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Disclaimer and Disclosures

* The views and opinions expressed in this presentation are those of the
Vi author and do not necessarily reflect the official policy or position of CDISC.
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CDISC for Complex Study Design

SDTM - Trial Design Model
ADaM - Period Variable




Complex Study Designs

* A clinical study can follow multiple masking techniques and/or multiple
interventions based on conditional treatment assignment

» Double-blind / Single-blind / Open-label
« Multiple interventions / Sequential interventions / Combination therapies
» Adaptive designs / Multi-arm studies

 The FDA needs a clear view of complex trial designs to make sure the
design is appropriate and the data is valid for the trial's objectives.

* The Trial Design Model (TDM) in the SDTM provides a standardized way to
describe the features of a clinical trial.
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Complex Study Designs
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St —— Control —> Control
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» Control

Adaptive or SMART study designs Crossover study designs
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Trial Design Model (TDM)

» The Trial Design Model (TDM) is built on the concepts and identification of

Elements, Arms, Epochs, and Visits

® Elements

® Arms
Placebo
Drug A

Drug B

® Epochs

® \Visits

Screening

Visit2

Run -in

Run in

Run-In
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Visit3

Treatment
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It is sensible to
create the TE,
S followed by TA

soih and TV.

...».® TE (Elements) ® TA (Arms/Elements/Epoch)

@

B DOMAIN| ETCD | ELEMENT Jl DOMAIN{ARMCD | ARM ETCD EPOCH °

i | TE  SCRN  Screen TA  DRUGA DrugA SCRN SCREeniNG| ® TV (Visit)

1 TE RUNIN Run-in TA  DRUGA DrugA  RUNIN RUN-IN DOMAIN|VISITNUM| VISIT
TE PLAC  Placebo TA DRUGA DrugA DRUGA TREATMENT TV 1 Visit 1
..] TE DRUGA DrugA TA DRUGB DrugB SCRN SCREENING TV 2 Visit 2
.| TE DRUGB DrugB TA DRUGB DrugB RUNIN  RUN-IN TV 3 Visit 3
TA  DRUGB DrugB DRUGB TREATMENT TV 4 Visit 4
ircdos TA  PLAC PLACEBO .. TV 5 Visit 5

L L LR
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=« Trial Design Model (TDM) in SDTM

« TDM domain is a special purpose data set, which
-t provides the clear description about the study design
but do not contain subject data.

.. Constructing the

Trial design datasets is
more a matter of

ART than it is pure
gty Trial Trial Trial Trial Trial Science ..
Elements Arms Visits Inclusion/  Summary
Exclusion

(Wood and Lenzen, 2011)

 Creating Trial Design Datasets for complex study
designs can be challenging because they are being
created retrospectively from the protocol.

eoe
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® Arms

Placebo-Drug X

Drug X-Placebo

® Epochs

® \Visits

Screening

Visitl

Visit2

Drug X

First
Treatment

Rest

Wash
out

Visit3
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Placebo

Second
Treatment

Visit4

Visits

Follow

Follow

Follow
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SDTM TDM in Crossover Trial

[t @ TE (Elements) ® TA (Arms/Elements/Epoch) ® TV (Visit)
AR DOMAIN| ETCD |[ELEMENT B DOMAIN| ARMCD| ARM ETCD EPOCH DOMAIN|VISITNUM| VISIT
gy - | TA P-D PI'DacebO' SCRN  SCREENING v - Visit 1
: rng o
eleeeet TE REST Rest Placebo- TV 2 Visit 2
TA P-D brugx  PLAC  TREATMENTL »
TE PLAC  Placebo Placgbo TV 3 Visit 3
TA P-D °  REST  WASHOUT i
TE  DRUGX Drug X Drug X v 4 Visit 4
it FU  Follow-up TA P-D PIIDarESb)?- DRUGX TREATMENT2 v 5 Visit 5
R Placebo- TV 6 Visit 6
T TA P-D Drug X FU FOLLOW-UP
e Drug X-
- TA D-P Placebo  SCRN  SCREENING
o 2 Drug X-
TA D-P Placebo DRUGX TREATMENTL
TA

