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PMDA JAPAN

Dr. Yuki Ando Nov. 2015

Expected analyses in review teams
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Distribution of patient demographics .
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analyses for characteristics of evaluation variables BEe/iaEa-Ht LW ie
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Relatively * Analyses with programing Software: SAS, etc.
complicated (innovative/complicated analyses) Datasets: SDTM,
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EMA Europe

Dr. Eftychia Eirini Psarelli 2022

Data access and analysis
« Submission of data to EMA and National Competent Authorities

Data submission meeting to take place
Raw data to follow CDISC standards (SDTM, ADaM)

Specific considerations for non-clinical data (e.g. SEND format)
Various operating models to be considered for raw data analysis

Analyses will not impact assessment timelines

Software to be explored

o SAS and R for statistical analysis

o JMP (clinical) for visualisation

11 Submission of [PD from clinical trials to EMA, COISC EU Interchange 2022
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FDA NDAs or CRs for Safety

5.2. Review of Safety
A 5.2.1. Safety Review Approach
B 5.2.2. Review of the Safety Database
(C 5.2.3. Adequacy of Applicant’s Clinical Safety Assessments
[ 5.2.4. Safety Results
F 5.2.5. Analysis of Submission-Specific Safety Issues
E 5.2.6. Safety Analyses by Demographic Subgroups
5.2.7. Specific Safety Studies/Clinical Trials
F 5.2.8. Additional Safety Explorations
5.2.9. Integrated Assessment of Safety

NDA Mydayis 2019 https://www.fda.gov/media/142063/download

NDA: New Drug Application CR: Clinical Review
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1. Summary
A. Trial Summary: Study Flow Chart
B. Event Summary: Disposition of Participants
C. TEAE Summary: AEs Emerge or Worsen After Treatment
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[ 5.2.4. Safety Results
F 5.2.5. Analysis of Submission-Specific Safety Issues
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® | Disposition Events:ON TREATMENT (n=447)
: + COMPLETED (n=357)

% + DEATH (n=80)

® | +LOST TO FOLLOW-UP (n=10)

Disposition Events: ON TREATMENT (n=455)
+ COMPLETED (n=363)

+ DEATH (n=81)

+ LOST TO FOLLOW-UP (n=11)

e
Summar
A R
B b N 2 .
i Trial Summary: Study Flow Chart
s g |
: Assessed for eligibility / screened (n=906) |
RRRY IRLE | l
oia Randomized (n=902)
s & I Excluded
e I ] +Screening / Randomization failure (n=4)
ol il Started Treatment (n=902) Randomized, but Never Start (n=0)
i > 4 I T I
. Allocated to NIC.15 (n=447) Allocated to Placebo (n=455)
.

DISC: ADDS/DS, ADEX/EX and ADSL/DM; JMPC: Study Flow Diagram




Summary

Event Summary: Disposition of Participants

Planned Treatment for Period 01

NIC .15

Placebo

Total

(N = 447)

(N = 455)

(N =902)

Category for Disposition Event/Standardized Disposition Term

n (%)

n (%)

n (% of Total)

DISPOSITION EVENT
COMPLETED
DEATH
LOST TO FOLLOW-UP

PROTOCOL MILESTONE
DATE OF SAH
RANDOMIZED

OTHER EVENT
RANDOMIZED
LOST TO FOLLOW-UP
RECOVERY
MODERATELY DISABLED
SEVERELY DISABLED
VEGETATIVE SURVIVAL

447 (100.0)
357 (79.9)
80 (17.9)
10 (2.2)
447 (100.0)
447 (100.0)
447 (100.0)
367 (82.1)
10 (2.2)
15(34)
244 (54.6)
55(12.3)
38 (8.5)
5(1.1)

447 (100.0)

455 (100.0)
363 (79.8)
81 (17.8)
11(24)
455 (100.0)
455 (100.0)
455 (100.0)
374 (82.2)
9(2.0)

10 (2.2)
255 (56.0)
55(12.1)
32 (7.0)

13 (2.9)
455 (100.0)

902 (100.0)
720 (79.8)
161 (17.8)

21 (2.3)

902 (100.0)

902 (100.0)

902 (100.0)
741 (82.2)

19 (2.1)

25 (2.8)
499 (55.3)
110 (12.2)
70(7.8)

18 (2.0)
902 (100.0)

CDISC: ADDS/DS, ADSL/DM; JMPC: Event (DS) Distribution
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é i
i Treatment Emergent Adverse Events Description
. Subjects with any
‘ : : : : )
? Subjects with any subjects with any Subjectswith  Subjects with any Subjects WIFh anyy TEAESleading io
' TEAE Treatment severe TEAE drua related TEAEs TEAEs leading to permanent
' Emergent SAE g death treatment
¢ discontinuation
400
< 300
3
S 200 l
100 . Planned Treatment for Period 01
0 [ [ ] . NIC.15 Placebo Total
NIC.15 Placebo NIC.15 Placebo NIC.15 Placebo NIC.15 Placebo NIC.15 Placebo NIC.15 Placebo (N = 447) (N = 455) (N=1902)
ciie® @ -
e Sl Treatment Emergent Adverse Events Description n (%) n (%) n (% of Total)
L Subjects with any TEAE 421 (94.2) 420 (92.3) 841 (93.2)
. Subjects with any Treatment Emergent SAE 112 (25.1) 138 (30.3) 250 (27.7)
ol i ® Subjects with severe TEAE 112 (25.1) 138 (30.3) 250 (27.7)
2 TR Subjects with any drug related TEAEs 227 (50.8) 97 (21.3) 324 (35.9)
: : s % . Subjects with any TEAEs leading to death 67 (15.0) 64 (14.1) 131 (14.5)
Qamnismnanans® Subjects with any TEAEs leading to permanent treatment discontinuation 135 (30.2) 93 (204) 228 (25.3)

» .

