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shuse Disclaimer

The opinions expressed in this presentation and on
the following slides are solely those of the
presenter and not necessarily those of
AstraZeneca.

AstraZeneca does not guarantee the accuracy or
reliability of the information provided herein.
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ghuse History and Rationale

(

959

*Emergence of Adaptive « Transition from paper *CDASH « Shift from traditional
design based to EDC systems «SDTM and ADAM efficacy e_ndpoints_to
« Integration of real-world *Integration of wearables more patient centric
evidence and patient and mHealth approach
centric approach technologies

* Adoption of ePRO
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shuse Collaborative Efforts Between FDA and PHUSE
" for Safety Analysis

B D
PHUSE Working Group for Safety Harmonization & Improvement:

The beginning of the effort leading to the PHUSE white papers came from the FDA computational statistics
group (CBER and CDER). FDA identified key priorities and teamed up with PHUSE to tackle various
challenges (Rosario, et. al. 2012). The FDA and PHUSE created several Computational Science
Symposium (CSS) working groups to address a number of these challenges.

a PHUSE 2013 Central tendency
(%) PHUSE 2015 Outliers or Shifts
(%) PHUSE 2017 AE

WORKING GR... / - / Working Groups... / Recommendations for Adverse Event C S

(%) PHUSE 2018 Demographics Disposition and Medications dhuse Working Group
(%] PHUSE 2020 Safety Analytics Workshop ~  Webinars

a PHUSE 2020 Treatment Emergence Issues S

a PHUSE 2021 Safety Topics of Interest

In 2019, the PHUSE Best Practices for Data

—~ . team, conducted a survey (link) to study the
[%) Paper 2020 Safety and Covid (PHUSE authors) skt ed o v il
the implementation variability.

PHUSE Deliverables: Deliverables | PHUSE
PHUSE Safety Working Group:_https://advance.phuse.global/display/WEL /Safety+Analytics


https://phuse.global/Deliverables?Working+Group=Safety+Analytics&Deliverable+Types=Reference&Deliverable+Format=White+Paper
https://advance.phuse.global/display/WEL/Safety+Analytics
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p@e New FDA guidance on Premarket Safety Analytics

FDA led the development of two documents to facilitate review of safety data and improve safety signal detection.

New FDA Safety Analysis Guidance based on PHUSE

white papers

* Occurrence Tables includes columns for Risk-Difference & 95% Cl, and
option to use Exposure Adjusted Estimates

* Updated graphics for Labs, Vital Signs and Extreme Values

* On-treatment and On-study analysis periods

FDA Presentations

¢ Overview of FDA Medical Queries
* Overview of Standard Safety Tables and Figures Integrated
Guide

New FDA approach to grouping MedDRA PTs

(FDA Medical Queries; FMQs)

FMQs are new groupings of PTs, nested within SOCs
» Designed to improve adverse reaction section in the Label
» Algorithmic FMQs, in particular for AESI
» Defined by combinations of multiple components

MARGOLIS CENTER

Jor Health Policy (PTs, labs, medication etc)

The new FDA documents have been made available for
public FDA-created docket.

Workshop slides & recording on https://healthpolicy.duke. ven vancing-pre-market-saf


https://protect-de.mimecast.com/s/kBV4CLZj2GtNWVqY4HP2loQ?domain=r20.rs6.net
https://healthpolicy.duke.edu/events/advancing-pre-market-safety-analytics

phuse

Old Safety template

Table 14.3.2.x

Adverse events by system organ class and preferred term <<- Periods>

age by values>>

(Safety set)

TRTA TRTB TRTC |
System organ class <<low dose>> <<high dose>> Total Control
Preferred term N=xXxX N=xxX N=XXX N=XXxX
(MedDRA version Xx.X) n (%) n (%) n (%) n (%)
Any AE b4 (xx.®) b 64 (X2 .%) b9 (xx.x) b b4 (®xx.¥)
<<System organ class A>> b4 (xx.®) b 64 (X2 .%) b9 (¥xx.X) 44 (xx.x%)
<<Preferred term 1>> b 4 (3.x) ¥ (®Ex._x) X (. x) (x.x)
<<Preferred term 2>> b4 (xx.®) ] 64 (¥xx.X) 0
<<System organ class B>> o4 (xx.x) hid 4 (xx.x) K (xx.x) b4 (xx.x)
<<Preferred term 1>> b4 (%.x) b4 (x.%) b4 (x2.%) X (2x.%)
<<Preferred term 2>> o4 (xx.x) hid 4 (xx.x) K (xx.x) b4 (xx.x)
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Rhuse New Safety template 1 of 2