oe®
Cd Isc CDISC 2024 Korea Interchange | #ClearDataClearlmpact 12



s:';;:;:-:'ff ADaM Variables in Crossover Trial

« Treatment and Date Variables in ADSL

- TRTSEQP, TRTSEQA HRCElmmze
Mo A5Ssna USUBJID TRTSEQP TRTO1P| TRTO2P
e - TRTO1P, TRTO2P, TRTO1A, TRTO2A S — D o

- TRO1SDT, TRO1EDT, TRO2SDT, TRO2EDT e

TRO1SDT TRO1EDT TRO2SDT TROZ2EDT
l Treatment Period 01 l Wash out l Treatment Period 02 l

APO1SDT APO1EDT | APO2SDT APO2EDT

oo
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ADaM Variables in Crossover Trial

« Analysis Period Variables
« APERIOD, APERIODC, ASPER, ASPERC
« APO1SDT, APO1EDT, AP02SDT, APO2EDT in ADSL

« Analysis Phase Variables
« APHASE : Similar concept to EPOCH in SDTM
 PH1SDT, PH2EDT in ADSL, PHSDT, PHEDT in non-ADSL

Variable

Variable Values

APHASE Screening Treatment Follow-up
APHASEN 1 2 3
APERIOD 1 2
APERIODC Crossover Period 1 Crossover Period 2

1 2 3 1 2 3

Escalation Maintenance De-escalation Escalation Maintenance De-escalation
Cdi.sc CDISC 2024 Korea Interchange | #ClearDataClearlmpact 14



Case Study

TDM Example
Crossover Trial




TDM Example 1

® TA (Arms/Elements/Epoch)

® TE (Elements)

DOMAIN[ARMCD ARM TAETORD| ETCD EPOCH DOMAIN| ETCD | ELEMENT

SCRN
P Placebo
A
B

Screen

TA P-A  Placebo-DrugA 1 SCRN  SCREENING TE
TA P-A  Placebo-DrugA 2 P RUN-IN TE
TA P-A  Placebo-DrugA 3 P  TREATMENT1 TE
TA P-A  Placebo-DrugA 4 A TREATMENT2 TE
TA A-A  DrugA-DrugA 1 SCRN  SCREENING

TA A-A  DrugA-DrugA 2 P RUN-IN

TA A-A  DrugA-DrugA 3 A TREATMENT1

TA A-A  DrugA-DrugA 4 A TREATMENT2

TA B-B  DrugB-DrugB 1 SCRN  SCREENING

TA B-B DrugB-DrugB 2 P RUN-IN

TA B-B  DrugB-DrugB 3 B TREATMENT1

TA B-B  DrugB-DrugB 4 B TREATMENT2

DrugA
DrugB
RUN
IN

RS
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" TDM Example 2

® TA (Arms/Elements/Epoch)

® TE (Elements)

DOMAIN|ARMCD| ARM |[TAETORD| ETCD EPOCH

TA
TA
TA
TA
TA
TA
TA

A

W W ™ ™ > >

DrugA
DrugA
DrugA
DrugB
DrugB
DrugB
DrugB

1

gaa A N = O DN

SCRN
A
FU
SCRN
B
CA
FU

SCREENING TE SCRN Screening
BLINDED TREATMENT TE A DrugA
TE B DrugB
FOLLOW-UP
TE CA Open Label DrugA
SCREENING TE = Follow-up
BLINDED TREATMENT
OPEN LABEL TREATMENT

FOLLOW-UP [SI&H==N BLINDED OPEN

NG TREATMENT LABEL
TREATMENT

® @
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Crossover Trial —= Example 1

Study Design — open label, multiple dose, 4-sequence, 4-period

Period 1~4 Bt

YA 7|1
Period 1 Period 2 Period 3 Period 4 Screening, 84 B 8 | AW [Washout] PSV
28d~-3d] -2d | 1d6d | 7d | 8d ad 10d | 11d-13d | 54d-60d
Sequence 1 A B D C 4
Sequence 2 B C A D .
Period 1
Sequence 3 C D B A APO1SDT APO1EDT
Sequence 4 D A C B
Period 2
APO2SDT APO2EDT
Number of subjects in each sequence =6
Total number of subjects = 24 Period 3
APO3SDT APO3EDT
Period 4

cdisc

APO4SDT

APO4EDT
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Crossover Trial —= Example 1