CDISC Domain: ADAE/AE, ADSL/DM; JMPC: Treatment Emergent AEs Summary




.
cae@
.

NEY IEEEEERT )

cee@®

RTINY T T

cesses@uecnen

Y TR




A. Safety Review Approach

8.2.1. Safety Review Approach

:" The 52-week safety and efficacy study (EFC14153) was evaluated for safety. Safety is also

- supported by findings from the open-label extension study (LTS14424) which enrolled subjects
‘* who participated in Study EFC14153. Study LTS14424 is reviewed separately in Section 8.2.7.
The review tools used to conduct independent reviewer analyses included JMP Clinical, JMP,
and the clinical investigator site selection tool.

el e NDA Dupixent 2021 https:/www.fda.gov/media/155349/download

The Analysis Data Model (ADaM) and Study data Tabulation Model (SDTM) datasets were intact
and evaluable using JMP programs for the clinical team and for evaluation by our Biometrics
team.

NDA Vyvanse 2021 https://www.fda.gov/media/151943/download



Review of Safety

B. Review of Safety Database

4 ~Race

OTHER

WHITE

BLACK OR AFRICAN AMERICAN

ASIAN

4 = Country

T
600 1200
Count

CR Latuda 2018 https://www.fda.gov/media/103749/download

Planned Treatment for Period 01

NIC .15

Placebo

Total

(N = 447)

(N = 455)

(N =902)

Mean (Std Dev)

Mean (Std Dev)

Mean (Std Dev)

@rreos
. o
@ =)
-9
®-- [ ]
@ Qv
. o g
@-+r:+::9 !
% Wien e il
IEERY TEEX ) .
S veigyesd T T
I O 0 300 600
IEEEEEEREEE qQ Count
Planned Treatment for Period 01
NIC.15 Placebo
® (N = 447)| (N = 455) (N = 902)
T [sex n (%) n (%) n (% of Total)
'|F 281(62.9) 297 (65.3) 578 (64.1)
M 166 (37.1) 158 (34.7) 324 (35.9)
@ Race n (%) n (%) n (% of Total)
. |ASIAN 8(1.8) 7(1.5) 15(1.7)
+ |BLACK OR AFRICAN AMERICAN 78 (17.4) 60(13.2) 138 (15.3)
: * [WHITE 340 (76.1) 359 (78.9) 699 (77.5)
« |OTHER 21(47) 29 (6.4) 50 (5.5)
6‘ Country n (%) n (%) n (% of Total)
T |UsA 447 (100.0) 455 (100.0) 902 (100.0)

49.7 (13.9)

50.2 (13.8)

50.0 (13.8)

Number of Decimals to Display for Numeric Results

[ =

CDISC: ADSL/DM; JMPC: Demographics Distribution 0
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Review of Safety

B. Review of Safety Database

Table 8: Study A1501080 Intravenous (IV) and Oral (PO) Treatment Exposures, Pediatric

Subjects with IA Ages 2 to <18 years old

Treatment Duration (days)

2 to <12 years old

12 to <18 years old

IA

IA

Overall

Duration of IV treatment

n=20

n=31

n=11

11.4(7.2)

Mean (SD)
Median
Range

13.6 (10.3)
8.0
3-33

102 (4.7)
8.5
5-22

Duration of PO treatment

n=8

n=14

Mean (SD)
Median
Range

45(34.3)
55
2-78

52.6 (24.7)
59.5
8-81

49.9 (28.0)
59.5
2-81

Duration of IV + PO treatment

n=8

n=14

n=22

Mean (SD)
Median

59.4 (27.7)
68.5
18-85

62.4(25.2)
68.5
19-90

613 (25.5)
68.5
18-90

Range

software.

Source: Trial A1501080. ADSL (.»{JAKI) data set. Table was created by the Clinical Reviewer using JMP

CR Vfend 2017 https://www.fda.gov/media/113616/download

Copied from CR

CDISC Domain: ADSL/DM, ADEX/EX




Review of Safety
C. Adequacy of Applicant’s Clinical Safety Assessments

8.2.3. Adequacy of Applicant’s Clinical Safety Assessments
Issues Regarding Data Integrity and Submission Quality

No data quality issues were identified in the review of this supplemental BLA.

NDA Dupilumab 2020 https://www.fda.gov/media/155349/download
8.2.3. Adequacy of Applicant’s Clinical Safety Assessments

[Do not insert text here]
Issues Regarding Data Integrity and Submission Quality

Overall, the quality of data submitted is adequate to characterize the safety and efficacy of
Twyneo cream and provides sufficient information to adequately label this product. There
were no significant deficiencies discovered that would impede a thorough analysis of the data

presented by the Applicant.

