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SUBJID

TRTAN

TRTA

AVISIT

AVISITN

PARAM

PARAMCD

PARAMN

AVAL

BASE

CHG

PCHG

ABLFL

FASFL

A2 7

EEROTRHRE (FE)
EEROIRFERE (72— F)
T I

RER (Bfi)
HIEH H

HEHEE (72— F)
RIEHEE  (FfE)

HE M

N—2 T A E

R—=2 T4 b DR
N—R T A b DR
NR—=2AFATFT

FASD 7 Z 7

ADSL.SUBJID & [F] U

TRTPTHOKTT A, S EIXTRTA

RERDOVEEERE 21— R 1=Placebo, 2= XX9999
#FEHT5

FER DGR Placebo, XX9995

HIE ] Baseline, Week2, Week4, Week8

HIE ] = — F:0=Baseline, 1=Week2, 2=Week4, 3=Week8
TR X+ A T L, KRR

HEE H = — R SYSBP=UiE #11fn. £, DIABP=415RH] i [+
AEEE  (BfE) 1=UHE e, 2=HK5R i =

T % L— /L& L3 5 Accessment window s D E 2%
N—2 7 A i ABLFL=Y ® R D AVAL.

N—=RF A b DL EAVAL-BASE.

N—=2 T A b OZEFE100*(CHG/BASE) *X— 27 A L 305K TIEAg U i
NR=2FA U PEINEHET DT T

Y=~_—=27 A L Off,null = X— 27 A IO

FASTENT I SLEM D 7 Z 77
Y= FASHR ], N=FAS 71
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ADEFFT—A2NDY>7)L

AVISITIND -t AN EE:0,2,48TH
EIBWA--FERTIMETETILE
ZELTEELEANRL

m TRTA TRTAN PARAMCD AVISIT AVISITN AVAL m- ABLFL FASFL

00001 Placebo DIABP Baseline

00001 Placebo 1 DIABP Week2 1 78 91 -13 Y
00001 Placebo 1 DIABP Week4 2 76 91 -15 Y
00001 Placebo 1 DIABP Week8 3 75 91 -16 Y
00002 XX9999 2 DIABP Baseline 0 100 100 Y Y
00002 XX9999 2 DIABP Week2 1 95 100 -5 Y
00002 XX9999 2 DIABP Week4 2 85 100 -15 Y
00002 XX9999 2 DIABP Week8 3 78 100 -22 Y

— — N/

CLDAETHILEEH LDAGE CED B R
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data a; set adeff; by subjid avisitn;
if fasfl="Y";if paramcd="DIABP; if chg>.;
run, FASSE B 0D # 3R # t FE )
T—R%ER
proc mixed data=a;
class subjid trtan avisitn ;
‘ modgl chg k base avisitn trtan trtan*avisitn/ residual s noint ddfm=kr;
HEERIIA—RS1Y - : .
ASDEILE repeated avisitn/ subject=subjid type=un;
Ismeans trtan*avisitn / pdiff cl e alpha=0.05 om;

run,

Kenward RogerZ$& %€
Satterthwaite & ZEH 574
WA, BEFRSFH
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data a; set adeff; by usubjid avisitn;

if fasfl="Y";if paramcd="DIABP;if aval>.; —
e D »f L Z 1R R

run; CZTAVISITN(0,1,2,3)&1ES
data a2; set a;

array avisitn indicator variables;

array tt{4} tt0-tt3; * avisitn by treatment indicator variables;

** define week times treatment indicator variables;

do i =1to 4; t{i} = (avisitn=(i-1)); t{i} = t{i}*(trtan=2);end; drop i;

run;
proc mixed data=a2;
class subjid avisitn; ** subjid is the patient id number **;

ERBMIIN—2F1> modd| aval=avisitn tt1 tt2 tt3/ddfm=kr;

EECAERE

repeated avisitn / subject=subj type=un; FEFMEBBD
estimate 'T1 Diff (X-P)' tt1 1; SEFFDEMEDHTE
estimate 'T2 Diff (X-P)' {t2 1:

estimate 'T3 Diff (X-P)" tt3 1;

estimate 'T1 Placebo LSM" avisitn -1 1 0 O;
estimate 'T2 Placebo LSM" avisitn -1 0 1 0;
estimate 'T3 Placebo LSM" avisitn -1 0 0 1;
estimate 'T1 XX9999 LSM' avisitn -1 1 0 0 tt1 1;
estimate 'T2 XX9999 LSM' avisitn -1 0 1 0 tt2 1;
estimate ‘T3 XX9999 LSM' avisitn -1 0 0 1 tt3 1,