TRTA <<low dose>> TRTB <<medium dose>> TRTC <<high dose>> =<Control=> TRTR<<low dose>> vs <<Control>>
TRTB<<medium dose>> vs <<Control>>

H=x=x H=x=x MN=xxx TRTC«<<high dose>> v3 <<Control>>
Difference in
KM% (95% CI) at KM% (95% CI) at KM% (95% CI) at KM% (95% CI) at KM% (95% CI) at Hazard ratio (95%
n (%) <<timepoint (s)>> = (¥ <<timepoint (s)>> B <<timepoint (s)>> (%) <<timepodint (s)>> <<timepoint>> CI)
H.X (X.H,X.X) H.XX (X.XX, X.=ZX)
Any SAE H.E O(H.H,EGH)D ... K. (H.M,E.H)F ... H.E (H.H,EGH)S ... H.oH O(H.H,XGH)P .. H.E O(H.H,X.X) H.EX (X.HX, X.XX)
x (x.x) PoM.E O (M.M,E.M) x (x.x) ;oMLE (H.M,E.H) x (x.x) ;OM.H O(M.H,H.H) x (®x.x) ;oMLE (.M, E.M) H.E O (H.M, M) H.HX (X.MX, H.XX)
X.X (X.X,X.x) X.XX (X.XX,X.XX)
Any SAFE with outcome death H.X (X H,E.H)S ... HoX (.M, E.H)F ... HeX (H.H,E.E)S ... KX (., X.X)F ... E.X (R.X,X.X) H.XX (X.XX, X.=KX)
x (X.X) ;OH.E (H.H,H.H) X (X.X) ;OH.HE O (H.H,H.H) ® (X.X) ;OH.H O(H.H,H.GH) x (X.X) ;OMLE O(H.H,E.E) H.E (H.H,X.H) H.HE (X.HX, ®.XX)
®.X (m.x,E.X) H.MX (XX, H.HX)
Any immediately life-threatening SAE Xx.X (X.xX, X.X); ... ®X.X (x.xX,x.X); ... X.X (X.X,X.X); ... XX (x.xX,X.X); ... Xx.X (X.%X,X.X) X.XX (X.XX,X.XX)
® (H.H) ;XWX (H.X,H.X) X (X.H) ;oE.E (H.H,E.X) ® (X.X) ;oH.X (X.H,XH.X) ® (H.X) ;oE.E O (H.x,E.X) H.X (®R.X,x.X) H.EX (X.HX, X.xX)
®.X (H.M, E.X) H.MX (M.EX, H.HX)
Any SAE requiring hospitalization or prolongation
MR (.M, E.H)S ... K.X (X.X,X.X);7 ... H.E (HM,EM)S ... MM (LMK ... X.® (.M, E.X) X.XX (X.XX,X.XX)
of existing hospitalisation
® (x.H) ;ox.x (XX, x.X) X (x.x) ;oxex (x.x,x.;) x (x.x) ;oxex o (Xex,x.x) oxm (®.x) ;om.m (x.m,x.x) x.x (x.x,x.x) R.EX (X.EX,X.XX)
N N N N c e H.X (®R.X,x.X) H.XX (X.XX, X.=KX)
Any SAE resulting in persistent or sigmificant H.¥ (H.E, E.E)Z ... K.E (H.M,HE.X)? ... H.X (MM, H.E)I ... H.® (M., H.X)? ... ®.X (H.M, E.X) H.HX (XM, H.XX)
disability or incapacity
x (x.x) ;oX.® O (M.X,E.X) ® (x.x) ;oM.E (®.X,E.X) ® (X.x) ;oM.E O(M.E,H.X) x (®x.x) ;oM.E (®.M,E.X) X.® (.M, E.X) X.XX (X.XX,X.XX)
X.X (X.X,X.X) XXX (X.XX,X.XX)
Any SAE of congenital anomaly or birth defect H.X (X H,E.H)S ... HoX (.M, E.H)F ... HeX (H.H,E.E)S ... KX (., X.X)F ... H.X (®R.X,x.X) H.EX (X.HX, X.xX)
x (x.x) PoM.E O (M.M,E.M) x (x.X) ;oMLE (H.M,E.H) ® (X.X) ;OM.H O(M.H,HLH) x (®X.X) ;oMLE (.M, E.M) H.E O(H.M,E.H) H.HX (XM, H.XX)
X.X (X.xX,xX.X) X.XX (X.XX,X.XX)
Any other important medical event of 5SAE level x.® (mem,x.x)io ... x.x (mom,x.x):o ... H.x (moM,H.H): ... PO N5 95 5 3 S F N x.x (x.x,x.x) X.XX (X.xx,x%.%X)
® (H.H) ;OH.E O(H.H,H.H) X (X.H) ;OML.E O (H.H,H.H) ® (X.X) ;OH.E O(X.H,H.GH) ® (H.X) ;OMLE O(H.E,E.X) H.E O(H.H,X.X) H.EX (X.HX, X.XX)
®.X (H.M, E.X) H.MX (M.EX, H.HX)
Any possibly related SAE [a] X.X (X.X,X.X); ... X.X (X.xX,X.X)7 ... X.X (X.X,X.X); ... X.X (X.X,X.X)7 ... X.X (X.X,X.x) X.XX (X.XX,X.XX)
X (H.XK) ;O H.XE (H.X,X.X) X (x.x) ;O E.E (H.X,x.X) H (X.X) i H.E (X.X,X.X) ® (H.H) i KWK (®.x,x.x) E.X (R.X,X.X) H.XX (X.XX, X.=ZX)
H.X (H.X,X.X) H.XX (X.XX, X.HX)
Any RAE H.E O(H.M,E.H)D ... H.E O(H.M ELH)Z ... H.E O(H.M,EOH) ... H.H O(HLH RLH)P ... H.E O(H.M,E.H) H.HX (XM, H.XX)
x (®m.x) ;o X.X (X.X,X.X) X (x.x) ; OX.X (X.X,X.X) H (XK.X) ; X.X (X.X,X.X) x (H.x) ;o OX.X (X.x,X.Xx) X.X (X.X,X.x) X.XX (X.XX,X.XX)
E.X (R.X,X.X) H.XX (X.XX, X.=ZX)