Categorization of Adverse Events

NDA Twyneo 2020https://www.fda.gov/media/151645/download
* Statements directly Copied from NDAs




fRed Review of Safety
MEg e D. Safety Review: 1. Death and SAE

SEEEEE 1. Compare between treatment and placebo groups
" S 2. List the detail information about each subject

[Participant: 101004 B

Randomized Arm: NIC .15 AE N a rratlve vISIT S;bject vmsl i 3 4

' Investigator Name: 101A DATEOF SAH < isposit H
_"< Patient Profiles

Participant 101004 was a 48-year-old white female. Her medical history included focal deficit, & NIC.15

headache, loss of consciousness, vomiting, other medical condition, and allergies. Brain oedema

Adverse Events

Hydrocephalus i

. Hyperglycaemia .
« ", « " & ‘. The participant discontinued the trial on 31JAN1988 (Day 4) due to death. | I inial pressurt ncroneed ¥
. cos ! ‘ \ rachnoid haemorrhage
asoconstriction : ke
» Concomitant Medications

Serious Adverse Event (coded term): VASOCONSTRICTION DOCUSATE SODIUM
*. . .*" Drugs and Doses on Day of Event: Pre Treatment

|

- R L . Laboratory Tests
On 28JAN1988 (Day 1) the participant experienced a vasoconstriction (severe) which was

considered a serious adverse event (SAE). Though the event was considered serious, no reasons .
were provided on the case report form. At the time of the event, the participant had not yet J M P C .
started study medication. Trial medication had an action of drug withdrawn as a result of the
event. It 1s not known from the case report form if therapeutic measures were administered to
treat the event.

i

i

Adverse :

Events

Narrative
Patient
e Db e Pre ToROCE P HALUS Profiles

On 28JAN1988 (Day 1) the participant experienced a hydrocephalus (severe) which was

considered a serious adverse event (SAE). Though the event was considered serious, no reasons
were provided on the case report form. At the time of the event, the participant had not yet
- e g

Adverse events that occurred within a +/- 3-day window of the onset of the SAE included brain
oedema (mild), coma (severe), hydrocephalus (severe), hyperglycaemia (mild). hypotension
(severe), intracranial pressure increased (severe), and subarachnoid haemorrhage (severe).
Concomitant medications taken at the onset of the SAE included: docusate sodium,
phenobarbital, potassium supplements. and ranitidine.

o poced oo
od

A

Vital Signs
The investigator considered the AE to be not related to study medication. The event ended on -
28JAN1988 (Day 1) with a final outcome of recovered/resolved.

Concomitant Medicatiors
Laboratory Tests
Vitalsigrs.

NDA Latuda 2017 https://www.fda.gov/media/103749/download ==




Review of Safety
D. Safety Review: 2. Discontinuations Due to AE

. Options " | 4 Distributions
@cccrcss@ecscre@ > . Adverse tvents

« Treatment emergent events determined using TRTSDTM.
Event Type « Displayed countsindicate the number of subjects experiencing an event. Show Percents
Treatment emergent events b~ Bar Chart

["] Ignore available treatment emergent flags

TRTS DTM Demographic Grouping

4 = Tabulate

Planned Treatment for Period 01

',. : . Planned Treatment for Period 01 NIC A5 Placebo Total
GG LN SR Stack (N = 447)| (N = 455) (N =902)
¢ <None>
Body System or Organ Class/Dictionary-Derived Term n (%) n (%) n (% of Total)
VASCULAR DISORDERS 27(60)| 1124) 38 (42)
Vasoconstriction 1(0.2) 2(04) 3(03)
Hypotension 20 (4.5) | 8(1.8) 28(3.1)
- Phlebitis 7(16) 1(02) 8(09)
113 matching rows NERVOUS SYSTEM DISORDERS 1002 0(00) 1(01)
> : - Serious Event (2) Coma 1(02) 0(00) 1(0.1)
. . [ I RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 8(18)| 1(02) 9(1.0
. >} = @ Causality (4) Pulm.onan/oedema 7(16) 1(02) 8(0.9)
. P Anoxia 1002 0(00) 1(0.0)
. . NOT RELATED GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 5(1.1) 1009) 9(1.0)
2 s UNLIKELY RELATED Oedema peripheral 3007)| 2(04) 5(06)
. . POSSIBLY RELATED Enanthema 2(04) 2(04) 4(04)
L e RELATED BLOOD AND LYMPHATIC SYSTEM DISORDERS 4(09)| 2(04) 6(07)
. . Platelet destruction increased 3(0.7) 1(0.2) 4(04)
9 s ~|® Action Taken w...tudy Treatment (6) Coagulopathy 1 (0.2]| 1(0.2) 2(0.2)
s ® $ DOSE NOT CHANGED 486 METABOLISM AND NUTRITION DISORDERS 0(00) 1(02) 1(0.1)
. . NOT APPLICABLE 381 Hypervolaemia 0(00)| 1(02) 1(0.1)
P Sahe UNKNOWN 2256 INFECTIONS AND INFESTATIONS 1(02) 1(02) 2(02)
. DOSE MODIFIED 391 Sepsis neonatal 0 (0.0)l 1(0.2) 1(0.1)
. DRUG WITHDRAWN 704 Meningitis 1(02) 0(00) 1(0.1)
s 727 63 CARDIAC DISORDERS 4(09)] 2(04) 6(07)
_ praven are El e 0 0

Source: Reviewer’s JMP Clinical 7.0 Analysis. Study: NDA 214902-ISS. Adverse Events Distribution. Analysis
population: Safety. Event Type: Treatment-emergent events. Additional filter to include Action Takne with Study
Treatment = DRUG WITHDRAWN and Causality = PROBABLY, DEFINITELY.

