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Study schemati o —EERYHBEHEOFERINSLIOORR

Placebo group ': f;’: D 1’: 7_—\\-|j£,r ,>
- Placebo — > %Eiig_d_é@‘i F:Eg*ﬁ:ﬂ:ﬂj
. DSP-5423P 1N
Informed Consent 'T;;;T 40~-80 mg/day & L ~ I\ ,_l_\ ,r / I\
creenin SP-5421 mg grou 28 week > — N
1 Sl £ e — TFDHOW_UP > FEIMIER: Week60) R—ZS54 h
Placebo DSP-5423P 40 mg/ day |_| observation b NDPANSSEETR7 %1 L=
Jaban DSP-5423P J' > E”ikngﬁﬁlﬁ H : WGSEGO) N—RFM4 Y
_ Idav \ _ 7N =
P 54255 50 e sres 4080 melda MHNDCGI-SRaAT7EIL=E
S 472 N .
f_ DSP-5423P 80 mg/day | ® I g 7 (=S ﬁﬁF *ﬁ 77_ /£
- > REAED-HDEEMRETIL
Randomirrttomr IR - e X
| quhout phase Double-blind treatment phase Oven_label treatment phase Follow-up ( M M R M ) ' — J: é ﬁq; *Fr
(single-blind) (6 weeks) P pha phase
1 week E ~ 7] .
(Al?eilit 3 2 weeks 4 weeks 28(}?;?:&:;::?&311&;1}13) 1 to 2 weeks ® E g t" ﬁ* *ﬁ- % .
days) - ’ . .
> > Modified intent-to treat&F (mITT)
Inpatient mandatory h;ﬁg;i?;n?. Inpatient or outpatient > 5 > QQA 1 t é *L . /I:I %ﬁ% 7& EE 1‘_" L 7:')\ D

baseline & post-baselineMPANSSX O 7
1 DHWERAE
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I5EoHER (EEFEEB) 26

PANSS &5t X227 (MMRM®DO#ER) - mITT

Baseline Week 1 Week 2 Week 4 Week 6
0 . . .
Week 6
Adjusted p-value (Hochberq) : Effect Size:
5 48 40mg vs Placebo: 0.007 40mg vs Placebo: 0.297
-6w2 80mg vs Placebo: <0.001 80mg vs Placebo: 0.555

N
o

LS Mean Change from Baseline
H
o1

-20 * p<0.05
**p<0.01
*%%p<0.001
% %k ok
o5 Placebo (n=189) DSP-5423P 40mg (n=196) e DSP-5423P 80mg (n=192)

RE2HTLEHICHDEMNMRIES N
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PANSS &5t X227 (MMRM®DO#ER) - mITT

- Hhisi Al

BARD#HER

o AOMGED TS REDE
O 8OMGED TS REDE

BANDIOMgT TS EREDE

1 MINE o T-

é%@%%]

Subgroup N
Japan 162
40 mg -0.5(-8.8,7.8) :
80 mg -9.7 (-17.8, -1.6)
China 28
40 mg -3.9 (-12.7, 4.8) |
80 mg 6.5 (-1.4, 14.5) |
Korea 21
40 mg -20.5 (-49.8, 8.7) | °
80 mg -15.8 (-43.7, 12.2) |
Malay sia 166
40 mg -7.1(-14.7,0.5) | °®
80 mg -14.7 (-22.4, -7.0) | |
Philippines 69
40 mg -5.1(-18.1, 7.9) ®
80 mg -9.4 (-22.4, 3.6) |
Russia 39
40 mg -3.2(-17.8,11.4) o
80 mg -4.0 (-18.7, 10.6) | |
Taiwan 46
40 mg -17.6 (-32.0, -3.2) | |
80 mg -25.4 (-39.4, -11.5) | |
Ukraine 46
40 mg -6.7 (-15.9, 2.5) o
80 mg -4.5 (-14.0, 5.0) |
Overall 577
40 mg -5.6 (-9.6, -1.6) — e
80 mg -10.4 (-14.4, -6.4) —&—] J
-50 -40 -30 -20 -10 0 10 20

Difference of LSMeans vs Placebo (95%Cl)