Any AF leading to discontinuation of IP H.E O(H.H,E.H)D ... M. (.M, E.H)S ... H.E (H.HLEGH)S ... H.oH O(H.H,EXGH)S .. H.X (H.H,X.X) H.XXE (X.XX,H.HX)
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<<Page by values>>

New Safety template 2 of 2

<<AF category>> by system organ class, high level group term, high level term and preferred term - <<Period>> (<<Population>>)

TRTA TRTB TRIC TRTA<<low dose>> vs <<Control>>
System organ class <<low dose>> <<medium dose>> <<high dose>> Control TRIB <<medium dose>> vs <<Control>>
High level group term ST WESTI S adid 2 T S M TS R ol o8 S
High level term Difference in
Preferred term KM% (95% CI) at EM: (95% CI) at ¥M: (95% CI) at ¥M: (95% CI) at KM: (95% CI) Hazard ratio
(MedDRA version XxXx.x) n (%) <<timepoint (5) >> n (%) <<timepoint (s) >> n (%) <<timepoint (s)>> n (%) <<timepoint (s)>> <<at timepoint>> (95% CI)
— — e — — —
Any <<AE category>> X (X.X) x.x (X.X,X.X)7 ... x (x.x) X.x (X.X,X.X): ... X (X.X) X.x (X.X,X.X)’ x (x.x) xX.%X (xX.%X,x.X); . Xx.X% (X.X,X.X) X.X (X.X,X.X)
P oR.x (.x, x.x) Pox.x (H.m,x.x) PoH.x (XM, x.x) PoH.E (XM, X.x) H.x (M., H.X) XX (XX, X.x)
H.¥ (®.H,H.X) H.X (X.X,X.X)
«<<System organ class A>> X (X.X) H.X (H.X,X.X)! ... X (®.M) H.X (X.X,X.X)! ... ® (X.X) X.X (®.X,X.X); ... ® (®.X) X.X (x.x,X.X); H.¥ (H.H,H.X) H.X (X.X,X.X)
;OX.X (X.X,X.X) ;oX.X (X.X,X.X) ;OX.X (XX, X.X) ;XX (XX, X.X) Xx.X% (X.X,X%X.X) X.X (X.X,X.X)
H.x (K.E,K.x) XX (KX, X.x)
<<High level group term Ba>> X (X.X) X.X (H.X,X.X); ... X [H.E) KK (K.R,R.X)P ... X (X.X) KX [H.E, E.K)P ... X (X.E)  X.X [X.x, K.X); M. (M., H.X) XX (KX, X.x%)
;OX.X (X.X,X.X) ;OX.X (X.X,X.X) ;XWX (X.X,X.X) ;OX.X (X.X,X.X) Xx.X% (X.X,X.X) X.X (X.X,X.X)
X.x (K.H, K.X) XX (XX, X.x)
<<High level term aa>> X O(H.X) H.x (H.H K.} G ... X [H.E) KK (KR, RoX)P ... X (X.X) XX [H.E, E.K)P ... x (X.x)  X.X (X%, K.X); H.x (M., H.X) XX (XX, X.x)
5 OX.X (xX.xX,X.X) ; OX.X (X.X,X.X) ;OX.X (X.X,X.X) ;OX.X (X.X,X.X) X.X (xX.%X,%X.X%X) X.X (X.X,X.X)