NDA Twyneo 2020 https://www.fda.gov/media/151645/download

CDISC: ADAE/AE, ADSL/DM; JMPC: AE Distribution




Review of Safety

D. Safety Review: 3. Common TEAEs

e .. ......
o 1Options | 4 Distributions 4 Distributions
. Adverse Events « Treatment emergent events determined using TRTSDTM. Adverse Events 4~ Bar Chart
: Event Type « Displayed countsindicate the number of subjects experiencing an event. Show Percents Event Type P —— Mw -
& - RecoveRsD oLV z B
. Treatment emergent events v 4 = |Bar Chart Treatment emergent events v =zi£%;{&:7§$¥w\stmums = -
2 O RECOVERED/NOT RESOLVED Lo
‘ [] Ignore available treatment er [[] Ignore available treatment er € it ] § o
. = o
. 2 S 28
. Demographic Grouping Z | Demographic Grouping © =e '3'
L |-
s Planned Treatment for Period ( v : 2 Planned Treatment for Period ( v §- .g.
G
*| stack £ 3 Nstax ° g
P 2
~| <None> -2 S § Outcome of Adverse Event
@ o B
. 3
2l
. - 100 - 4
+ 4 ~/Report Filter 8 S B ~IReport Filter
0 .
S ,;,,\\q\z\@@@\\ssogoeé@.;\@@Lp;:ﬁeooﬁm&*@@beo &S
6\9\4 S zc ;*"od S P \cz"q & 6‘0 \\& 6"’\0 QQQ\O *& b\ \\m‘\ \@O o) °\@i} @6‘0 \)oé\o(oo\x\\' 3726 matching rows
e ‘?.?QA@ @QQ@\“(/ 0‘ ‘&Q\° %q,\Q"\\d,o S Y &
~|  Serious Event (3) Ab,,oL \}bef: Fsh OE '0@ o 0 D c\’o“ \5’90""\@ & @0"’ & ‘@QQ' ‘}\b@" \@Q ~| Serious Event (2) &°
S° L &L IS RS S & ey
Cy v ] é"@}‘\‘\b \\:\;\&°\)@<‘e d\@ & & &Y & \&@ & v~ ] Dictionary-Derived Term ordered by Total Count (descending)
o
| Overall Pe...ccurrence o ‘_,SP ~ (D Overall ...ccurrence Where(Overall Percent Occurrence >= 2)
| 4 . . . 4~ Tabulate
Dictionary-Derived Term ordered by Total Count (descending) I ‘
01 451 4~ Tabulate 2 451 Overall Percent Occurrence >= 2
- Causality (5) ~| Outcome ...e Event (7) PI aT for Period 01
. lanne or Peri
NOT RELATED 3044 Planned Treatment for Period 01 RECOVERED/RESOLVED 2548 NIC.15 Placebo Total
UNLIKELY RELATED 672 NIC .15 Placebo Totall § ' RECOVERED/RESOLVED ... 121 N = 247) (N=455) N=902)
POSSIBLY RELATED 304 (N = 447) (N = 455) (N = 902) ) ' RECOVERING/RESOLVING 419 - - -
RELATED 110 . NOT RECOVERED/NOT RE... 143 icti 5
» 61 Body System or Organ Class/Dictionary-Derived Term n (%) n (%) n (% of Total) EATAL Jiss Body System or Organ Class/Dictionary-Derived Term n (%) n (%) n (% of Total)
——— VA! "L LAR DISORDERS 304 (68.0) 310 (68.1) 614680 |l | Unknown py \AECLLR DEGDEE B0AGED) SOSIGEED 612(67.8)
verity/Intensity Vaoconstriction 168 (37.6) 239 (52.5) 107 4.0 |l 50 ) Vasoconstriction 168 (37.6) 239 (52.5) 407 (45.1)
MILD 2098 oy 121@71) 65 (143) 186206 M Hypotension 121 27.1) 65(143) 186 (206)
MODERATE 1643 | v Phlebitis 98 (21.9) 23.(5.1) 121(134) ~| Severity/Intensity (3) y Phlebitis 98 (219) 23(5.1) 121 (134)

e

CR Adhansia XR 2019 https://www.fda.gov/media/124188/download

CDISC: ADAE/AE, ADSL/DM; JMPC: AE Distribution
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D. Safety Review: 3. Common TEAEs

66 (56.9%) 2 (3.8%) 23 (53.5%)

‘Table 25. FMQs with Events in 22% of Dasiglucagon Treated Subjects Over Entire Observation
Period - Placebo-Controlled Pool

VIRTUAL

Advancing Pre-Market Safety Analytics

SEPTEMBER 14, 2022

About this Virtual Meeting:

FDA and the Duke-Margolis Center for Health Policy will host a one-day virtual meeting
focused on advancing pre-market safety analytics.

