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Backeround

8.3 /ANALYSIS OF ADVERSE EVENTS

This section should provide an overview of the types of adverse events and the number and

percentage of patients with adverse events, using preferred terms grouped by MedDRA system

organ class (SOC). For large studies, with a large number of AEs, the section should include the
ing, with 7 as appropri:

. Most Frequent AEs (e.g., cutoff of 25% incidence, depending on the data)
- AEs with X% difference between treatment arm and control arm (optional)

- AEs by MedDRA SOC

. AEs by causality (if appropriate)

Di in y result it P as AEs (e.g., hematological AEs) should be
but fer to the y results i for further i

An individual patient listing of all AEs and a glossary of investigator terms and preferred terms for
AEs reported in the study should be placed in the Primary Data Listings.

Lengthy tables should be placed in the Supporting Data Presentations. Shorter summary tables of
the most frequent events (e.g., based on incidence cutoffs) are helpful in the text.

Most Frequent AEs

Mention most frequent AEs and most frequently affected SOCs; if the full summary is long, use a
percentage cutoff, (e.g., cutoff of > 2% or 5% incidence, depending on the data) for the text and place
ps or by dose.

full table in app ix. Highlight differences b

Highlight any AEs considered important for the trial df
or infusi lated for
more detailed analysis.

g events for antiplatelet drugs
to AESIs/Selected AEs for

Mention AEs that are expected_

In parallel-group i of AE inci b

treatment groups, ces, or trends across doses in a dose-ranging study. In

general, neither stati nor of effects are performed on

AE data for individual®ials, since the studies are powered for efficacy and not for detecting

differences in safety data between treatment groups. However, it may be helpful to define a cutoff to
the data for dif , ina iptive way, and to ensure a systematic approach.

Judgment must then be applied in P g the of any such differences,

8.3 ANALYSIS OF ADVERSE EVENTS

C.2.6.2.4 - Message

In clinical summary documents, start each results section with a high-level statement summarizing
the takeaway message based on the clinical interpretation of results. These statements should be
written in a way that facilitates reuse to the clinical overview and label. In the CSR, this can be used
to write a i if

C.2.6.2.4 - Findings

<ArmB> ( <%PatientAEArmA> in <ArmA> and <%PatientAEArmB> in <ArmB>, respectively).

Required: Incidence of AEs

The incidence of AEs of any grade in <ArmA> was [higher/lower than/comparable to]

in descending order of frequency.

include the

Optional: If Freq AE table is
In <ArmA>, the most frequently reported (equal-to or greater than
<%IhresholdMostFreqAEArmA> of patients in <ArmA>) AEs by [SOC/PT] were
<MostFreqAE 1SOCArMA>, <MostFreqAE2SOCAMA>... <MostFregAENSOCAIMA> in
descending order of frequency.

In <ArmB>, the most frequently reported (equal-to or greater
<%ThresholdMostFregAEArmB> of patients in <ArmB>) Al
<MostFreqAE 1PTArmB>, <MostFreqAE2PTArmB>...
percentage of an AE in <ArmB> that is obs

Optional: If significant di 's between treatment

arms include

A [notable/clinically sig > or higher
difference in [frequency; n treatment <ArmA> and <ArmB> was
observed for < 1sIquuen ifference>

(<% 1stFreq ArmA> vs.

<%1stFreq D ArmB>, respectively),
<2ndquuontAE$tudyAmleﬂerenco> (<%2ndFrequentAE StudyArmsDifferenceArmA> vs.
(<%2ndFreq i 1ceArmB>, respectively), and
<amgsa,f4§§tm...§mwm (Mqﬂmﬁmﬁ%mb vs.
<nFrequentAE StudyArmsDifferenceArmB>, respectively).
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The incidence of AEs of any grade in atezo+cobi was higher than pembro (85% in
atezo+cobi and 60% in pembro, respectively).

In atezo+cobi, the most frequently reported (equal-to or greater than 10% of patients in
atezo+cobi) AEs by PT were nausea, vomiting, and headache in descending order of
frequency.

In pembro, the most frequently reported (equal-to or greater than 10% of patients in
pembro) AEs by PT were vomiting, nausea, and diarrhea in descending

percentage of an AE in pembro that is observed more in atezo+cobi than in pembro
in descending order of frequency.

A clinically significant 2% or higher difference in incidence rate between treatment
atezo+cobi and pembro was observed folr headache (15% vs. 20%, respectively), and
fatigue (8% vs. 1%, respectively).
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Auto(SR: Application Design

- AutoCSR is an internally developed tool for CSR automation

- It consists of two R packages:

- autoCSR --- backend processing
- Connect to content standards
- Gather analysis data

- Ensamble reports

- autoCSRweb --- frontend interface
- Collect user inputs

- Display and download draft reports




Auto(SR: System Structure

\/ AutoCSR OOO
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AutoCSR: Demo

AutoCSR G Logged in as huangs69 L.