Analysis Result - Demographic

TABLE 14.13

Demographic and Baselme Characteristics

Randomized Set

Sequence 1

Sequence 2 Sequence 3 Sequence 4

(A~B—D—C) (B—~C—A—D) (C—=D—B—A) (D—A—C—B) T_':;:
(=6) ~=6) ) (=6) =29
Age (years)
2 6 6 6 6 24
Mean(SD) 30.00290)  27.83(436)  27.67(484)  32.00(636)  20.38(4.81)
Medizn 29,00 27.00 27.50 30.50 28.50
Min, Max 27003400 2300.33.00  2200.3400 24004100  22.00,41.00
P_value [1] 03712 ()
Smoking History,
n(%)
Noa-Smokes 3(50.00) 6(100.00)  6(100.00)  6(100.00)  21(87.50)
Smoker 0 0 0 0 0
Ex-Smoker 3(50.00) 0 0 0 3(12.50)
P-value [2] 0.0395 ()

cdisc

ADaM — ADSL
m

S001 ABDC D

S002 CDBA C D B A
S003 BCAD B C A D
S004 DACB C B

TRO1SDT | TROTEDT | TRO2SDT| ... |TRO4EDT
APO1SDT | APOTEDT | APO2SDT| ... |APO4EDT

CDISC 2024 Korea Interchange | #ClearDataClearlmpact 19



Crossover Trial —= Example 1

Analysis Result — Adverse Events « Period and Treatment Group
TABLE 1421
Overall Summary of TEAEs
S Set g g e e
ey S Period 1 Period 2 Period 3 Period 4
i Group A Group B Group C Group D : Total Sequence 1 A B D C
IO () (29) N=29) | (N-96)
ST ey Sequence 2 B C A D
Subjects with TEAEs 41667V [8] 8(33.33)[12] T(20.17)[16] 4(16.67)[5] 23(23.96) [41]
93% Confidence Interval [1.76, 31.58] [14.47, 52.19] [10.98, 47.35] [1.76,31.58] [15.42,32.350] Sequence 3 C D B A
P-value 0.3516
Sequence 4 D A C B
£q
Intensity
Mild 7 11 15 5 38
Moderate 1 1 1 Q 3
Severe 0 0 0 0 0 Group A: A
' e Relationship to Study Drug
- . Definitely related 0 0 0 Q 0 2
3 o P::habl}'}rerfa:ed 2 ] 3 1 12 L4 TEAES n EaCh GrOU p :
o | Possibly refated 3 3 6 2 it An adverse event that occurs the same as or
gt i ; : : N later than the first IP administration date/time
ot in the corresponding Treatment Group Period
Ty g | Subjecs with Serious TEAR: 0 0 0 0 0 and before first IP administration date/time in
P Exact 95% Confidence  [0.00, 14.25] [0.00, 14.25] [0.00,14.25] [0.00,1425] [0.00,3.77] .
Interval the subsequent Period.
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Crossover Trial —= Example 1

« ADaM — ADAE (Occurrence Data Structure)

ADaM ADAE

. 3 ADaM ADSL SDTI\/I AE * Derived Variables
I . ——
u@
.I S001  ABDC : A 2020-01-02 2020-01-17 2020-02-01 Fever | 2020-01-04 1 Period 1
© S001 ABDC : A B D C 2020-01-02 2020-01-17 2020-02-01 2 Headache | 2020-01-20 B 2 Period 2 Y
: S001 ABDC : A B D C 2020-01-02 2020-01-17 2020-02-01 3 Pruritus | 2020-01-27 B 2 Period 2 Y
J A B D C  2020-01-02 2020-01-17 2020-02-071 4 skinmass | 2020-02-04 D 3 Period 3 v

)

. ASTDT Analysis Start Date Convert AESTDTC to numeric format
TRTA Actual Treatment Set to TRTO1A if APO1SDT<=ASTDT<=APO1EDT
o Set to TRTO2A if APO2SDT<=ASTDT<=AP0O2EDT