Due to lack of standardization of safety data analysis and visualization, inconsistencies
exist in how adverse events are defined, categorized, analyzed, and presented in marketing

applications. FDA led the development of two documents to facilitate review of safety data:

1. A standardized approach in grouping preferred terms known as the FDA Medical
Queries (FMQ).

2. Standardized methods for visualization of safety data into tables and figures known
as the Standard Safety Tables and Figures Integrated Guide (STF-IG).

The agency values feedback from external stakeholders and has made both documents

o[ Nausea (3.8,59.3)
Hypoglycemia 29 (25%) 7(13.2%) 9 (20.9%) 19 (0.9, 4)
Vomiting 29 (25%) 1(1.9%) 9 (20.9%) 13.3 (1.9,94.7)
Headache 14 (12.1%) 2 (3.8%) 5(11.6%) 3.2 (0.8, 13.6)
Infections 8 '6.9%) 4(7.5%) 0 (0%) 0.9 (0.3,2.9)
Diarrhea €(5.2%) (0%) 1(2.3%) N/A N/A
Injection Site
Reactions 4(3.4%) 2(3.8%) 3 (7%) 0.9 (0.2,4.8)

available for public comment through an FDA-created docket.

Meeting Objective:

*RR= risk ratio (dasiglucagon versus placebo)

Source: Generated by reviewer in JMP with ADSL and ADAE datasets

CR Zegalogue 2020
https://www.fda.gov/media/147791/download

FDA will present its work and perspective on pre-market review of safety data. The FMQ
and STF-IG will serve as a launch point for broader conversations on best practices and
innovative approaches for advancing pre-market safety signal analytics.

https://www.fda.gov/drugs/news-events-
human-drugs/advancing-pre-market-safety-

analytics-09142022

CDISC: ADAE/AE, ADSL/DM; JMPC: AE Distribution



Dictionary-Derived Term ordered by Risk Difference (descending)

He/ﬁematraemia
Gastrointestinal haemorrhage
eart rate increased
Electrocardiogram T wave inversion
_ Sepsis neonatal
Supraventricular extrasystoles
Dizziness exertional

Thrombophlebitis 5
Asthenia 5

Oral candidiasis

Blood lactate dehydrogenase increased
Hyperchloraemia

Cerebral ischaemia

Atrioventricular block first degree 5
Blindne:

Bladder pain

Conjunctival haemorrhage =
Embolism 5
Hyperbilirubinaemia 5
Intestinal perforation 5

Ventricular arrhythmia
Oculofacial paralysis

_ Infusion site haemorrhage
Blood creatine phosphokinase increased
Cellulitis

@
o

"
'

‘o
9

U =~

(D Risk Difference

Dictionary-Derived Term ordered by

D. Safety Review: 4. Significant AE

Risk Difference (descending)

here(386 rows excluded)

Hypotension

Isosthenuria
Pulmonary oedema
Atelectasis

Sinus bradycardia
Vasoconstriction
Hypertension

— .
PP
ey
i
-
—e—t
e
e
T T T T T
70 -20 -10 0 10 20

Risk Difference

Planned Treatment for Period 01

Placebo

(N = 455) Risk Difference for NIC .15 over Placebo

LA N L S N
10 20 30 40 50 60 -20

Dictionary-Derived Term n (%) Risk Difference (Risk Diff L95 , Risk Diff U95)
Atelectasis 72(15.8) 52(0.2,10.3)
Hypertension 163 (35.8) -15.5(-21.2,-9.7)
Hypotension 80 (17.6) 17.1(11.5,227)
Isosthenuria 33(7.3) 89(4.7,13.0)
Phlebitis 23 (5.1) 17.1(127,214)
Pulmonary oedema 104 (22.9) 6.7 (09,124)
Sinus bradycardia 47 (10.3) -59(-9.2,-2.5)
Vasoconstriction 314 (69.0) -14.0(-20.2, -7.7)

NDA Dupixent 2021 https://www.fda.gov/media/155349/download

CDISC: ADAE/AE, ADSL/DM; JMPC: AE Risk Report; MedDRA
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D. Safety Review: 5a. Laboratory Findings

Comparison of - Diff of TRTO1P = (NIC .15)-(Placebo)

Differences in
Laboratory
Measurement Values
between Groups

15

(NIC .15)-

(Placebo)

Volcano Plot

-log10(p-value) for Diff of TRTO1P

BUN: Blood Urea Nitrogen

-02 -0 0 0.1 0.2
Diff of TRTO1P = (NIC .15)-(Placebo)