run,;
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i Change from Baseline at Week 8
Treatment N Baseline Week 8 9
Mean (SD) | Mean (SD) Mean (SD) LS Mean (SE) | (95% CI)
Placebo 150 | 99.8(5.6) | 95.8(8.5) -4.0 (6.8) -3.6 (0.6) (-4.8,-2.5)
XX9999 150 | 99.2(5.4) | 90.3(9.1) -8.9 (8.3) -8.7 (0.6) (-9.9, -7.6)
Pairwise Comparison ,\[Zf:rrgn(g%c!/: IC‘:IS) p-Value
XX9999 vs. Placebo -5.1 (-6.8, -3.4) <.001
Large sampleZi5LDAE —_— 73 -
EEAETDEAL cLDAIZ KA EEIRHEER BRI B ORR
Baseline Week 8 Change from Baseline at Week 8
Treatment N
Mean (SD) | Mean (SD) Mean (SD) LS Mean (SE) | (95% CI)
Placebo 150 | 99.8(5.6) | 95.8 (8.5) -4.0 (6.8) -3.6 (0.6) (-4.8, -2.5)
XX9999 150 | 99.2(5.4) | 90.3(9.1) -8.9 (8.3) -8.8 (0.6) (-10.0, -7.7
i i HELEDOHER
Pairwise Comparison agf:rrgn(g%;; IC_:% p-Value i
XX9999 vs. Placebo -5.2(-6.9, -3.3) <.001
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ELEMENT!| Screening Placebo XX9999 Placebo Follow-up
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ﬁ?ﬂ"_&c-‘r“—@:ADEFFE%774;1,0);5%

SUBJID i (511 ADSL.SUBJID &[] U
TRTAN FERROTRERE (BXE) FEEOIRERE = — R 1= XX9999, 2=Placebo
TRTA EEEORERE (=—F) FERD 15 EE Placebo, XX9999
AVISIT TH 7E By 1A HIEHEHA: Avisit 1, Avisit 2, Avisit 3, Avisit 4, Avisit 5, Avisit 6,
AVISITN HERE (i) HIERF] = — Ri1=Avisit 1, 2=Avisit 2, 3=Avisit 3, 4=Avisit 4, 5=Avisit 5, 6=Avisit 6,
PARAM HEHEH WEHEH RIEREGF A 27, BAMRIEREGFH A 27T,
PARAMCD HWEHEE (=2—NR) HEEE 22— R TNSS=RJEREFH A 27, WINSS=E AT RJEREFH AT
PARAMN MEEE ($%fE) HEHEE (BE) 1=8JEREGFF A 27, 2=BEAMHRIEREGFFA 2T
APERIOD v YA~ (EfE) '0: "Screening, 1: "Period 1%, 2: "Period 2"
TRTSEQA JIE XX9999/Placebo, Placebo/XX9999
ADSL.TRTSEQA & [F] U
AVAL HE B G5 L— /L a2 5
BASE N—=2 T A E N—2F A fli: ABLFL=YDFRFDAVAL. o o e
Only AVISIT=4 or 6. At other visit, this is null. Al G BRI
CHG R T A B DB R—=RF A b DL EAVAL-BASE. TRIAD
Only AVISIT=4 or 6. At other visit, this is null.
ABLFL R—=RAFA 2 TT77 R—=AFGAVHEHET D7 T T Y=_"—2T A L Dff, null = X— 27 A LI DfE
Only AVISIT=4 or 6. At other visit, this is null.
FASFL FASD 7 < 7 FASFEMNTRIREEM D7 Z 7

Y= FASERH, N=FAS A% H
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“ TRTSEQA LA PARAMCD APERIOD AVISITN H- FASFL DTYPE

00001

00001

00002

00002

00003

00003

00004

00004

ADEFFT—42MY 7))L

PIacebo/XX9999
Placebo/XX9999
Placebo/XX9999
Placebo/XX9999
XX9999/Placebo
XX9999/Placebo

XX9999/Placebo

XX9999/Placebo

\_

J

Placebo

XX9999

Placebo

XX9999

XX9999

Placebo

XX9999

Placebo

HARA—/\—7ED TTRTSEQAB(ED

TNSS

TNSS

TNSS

TNSS

TNSS

TNSS

TNSS

TNSS

YA RF—/\—750 TAVISITN TZiK

Period 1

Period 2

Period 1

Period 2

Period 1

Period 2

Period 1

Period 2

\——

APERIODZES

0.0

0.0

1.0

0.0

2.0

0.0

0.0

AO7DHADFEHZEER>TLNSDT
DTYPEIXAVERAGEZ$ETE
BIEEXFEHEOLDOT, CSTORFKE
HRELT=

AVERAGE
1.5 Y AVERAGE
2.0 Y AVERAGE
1.8 Y AVERAGE
0.5 Y AVERAGE
0.8 Y AVERAGE
0.6 Y AVERAGE
1.6 Y AVERAGE

\—
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data a; set adeff; by trtan subjid;
if fasfl="Y";if paramcd="TNSS; if chg>.;

run;
FASEEHI DTNSSD T —4
ZER

proc mixed data=a,

class subijid trtseqga trta aperiod,;
model chg = base trtseqga trta aperiod / residual s noint ddfm=Kkr;