Set to TRTO3A if APO3SDT<=ASTDT<=APO3EDT
Set to TRTO4A if APO4SDT<=ASTDT<=AP04EDT

TRTEMFL Treatment Emergent  Set to 'Y’ on the events where APO1SDT <=ASTDT<=APO1EDT or AP02SDT< =ASTDT<=AP02EDT
Flag or APO3SDT< =ASTDT<=APO03EDT or AP04SDT<=ASTDT<=APO4EDT
Else set to ‘N’




Ei';;;é:':'f Crossover Trial — Example 1

-+« ADaM — ADAEDIFF (Basic Data Structure)

SUBJID |APERIODITRTSEQP ‘ CARRY
~ A Z
5

.+~ Toassess the adverse events e ————— L
=t difference between treatment groups, ! %! 2 ABDC A Ol N (O e icH
£ S001 3 ABDC D B 0  Not Occurred
we can use GENMOD procedure using S00T1 4 ABDC  C D 1 Occurred
generalized estimating equations (GEE) 002 1 CDBA  C VA 0  Not Occurred
~# and GLIMMIX procedure using — = L | Coes
L lized liner random models. 00 ; — P . e
genera S002 4 CDBA A B 0  Not Occurred
S003 1 BCAD B Z 0  Not Occurred
S003 2 BCAD C B 0 Not Occurred
S003 3 BCAD A C 0  Not Occurred
S003 4 BCAD D A 0  Not Occurred
S004 1 DACB D Z 0  Not Occurred
S004 2 DACB A D 0  Not Occurred
i S004 3 DACB C A 0  Not Occurred
cdisc CDISC 2024 Korea Interct  S004 4 DACB B C 1 Occurred



%7 Analysis Result — Laboratory
[
' ] TABLE 14.2.16
B, » F Summary of Hematology Tests
T Safety Set
S s [RBC]
®ieenen 4 e
Group A Group B Group C Group D 1 Total
: (N=24) N=24) (N=24) =24 | (N=06)
Screening
n 24
Mean(SD) 5.170(0.284)
Median 5.195
Min, Max 4.310, 5.820
iy
¢ Day 1, Pre-dose 0 hour (Baseline) \
j = 24 24 24 24 9 1
|  Mean(SD) 4.875(0.318) 4.823(0.374) 4.820(0.404) 4.794(0.366) 4.828(0.362) |
| Median 4875 4.760 4.340 4755 4.825 1
| Mo, Max 4.120,5.490 4.010,5.700 4.100,5.850 4.240,35510 4.010, 5.850 :
: Day 5, Pre-dose 0 hour 1
;= 24 24 24 24 % |
| Mean(SD) 4.772(0.264) 4.783(0.240) 4.843(0.384) 4.850(0.313) 4.812(0.312) |
4 I Median 4.790 4.795 4.833 4.890 4.520 1
\ Min, Max 4.110, 5430 4.160,5250 3.980.5.750 4.280,5430 3.980,5.750 J
S N e e
Post-Study Visit
n 24
Meaa(SD) 4.363(0.259)
Median 4.340
Min, Max 3.870, 4.860

Crossover Trial —= Example 1

Period 1~4 HhE
72|12
Sereening] HH 1-47| £of E|H 28] |wWashout| PSV
-28d~-3d| -2d 1d-6d | 7d | ad ad 10d | 11d-13d | 54d-60d
T A T T
Dayl Day5
rchange | #ClearDataClearlmpact 23




