L - T L
AN ALY ALY
WA T AT T 0
AYYAYYAYAY
AT AT
AYYAYYATYAY
B v L
AYYAYYATAY
AT AT
e T e W L LT
T AT AT
IR AT AN
T VAT YATTYT
ATYYATYYATY ALY
M TAT YT
AYYAYYAY ALY
WL T T
AN T AT
T TNT T T T T
AYYAYYAYAY
DL R i
AYYAYYATYAY
AT A T
AYYAYTYATAY
AT WA
AYYAYTATAY
T T AT T LT T

170 Global team-Global CRO-Japan team®i7{E

ea5¢aee: —Be on the same page-

LYY AT FLTLY
P LYY ATy

R bt o ININF1R T7—IREtt

ALl oo Lt F=AYALIIR - BALIITATIVIARL -3 ED
AR AR e ol R ¥, \i8 ERE

AN AN T LN AT

YA TALAY Y

YT Y LTTYY U) NOVARTIS | Reimagining Medicine
KT TR TR AY
TN T T




Disclaimer

» REXRE, BAOBEARNRECEDIGEOTHD, J)ULT4X I7—XHKRASHRU
HEEOFTEEABOATNRAFZRIEDTEDDEE A,

U NOVARTIS | Reimagining Medicine



Agenda

Background

Kick off meeting

Communication channel

Quality Management

Key Takeaway

U NOVARTIS | Reimagining Medicine



Agenda

= Background

4 U NOVARTIS | Reimagining Medicine



Be on the same page
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Global teambh 'CROICEHBATZA &L3IC

Kick off meeting with global team

3
u PM DA®E4¢®IEﬁE o codead | » /R . ,:iﬁ},\
@ Elzsa)PMDAEﬁ‘ﬁaJﬁ;?Tn'J‘“ JEES ' Ti]‘ L I ORI OISV I EEE @ - 5
= R  JOYI/ ORI OISIVIE > Global CROE
. 9’(A7’f) —— |- | |
, - ’
= 758t OBAFRE(L F— ¢ P i 2
- d) HE \ X\‘/j_ —— Iob?altea-m:‘LD e ’ am:
° m @ Bridge role . = ESRR, 1SS

— P21t iS4t i id | = C | .
— %‘*E/(\—yﬂ\/ ;% ,\,t; -— -?«‘,‘ f.«:
—_ 7[] —_ TIEEH:H:%O) HH ﬁE{t - g?;asjggmﬂfﬁggm_m @Global CRO @Glohal CRO

= 1GEIDBARE(L
’ [ 1356% - 3 ISSZ4F— A TRIBEFSHEES TLKICIE, }

ol ZIEYELIFVEMR (Be on the same) TWBAZENFAR ! |
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PMDADZE A DEER?

Conducting Pinnacle 21 validation
Target deliverables (FAQ 1-24)

Important!!
v SDTM dataset with Define. XML for SDTM - -
NOTE: PMDA conducts consistency check between SDTM dat; How to descrlbe the expla“atlon for
v" Define. XML for SDTM Error issue in RG (FAQ 1-23) Error issue should be

v ADaM dataset With Define.XML f0r ADaM AS| Q1-23: Is there anything special to consider when the applicant provides the necessary explanation explained at

D MIAEIEX d oma i n for the violations of “Error” (one of the severities of PMDA's validation rules) that cannot be corrected consultation on data
format

in data guide or the section of “Information about conformity of the electronic data to the CDISC

NOTE: PMDA conducts consistency check between not only Al
Define . XML. but also ADaM and SDTM dataset standards™ in Attachment 8, “Supporting Document on Consultation on Data Format of Submission

of Electronic Study Data” based on section 2. (4) b of “Notification on Practical Operations of @@

Explanation of Error

H [ ]

v Deflne.XML for ADaM Electronic Study Data Submissions™, hereinafter referred to as “notification on practical operations™ issue should be more
>