CDISC: ADLB/LB, ADSL/DM; JMPC: Finding ANOVA
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. ..
®: - SN Y f (] b b o d o
') . L]
oy D. Safety Review: 5b. Laboratory Findings
-9
OFcosers ® ® :
. . . Oneway Anova
: - |~ Blood Urea Nitrogen Results -
. 2 s B 4Summary of Fit
. . . . Rsgudre UuULs 1o
G : : e 55 § Adj Rsquare 0027839
Of covere Pessies @ oo 5 e Root Mean Square Error 0.845846
o, 8/ N . Mean of Response 2.26066
S| e s il s 45 Observations (or Sum Wgts) 3032
- : S 4 4Pooled t Test
O oot C IR EREEY TR = 35 Placebo-NIC .15
o tatlstlcal = Assuming equal variances
oh o @ S sl o $ 3 Difference -0.28787 tRatio -9.36994
g - & 5g Std ErrDif  0.03072 DF 3030
dlffereme 2 Upper CLDif -0.22763 Prob > ||  <.0001*
17 Jiajered g 2 Lower CLDif -034811 Prob>t  1.0000 J 1\
for BUN 5 15 Confidence 095 Prob <t  <0001* -04 -02 00 02 04
o oz
: ot N 1 A4 Analysis of Variance
o y!
[ IEEEEEE 3 0.5 Sum of
I 0 ° Source DF Squares Mean Square  F Ratio Prob > F
8 . f ° Planned Treatment for Period 01 1 62.8139 62.8139  87.7957
v -05 . . Error 3030 2167.8289 07155
&9, 254 . Total 3031 2230.6428
@crcvscas -1 . it
. i 15 . 4 Means for Oneway Anova
: = . q '2 ° Level Number Mean Std Error Lower 95% Upper 95%
LA AT - NIC .15 1526 240365 0.02165 23612 24461
o it NIC.15 Placebo Placebo 1506 211577 002180 20730 21585

Planned Treatment for Period 01

Std Error uses a pooled estimate of error variance

: CR Repatha 2021 https://www.fda.gov/media/154402/download
CDISC: ADLB/LB, ADSL/DM; JMPC: Finding Distribution
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D. Safety Review: 5c. Laboratory Findings

-_llllllll-lll
Treatment
groups

for Reference & I I I I I I
: mul ol uf 0 B 0
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D. Safety Review: 5d. Laboratory Findings

—_
o

——NIC .15
Placebo

Compare
Mean
Measurem
ent across
Treatment
Arms
per Visit

Mean BUN (mmol/L)
S w [e2] ~ [e=] O

N
(=]
o W

PINIC .15
Placebo

2 3 4 5 6 7 8 9 10 1 12 13 14
Visit Number ordered by Visit Number (ascending)

Subject Count
=)
o

o

.

NDA Mydayis 2019 https://www.fda.gov/media/142063/download
CDISC: ADLB/LB, ADSL/DM; JMPC: Findings Time Trends
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D. Safety Review: 5e. Laboratory Findings

o NIC .15
Placebo

Compare
Mean
Measurement
Changes
from Baseline
(V1)
per Visit

BUN Measurement Change from Baseline

Visit Number

NDA Vyvanse 2021 https://www.fda.gov/media/151943/download
CDISC: ADLB/LB, ADSL/DM; JMPC: Findings Box Plots
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D. Safety Review: 5f. Laboratory Findings

Figure 4: Shift Plot of Patients Baseline and Mean Trial Weights (Study 347)

WEIGHT (KG) Actual Treatment for Period 01
Placebo
A SPD489 5mg
¥ SPD489 10mg

a5 = : SPD489 20mg
SPD489 30mg

Compare w ’ Ty r—— |

WEIGHT Baseline: 44,200

Unique Subject Identifier: SPD489347, )

Mea N WEIGHT TrialMean: 44.175
35 Actual Treatment for Period 01: SPD489 20mg
30
WEIGHT Baseline: 29.300
y 7/ WEIGHT TrialMean: 28.743

.
Weights
-
WI t h 25 v Actual Treatment for Period 01: SPD489 30mg
.
Baseline . ..
Unique Subject Identifier: SPD4893471

- 20 p WEIGHT Baseline: 21.300
Welg ht . WEIGHT TrialMean: 21,663
/ - Actual Treatment for Period 01: SPD489 30mg
15, [P

15 20 25 30 35 40 45
WEIGHT Baseline

<
<
@
-
2
=
[
I
Qo
e}
=

Source: Reviewer created using JMP Clinical 8.0

CR Zegalogue 2020 https://www.fda.gov/media/147791/download
CDISC: ADLB/LB, ADSL/DM; JMPC: Findings Shift Plot
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D. Safety Review: 5g. Laboratory Findings

Peak Liver Test Results

Assess
Drug-
Induced
Liver Injury

z
=
2
=
=
)
x

©

v
a

AAS oA A0 -A‘.l cmai®» @ @0
A AAA ) A
A oo e | A
A
A A * Yes
‘ | ® NIC.15
! A Placebo

10 100
Peak ALT/ULN

CDISC: ADLB/LB, ADSL/DM; JMPC: Hy’s Law Screening
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E. Analysis of Submission — Specific Safety Issues
How Long Sleep Per Night Avg School Nite Results

