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Protocol milestone

\ . iS=WlF

=
Ve AR
Eow | STUDYID | USUBJID | ASEQ ASTDT ASTDY PAR Q UAL PARAMCD AVALC ANLOIFL

1 ABC-123 | ABC-123-001 1 2013DEC29 -4 PROTOCOL DISPOSIT | RANDOMIZED
. ABC-123 | ABC-123-001 2 2013DEC30 -2 INVESTIGATOR | ASSESS PD Y
3 ABC-123 | ABC-123-001 3 2013DEC31 -1 CENTEAL ASSESS sSD Y
4 ABC-123 | ABC-123-001 4 2014JANO1 1 PROTOCOL DISPOSIT TREATMENT Y
5 ABC-123 | ABC-123-001 5 2014JANZ1 2‘[} INVESTIGATOR | ASSESS sD Y
6 ABC-123 | ABC-123-001 6 2014JANZ22 > s ) Y
T ABC-123 | ABC-123-001 T 2014FEB13 OS PE?ﬁiTji}iﬁ_l./:l_ ”t{@tﬂj77_ R4 \ Y
5 ABC-123 | ABC-123-001 8 2014FEB14 45 CENTRAL ASSESS PR \\ Y
9 ABC-123 | ABC-123-001 9 2014MAROG 65 INVESTIGATOR | ASSESS PR \ Y
10 | ABC-123 | ABC-123-001 10 2014MAROT (]3] +k S PR Y
11 ABC-123 | ABC-123-001 11 2014MAR2E g7 IP. .ia._*ﬁ___'l'_t_%*_x_%_ —\ PD Y
12 | ABC-123 | ABC-123-001 12 2014MARZO 38 CENTRAL ASSESS PD Y
13 [ ABC-123 [ ABC-123-001 13 2014MARS30 39 PROTOCOL DISPOSIT TMENT Y
14 | ABC-123 [ ABC-123-001 14 2014MAR31 o0 PROTOCOL EVENT PROHIB MED
15 | ABC-123 [ ABC-123-002 1 2013NOV10 -3 PROTOCOL DISPOSIT | RANDOMIZED
16 | ABC-123 | ABC-123-002 2 2013N0OV11 -2 INVESTIGATOR | ASSESS PD Y
17 | ABC-123 [ ABC-123-002 3 2013NOV12 -1 CENTRATL ASSESS PD Y
18 | ABC-123 | ABC-123-002 4 2013NOV13 1 PROTOCOL DISPOSIT TREATMENT Y

:
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« ADTTE (cont.)

STUDYID | USUBJID |ASEQ ASTDT ASTDY PARQUAL PARAMCD AVALC ANLOIFL
ABC-123 | ABC-123-001| 1| 2013DEC20 | 4 p  RANDOMIZED
ABC-123 | ABC-123-001| 2 |2013DEC30| -2 |INVESTIGATOR| ASSESS PD Y
ABC-123 | ABC-123-001| 3 | 2013DEC31| -1 CENTRAL ASSESS SD Y
ABC-123 | ABC-123-001| 4 | 2014JANO1 1 PROTOCOL | DISPOSIT | TREATMENT Y
ABC-123 | ABC-123-001| 5 | 2014JAN21 | 20 |INVESTIGATOR| ASSESS SD Y
ABC-123 | ABC-123-001| 6 | 2014JAN22 | 22 CENTRAL ASSESS SD Y
ABC-123 | ABC-123-001| 7 | 2014FEB13 | 44 |INVESTIGATOR| ASSESS PR Y
ABC-123 | ABC-123-001| 8 | 2014FEB14 | 45 CENTRAL ASSESS PR Y
ABC-123 | ABC-123-001] 9 |2014MARO6| 65 |INVESTIGATOR| ASSESS PR Y
ABC-123 | ABC-123-001| 10 | 2014MARO7 | _ 66 CENTRAL ASSESS PR Y
ABC-123 | ABC-123-001| 11 |2014MAR28| 87 |INVESTIGATOR| ASSESS PD Y
ABC-123 | ABC-123-001| 12 |2014MAR29| 88 CENTRAL ASSESS PD Y
ABC-123 | ABC-123-001 13“"20% 3 PROTOCOL | DISPOSIT | TREATMENT Y
ABC-123 | ABC.123:001] 14 | 2014 50 PROTOCOL EVENT | PROMIB MED
ABC-123 | ABC-123-002| 1 | 2013NOV10| = TOCOL | DISPOSIT | RANDOMIZED
ABC-123 | ABC-123:002| 2 | 2013NOV11| -2 ATOR| ASSESS D Y
ABC-123 | ABC-123-002| 3 | 2013NOV12| -1 CEN ASSESS D Y
ABC-123 | ABC-123-002]| 4 |2013NOV13| 1 PROTOCOL | D TREAIMENT Y
J'\A