T g W R e T e e

specific
A:  Regarding violations of “Error” that cannot be corrected, PMDA evaluates the amount of
influence on analyses conducted in the review process based on the explanation provided by the
If non-standard

applicant. With the explanation such as “Data was stored as collected in CRF” or “Correction has not

variables is used in the

explanation, we should
add the explanation
about the variable

been made because it does not affect analyses conducted by the applicant™. it is impossible to evaluate

the influence on utilization of the data in the review process because it is not comprehensible how the

data 1s stored. Therefore, please explain how the data is stored actually about the violation. When the

applicant explains "it does not affect analyses conducted by the applicant”, please explain the reaso

athottrlgmd, 10 ph e s L, DAt lant oyt oo the stasdhs y faeas 1 peadeie g o STER oty

!' PMDADHEETHHCEERRICOVWTEHRIANKRE | |
; ) NOVARTIS | Reimagining Medicine



F1LS1>
—mmmmm

To complete validation of pure
SDTM/SUPP and ADaM

To complete creation of SDRG and CRO
ADRG with describing section7 as
‘Refer to SAS pointers usage’

To complete creation of SDTM CRO
DEFINE and ADaM DEFINE incl.

ARM

To complete creation of Form A Japan team

To complete checking all programs CRO/Global

l} CRODARTS1—NEIUTHEWNEIIRITEICHMIASA > 2BATECUL !

!
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H &t DAL
O3/ TcOP21 ValidationfERADMIG A £t

P21 In case discrepancy” found In case discrepancy* NOT found

message o

category Datasets/XPTs Explanation ‘in Issue summary Datasets/XPTs Explanation in  Issue summary section in

Reviewer's guide section in Reviewer's Reviewer's guide

Reviewer’s guide guide

Reject Have to modify to Need to - Have to modify to - -

remove reject describe the remove reject
message detail of message
inconsistency

Error - - To describe the Remove error - In case it’s too difficult to

detail of cause of message as much remove error message,
error clearly as possible the team needs to provide

a clear description of the
cause of error

%5 Dlscrepancy means that outputs in CSR cannot be reproduced by modlfxlng datasets |nclud|ng changing CT to remove P21 message
- st W e S P b o P P e P tnmton, et

o

i R TGS BIEELE !

!7 EHDIBUEDHERICFEUREEICRS L SICIAER IS ZHIMCIITEIRENBOL !
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FEtDEAGEE
FEN-I3>
1IG/ P21/ CT /| MedDRA version

Version number
LDE EIPIERER - i85 alRR 1SS
(IB>OEATEEEhZHER)
SDTM IG 3.1.3 3.1.2 -
ADaM IG 1.0
Pinnalce 21 Community version 3.0.2 (engine version: 1511.6) with PMDA configuration
software version
SDTM CT 2018-12-21 Keep CT version used in =
CSR analysis
ADaM CT 2019-3-29 Keep CT version used in 2019-3-29
CSR analysis
DEFINE 2.0
MedDRA version Need to use the same MedDRA version within a study
PMDA will not accept to use different MedDRA version within a study
T =S f__,_(No}e:f‘Pfr{IQA_a‘l_Lowsr to use i:ljfj;ere__n} Med_p@A version Withfﬂj projiect) . . e

V. & fiversion BB EMMICIIRICT 5L TEYEOBBERLICLE | |
14 U NOVARTIS | Reimagining Medicine



A&t DEAkEE
J0—-HEn

LDC

/ CSR process

. R EIPSR- SRS (BT LA TSN/ RER)

/ / ﬁl _ / - — CSR process \

Z

o e _l_l
] Rawdata [— — W — B
/ [ Creating CRT package process | || || | i || 2
i s
: A

o

i =

. 1l

2

»

ADaM v
===

SDTM B DEFINE xmi A — -4
DEFINE.xml SUPP — Selecled
TFLs
AN ¥

T H
el g B e il L ot

R ADaM

\w % Creating CRT package prvo - /
V. memotamsciT, J0-OERRUREMOEBELSLE | |
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EDLETT |

