A months ok (hx k) k(KK ) ok (o )
A to B months 3k (RE K) Ll ) ok (k)
B to C months 3k (RE K) el ) ok (k)
C months=< R ) Rk )k (R %)

[Preferred Term #3] <A months ok (R K) K (R K)ok (K )
A to B months REOCREK) R GRR K)ok Gk k)
B to C months REOCRE K)o GRE K)ok Gk k)
C months=< REOCREK) R GRE K)ok Gk k)

[Preferred Term #4] <A months ok (R R) K (R K)ok (K )
A to B months 3k (RE K) Rl ) ok (hk )
B to C months 3k (RE K) el ) ok (k)
C months=< R CRER) kR (GREOR) Rk (R X

Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative
to the treatment group N.

71



Table 4-A-7 Summary of Common (>=1%) Treatment-Emergent Adverse Events by Median Time to Onset and

Resolution and by Preferred Term

Safety Population
Preferred Term Trt D1 Trt D2 PL
N=%** N=** N=%**
[Preferred Term #1]
Median time to onset (days) HAE * wAE * Hk *
Median time to resolution (days) Ak * Ak * Ak *
[Preferred Term #2]
Median time to onset (days) HAE * HAE * Hk *
Median time to resolution (days) HAE K HAE K HAE *
[Preferred Term #3]
Median time to onset (days) oAk K ok K Ak X
Median time to resolution (days) HAE K HAE K HAE *
[Preferred Term #4]
Median time to onset (days) oAk K ok K oAk X
Median time to resolution (days) HAE K HAE K HAK *
Footnotes:

N=number of participants.

Table 4-A-8 Summary of [Adverse Events of Special Interest] Defined Using a Pre-Defined List of MedDRA

Preferred Terms by Preferred Term

Safety Population
Trt PL
N=** N=sk*
Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %" n (%) Adjusted %"° Trt-PL (95% CI)
Number of Participants Reporting at HE () ok K (R ¥) HH K AR (xR )
Least one [AESI] Adverse Event
[Preferred Teml #1] 3k (***) **.* k3 (***) **.* **.* (**.*’ **.*)
[Preferred Teml #2] 3k (***) **.* k3 (***) **.* **.* (**.*’ **.*)
[Preferred Term #3] sk (***) **A* ke (***) **.* **.* (**‘*, ***)
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
Serious Adverse Events are counted regardless of whether severity increases relative to baseline.

* Study-size adjusted incidence proportion.

® Mantel-Haenszel risk difference stratified by study.

72



Table 4-A-9 Dashboard Summary of Anemia-Related Adverse Events of Special Interest and Results of Clinical

Lavoratory Evaluations

Safety Population
Trt PL
N=%* N=*%*
Study-Size Study-Size Risk Difference®
Preferred Term n (%) Adjusted %° n (%) Adjusted %° Trt-PL (95% CI)
[Standard MedDRA Query #1] ok (% ) ok (% ) ok (% ) ok (% ) ok Sk (Gk3k okok )
[Standard MedDRA Query #2] o ) o ) o ) o ) Tl G
Clinical Test Related in Anemia
Hb (g/L)
n dk sk sk sdok —
Mean in Baseline ***.* ***.* ***.* ***.* —
Mean Difference from ook ok ook ok ook ok ook ok -
Baseline
nc k% ks 3k k3 —_
High/Normal from Low o ) o ) o ) o ) _
nd Kk ks 3k 3k —_
Clinically Significant o (Hk F) (0 F) o (Hk F) (0 F) —
Decrease®
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
* Study-size adjusted incidence proportion.

® Mantel-Haenszel risk difference stratified by study.

¢ The number of participants of normal or above normal range value at baseline.