[smeans trta/ pdiit cl e alpha=0.05;

random subijid;
run: REMGIORFT—N—DETIL
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T ZFHMIBE R (TNSS)DEZEMTHER

ANCOVAIZ LB EEHTHEE

. Change from Baseline
Treatment N Baseline Post
Mean (SD) Mean (SD) Mean (SD) LS Mean (95% CI)
Placebo 200 0.11 ( 0.40) 1.31(1.10) 1.19(1.10) 1.19(1.04, 1.32)
XX9999 199 0.10 (0.41) 1.32 (1.21) 1.22 (1.21) 1.21 (1.06, 1.35)

Difference in LS

Pairwise Comparison Means (95% CI)

p-Value

XX9999 vs. Placebo -0.02 (-0.09, 0.07) 0.800
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IR A1 L=
II Iy =
*J-L 75\ AJ%'J 0) 71N 1/E :nl‘?, 1t tt $X ﬂit'%ﬁ
EPOCH Screening Cyclel Cycle2 Cycle~ Follow-Up
B Cycle k0 &5 )
) = Xx3999 e e
A 7
=1 Hii 53 153
Bt =) . | o
ki 1 i =
.>E Y8888 })
2)8 [/ CYCLE Follow-upiXSurvival follow-up% & e
ARM  XX9999
ELEMENT Screening XX9999 XX9999 XX9999 Follow-up
ARM YY8888
ELEMENT Screening YY8888 YY8888 YY8888 Follow-up
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B

4T —2.ADPFSEZEI7A4IL DIk

a— R/ ALk
SUBJID JEBI 5 ADSL.SUBJID & [F U
TRTAN FEEEOIRERE (BE) KB OIRERE = — R 1=YY8888, 2= XX9999
A F IR R TIXAVISITEAVISITNIE 3 B

YAy \ 7 3

TRTA S DR O IR Y8888, XX9999 LGS ERIBLTES.

AVISIT NillegiEain HIE R #:Screening, Cyclel, Cycle2, Cycles, ...

AVISITN RIER (BfE) HIE R 2 — F:100=Screening, 10=Cyclel, 20=Cycle2, 30=Cycle3, ...

PARAM HEHEH HEHEHE: RECIST 1.112 X 2 e AR, irRCIZ X 5 M1 R[]

PARAMCD HEHER (=2—NF) HIEHH =2 — R: T2PFSREC , T2PFSIRC

PARAMN HEEH () HEEE (BfE) 1=T2PFSREC, 2=T2PFSIRC ARUREITEYYDESABFEICR
BLTHKDILEE,

AVAL I E BT AL — LA EEHT S

EVNTDESC A X NEFTHEY DESE AR NEFTBY)Y OEREEFLEHT D

CNSR IHE0 BfiE) 0 = event (PD or death), 1 = censor (no PD nor death)

ITTFL ITTD 7 5 7 ITTHSERAD 7 Z 7

Y= £, N=FERH
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ADPFST—4MNDY>J)L

Aoans—tEETEREYM TStz

PFSIZBEHDIEENH LD TIEE Bl D TFASTHITTERFER
( RECIST 1.1& irRC)

m TRTA TRTAN PARAMCD AVAL EVNTDESC CNSR ITTFL
1 Y

00001 YY8888 T2PFSREC CENSORED AT TIME OF LAST
ASSESSMENT
00002 YY8888 1 T2PFSREC 300 CENSORED AT TIME OF LAST 1 Y
ASSESSMENT
00003 YY8888 1 T2PFSREC 249 CENSORED AT TIME OF LAST 1 Y
ASSESSMENT
00004 YY8888 1 T2PFSREC 78 DOCUMENTED PROGRESSION 0 Y
00005 XX9999 2 T2PFSREC 97 DEATH 0 Y
00006 XX9999 2 T2PFSREC 235 CENSORED AT TIME OF LAST 1 Y
ASSESSMENT
00007 XX9999 2 T2PFSREC 64 DOCUMENTED PROGRESSION 0 Y
00008 XX9999 2 T2PFSREC 228 CENSORED AT TIME OF LAST 1 Y
S JiN ) ASSESSMENT L JA N )
O:ARNUFEE
Z1¥ \iﬁ%
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FEIIMER (EEELAMDOEZERGR

Log-rank&Cox[BlIRIC RS EETHE R

Median PFS PFS Rate Treatment vs Control
Treatment N @E%nnt;e(z/oo)f PMegr?tr;]' (Month) At Month 6\ Hazard Ratio p-Value
(95% CI) in % (95% CI) (95% ClI)
YY8888 285 190 (64.4) 915.5 3.0(3.0,3.1) 93.7 (8.6)
0.58