STUDYID USUBJID PARQUAL PARAMCD | AVAL | CNSR | SRCSEQ
ABC-123 | ABC-123-001 | INVESTIGATOR PFS 87 0 11
ABC-123 | ABC-123-001 CENTRAL PFS 88 0 12
ABC-123 | ABC-123-002 | INVESTIGATOR PFS 19 1 5
ABC-123 | ABC-123-002 CENTEAL PFS 20 1 G

LU T )LIZADEVENT.ASTDY A SADTTE. AVALEERIG TE S,
D=8, ADTTE.AVALDE H Tt &% HADTTE.STARTDTADTTE. ADTARET,
SRCRZE#M T+ 5 [CTraceabilityMRIFSN DD MNKELAY Y, 9
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 ADRESP
- SHEBREDREREMRTERIN TS

— BrCa TAUGO 45 &L L T, ADEVENTEREI#k,
PARQUAL (/NS A=A R F) NEBIMEMELTIRE

nTLs
SHE BN BREABR —
Row | STUDYID | USUBJID PARQUAL PARANMCD | AVAL | AVALC | SRCSEQ
1 ABC-123 [ ABC-123-001 [ INVESTIGATOR BOR 2 PR 7
2 ABC-123 | ABC-123-001 CENTERAL BOR 2 PR 8
3 ABC-123 [ ABC-123-002 [ INVESTIGATOR BOR 3 SD 5
4 ABC-123 | ABC-123-002 CENTRAL BOR 3 SD 6
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Table 5.2.1: Categorical Analysis of Tumor Response
ANALYSIS OF RADIOGRAPHIC TUMOR RESPONSE BY THE CENTRAL IMAGING CENTER
EFFICACY POPULATION

Treatment A Treatment B

ARTARLE M=ZX) ADSL.TRTO1E =

P-VALUE

sEsT REsPoNSE ADRESP.AVALC where PARAMCD = ‘BOR’ and PARQUL = ‘CENTRAL’

COMPLETE RESPONSE (CR) XE/HE (XX.X) XX/¥E (EX.X) (4.4 4

PARTIAL RESPONSE (PR) XE/EE (¥X.X) XX/KE (EX.X) (4.4, 4

STABLE DISEASE (SD) XE/HE (XX.X) XX/KE (EX.X) 0 HEXX

DISEASE PROGRESSICN (PD) XXX (XX.X) XX/XX (XX.X) 0. XXX

UNENCWN (UNK) XXX (XX.X) :0.00.0. NP6 90 4] 0. XXX
OVERALL RESPFONSE (CR+FPR) XE/EE (¥X.X) XX/EE (EX/X)

95% CI& 2K - XXX XK - EXK (4.4, 4

@INCLUDES SUBJECTS WITH AT LEAST ONE MERSURABLE LESION AT BASELINE.
&95% CONFIDENCE INTERVAL OF OBJECTIVE RESPONSE RATE IS FROM THE EXACT BINOMIAL DISTRIBUTION.

11
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Table 5.2.2: Analysis of Time to Progression
ANALYSIS OF RADIOLOGICAL PROGRESSION
EFFICACY POPULATION

TREATMENT A TREATMENT B TOTAL
(N=XX) (N=XX) (N=XX)

VARIABLE ADSL.TRTO1P

ADTTE.AVAL where PARAMCD = ‘PFS’ and PARQUL = ‘CENTRAL’

PERCENTILES

25™ (95% CI) XXX (XX.X, XX.X) HEK (XX.X, XX.X) XXX (XXX.XX)
50™ (95% CI) XX (XX.X, XX.X) XXX (XX.X, XX.X) XKEX (XHX.XX)
75TE (95% CI) XX (XX.X, XX.X) XXX (XX.X, XX.X) XKEX (XHX.XX)
HAZARD RATIO 0.XXXX
P-VALUE 0.XXXX
ESTIMATES AT TIMEFOINT
15T TIMEPOINT KX (XX.X, XX.X) XXX (XX.X, XX.X) KEX (XXX.XX)
28 TIMEPOINT KX (XX.X, XX.X) XXX (XX.X, XX.X) KEX (XXX.XX)
3% TIMEPOINT KX (XX.X, XX.X) XXX (XX.X, XX.X) KEX (XXX.XX)

SUBJECTS WITH EVENTS ADTTE.CNSR =0
SUBJECTS CENSORED ADTTE.CNSR =1

REASCNS FOR CENSORING
WITHDRAW TO AE XXX XXX
PROTOCOL VIOLATION XXX XXX

ADTTE.EVNTDESC where PARAMCD = ‘PFS’ and PARQUAL = ‘CENTRAL’ and CNSR =1

where PARAMED = ‘PFS’ and PARQUAL = ‘CENTRAL’