Mydayis was _'
concerned about

drug-induced
Insomnia

@
=
S
2
=
g
<

Compare between ‘ ’

groups for time to

falling asleep and
sleep length

4 >

— ——

SHP465 625 mg Placebo
Actual Treatment for Period 01

(Source: Clinical reviewer created using JMP 13.0 and JMP Clinical 7.0)

NDA Mydayis 2019 https://www.fda.gov/media/142063/download
CDISC: ADLB/LB, ADSL/DM; JMPC: Finding Distribution
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F. Safety Analyses by Demographic Subgroups

Compare
AraZ|O Table 36: Treatment-Emergent Adverse Reactions Occurring in 22 Subjects in Any Subgroup
Treated With Arazlo Lotion or Vehicle Lotion, by Age Group (ISS, Safety Analysis Set)
Adverse Age 9 to <12 Years Age 212 Years
(N=26) (N=1542)
Events Arazlo Vehicle Arazio Vehicle
Lotion, n=14 Lotion, n=12 |Lotion, n=764 Lotion, n=778
Count and Preferred Term n (%) n (%) n (%) n (%)
Application site pain 1(7.1) 40 (5.2) 2(0.3)
Percentage for [yt i 0 28 (3.7) 1(0.1)

: Combined PTs for application site:
lefe rent Age rash/dermatitis/erythema/hypersensitivity 1@.1) 24(3.9)

Application site exfoliation 0 16 (2.1)

G rou pS Application site pruritus 2(14.3) 7(0.9)
between Application site irritation 0 6(0.8)

Application site acne 0 1 2 (0.3)

Treatme nt a n d Source: Adapted from ISS (Table 14.3.1.2.3.2. AH1) and Reviewer's JMP Clinical 7 Analysis. Adverse Events Distribution Report
Results. Analysis population: Safety. Event Type: Treatment-emergent events. Additional filter to include Adverse Events:

P I ace b (o) AEREL="RELATED." Treatment emergence determined using AE AETRTEM. MedDRA version 20.0.
Abbreviations: ISS=integrated summary of safety, PT=preferred term

Groups
NDA Arazlo 2019 https://www.fda.gov/media/142063/download

CDISC: ADAE/AE, ADSL/DM; JMPC: AE Distribution
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F. Safety Analyses by Demographic Subgroups

Cross lysis Visit

Mydayis Affects on
Weight and Height (Not
Shown) Changes by Visits
for Different Age Groups
between Treatment and
Placebo group

NDA Mydayis 2019
https://www.fda.gov/media/142063/download

CDISC: ADLB/LB, ADSL/DM,;
JMPC: Findings Time Trends

Visit 0 (Screening) Visit 3 (Week 1) Visit 4 (Week 2)
(Source: Clinical reviewer created using JMP Clinical 7.0)
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IR . Specific Safety Studies/Clinical Trials and Additional Safety
: ':5. :
LA B O aF= 1o (I el \Weight and BWI According to Drug Dose to Address Concerns about the Effect of Vyvanse
Figure 7 Mean (SD) éhange in BMI from Baseline to Week 52/ET (Study 348) Figure 8: Mean (SD) Change is Weight (kg) from Baseline to Week 52/ET (Study 348
i1 e Tt S O ettesmen e
. 1 SPD489 Smg  SPD48910mg  SPD48915mg  SPD48920mg  SPDYB8930mg ., SPDIBISmg | SPD43910mg | SPD4B915mg | SPDAS920mg | SPD4E930mg
. . 4 4 .
o . .
: ':.E 3 -
: , i

§ ! . 3 ?

g . - . i

g» 0 +:,. o i : . §

: . :
-3

Sou'rce: Reviewer created using JMP Clinical 8.0.
: NDA Vyvanse 2021 https://www.fda.gov/media/151943/download
CDISC: ADLB/LB, ADSL/DM; JMPC: Findings Box Plots
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F. Specific Safety Studies/Clinical Trials and Additional Safety

Figure 8: Average Weight by Age Group Over Time

DAY
-1-30 30-59 59 - 96 96 - 146 146 - 217

Average Weight
by Age Group
Over Time
Address
Concerns about
the Effect of
Adhansia XR

AGEGR1
12-13
14-15
16-17

[Source: Reviewer created]

CR Adhansia XR 2019https://www.fda.gov/media/124188/download

CDISC: ADLB/LB, ADSL/DM; JMPC: Findings Box Plots




G. Verify Submitted Results for Demographic and
Enroll

Source: Study 20140108 CSR, Table 10.4; chnical reviewer

datoset by TRTOIA

verified using IMP and ADSL

Table 14: Enroliment by Country

Avsola

Country ABP 710 US-Remicade Total
(N=279) (N=279) (N=558)