A Home i
Study Information Metadata
Choose a study number App version
BL8040 - Pilot 1.1
BB Access Data Content Standards version

input/Content Standards v3.13ps.xlsx

Select the name of the investigational arm Download Content Standards

Therapeutic Area
The name of the comparison arm Oncolog

ide Assumptions
Thereare __ patients in this study. Choose template for Big or Small study: N
® small guide for the app is described under following link:
Big

mall study template is initially se dift than 1 r, you can

LoPO




Auto(SR: Tech Explained (Part |

- Report content

Standardized content in related spreadsheets

> print(tree_14, "objName"”, "oObjType", "usage")

levelName ObjName ObjType
1 Death cat - IP
2 ' Death Message comp
3 H Para - AG
4 ' peath Findings comp
5 H Para - AG
6 H Para
7 H Para
8 H Para
9 H Para
10 | Para - AG
11 Para
12 Para
13 Para
14 | Para
15 |--L5_3 Death Description comp
16 | | —-L6_1 Para - AG
17 1—--L6_2 Death FREQUENCY Sub-Comp
18 | H Para
19 | : . Para
20 | H 1--L7_3 Para - AG
21 : f--L7_4 Para
22 | |--L6_3 Death RELATEDNESS Sub-Comp
23 : 1 --L7_1 Para
24 | H f—-L7_2 Para
25 |--L6_4 Death TIMING OF DEATH EVENTS Sub-cComp
26 | H —-L7_1 Para
27 H H f—-L8_1 Para - AG
28 | H f--L7_2 Para
29 | ' f—-L8_1 Para - AG
30 | ©—-L6_5 Death EVENTS DUE TO OTHER CAUSES Sub-Comp
31 f--L7_1 Para
32 “--L5_4 Death Source comp
33 | —-L6_1 Para - AG
34 f--L6_2 Para

Standardized content in data.tree

usage
RQD
RQD
RQD
RQD
rRQD
CND
CND
CND
CND
CND
CND
CND
CND
CND
RQD
RQD
RQD
CND
CND
rRQD
RQD
CND
CND/OPT
CND/OPT
CND
CND
CND
CND
CND
CND
CND
RQD
RQD
RQD



Auto(SR: Tech Explained (Part [, cont.

Encore 16 Sub Comp
Comp. 15 Cat/ Comp  Object ID (Primary Tech Logic for
Cat/Comp Object Name ~| ObjectTyp ~|Type [~|Treels T ObjectID |~ Key) ~| Conditional Logic ~  Condition (code ~ | USAGI ~ Content+Variables -
If there are a small number
Death RELATEDNESS Comp Description|C_2_6_2 2 Deaths C26223 C262233 of AEs leading to death cND
<#DeathAEStudyTr
eatmentArmA> +
Ifno deaths were considered <#DeathAEStudyTr
related to the study eatmentArmB> ==
Para Description|C_2_6_2_2_Deaths C26223 2622331 treatment by the investigator 0 cND/oPT No deaths were considered related to study treatment by the investigator.
<#DeathAEStudyTreatmentArmA > (<%DeathAE StudyTreatmentArmA>) patients in the <ArmA> died
due to AEs assessed as related to study treatment by the investigator
(SAF| eadingTaD, nAtmA_(#DeathAF| eadingToNeathStdy nAmA)S)
<#DeathAEStudyTr
If some deaths due to AEs  S3tMENtArMA> + <#DeathAEStudy (<%DeathAEStud ) patients in the <ArmB> died
were considered related to  <¥DeathAEStudyTr due to AEs assessed as related to study treatment by the investigator
the study treatment by the ~ eatmentArmB>> (SAELeadingToDeathStudyTreatmentPTnArmB_(#DeathAEL eadingToDeathStudyTreatmentPTnArmB)$)
Para Description C_2_6_2_2_Deaths C26223 C2622332 investigator SmallDeath_ CND/OPT
If deaths occurred after the
Jast study treatment and this INFESTATIONS / SEPTIC SHOCK 1 (0.2%), RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS / ASPIRATION 1
was predefined in the <#Deathifterast? (0.2%), and RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS / PULMONARY EMBOLISM 1 (0.2%)
protocol, or ffthere were ~ ©riod>>0 |
deaths prior to the first study <#DeathPriorToFirs In the Placebo + nab-Paclitaxel the most frequent AEs leading to death by SOC (equal to or greater than 0% ) were:
D e TIMING OF DEATH EVENTS— Comp Description|C_Z_b_Z_Z Deaths CZbZzZ3 CZ%. * Treatment T U__[CND GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS / DEATH 1 (0.2%), CARDIAC DISORDERS / ACUTE

MYOCARDIAL INFARCTION 0, and HEPATOBILIARY DISORDERS / HEPATIC FAILURE 0

Death RELATEDNESS

6 (1.3%) patients in the Atezolizumab + nab-Paclitaxel died due to AEs assessed as related to study treatment by the
investigator (GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS / DEATH (1), GENERAL DISORDERS
AND ADMINISTRATION SITE CONDITIONS / MUCOSAL INFLAMMATION (1), HEPATOBILIARY DISORDERS / AUTOIMMUNE
HEPATITIS (1), INFECTIONS AND INFESTATIONS / PNEUMONIA (1), INFECTIONS AND INFESTATIONS / SEPTIC SHOCK
(1). RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS / ASPIRATION (1), and RESPIRATORY, THORACIC AND
MEDIASTINAL DISORDERS / PULMONARY EMBOLISM (1)),

3 (0.7%) patients in the Placebo + nab-Paclitaxel died due to AEs assessed as related to study freatment by the
investigator (GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS / DEATH (1), CARDIAC DISORDERS /
ACUTE MYOCARDIAL INFARCTION (1), and HEPATOBILIARY DISORDERS / HEPATIC FAILURE (1))

Death TIMING OF DEATH EVENTS

deaths occurred more than 30 days after the last study drug administration (348 (90.6%)).