H.X (X.X,%.X) H.X (XX, X.X)
<<Preferred term l>> X (X.X) X.X (X.X,X.X); ..u X (X.X) X.X (X.X,X.X); .. X (X.X) X.X (X.X,X.X)7 ... X (X.X) X.X (X.X,X.X)7 ... X.X (X.X,X.X) X.X (X.X,X.X)
P OE.X (X.x,H.X) ;OH.X (.M, H.X) ;OH.X (X.X,X.X) ;OH.M O(X.X,X.X) H.¥ (®.H,H.X) H.X (X.X,X.X)
H.X (x.x,x.%) H.X (XX, X.X)
<<Preferred term 2>> X (X.X) X.X (X.X,X.X); ... X (X.X) X.X (X.X,X.X); ... X (X.X) X.X (X.X,X.X); ... X (X.X) X.X (X.X,X.X); ... XxX.X (X.X,X.X) X.X (X.X,X.X)
;P OH.X (X.M,H.X) ; OH.X (M.M,H.X) ;OM.X (X.X,X.X) ;OH.M O(X.X,X.X) H.¥ (H.H,H.X) H.X (X.X,X.X)
X.X (x.%,%X.%X) X.X (X.X,X.X)
PP X (X.X) X.X (X.X,X.X); ... X (X.X) X.X (X.X,X.X); ... X (X.X) X.X (X.X,X.X); ... X (X.X) X.X (X.X,X.X); ... XxX.X (X.X,X.X) X.X (X.X,X.X)
P oR.x (.m,H.x) pox.x (H.m,x.x) PoH.E (RaM,x.x) PoH.E (XM, X.x) M. (M., H.X) XX (KX, X.x)
X.X (xX.%X,%X.X%X) X.X (X.X,X.X)
<<System organ class B>> X (X.X) X.X (X.X,X.X)! ... X (®.X) H.X (X.X,X.X)! ... ® (X.X) X.X (x.x,xX.X); ... ® (®.X) X.X (®x.x,x.X); ... H.¥ (®.H,H.X) H.X (X.X,X.X)
; X.X (X.X,X.X) ; XX (R.X,X.X) ;XX (X.X,X.X) ;XX (XX, X.X) XxX.X (X.X,X.X) X.X (X.X,X.X)
H.¥ (H.H,H.X) H.X (X.X,X.X)
<<High level group term Bb>> X (X.X) H.X (H.X,X.X)! ... X (®.M) H.X (X.X,X.X)! ... ® (X.X) X.X (®.X,X.X); ... ® (®.X) X.X (®.x,X.X); ... H.¥ (H.H,H.X) H.X (X.X,X.X)
; X.X (X.X,X.X) ; XX (R.X,X.X) ;XX (X.X,X.X) ;XX (XX, X.X) XxX.X (X.X,X.X) X.X (X.X,X.X)
H.x (K.E,K.x) XX (KX, X.x)
<<High level term bb>> HO(H.X) H.E (HOH K.} G ... X [H.E) KK (K.R,R.X)P ... X (X.X) KX [H.E, E.K)P ... X (X.K) XX [X.E, E.E)P ... M. (M., H.X) XX (KX, X.x%)
;OX.X (X.X,X.X) ;OX.X (X.X,X.X) ;XWX (X.X,X.X) ;OX.X (X.X,X.X) Xx.X% (X.X,X.X) X.X (X.X,X.X)
X.x (K.H, K.X) XX (XX, X.x)
<<Preferred term 1> X O(H.X) H.x (H.H K.} G ... X [H.E) KK (KR, RoX)P ... X (X.X) XX [H.E, E.K)P ... ® (X.K)  X.X [X.E E.E)P ... H.x (M., H.X) XX (XX, X.x)
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Rhuse  The Safety Figures - template