Crossover Trial —= Example 1

“#: « ADaM —ADLB (Basic Data Structure) ADaM ADLB

‘. . ADaM ADSL SDTM LB S Derived Variables
\ } N\
Hl ADT
g:‘ S001  ABDC 2020-01-02 2020-01-17 2020-02-01 RBC  Screening 20191202 7.46
S001  ABDC A B C  2020-01-02 2020-01-17 2020-02-01 RBC Day 1 20200102 659 1 Period 1 A
. S001 ABDC A B D C  2020-01-02 2020-01-17 2020-02-01 RBC Day 5 20200107 9.12 1 Period 1 A
" S001  ABDC A B D C  2020-01-02 2020-01-17 2020-02-01 RBC Day 1 2020:01-17 7.24 2 Period2 B
S001  ABDC A B D C  2020-01-02 2020-01-17 2020-02-01 RBC -Ea;g--zaz&)?zz- 597 2  Perod2 B
S001  ABDC A B D C  2020-01-02 2020-01-17 2020-02-01 RBC Day 1  2020-02-01 6.42 3 Period3 D
S001 ABDC A B D C  200001-02 200001-17 2020-02-01 RBC  Day5 2000206 604 3  Perod3 D
S001  ABDC A B D C  2020-01-02 2020-01-17 2020-02-01 RBC ~ Day1 2000216 652 4  Period4 C
S001  ABDC A B D C  2020-01-02 2020-01-17 2020-02-01 RBC Day 5  2020-02-21 5.46 4 Period4  C
S001  ABDC A B D C  2020-01-02 2020-01-17 2020-02-01 RBC _Post Study 2020-02-28 6.79 é
ADT
ADT
- ADT
Cd |5C CDISC 2024 Korea Interchange | #ClearDataCl ADT




Crossover Trial = Example 2

Study Design — Open label, 2-part, one-sequence, 3-period

“Subperiod description PxxSw (Period xx Subperiod w) P0251, P0251

& Datetime” PxxSwSDM, PxxSwWEDM : P02S1SDM, PO2S1EDM,
<Part 1> f A — P02S2SDM, PO2S2EDM
Sequence | CHAXIE 17 | 27| 37|
1 24 A I D) D (Et=) D+A
<Part 2> : : :
Sequence | [CHA&X(E 17| 27| 37|
1 24 B D (gHe) ! D+B
| | |
“Datetime of TRO1SDTM TRpZSDTI\/I TRO3SDTM
First Exposure 1 1 I
in Period xx” e — G ————— —
“Period xx APERIOD =1, 2, 3

Start Datetime” APO1SDTM, APO1EDTM, ..., APO3SDTM, APO3EDTM

[ X
Cd Isc CDISC 2024 Korea Interchange | #ClearDataClearlmpact 25



Crossover Trial = Example 2

* Analysis Results

Table 14.1.4 Table 14.2.1
Demographic and Baseline Characteristics N .
Demographic Analysis Set Overall Summary c_:f TEAEs
Safety Analysis Set
Partl Part2 Tuotal
[N=24) =24 (N=15) Part1 Part2
Drug Drug Drug Drug Drug
A Single dose Multi-dose +A B Multi-dose +B
Age (vears) (N=24) (N=24) (N=24) (N=24) (N=24) (N=24) (N=24)
n 24 24 18
Mem(3D) 20.13(7.6T) 30.04(9.18) 10.38(2.30) Suhjects with TEAEs 5(20.83)  6(25.00)  16(66.67)  12(30.00) . 4(16.67)  12(50.00)  10(41.6T)
Wedian 2630 26.00 25.00 95% Confidence Interval [4.59, 37.08] [7.68, 42.32] [47.81, 83.53][30.00, 70.00]_[1.76, 31.38] [30.00, 70.00][21.94, 61.539]
Min, Max 20.00, 44.00 20.00, 40.00 20.00, 40,00 P-value [1] 0.0030 (c) 0.0437 (c)
Pevahuz [1] 08361 (w)
Severity
Sex. %0 Moders o 0 0 0 PR
el el 00 ' &
Male J4(100.00) M4(100.00) 4B(100.00) Severe 0 0 0 0 0 o 0
Female o 0 ]
Poahue [1] HE Relationship to IPs
Related 6 4 40 17 3 37 16
Not Related ] 2 0 2 0 2

eoe
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Crossover Trial = Example 2

e <Part 1>

R 3 (PO ES 17 27 37
.1« ADaM—ADSL eqverce | 47 |11 ] i
e 1 24 A D (EH2) D (85) DA
@rroress °

D

-

. S001 DA A-D-DA

“Datetime of TRO1 TRO1 TRO2 TRO2 TRO3 TRO3

First Exposure
in Period xx”  2021707-24708:30:00 2021-07-24T08:30:00 2021-07-25708:30:00 2021-07-31720:30:00 2021-08-01T08:30:00 2021-08-01708:30:00

ae “Period xx APO1 APO1EDT APO2 APO2EDT APO3 APO3EDT

Start Datetime” 2021-07-24T08:30:00 2021-07-24 2021-07-25T08:30:00 2021-07-31 2021-08-01T08:30:00 2021-08-01