© Sumitomo Pharma Co., Ltd. All Rights Reserved.
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24f B \
PLCB 40MG 80MG PLCB 40MG 80MG
(N=190) (N=196) (N=194) (N=52) (N =55) (N=57)
n (%) n (%) n (%) n (%) n (%) n (%)
Subjects with any TEAE 114 (60.0) 123 (62.8) 130(67.0)|| 36(69.2) 36(655) 45(78.9)
Leading to death BEER 0 0 1(0.5) 0 0 0
Leading to treatment discontinuation 17 (8.9) 16 (8.2) 11 (5.7) 10 (19.2) 7 (12.7) 1(1.8)
Serious 9 (4.7) 8 (4.1) 10 (5.2) 3(5.8) 3(5.5) 1(1.8)
Extrapyramidal (S A4} BRAEIK) 15(7.9)  21(10.7) 40(20.6) 4(7.7) 7(12.7) 15 (26.3)
Skin related (B4 &R 42 B8:E) 8(4.2)  26(13.3) 36(18.6) 5(9.6) 15(27.3)  19(33.3)
Subjects with any treatment-related TEAE 58 (30.5) 69(35.2) 82(42.3) 17 (32.7) 24 (43.6) 31 (54.4)
Leading to death 0 0 0 0 0 0
Leading to treatment discontinuation 7 (3.7) 10 (5.1) 2(1.0) 3(5.8) 4 (7.3) 0
Serious 2(1.1) 5(2.6) 3(1.5) 2 (3.8) 2(3.6) 0
Extrapyramidal (#{A 4} BRAE 1K) 5|4k B 10(5.3)  17(8.7) 37(19.1) 2 (3.8) 6(10.9)  15(26.3)
Skin related (Bh 4 &B4L BE &) 7 (3.7) 24 (12.2) 35(18.0) 5(9.6) 15(27.3)  19(33.3)
— _|

£ Sumitomo Pharma 5
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® CTD : 205B8 D B AR KM X9 SRt Z L&k

> PANSS&ERa7 (mMTTER. PPEROHEE) . BIXRFHMEER D@ (PANSSH TR —)LRXa7., PANSS5
EAFETIAHAAT. CGI-SRX a7 RUPANSS responderZElE) O#ERERLT=

XKWITNE20BRDFEEFRGITORETELMA 1=
> EREERZHEL, BRICFENGWI EZFHALE
> BARDIOMgDFHFERITHFICER LMo 1=

® HIFRDI/EDPY LY  BRFEIR
> RieE - hEEOFENEO—EMRZHA - E. BE. VU 54 FICEE
> WP EEMRTOBRM X, EROZVOERBEIHOMN LGN D12
> EEE - A ORNEE EFUMEEEMED T HIERIT G, o 1=
> BERDAOMgDAMEDERA (HRATHRANLUN ERZEOANMENRAFTE 20 DE RN D)

> WREEE - TOMA—R S VBN, KETF—4. MARECHAET 4T, 2hLLBLTAATE
f HHERA D ZIEE E 4 L=

. BATEFRHEAEVERENS . ThABRICHE LE-mEEASH 5

« PANSSEFHRATFIZE DL ZAEILDEETLY . EER/BR/BRUNTEIMEISEWLEELS, BRA
THHARALSN EROBEDENRFTES
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CCFET: 2FREEBROEER® TBRTIEHES> EEof=h] EVSFBERICKRIBL,
HNREMEAFFOREEZ L > THRROFRAZHATUWVEN 2T

‘EROPTO—DODOHENEBARATHAEVWSHBIZEDE, BROEMHEDHER
(40mg) ZHREMEAFZ L > THEANTE LRV EETT S

. 2

3-layer approachlZif > TEET %

Layer 1 Overall results (Efficacy, Safety)

([jonsistency assessme]nt[s from various angle]s Y —— > W 'HE - 91‘ 'Iﬁi Eﬁ’§$ E,‘] g 0) @E{I‘*
Layer ) Regulatory perspectives Scientific perspectives < other studies \ > : 0) ;"5% %O) E:J-
B Which factors influence the results? 7 * f;i:i:g::: the isﬁgﬁl%k Y- A= ﬂ*ﬁﬂ =

B How about ethnic insensitivity? f e > )‘)] %19 ﬁm % 0) ﬁ 7ns 0) *ﬁ EI:J-

same drug class,
efc.

I Danafit/Dial- II Danafit/Dinl- II Danafit/Dial- I

L 3 assessment assessment assessment R
ayer
y for for for

countryA || CounyB || Regionc *: CTDTAFEE - g ZEN LGN L EEREH
“ Dr-th, ARECTIEBHEEIT
2-1 3-layer approach DHEHE 8
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IREHE

FDER

BERAEDEREAFDEHEE

No of subjects

Week 6: LS Mean (SE):

Difference from PLCB

Baseline Parameter PLCB 40MG 80MG 40MG 80MG
Sex: Male 113 116 114 -6.2 (2.61) -8.7 (2.62)
Sex: Female 76 80 78 -4.3 (3.33) -12.7 (3.26)
Age (years): <65 176 185 180 -6.2 (2.13) -10.4 (2.13)
Age (years): >=65 13 11 12 5.6 (6.68) -8.0 (6.48)
Weight: >=60.50 101 91 97 -7.9(2.62) -8.5(2.56)
Weight: <60.50 88 105 95 -3.7(3.15) -12.9(3.18)
183 188 187 -5.7 (2.08) -10.2 (2.06)

Hospitalization Status: Inpatient

IEmAAR] [CFEB L.