Dot plot of KM estimate and forest plot for treatment comparison

System organ class
High level group term

High level term Difference in KM%

Preferred term with 95% CI
(MedDRA version xx.x) KM% at <<timepoint>> at <<timepoint>> HR with 95% CI
Any <<AE category>> X % e @ xx% b bt
<<System organ class A>> xx%e @ xxx% ——I o
<<High level group term Aa>>| xx.x % @ xx.x % e e
<<High level term aa>> xx.x % @ 00x % i i
<<Preferred term 1>> 00 % @0 % [ S .
<<Preferred term 2>> hoe.x % @ ox % o1 o1
<«<L>> ocx % @ ocx % o o1
<<System organ class B>> ox % @ oux % ——y L
<<, >> | X %e ® o % 1 1 e I 1 ——i |
' ro ' e —_—
<<0 25 50 75 100>> <X 0 XXX XX XX XX XXX XXX>> <<0 0.xx 1 XXX XXX XXX XXX >> <<oooe> Infinity

® AZD1 <<low dose>> (N=xxx) <-- Favours -—> <—- Favours —>

¢ Control (N=xxx) AZD1 <<low dose>> | <<Control>> AZD1 <<low dose>> | <<Control>>



Analysis

dataset setup
(ADTTEAEX)




p@e Process flow

» Treatment information

* Population flags

» Demographics variables

» Different dates

« Adverse event coded variables

« Additional Adverse event variables

ADSL and
ADAE

* ADaM Basic Data Structure for Time-to-
Event Analyses

» Parameter Categories

* Parameter Codes

» Derived Time to event analysis variables

ADTTEAEX

Row | USUBJID [ PARAM | PARAMCD | AVAL | STARTDT ADT CNSR [ EVNTDESC
1 10010001 | Time to Death | DEATH 15 | 2007-01-01 | 2007-01-15 0 | DEATH Outputs * Qutput macro package
(days) . . .
o -
2 | 10010002 | Time to Death | DEATH 168 | 2007-01-03 | 2007-06-19 1 | COMPLETED THE Quick an alYSIS for Kaplan-Meier and
(days) STUDY Hazard Ratio
3 | 1001-0003 | Time to Death | DEATH 120 | 2007-01-03 | 2007-05-02 T [LOSTTO

(days) FOLLOW-UP
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D@e ADAE to ADTTEAEX Transformation Concept

* The ADTTEAEX (TTE for AEs Analysis Datasets), dataset is designed to create a Time to Event dataset
based on each event recorded in the adverse events dataset of the study.
* It derives the below mentioned 8 adverse event categories for each subject included in the study:
e Any Adverse Event (AE)
e Any Serious Adverse Event (SAE)
e Any SAE resulting in death
e Any AE leading to discontinuation of the Investigational Medicinal Product (IMP)
e Any Possibly related AEs
e Any AE with maximum intensity
e Any AE with moderate or severe intensity
e Any Severe AE.
* Input takes 11 ADSL variable, 17 ADAE variables and generates the 16 derived variables for time to
event analysis

* These categories are essential for generating unique time-to-event records and can be accessed
based on the unique PARAM or PARAMCD created for the subgroup analysis at the table level.

* This dataset is specifically created to utilize the censor variables for each group of Adverse events
based on the PARAMCD and PARCAT combination.
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Derived Variables Value levels

PARCAT1

PARCAT2

PARCAT3

PARCAT4

ADTTEAEX Analysis Categories Structure: Branched

Structure for different AE categories

All AEs

SAEs

SAEs with outcome death

AEs leading to discontinuation of IP
Possibly related AEs

AE with any intensity

AE with moderate or Severe
Severe AE

Overall
By SOC
By HLGT
By HLT
By PT

On-study period
On-treatment period
Planned treatment period

Any AE

Any SAE

Any SAE with outcome death

Any AE leading to discontinuation of IP
Any Possibly related AEs

Any AE with any intensity

Any AE with moderate or Severe

Any Severe AE

Overall

By HLGT

Any SAE vith

outcome death

Any AE leading to
discontinuation of IP

On-study period

Any Possibly related
AEs

On-treatment period

Any AE with any
intensity
Planned treatment
period
Any AE with
moderate or Severe