All deliverables list

Study # Data SDTM aCRF SDTM ADaM Submitting Check Submitting TFL Check TFL SDTM ADaM DEFINE
format Creation Creation ADaM pgm to ADaM pgm pgm to HA pgm DEFINE incl. ARM
HA
ABCO001 LDC SDTM team SDTM team CRO All pgm CRO Selected pgm CRO SDTM team CRO
ABC002 LDC SDTM team SDTM team CRO All pgm CRO Selected pgm CRO SDTM team CRO
ABCO003 LDC SDTM team SDTM team CRO All pgm CRO Selected pgm CRO SDTM team CRO
ABC004 LDC SDTM team SDTM team CRO All pgm CRO Selected pgm CRO SDTM team CRO
ABCO005 LDC SDTM team SDTM team CRO All pgm CRO Selected pgm CRO SDTM team CRO
ABC006 EAEER Japan team Japan team Japan team  All bam Japban team Selected pam Japan team  Japban team Japnan team
- - =
ABCO07  [EINEE  Japanteam  Japanteam  Japan team Role & Respo n SI bl I Ity
ABC008 EM:HEE  Japan team Japan team Japan team
ABCO009 R CRO CRO CRO o
e o e — — Data Category No Study Cond uc_:t Role & Responsibility
format = analysis for all CRT package
ABCO11 \stiHEE  CRO CRO CRO
— LDC Global 5 ABCO001, ABC002, ABC003, ABC0O04, SDTM team CRO / Global team

ABCO12 e CRO CRO CRO ABCO005 / CRO
ABCO13 AWM CRO ERo cag EWatR  Japan 3 ABCO06, ABCO07, ABCOO8 Japan team  Japan team
185 1 Iss - . CRO ??Ig;igg
1ss 2 Iss - - CRO Tsmenr:  Global 5 ABCO009, ABC010, ABCO11, ABCO12, CRO CRO / Global team
1SS 3 Iss 0 i ABCO013
S ‘e _ D - —

et A AT o 1SS - 3 ISS 1, ISS 2, ISS 3 CRO CRO / Global team

M S A T e PP ™ nﬁ-d’ "*J‘J-ﬁ/ P O P P fﬁ_ﬁ-”“__ﬁf‘”“ o~

h FEMBR T Data formatB T OREIZBEICT 3TE TEF— A ERECERLELE | |
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#RDIRD

v/ 017 MOFAEHZIRMEICULIETRLA—X(CE IR ZAEDDEN TS |

/  SEIOBRME(EEUCETRIBAEA - F- AN IRSTEL(CER TS |

ER(CRE%Z K(FIP21 Validationf&RADX LA B |

HERAEUICEOITN, KA (CERERDOTV, FREIEHENE
IO TVWZEB I WREMEIDDT, #iL RN E

[CTEBRLIBTERNHBE!D |
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Communication
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Kick off meeting

R (CEBREN RO TIK

E(FH70aT |
BCECIEARCIZRHD
THRNINE |

18 U) NOVARTIS | Reimagining Medicine




&IBMEOEREECRUCTBRDIC: - -

3 weekly
meetings

& IE L E NS Be on
UIB#% (Be on

Ak the same
page
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3 weekly meetings

4 N/ Y4 )
® —— o @ — /
Japan x Global Japan x Global x CRO Global x CRO
Wednesday hursday Friday
Be on the same page!!
N\ /
- SR = ERHEER = HRFIOVWTOER
= KEEHOSETOMZREEOHER = QA = Q&A

" EuﬁEP(LEuﬁX:E—C‘T’]‘/EI/T’fT
LZHESR
U,‘iﬂ NOVARTIS | Reimagining Medicine
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MS teams®D;EHB

/:—Et
B3R

Q&A

Japan team
Global team

=Xt

21

2ENEUVIGEHRZ
TimelylCERN3 ! !