=230 [t

ﬁn-.l- sz"

Duration of illness (years): <10.66 94 92 98 -8.7 (3.08) -16.9(3.02)
Duration of illness (years): >=10.66 93 100 91 -3.8 (2.75) -3.7(2.77)
FIEFERD (%) :>=25.0 101 94 94 -8.1(2.85) -12.2(2.83)
FIEFRD (%) :<25.0 86 98 95 -3.4(3.07) -9.0(3.05)
Any prior hypnotic drugs: Yes 60 68 63 -11.3(3.80) -12.4(3.87)
Any prior hypnotic drugs: No 129 128 129 -3.5(2.46) -9.8 (2.42)
Any prior psychotropic drugs: Yes 62 75 72 -4.1(3.68) -12.5(3.67)
Any prior psychotropic drugs: No 127 121 120 -6.6 (2.50) -9.4 (2.48)
BAEE PSR ?7; L 27 26 27 5.7(6.20)  -14.7 (6.00)
#m AP MRIED 115 118 112  -5.1(2.61) -9.8(2.61)
TEBHAE %‘EFF;?QODJ% 26 25 30 -6.3(5.79) -11.7 (5.37)
#xﬁ A% O YT i 28 21 27 23 -10.7 (5.52) -4.7 (5.86)
PANSS total score: >=98.0 89 106 113  -5.5(3.16) -12.3(3.08)
PANSS total score: <98.0 100 90 79 -6.0 (2.51) -7.4(2.58)

& Sumitomo Pharma

— O EROHERDAETRLL:
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VEEHARICBE 9 A 8Et \
(R AR ARDI0O mgDFERICEE L TS H[HEE

o I EEMFRITDEE - MENRIEINT=T-8. K YFEMIZHH L1

21K B
Parameter Statistics PLCB 40MG 80MG PLCB 40MG 80MG

N 94 92 98 26 19 22
Duration of illness (years): <10.66  Difference from
Placebo: LS Mean (SE) -8.7(3.08) -16.9(3.02) -8.3(5.78) -12.4(5.69)

N 93 100 91 25 34 33

Difference from
Placebo: LS Mean (SE)

o X (&£fK) :#it) Week6 (LOCF) DPANSSEEtRIOV7ZE b=, &) E/REAMHE

PLCB 40MG . 80MG

Duration of illness (years): >=10.66
-3.8(2.75) -3.7(2.77) 3.9(6.09) -7.3(5.94)

o “' '. o ) . .
S ..‘ . . . ® ° R
‘ ° e . o ® ° [} L} . . .’ ° : .
0 o"‘:.' nte * t. o® ¢ e L4 o’...o .. ". ° . 0 0.;'.00. R '.O.. ° N
o : °e ‘e° L ® Ve e ® s TPY % el ¢ w ° e . '0* LA N .’ ) .
o v % o S . 7 sy o o AN A WL -
i ° e 2 o P % ° & Y r o 0.‘ ., 3 ’o'g ‘:0. '. %e o ° .
E \i ‘Foabes o 0 ° 5 o’o‘ ‘e N oo 0 e e % Vo, o, ©
£ o "5 e ° — . < g 8 et ® o0 o - oo g o 0 o O o . o
= % 25 L) (] @ o
& e o g oo o0t O S N ) e o8, ¢ .
5 :oo N . N 5 o 4 . ., 5 ;. “ o .
e ™ : L o bl S . * . .‘ . °
Y LY L4 *® ¢ ‘.
S0 e L ]
50 ¢ % ° s
°

. : .o | EADREOERMND ERHE] IPREMAFTEENEER

0 10 0 30 40 50
Duraton of liness fyzars) Duraton of lliness (years)

Duration of liness (years)
Country @ JPN ® KOR ® TWN @ MYyS @ PHL @ cHN ® RUS @ UKR Country @ JPN @ KOR @ Twn @ MyS @ PHL @ cHu ® RUS @ KR

O SUMItOMO . .oees e

County @ JPN ® KOR ® TWN @ MYS ® PHL ® CHU @ RUS @ UKR

© Sumitomo Pharma Co., Ltd. All Rights Reserved. 10



IDREHAFAROMLLELEEDREE
® ICHE17(Z;RENTLrAregional consistencyDEHiAEZSEIZ. UTORZERL -
> MR pY ithis A 0D B 4 &L AR AT D =
> OF o T—7 4A0mgDAENR EERE - i TOXREERADRKRE
> J-S shrinkage estimator (Quan et al. (2014)) % L \f-& 5+
» VXal—Y a3 UICLBRET FRETIHERERTLTLAELY

, ( harmonisation for better heaith

Examination of regional consistency

Evaluation of regional consistency is NOT
hypothesis testing, but a supportive and/or descriptive
investigation, whether prior assumptions hold true.