S
: S : “« Subperiod P02S1 P02S1 P0O2S1EDT P02S2 P02S2 P02S2EDT

i '_if? description & Datetime” Treatmegf 1'” Period 5021.07.25T08:30:00  2021-07-27 Treatmegfz'” Period 5001.07.-20T07:36:00  2021-07-31

[ X
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ADaM - ADAE

ADaM ADSL

Crossover Trial = Example 2

SDTM AE

soo1 AD-

2021-07-

2021-07-

2021-08-  2021-07-
DA 24T08:30:0025T08:30:00 01T08:30:00 25T08:30:00 29T07:36:00

y A
7 A WS
SUBJ
. OA TRO1SDTM|TR02SDTM|TR0O3SDTM
1

2021-07-

<Part 1>
Sequence | CiAZR: 17| 27| 37|
1 2 A o) | o) DiA
S007 A-D- 2021-07- 2021-07- 2021-08- 2021-07- 2021-07-

DA 24T08:38:00 25T08:38:00 01T08:38:00 25T08:38:00 29T07:38:00

Ao~
AEDECOD DTM

Nausea

Abdominal
pain upper
Diarrhoea

Diarrhoea
Nausea
Nausea

Diarrhoea

Diarrhoea

Abdominal
discomfort

Diarrhoea
Headache

Diarrhoea

ADaM ADAE
Derived Variables
A
N\
ASPER ASPERC

2021-07-24T08:50:00 A 1 Period 1
2021-07-29710:00:00 D 2 Period 2 2  Period 2-2
2021-07-30T12:00:00 D 2 Period 2 2  Period 2-2
2021-07-31T14:35:00 D 2 Period 2 2 Period 2-2
2021-08-01T09:30:00 DA 3 Period 3
2021-07-24T09:00:00 A 1 Period 1
2021-07-25T11:20:00 D 2 Period 2 1 Period 2-1|
2021-07-29710:00:00 D 2 Period 2 2  Period 2-2
2021-07-29T22:00:00 D 2 Period 2 2 Period 2-2
2021-07-30T15:00:00 D 2 Period 2 2  Period 2-2
2021-08-01T09:40:00 DA 3 Period 3
2021-08-01T13:00:00 D+A 3 Period 3




Crossover Trial — Example 3

Study Design —single and multiple ascending dose

Single Ascending Dose (SAD)

Independent SMC

SAD

mission Discharge Psv
Cohort 1| Drug 25 MG or Placebo ‘ ‘ "
i Day -28 Day 8 ~
~Day -2 Day -1 Day 1 Day 2 Day 3 Day 12
Cohort 2 Drug 5 MG or Placebo
] Admissiol |, & op Discharge Admission Discharge pSV
Cohort 3| Drug 10 MG or Placebo ' ‘ ‘ ‘
i i Day -28 Day 4 ~ Day 15 ~
T !| Multlple ASCEﬂdII‘Ig Dose (MAD) ~;§y 2 D‘y -1 D'y 1 Day 2 D‘y 3 ;zy 7 D‘y 8 Dly 9 Dly 10 D:’y 1
Drug 20 MG or Placebo
Cohort 4 eillE s es i) ‘ Cohort 1 Drug 10 MG or Placebo . Lgf p Lm
l - A
* Ch . I X|HHAO| (Food Effect Evaluation)
Cohort 5| Drug 40 MG or Placebo Cohort 2 | Drug 20 MG or Placebo Per]od
{ ! . ,
MAD Admission Discharge PSV
Cohort 6 | Drug 60 MG or Placebo Cohort 3 Drug 40 MG or Placebo ‘ ‘ ‘
‘ l Day -28 o Day 3 ~ Day 14 ~
cobort 7| DO 20 MG or Placebo Cohort 4| Drug 20 MG or Placebo ~Day -2 | P®¥=V | Payi | iDay2 | pave | D7 | DeyS | Day® | 5,48
ohor (Elderly adult) (Elderly adult) f I I I I I 1
PEF  IPEY P& IpEY
I
Cdlsc CDISC 2024 Korea Interchange | #ClearDataClearlmpact 29