— \‘
A\
BEHREEENENIDT
h\Y A\Y A\Y
ML —RT2OTIE
Q&A% ot |
\ '/ Member A X /3/20 8:20 PM
N 4 Hi UEHARA, MANABU-1, the study statistician w«
\ f\ e discussion at the moment. We were wondering if y
B

MS teamsl|c
BiRZER | |

need to be informed about these changes in advai

ﬁ Collapse all
lL e UEHARA, MANABU-1 X /4/20 4:20 AM
| () MamberA ), | have agreed with
lk Member A X /8/20 8:33 PM
)

W Thanks Manabu. | have updated the ARM,
" include the new list of programs.

Member A X /11/20 12:38 AM
W‘ Hi Manabu, the sas pointers document for
. ARM.

d)ﬁ NOVARTIS | Reimagining Medicine




#RDIRD

3 Weekly meetings
§/ BEET L TT — A F— ARIOIERE DT |
§f POSEMEBLTNBILT, F-LM-BHERMTEURFCR |

MS teams

jﬁ/ MS teamsTIEERO—TILNTENR !
W/ EmETImelyCBUETAL |

~

C

!’\L [éﬁb‘“".‘%"(: aUIEfi# (Be on the same page) [CR2EHEADEE ! |

J
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Agenda

. Quality

= Quality Management y Management
Communication
Channel BV TLTE,

BLERTORENE
[FBTECS !

Kick off meeting

AERBCFTIVII B
HaHEfERILTH=R
B mEZiERI3 |

R -1F2ER
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SRR, mBZIBRIDIDIC

ne.XML, Reviewer's Guide, Form A

A

QC7i% : SDTM aCREF, Defi

JO>17 M
E|EER 7B
gﬁ%ﬁw uitgﬁ/LDC/ WEHPOQCIEHEIICLZT
ALV ISSW O 1 hEAETORF XD M
DRSS
Form A/Form ARIZE
Reviewer’s guide
HADEPNEER,/ - P21MERROR
o BINIER LDC/ «  Version(IG/CT/
&RERDWEET- S0 gm v ISSOT0I 54 MedDRA etc.)
ufe W UEEENQC &0 ‘y" HRENMELGHER 4 ':
| check listzE(CF1v) ZLE1— SE/ |

24
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v RRIBQCEEMT L THMRR(QCH TET: |

v YEFMOQCHIAICLS M1XY MiDBE AT B A !

" MR T EEOEML, ASRISHELEN o |

212U, SBRIICESTZQCOELEIN COREEN1RHD, TEOEPMDALDIE
fandor
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= Key Takeaway

26 U NOVARTIS | Reimagining Medicine



Key Takeaway

Kick off meeting

X/ EEERACRRCI LN EE | !
v BERMEAL T —HTA—NY BRI TOF— L-BADEENDRE(LIEER !
v 1GEIDRELZ T DE TR R NEMINSEUCERUZTROR !
v 58L& TE, JZ2125 -3 %MiE(Cd 3Bridge rolehGH |

X/ Tos1or OB ERDICARICIZTLNEE |
v JO021I MO BRREICULCETRALA—RICR IRV DB IEN TEIL |
v' P21 Validationf&RADXH G773 #1 2 BRFEICUIZDE@ B AR !
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Key Takeaway

Communication channel

';V w(C'Be on the same'[CTE3HAADNEE ! |
VA LOFeYNAERN, HICETF— LA F— AR R |
v Fo AITOSEEEBEEZLELT, F— AR BSERTRCBRICLE |
v AENCABATFLETREL, ARORTRECERIL: |
v B3 —TEAEL, HENRIUIERETImelyCEUELT: |
v BRERETQRAERL—XICTES |
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Key Takeaway

Quality Management

X/ qconmemrTaCER 1
v BSRMOmBEEDLIITHBERT INMIBRITAREI UL |

v RREVBQCEZENM I DL THERIQCHTER ! |
v XEEFDOQCHEIAICLD P14 Nl OB E MR (IB IO !
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Legacy Data Conversion(LDC)DJ0O—
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