Descriptive summaries

‘ Graphical displays (e.g., forest plots)

Model-based estimation (including covariate-adjusted
analysis)

Test of treatment-by-region interaction as a method
for signal generation

ICH_E17 Training_Module6 2019 0806

& Sumitomo Pharma
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I REMEAFH GBS DR
D IBAIHLIRI D ERS EFARAT D=

> Mg BT (BR, 8EH, 0@, 83E) . Em7Y7T7 (I74)EY, wL—L7) . 3—A YN
(A7, 9954F)

> MR DRI - BT EAEIE

@ OFtoT—T40mgDEEMNELEERE - B TOXEERDORE
> BHAXEBEEADKRRE : Gail-SimontkE (Gall et al., 1985)

DFER : PANSSEEHARAATDAR—RSA UHALDEILED QKR BMLXEAADKRE : Gail-Simont& E (Gail et al.,
TJ5tREDE (Week 6) 1985)

Hodst 40MG SOMG X E{ER pliE

BR7 T (N=257) -4.6 -11.4 40 MG vs. PLCB 0.992

HE7 U7 (N=235) 6.6 -12.8 80 MG vs. PLCB 0463

3—0w/8(N = 85) 5.3 -4.4 25y .
BE ) « AEMBREERE - MIBICENLTXREERAMNFEELLEZN
« 40mg : BB TELU L ER G ont « 40mg : EfEE - HIEEO—BEHEEESNGL=>HBAKT
« R7OT7TORRE: 2R EEULL: LERLRIBROEMELNEAFTE S
- —EMEEEILSH/ETIEHGL=>BATHLLAELEHRD

BENENEAFTE D

£ Sumitomo Pharma
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IREMAFLIE LGS ORE

@ J-S shrinkage estimator (Quan et al. (2014))Z& AL = #& 5T

> ;W@?ﬂ%@?ﬁﬁﬂﬁ&@’z@%ﬁﬁ@ - HIBDT—2FFIRAL-HEEOMEFY (/MEEE) %
H L=

Original J-S shrinkage estimator
©) B 40MG: -0.5 B & 40MG: -3.5
Covariance
Sggreag ] malriz
Tapas 162 : |_._|
40 mg -03¢-35 78 UM e ——
mg ST =175 <18 &)} f————]
= 28 ! f—-—
40 g S35 (-11T, 4.8 K — - B
Mmg S50-14 145 UM | |
Hevas 21 . I > |
Hesg S108 (458 BT LK | - - | [ £ |
Mmg -1t E-437 11 UM - .- : |
KEalay sia 166 : —a—
g T =147, 0.9 LI —— s
Mimg S14T =214 -7 UM e — !
Phalipeias 59 !
40 g 3.1 (=151, T.5) U } - . } 1 I o ||
30 g R N )3 I e — f ~ !
Fzsada EE ! . |
40y 3.2 (=17.5, 10.4) LB 5 - /| | e |
ey -0 (=187, 1008} ) } - | I il L
Tarmam +6 i
d0emg 156 (-320.-3.2) LI I - | 0 " |—‘|’—|
&0 g 254394100 UM [ < | . ' ™ '
Ukrazw +86 i
40w ETEITRIN UM I * | —e—
50w b 8 (=040, 5.0 [ b St ! f o |
Crvarall 577 !
g -5 A -5E, - 18] TN —e— —ea—/A
g ~104 (=144, -5 4 s —s— ! —s—
T T T T T T T T
-50 -40 -a0 20 -10 ] 10 20 -30 -0 -10 0 10 20
Difference ws Placebo LEMMeans (25%0CT) Dnfference of LiMeans vs Placebo (95%C10
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I3-layer approachl< &k 2 #IH
Laver 1 Overall results TZEBMILERS N, RE2BH LD ICHEIENRES NI
y (efficacy and safety) o
Regulatory | Scientific - SEHE - ERDARIRICHET SNEL - SRR
Perspective  |Perspective, SRR
Seuiiny pre-0% + PKICERAREY (CR B2 52 2R R ER 3730
| valndet | . mesmTC K ZEOEMRITORR. AENRCHET IR
L 2 Region Overall results poc —F(F7&0N
ayer (efficacy and e o Az o _ N o
Administrative safety) CYPxxx ° '|Ey_ﬁ/H\HFEﬁD\5‘\jJ%ﬂ2ﬁﬂi?tfd: D’fﬁé &%ZED\ %D%E"J
aspects “ Race (Cex= UTIdh o Tz
EN"te%r'foé't”efr';ZIZS!‘:fa°t°rs 6%07 - IRIEEE T IR DN SR
Note) Issues concerning /4 (o) . N »
g?gsuudcite 2naorlemaalxgggement Scientific 6‘[0,}6/ - EfuE - igEOEENRDO—E (L. EEOFRTOFEREN
interrelated! aspects Blzzltiﬁ. éﬂfd:(/ \
B/R B/R B/R ‘
Layer 3 evall_Jation evaIL_Jation evall_Jation
Region A || Region B || Region C ARTRALRL 5 ABMRETT THMEEED