On-study period
Any Severe AE

On-treatment period

Planned treatment
period
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Well defined purpose of each derived variable for
sub setting: Grouping AE Category

Derived Variables

Variable Description

Purpose
Sub-setting variable used to subset main

PARCAT1 Parameter Category 1 AETERM, AESER, AEOUT, AEACN,

AEREL. AESEV category of AE for safety reports.
PARCATIN Parameter Category 1 (N) ! Numeric equivalent of PARCAT1

AESOCCD, AESOC, AEHLGTCD Cat izati f AE based on O Il, sOC
PARCAT2 Parameter Category 2 , , ) ategorization o ased on Overall, )

AEHLGT, AEHLTCD, AEHLT, HLGT, HLT and PT
PARCAT2N Parameter Category 2 (N) AEPTCD, AEDECOD Numeric equivalent of PARCAT2

RANDDT, TRTSDT, . . L
PARCAT3 Parameter Category 3 Derived for study period categorization

TRTEDT,
PARCAT3N Parameter Category 3 (N) EOSDT Numeric equivalent of PARCAT3

ETE ESE E EACN - i iabl

PARCAT4 Parameter Category 4 AETERM, AESER, AEOUT, AEACN, [Sub-setting variable used to subset subcategory

AEREL, AESEV of AE for safety reports.

PARCAT1,

PARCAT2,

PARCAT3

: Combination of all the parameter category and
PARAM Parameter PARCAT4, .
the coded variables

AESOC,

AEHLGT,

AEHLT,
PARAMCD Parameter Code AEDECOD Compressed character equivalent of PARAM




p@e Well defined purpose of each derived variable for sub

\—/  setting: Variable used in time to event analysis.

I I

Derived Variables Variable Description Source Purpose

AVAL Analysis Value. ADT, Analysis value is the elapsed time to
STARTDT the event of interest from the origin.

STARTDT Time-to-Event Origin Date for Subject TRTSDT, Used in derivation of censor variable
RANDDT

STOPDT Stop Date for Subject Event Selection EOST, Used in derivation of censor variable
TRTEDT

ADT Event date ASTDT, Used in derivation of censor variable
EOST, and AVAL
TRTEDT

CNSR Censor variable CNSR = 0 for event and Used in TTE analysis to represent

CNSR =1 for censored records. the event as 0 and the censor as 1
EVNTDESC Event or Censoring Description Description of Event

CNSDTDSC Censor Date Description Description of Censor




~—~ ADAE to ADTTEAEX Transformation record count
phuse :
S Branched Structure for subgroup analysis
I I

» ADAE dataset has 187 Adverse events for 157 h
» Unique PT (109), unique HTL (86) and unique HLGT (56) under a unique SOC (18) across subjects
» Total number of records - 187 )
« Summary of main category of adverse event under PARCAT1 (8 sub-categories) N

« Summary by Overall, by SOC, by HLGT, by HLT and PT under PARCAT2 (5 sub-categories)

« Summary by period On-study, On-treatment and Planned treatment under PARCAT3 (3 sub-categories)
« Summary of subcategory of adverse event under PARCAT4 (8 sub-categories)

 Total categories - 960

Analyses
Categories

AN

< overal sumir PET SUDJECT per main category of adverse evert (24 records)

« Summary by SOC per subject per main category of adverse event (54 records)

« Summary by HLGT per subjectper main category of adverse event (168 records)
« Summary by HLT per subject per main category of adverse event (327 records)

« Summary by PT per subjectper main category of adverse event (258 records)
RIRIA\SE - Total records per subject per main category of adverse event - 831 records
» Total records per subject - 6648 records

» Total records in ADTTEAE - 1043736 records /
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p@f/e Final data - Overall