4 The number of participants of normal value at baseline.

¢ Normal baseline value and a clinically significant value

Table 4-A-10 Summary of [Adverse Events of Special Interest] Defined Using Standardized MedDRA Query
[SMQs Name]

Safety Population
Trt PL
N=** N=sk*
Study-Size
Study-Size Risk Difference®
Preferred Term n (%) Adjusted %"° n (%) Adjusted % Trt-PL (95% CI)
Number of Participants Reporting at HE Gk *) Hok ok Hk (k) wok K Ol (R ) |
Least One Narrow Scope PT
Number of Participants Reporting at HE Gk *) Hok K Rl () wok K ol (R ) |
Least One Narrow or Broad Scope
PT
Narrow Scope PTs
[Preferred Term #1] Rl G ok K k(R ¥) ok ok Rk (R KR )
[Preferred Term #2] Rl G ok K k(R ¥) ok ok k(R KR )
[Preferred Term #3] Rl G ok K k(R ¥) ok ok Rk (R KR )
Broad Scope PTs
[Prefer{'ed Teml #1] k3 (***) **.* 3k (***) **.* **.* (**.*’ **.*)
[Prefer{'ed Teml #2] k3 (***) **.* 3k (***) **.* **.* (**.*’ **.*)
[Preferred Term #3] Rl G ok K k(R ¥) ok ok k(R KR )

Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
Broad and narrow scope preferred terms (PTs) are defined by a standardized MedDRA SMQs [or if not by MedDRA, provide appropriate
detail, eg, sponsor defined custom search].

* Study-size adjusted incidence proportion.

®Mantel-Haenszel risk difference stratified by study.
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Figure 4-A-11 Treatment-Emergent Adverse Events by Subgroup
Safety Population

74



Table 4-A-12 Overview of Adverse Events by Age Category

Safety Population
Age: <65 years Age: 65-74 years Age: 75-84 years Age: >85 years
N:** N:** N:** N:**
Event Category n (%) n (%) n (%) n (%)
Total TEAEs ) ) ) )
SAEs ) ) ) )
HOSpitaliZaﬁOn ke (***) sk (***) ke (***) sk (***)
Life-Threatening ) ) ) )
AEs leading to study drug discontinuation ok (k%) HE (R ) (R ¥) ok (REF)
Accidents and injuries (SMQs) k(R F) il G| R ) )
Cardiac disorders (SOC) ) ) ) )
Infections and infestations (SOC) HE Gk *) HE (k) HE Gk *) HE (k)
Nervous system disorders (SOC) ok (k) ok (hk ) R ) ()
Psychiatric disorders ) ) ) )
Vascular disorders HE Gk *) HE (k) Rl (i) Rl ()
Hypotension, falls, fractures® ok (o k) HE (R ) R G )
QOL decreased (PT) ) ) ) )
[Add other topics per compound] k(o ) ok (hk ) R ) R G
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
*Hypotension, falls, fractions is defined by: Any MedDRA PT that is included in the “Decreased and nonspecific blood pressure disorders and
shock” HLGT, the “Fractures and dislocations NEC” HLT, the “Limb fractures and dislocations” HLT, the “Pelvic fractures and dislocations”
HLT, the “Skull fractures, facial bone fractures and dislocations” HLT, the “Spinal fractures and dislocations” HLT, the “Thoraciccage
fractures and dislocations” HLT, or the “Fall” PT.
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Table 4-A-13 Summary of Treatment-Emergent Adverse Events (All-Causality and Those Considered Related
by the Investigator) by Preferred Term

Safety Population
All Treatment-Related by Investigator
Trt PL Trt PL
N:** N:** N:** N:**
System Organ Study- Study- Study- Study-
Class Size Size. Size Size
Preferred Adjusted Adjusted Adjusted Adjusted
Term n (%) %* n (%) %* n (%) %* n (%) %"
Number of G *k ok G *k ok G *k ok G *k ok
Participants
Reporting at
Least One
Treatment-
Emergent
Adverse Event
[System Organ ok (k) ok K ok (% ) ok ok (k) ok K ok (k) ok K
Class #1]
Term #1]
Term #2]
[System Organ k(K ) dok K k(KK ) Hk % *k (kK ) Hk % *k (kK ) wok K
Class #2]
Term #1]
Footnotes:

N=number of participants; n=number of participants with at least one row event. Percentages are calculated relative to the treatment group N.
* Study-size adjusted incidence proportion.
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