Australia 5 (1.8%) 4 (1.4%) 9 (1.6%)
Bulgaria 14 (5.0%) 11 (3.9%) 25 (4.5%)
Canada 2 (0.7%) 1(0.4%) 3 (0.5%)
Czech Republic 52 (18.6%) 49 (17.6%) 101 (18.1%)
Germany 15 (5.4%) 11 (3.9%) 26 (4.7%)
Hungary 7 (2.5%) 14 (5.0%) 21 (3.8%)
Poland 125 (44.8%) 133 (47.7%) 258 (46.2%)
Spain 7 (2.5%) 4 (1.4%) 11 (2.0%)
United States 52 (18.6%) 52 (18.6%) 104 (18.6%)

s T
S Nt 4 .
Review of Safety
v oo
,: . : Y ,. .
..'
<1 - Table 13. Demographic and Baseline Physical Characteristics in Study 20140108
. Characteristic ABP 710 EURemicade | US-Remicade
5 (N=49) (N=49) (N=50)
2 Sex [n (%))
®ils i Female 25(51.0) 32 (65.3) 25 (50.0)
eel Male 24(45.0) 17 (34.7) 25 (50.0)
O I Race |n (%)]
x @ [White 35(71.4) 34 (69.4) 34 (68.0)
= > Black or African American 0 (0.0) 1 (2.0) 0 (0.0)
@®::+ | asan 12 (24.5) 13 (26.5) 13 26.0)
v Te v Hawaskan or cther Pacific 1(2.0) 0(0.0) 0(0.0)
. ole . Islander
o "« | Ethnicity [n (%)]
Hispanic or Latino 4(8.2) 2(4.1) 1(2.0)
Not Hispanic or Latino 45 (91.8) 47 (95.9) 43 (38.0)
Age (years)
Mean (SD) 27.4 (6.0) 26.3(5.7) 25.8 (5.8
Median 250 25.0 24.0
Min, Max 18, 44 18,43 18, 45
| Age group [n (%))
< 65 years 49 (100) 49 (100} 50 (100)
2 65 years 0(0.0) 0 (0.0} 0 (0.0)
Weight {kg)
Mean (SD) 63.0(13.8) 64.6 (12.4) 71.2 (123)
Median 685 62.5 69.6
Min, Max 449,1540 44.8,139.0 44.8,139.0
Height {cm)
Mean (SD) 1718 (9.3) 167.3 (11.0) 171.7 (8.3)
Median 1720 166.0 171.0
Min, Max 1300, 1920 150.0, 152.0 1510, 190.0
BMI (kg/m*)
Mean (SD) 23.2(2.98) 22.5 (2.48) 24.0 (2.58)
Median 227 22.4 234
Min, Max 188,296 18.6, 29.0 18.3,29.4

BMDR Avsola 2018 https://www.fda.gov/media/134460/download

Source: Study 20140111 CSR, Table 14-1.2.1; clinical reviewer verified using JMP and
ADSL dataset by TRTO1A.
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G. Verify Submitted Results for Common Adverse Events

®-- - Table 30. Study ETTAU-03 Common Adverse Events

: Diphenhydramine
. Injection Cetirizine Injection All Subjects
ol N=135 N=127 N=262
3 | n (%) n (%) n (%)
" No. with any adverse event 24 (18%) 7 (6%) 31 (12%)
: No. Adverse Events Dioheahvdramine
e:|-- Cardiac disorders P Injegtion Cetirizine Injection  All Subjects
: |, __Bradycardia 1(1%) 0 N=135 N=127 N=262
- +* = Gastrointestinal disorders n (%) n (%) n (%)
Dyspepsia 0 1(1%) General disorders & administration site conditions
Nausea 4 (3%) 0 Feeling hot 0 1(1%) 1(<1%)
Vomiting 1(1%) 0 Qfﬁ:&" site pain ; 8";; g 12<(<11°/°/;)
- - 0 0
: RO Immune system disorders
@ e | Anaphylactic reaction 1(1%) 0 1(<1%)
Nervous system disorders
e o Bumning sensation 2 (2%) 0 2 (1%)
Dizziness 6 (4%) 0 6 (2%)
. Dysgeusia 1(1%) 1(1%) 2 (1%)
: Headache 1 (1%) 1(1%) 2 (1%)
S Earesthesia g : 8://6; 1 E:}Zog
resynco o o
Skin an):j sugsutaneous tissue disorders
ol i ® Erythema 1 (1%) 0 1 (<1%)
Hyperhidrosis 0 1(1%) 1(<1%)
Pruritus 1(1% 0 1(<1%
Urticaria 2 EZ%; 0 2((1 %))

. S e Source: CSR ETTAU-03 Table 14.3.1 pg. 54 and Table 14.3.2 pg. 55 verified by Reviewer in JMP
FEERY IRRT ) .
RS NDA Quzyttir 2018 https://www.fda.gov/media/133034/download



Discussion:

CDISC offers foundation for streamlining reviewing clinical trial data.
FDA NDAs and CRs have the standard templates to follow.
FDA NDAs and CRs show the usage of CDISC data as JMP Clinical
requires Data in CDISC Format, ADaM first, then SDTM.
All the FDA NDAs and CRs referred here are public available.
The analysis results in this talk were generated by JMP Clinical:
v The results showed in| |withswere generated by JMP Clinical
Sample Data that were similar to results in NDAs or CRs.
v' The results showed in| |were copied from NDA or CRS that
were generated by FDA Reviewers.




o Speedy Clinical Trial Goals Achieved by Standards:
‘ Quality, Efficiency, Reproducibility and

[l Reusability
Stanog-\

Data

“D MedDRA cdis

L Standard Automated
pessagl Terminology Analysis




Thank Youl!

wenjun.bao@jmp.com