. I
FARCAT | PARCAT2 | PARCAT 3 | PaR &k | PaR&MCD | Alal | CH5R ‘
All BE= Cverall Or-ztudy period A1a; Al AE s Ay AE A1A00001 2 i]
AllAEz Overall On-study period A4 All AEs: Any SAE A1A00002 279 1
All BEz verall Or-ztudy period Ala: Al AEz Any SAE with outcome death ATAQ0003 27 1
All BE= Cverall Or-ztudy period Ala; Al AE s Ay AE leading to discontinuation of [P A1A00004 41 1
Al AE= Dweral Or-study period AldAlAE s Ay AE leading to interruption af 1P ATADDOOS 41 1
AllAEz Overall On-study period A4 All AEs: Any AE leading to interruption of 1P and subsequently leading to discontinuation of [P A1A00006 4 1
All BE= Cverall Or-ztudy period A14; Al AE s Any pozsibly related AE A1A00007 27 1
All BE= Cverall Or-ztudy period A14; All AE s Ay AE reflecting hpperzensitiviy A1A00003 2 i]
AllAEz Overal Oretreatment period - A24: All AEs: Any AE A2A00001 2 0
All BEz verall Or-treatment perind - A28 AllAEs Anp SAE A2400002 72 1
All BE= Cverall On-treatment period A28 Al AEs: Ang SAE with outcome death A 2400003 72 1
AllAEz Overall Or-treatment perind —— A24: All AEs: Any AE leading to dizcontinuation of [P A2400004 4 1
AllAEz Overal Or-treatment perind — A24: All AEs: Any AE leading to interruption of [P A2000005 4 1
All BE= Cverall On-treatment period A28 Al AEs: Ang AE leading to interuption of 1P and subzequently leading to dizcontinuation of 1P A28 00006 41 1
All BE= Cverall Orn-treatment period — A20; Al AEs: Ay pozsibly related AE A28 00007 72 1

AllAEz Overall Or-treatment period — A24: All AEs: Any AE reflecting hypersenzitivity A2A00008 2 0
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f
I C———

FARCAT PARCATZ2 FARCAT3 FARAM FaRAMCD AL CMSR

Al AE =z By PT On-gtudy penod F14: Haemoglobin decreaszed F1a18834 279 1
Al AE = BuFT On-ztudy period P14: Haemaorhoids P1A19022 279 1
AllAE= BuPT On-ztudy period F14: Haemothoray P1AT13027 279 1
All AE =z By PT On-study period F14: Head injuny F14159196 279 1
Al AE =z By PT On-gtudy penod F14: Headache F1419211 2 1]
Al AE = BuFT On-ztudy period P14: Hepatic steatogiz P1419708 279 1
AllAE= BuPT On-ztudy period F14: Herpes zoster F1413374 279 1
All AE =z By PT On-study period F14: Hordeolum F1A20377 279 1
Al AE =z By PT On-gtudy penod F14: Heperglycaemia F1420635 279 1
Al AE = BuFT On-ztudy period F14: Hyperkalaemia P1AZ0646 279 1
AllAE= BuPT On-ztudy period F14: Hyperkeratoziz F1AZ20649 279 1
All AE =z By PT On-study period F14: Hepertenzion F1aA20772 279 1
Al AE =z By PT On-gtudy penod F14: Hyeperuncaemia F1A20903 279 1

Al AE = BuFT On-ztudy period F14: Hypervolaemia P1420919 279 1



phuse TTE Dataset - split

Due to size limit, we created multiple TTE datasets with a logical split

—ADTTEAEA with all AEs (PARCAT1="All AEs')
—ADTTEAEB with all SAEs (PARCAT1 = 'SAES')

—ADTTEAEC with all SAEs resulting in death (PARCAT1 = 'SAEs with outcome
death’)

Depending on the number of AES, you can split in several ways
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B I
How big will it be? Impossible to say before the study closes.

— =400 subjects with >800 adverse event (= 300 unique) (ADAE)
= 21 different SOC
— =200 unique High Level Term
— =110 unique High Level Group Term
— = 16 different AE categories
— =5 000 000 observarions across 16 datasets
Code optimization and run time of ADaM datasets

~ 100 minutes vs 7 minutes
Worth spending time on automation

— Makes sure you are consistent and have to create a standard
— Can be re-used — saves time

— Easy to add extra features
®  |ab VS, FMQ, SMQ
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p@f/e Conclusion

The standard safety analyses is evolving by moving away from merely describing safety
data by treatment to estimating population parameters and comparing them between
treatments, in order to aid the evaluation of safety and tolerability of our drugs.

Hence, the main purpose of the new safety analysis is to implement a more systematic
quantitative approach for detecting safety signals to enhance the interpretability and
make the evaluation less sensitive to subjectivity.
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