12
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ADEVENT and ADTTE for OS(Overall Survival)

ADEVENT

Row USUBJID ASEQ | ASTDY ASTDT PARQUAL PARAMCD AVALC ANLO1FL

1 | ABC-123-003 1 1 2016JULO3 PROTOCOL DISPOT TREATMENT X Y

2 | ABC-123-003 2 2 O N S S PR Y

3 | ABC-123-003 3 2. %Ej\f\dfl\h %ﬁ‘.kf‘7 Z\MN \. PR Y

4 | ABC-123-003 4 57 2016AUG28 | INVESTIGATOR ASSESS \, SD Y

5 | ABC-123-003 5 58 2016AUG29 CENTRAL ASSESS \sD Y

6 | ABC-123-003 6 59 2016AUG30 PROTOCOL EVENT DEATH Y

7 | ABC-123-004 1 1 2016JULO3 PROTOCOL DISPOT TREATMENT X Y

8 | ABC-123-004 2 28 2016JUL3" il SD Y

9 | ABC-123-004 3 29 2016JUL3 FI5PYDT—R /™ SD Y

10 | ABC-123-004 4 57 2016AUG28 | INVESTIGATOR ASSESS |\ PD Y

11 | ABC-123-004 5 58 2016AUG29 CENTRAL ASSESS \ PD Y

12 | ABC-123-004 6 117 20160CT27 PROTOCOL EVENT * ALIVE Y
Row| SRCDOM | SRCVAR | SRCSEQ

1 EX EXTRT 1

2 RS RSSTRESC 10

3 RS RSSTRESC 11 ADTTE

4 RS |RSSTRESC| 12 Row| USUBJID |ASEQ|PARQUAL | PARAMCD | CNSR | AVAL
2 RS [RoSIRESC ) 13 1 | ABC-123-003 | 1 DEATH 0 59
6 D> |DSDECOD| 4 2 | ABC-123-004| 2 DEATH 1| 117
7 EX EXTRT 1

8 RS RSSTRESC 10 Row| SRCDOM | SRCVAR | SRCSEQ

S RS RSSTRESC 11 1 | ADEVENT | ASTDY 6

10 RS RSSTRESC 12 2 ADEVENT | ASTDY 6

11 RS RSSTRESC 13

12 DS DSDECOD 6 14
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ADEVENT and ADTTE for DOR

« ADEVENTDERE R

— DOR (Duration of Response)®Di#E = B X, OSXPFSD

PER SR EFEDY, FUHAERSN-BNERBL
AR

ADVENT_LTOS, PFSERIRIZDORZE RS T=HDFrL o

RECISTDCR, PRIR#%#T-L1= B {1 (date of CRin, PRin) D47

ADEVENTIZADRSTH#ELT-CR, PRIREZH-LI=A{F

DORFEATRHL I—RFZH 4
S¢STARTDT, ADTZIEBNIL, AVALZEH T 5
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ADEVENT and ADTTE for DOR

ADRS
Row USUBIJID ASEQ AVISIT PARQUAL PARAMCD AVALC PRERESP ASTDT INDT
1 ABC-123-001 1 CYCLE1 DAY28| INVESTIGATOR | OVRLRESP PR 2016AUG18
2 ABC-123-001 2 CYCLE2 DAY28| INVESTIGATOR | OVRLRESP PR PR 2016SEP16 2016AUG18
3 ABC-123-001 3 CYCLE3 DAY28| INVESTIGATOR | OVRLRESP SD PR 20160CT15 2016SEP16
4 ABC-123-001 4 CYCLE4 DAY28| INVESTIGATOR | OVRLRESP SD SD 2016N0OV12 20160CT15
5 ABC-123-001 5 CYCLE1 DAY28 CENTRAL OVRLRESP PR 2016AUG18
6 ABC-123-001 6 CYCLE2 DAY28 CENTRAL OVRLRESP SD PR 2016SEP16 2016AUG18
7 ABC-123-001 7 CYCLE3 DAY28 CENTRAL OVRLRESP SD SD 20160CT15 2016SEP16
8 ABC-123-001 8 CYCLE4 DAY28 CENTRAL OVRLRESP SD SD 2016N0OV12 20160CT15
T | CRin/PRIn Variable Derivation
2 | CRin/PRin Y PRERESP LR ORIZFEHESIN-ERAREE
3 CRin/PRin _ Y P
4 | CRin/PRin INDT LR ORICEmIN-FERAKEeRTMmAE
2 Emgﬁ:; CRIT1FL CR or PRAS2BS s CElich, SHMREfRA28HEDIES
7T CRin/PRIN ((AVALC in (‘CR’ ‘PR’) and PRERESP in (‘CR’, ‘PR’)) and
8 | CRin/PRin (PREDT —ASTDT + 1 > 28)) IZY' &R E.