XX9999 285 |\159(55.4) | 1340.9 | 5.6(35,7.0) | 882(92) J| (446072 <.001

NF—FHLEDEHERX 1% 5E 5 R (X Lifetest

?L;E;'v D/] z;;ﬁjiim R &LPhreg CH B THA
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EPOCH Screening Cyclel Cycle2 Cycle~ Follow-Up
CycleZ# Vx4
— S
YA T
= FiT 53 i3
I =) . %IJ-)E XX9999 j.> i
i = i+ #

XX9999 2R/ CYCLE Follow-up(ZSurvival follow-up% & 7p
ARM

ELEMENT Screening XX9999 XX9999 XX9999 Follow-up
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SUBJID

TRTAN

TRTA

AVISIT

AVISITN

PARAM

PARAMCD

PARAMN

AVAL

CHG

PCHG

ITTFL

P o |

KB B

EBROTRFRE (BfiE)
EBEOIRFHE

R E A

HIER (i)

HIE I H

REHEE (=2—F)
HIEEE  (SfE)

I E fE

NR—=2 T A U DEE
NR—R T A LD DEALR

ITTD 7 5 7

BB/ NT—%:ADTLE
S S
T—HADRILBDSTED T, MED

ZI71IL DI

ADSL.SUBJID & [Al U B ET—4SADEFFEZEH S

FEERDOIEHRE = — B 1= XX9999

FERDOIRIEEREXX9999

) 7EHF:Screening, Cyclel, Cycle2, Cycle3, ..

HE Y] 22— R:-100=Screening, 10=Cyclel, 20=Cycle2, 30=Cycle3, ...
HI7ETE H: "Sum of Target Lesions in Longest Diameter",

"Sum of Product of Diameter of Index Lesion"

HIEHE H = — R INVSUMTL if PARAMN=1, INVSUMIX if PARAMN=2
HIEEH (BfE) :1:"Sum of Target Lesions in Longest Diameters",

2:"Sum of Product of Diameter of Index Lesion"

BT AL L EEEHT S

NR—2 T A )b DEA{LEAVAL-BASE.
N—2F A 6 DZEZER100*(CHG/BASE) 3k _X— 2 5 A L 300K T\ ViR

ITTHREEM D 7 Z 7
Y= £, N=A£H
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e

ADTLTE—4DH T )L

BREBIEBDR BEYAXDEE
EOBEESEIEES ZfE5
I R K R R
00001 XX9999 IINVSUMIX Screening -100 2534 2534
00001 XX9999 1 IINVSUMIX Cyclel1 110 403 2534 -84.1
00001 XX9999 1 IINVSUMIX Cycle14 140 460 2534 -81.8
00001 XX9999 1 IINVSUMIX Cyclel7 170 654 2534 -74.2
00002 XX9999 1 IINVSUMIX Screening -100 2349 2349 0.0 Y
00002 XX9999 1 IINVSUMIX Cycle3 30 3029 2349 28.9
00002 XX9999 1 IINVSUMIX Cycle6 60 2663 2349 13.4
00002 XX9999 1 IINVSUMIX Cycle9 90 2985 2349 27.1
\. J J \ y,

B8 D B % B A 1
FEGIEIZES
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Percent change in tumor size vs AUC
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o9 ZEMTES,
O Traceability:Reviewer (PMDA,FDA,EMAZE) D3 FEEE Z T, AIEe/E[RY
BT —E&EICLE=IE5HA KLY,
SDTM ¢ ADaM Jny5L o fEFFER
Traceamlity Traceabllity Trgeability
tFIZADaMZEERR T NS
O Proc xxxIZANB1Z1T4 D TTraceability&Validation & 5 TH 5.
AEBEEEICANEFETOTIOLLHEIZTES,
REMEOHETELLETOS ST —IEL. CROIZIKFEET HEE(E,
RETETILEIT T R E NPT AA—V L TADaMD ERE

FREREELE 1 —LELEDe gt 3148 (FIENG !
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cLDAEZD*TLE

subjid  trt avisitn aval t0 tl t2 t3 tt0 ttl tt2 tt3

11 1 0 150 1 0 0 0 0 0 0 0
11 1 1 149 0 1 0 0 0 0 0 0
11 1 2 148 0 0 1 0 0 0 0 0
11 1 3 147 0 0 0 1 0 0 0 0
12 2 0 160 1 0 0 0 1 0 0 0
12 2 1 150 0 1 0 0 0 1 0 0
12 2 2 140 0 0 1 0 0 0 1 0
12 2 3 130 0 0 0 1 0 0 0 1
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