Komiyama, et al. Applied Clinical Trials. 2013; 22(11): 25-29
& Sumitomo Pharma
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BHolistic Evaluation of Consistency

Internal consistency

- BEROAEMMEFTFMERT—
BEMMNREINTLNS

« HMAKHIZKoTAHEN
REEINTLD

Statistical uncertainty

« BERBHOSDLGOE - g
NéHd

« BEHOFBRHSE - HiEE
D—EMENEBE SN

e.g., How likely tha

& Sumitomo Pharma

harmenisation for better health

)
ICH - N
) holistically
: [Section 2.2.7 Statistical Analysis Planning]
| The assessment of consistency of treatment effects should be done with

‘ Consistency should be evaluatg Biclogical

A+t T—JIZEH - Hhig=E
(2D BERKRE - FEEFH
=2 (E A

+ diligence to inform regulatory decision-making.

e.g., Can regional difference in ]

ﬁrﬁa RZ,SE,"O,M treatment effect be explained by
i VS gesunpof mechanism of action?
secondary
endpoint?

- eg.Are
results across
trials similar in

similar trial
populations?
the result is a
chance finding?

e.g., Is regional
difference clinically
relevant with respect to
benefit risk?

External consistency

« OFEVERFRORHRZMEE
LTEZDEME LN

o [ELEGDFEFDERREER Tl
HEO—BENREINA TS
m?

The more the aforementioned considerations support a potential finding,
9

the greater the likelihood the finding is not false.

ICH_E17_Training_Module6_2019_0806

Clinical relevance
o CAEMRICE - #IEEMNR S

NnaHMN, BWEKRMICERDH S
= TIlEEL

© Sumitomo Pharma Co., Ltd. All Rights Reserved. 15



EXL
® HAMNAOMg : IERBEHEFIZ K HERBAMRIEEMNZHRET L 1=
> R MREMERFIEIROMo G DT
® EE - tiBDENEND—E M ZHHAT H5-ONEMERZERL -
> fER  EEE - tig0FENHO—EREEEIAGEL, T
> BRORSALHKERLTHEZ LRBESNEL = LEOBEEBAOKR L L CHAMRE

CTD, BR&£EIH, BEHRES ICHEL7TDOEAZMY An-F%
XREMEAFLZL E LGS
HARTHME (CTD) ER L TLVEW BATHENNS K LGEEIBREDERATREOMSHEI ST
(40mg) A/ (BESEIE, BEEHREE) BRIBILARVEERSE BADORIGIETEROCBARLUNDEREEL L EITE AT,
Mo =B NEARADIOMEIZZ > =Hh 5 2RDERFAARDERICERAAREEEZ S

BARICEMDMENE - EWBBEAVHUEZEED T HERITEL - EVBEEAPMEEED T HERITEL
FTEHEEZASD - FEFBERDEIRMEHN. BIRFHHEEEDOHE - FFEOFMEICEET SUREMEFIIR O SEL

HHH . BEXIEDOICERELEMBHREDOHE < BABEORBTREGHL
EhoEAREBRO—EMNREINT - EiEE - thgMTOFEFMEBICE OIS EMNENO—F
BARTHOBFEIABMNARVERTE ., PANSS HEFEESNGEM ST
responderM—EFIEFEL. T EARELER . FEFMIEEOIIXRMEF. BREHEIER OBTEDLE
LTEMhot= ENLCBATOREUNUENTE ST

£ Sumitomo Pharma

thDREE - kI L THLERATE S, ARGRABERNES
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