Crossover Trial — Example 3 . ADaM — ADEG

o

iSUBJID TRTA PARAM EGDTC VISIT I\ N A PHASE APERIODC ABLF M

5039 SAD-Drug 20 mg (Food Effect Evaluation) QTcF 2020-12-24T14:51  Screening  SAD  Period1 1 391 ™ 366

( g g g |

15039 SAD-Drug 20 mg (Food Effect Evaluation) QTcF 2021-01-137T08:15 Day 1 Da{;é;szrlfr;gose SAD  Period 1 1 366 Y |366

: S039 SAD-Drug 20 mg (Food Effect Evaluation) QTcF 2021-01-13T710:33 Day 1 Day 1 (2h) SAD  Period 1 1 386 : 366 20

§ S039 SAD-Drug 20 mg (Food Effect Evaluation) QTcF 2021-01-13T12:41 Day 1 Day 1 (4h) SAD  Period 1 1 388 1366 22

1S039 SAD-Drug 20 mg (Food Effect Evaluation) QTcF 2021-01-13T14:38 Day 1 Day 1 (6h) SAD  Period 1 1 387 : 366 21

1 §

15039 SAD-Drug 20 mg (Food Effect Evaluation) F_QTcF 2021-01-20T08:11 Day 8 Da{:{;szrlfngose SAD  Period2 2 395 v I395

|

1 S039 SAD-Drug 20 mg (Food Effect Evaluation) F_QTcF 2021-01-20T10:33 Day 8 Day 8 (2h) SAD  Period 2 2 383 1395 -12

| S039 SAD-Drug 20 mg (Food Effect Evaluation) F_QTcF 2021-01-20T12:50 Day 8 Day 8 (4h) SAD  Period 2 2 381 : 395 -14

| S039 SAD-Drug 20 mg (Food Effect Evaluation) F_QTcF 2021-01-20T14:38 Day 8 Day 8 (6h) SAD  Period 2 2 385 139 -10

\S039._SAR-Dwg.20.mg [Food Effect Evaluation) E.QICE 2021-Q1:27709:38. Bost Study Visit_Past Study Visit . SAD_ _Reried2 _ _ 2 _ 377 .7 395 -18
S094 MAD-Drug 20 mg QTcF 2021-08-03T11:12 Screening MAD 398 419
5094 MAD-Drug 20 mg QTcF 2021-08-20T08:22  Day 1 Da)z;‘_;szrlfggose MAD 419 Y 419
S094 MAD-Drug 20 mg QTcF  2021-08-20T10:42 Day 1 Day 1 (2h) MAD 402 419  -17
S094 MAD-Drug 20 mg QTcF  2021-08-20T12:54 Day 1 Day 1 (4h) MAD 406 419 -13
S094 MAD-Drug 20 mg QTcF  2021-08-20T14:45 Day 1 Day 1 (6h) MAD 411 419 -8
S094 MAD-Drug 20 mg QTcF 2021-08-23T08:16 Day 4 Day 4, Pre-dose MAD 416 419 -3
S094 MAD-Drug 20 mg QTcF  2021-08-26T08:21 Day 7 Day 7, Pre-dose MAD 384 419  -35
S094 MAD-Drug 20 mg QTcF  2021-08-26T10:40 Day 7 Day 7 (2h) MAD 394 419  -25
S094 MAD-Drug 20 mg QTcF  2021-08-26T12:52 Day 7 Day 7 (4h) MAD 398 419 -21
S094 MAD-Drug 20 mg QTcF  2021-08-26T14:44 Day 7 Day 7 (6h) MAD 388 419  -31
S094 MAD-Drug 20 mg QTcF  2021-08-28T08:11 Day 9 Day 9 MAD 3% 419 -23

S094 _MAD-Drug 20 mg QTcF  2021-09-02T09:34 Post Study Visit Post Study Visit MAD 402 419 17



Thank You!

Contact

lee.eunhye@lskglobal.com
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