16
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ADEVENT and ADTTE for DOR

ADRS
Row USUBIJID ASEQ AVISIT PARQUAL PARAMCD AVALC PRERESP ASTDT INDT CRIT1 CRIT1FFL
1 ABC-123-001 1 CYCLE1 DAY28| INVESTIGATOR | OVRLRESP PR 2016AUG18 CRin/PRin
2 ABC-123-001 2 CYCLE2 DAY28| INVESTIGATOR [ OVRLRESP PR PR 2016SEP16 2016AUG18 | CRin/PRin Y
3 ABC-123-001 3\ CYCLE3 DAY28| INVESTIGATOR | OVRLRESP SD PR 20160CT15 MSSEPlG CRirfPRin
4 ABC-123-001 4\ CYCLE4 DAY28| INVESTIGATOR | OVRLRESP SD SD 2016N0OV12 ,40160CT15 CRiﬁ/PRin
5 ABC-123-001 5 \ CYCLE1 DAY28 CENTRAL OVRLRESP PR 2016AUG}( CR/n/PRin
6 ABC-123-001 6 \ CYCLE2 DAY28 CENTRAL OVRLRESP SD PR 2016§-l?ﬁ16 2016AUG18 CKin/PRin
7 ABC-123-001 7 CYCLE3 DAY28 CENTRAL OVRLRESP SD SD ZQZ€OCT15 2016SEP16 (fRin/PRin
8 ABC-123-001 8 CYCLE4 DAY28 CENTRAL OVRLRESP SD SD 016NOV12 | 20160CT15 ﬁRin/PRin
ADEVENT
Row| USUBIJID ASEQ | ASTDY ASTDT PARQUAL PARAMCD AVALC / | ANLO1FL| ANLO2FL
1 | ABC-123-001 1 1 2017JUL20 | _PROTOCOL DISPOT | TREATMENT/X Y
2 | ABC-123-001 2\ 30 2016AUG18 ,INVESTIGATOR | ASSESS PR Y
3 | ABC-123-001 3\ 30 2016AUG18 | INVESTIGATOR [ ASSESS CRin/PRin Y Y
4 | ABC-123-001 4\ 59 2016SEP16 | INVESTIGATOR | ASSESS PR Y Y
5 | ABC-123-001 5 \[ a8 20160CT15 | INVESTIGATOR | ASSESS SD Y Y
6 | ABC-123-001 6 \\ 116 | 2016NOV12 | INVESTIGATOR | ASSESS SD Y Y
Row| SRCDOM | SRCVAR | 'SRCSEQ
1 EX EXTRT [\ 1
2 RS RSSTRESC | ¥ 10
3 ADRS CRIT1 2 |
4 RS RSSTRESC| 12
5 RS RSSTRESC| 13
6 DS DSDECOD 4 17




ADEVENT and ADTTE for DOR

ADEVENT

Row UsuBlJID ASEQ | ASTDY ASTDT PARQUAL PARAMCD AVALC ANLO1FL| ANLO2FL
1 | ABC-123-001 1 1 2017JUL20 PROTOCOL DISPOT TREATMENT X Y
2 | ABC-123-001 2 30 2016AUG18 | INVESTIGATOR ASSESS PR Y
3 [ ABC-123-001 3 30 2016AUG18 | INVESTIGATOR ASSESS CRin/PRin Y Y
4 [ ABC-123-001 4 59 2016SERL6 | INVESTIGATOR ASSESS PR Y Y
5 | ABC-123-001 5 88 20160CT15N INVESTIGATOR ASSESS SD Y Y
6 | ABC-123-001 6 116 2016NOV12 | TNVESTIGATOR ASSESS SD Y Y
7 | ABC-123-001 7 144 2016DEC10 | INVEST/GATOR ASSESS PD Y Y

ADTTE

Row UsuBlJID ASEQ PARQUAL PARAMCD | CNSR AVAL STARTDT ADT
1 | ABC-123-001 1 INVESTIGATOR DOR 0 115 2016AUG18 | 2016DEC10

Row| SRCDOM SRCVAR SRCSEQ
1 ADEVENT ASTDT 7

18
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Therapeutic Area Data Standards for Breast Cancer (version 1.0
provisional)

The ADaM Basic Data Structure for Time-to-Event Analyses
ADaM Implementation Guide ver. 1.1
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