{Repeat the same statement for other arm}

Note that in the Atezolizumab + nab-Paclitaxel 4 (0.4% ) occurred prior to patient receiving treatment and thus is included
for the ITT population, but not in the safety evaluable population

{Repeat the same statement for other arm}



Auto(SR: Tech Explained (Part I

- Analysis dataset

__ANALYSIS_FORMAT

Total Number of Deaths
Total Number of Deaths
Total Number of Deaths
Primary Cause of Death
Primary Cause of Death
Primary Cause of Death
Primary Cause of Death
Primary Cause of Death
Primary Cause of Death

Primary Cause of Death

Primary Cause of Death
Primary Cause of Death

Primary Cause of Death

Primary Cause of Death

ARM * ARM_FORMAT
Description of Planned Arm Description of Planned Arm (format)

ARM A ARM A@(N=292)

ARM B
All

ARM A
ARM A
ARM A
ARM A
ARM A
ARM A
ARM A
ARM A
ARM A
ARM A
ARM B

__LEVEL1_FORMAT

Adverse Event

Progressive Disease

Other

COR PULMONARE

MASSIVE STROKE

PATIENT WAS HOSPITALIZED ON 25 APRI 2018 DUE T¢
RESPIRATORY FAILURE DUE TO INTERSTITIAL PNEUMONIL...

UNKNOWN

__CONTENT

countpercent
countpercent
countpercent
count

countpercent

File Edit Format View

Protocol: xxxxx

] athtO1_AB_SE.out - Notepod

__DESTINATION

table
table
table
table

table

Help

Peaths, Safety Patients

_VALUE
14 (4.
50 (6.1%)

64 (5.7%)

ARM A ArmB ALl
(N-292) (N-842) (N-1114)
Total Number of Deaths 14 (4.8%) 50 (6.1%) 64 ((5.7%)
Pri a0 Dosth
n
Adverse Event 6 (42.9%) 17 (34.0%) 23 (35.9%)
Progressive Disease 6 (42.9%) 28 (56.0%) 34 (53.1%)
her 2 (14.3%) 5 (10.0%) 7 (10.9%)
COR PULMONARE ) 1(2.0% 1 (1.6%)
MASSIVE STROKE o 1(2.0%) 1 (1.6%)
PATIENT WAS HOSPITALIZED ON 25 APRI 2018 DUE TO FEBRILE NEUTROPENIA AND DIED ON 28 APRIL DUE | © 1(2.0% 1 (1.6%)
TO SEPTIC SHOCK
RESPIRATORY FAILURE DUE TO INTERSTITIAL PNEUMONIA ( INDUCED BY DOCETAXEL CHEMOTHERAPY ) ] 1(2.0% 1 (1.6%)
URKN 1(7.1%)  1(2.0%) 2 (3.1%)
linknown 1(7.1%) o 1 (1.6%)
Days from Last Study Drug Administration
<= 30 days 5 (35.7%) 21 (42.0%) 26 (40.6%)
> 30 days 9 (64.3%) 29 (58.0%) 38 (59.4%)
Primary Cause by Days from Last Study Drug Administration
<= 30 days
n 5 2
Adverse Event 5 (100%) 16 (76.2%) 21 (80.8%)
Progressive Disease ) 5 (23.8%) 5 (19.2%)
> 30 d.
n 9 29 38
Adverse Event 1(11.1%) 1 (3.4%) 2 (5.3%)
Progressive Disease 6 (66.7%) 23 (79.3%) 29 (76.3%)
Oth 2 (22.2%) 5 (17.2%) 7 (18.4%)

Program: root/clinical_studies/ro_testing/cdp_testing/spa_testing/data_analysis/FF/work/work_all/progran/t_dthtol.sas
root/clinical_studies/ro_testing/cdp_testing/spa_testing/data_analysis/FF/work/work_all/output/t_dtht0l AB_SE.out

Outpu:
21FEB2019 16:46

Page

10f1




Auto(SR: Tech Explained (Part Il

- | ot <KX M % E EE T ot AaBbCer AsBbCEr AambCer |
. pae it W1 e B-Y-A-NG E & TabntThut e o
(cat Header
Comp 1 Header
Comp 2 Header
Some paragraph ex:
Sub Comp Header
highlighted.
tochoose
S QA e - e “@nsert - SR % -
Y e i UK A M | S HE E- T 22 (% |8 T || psscds aaBbocr AsBbCeL AsBbCE
3 bookdown: :word_document Cote W1 y-mxx A-F === =8 a1 ogt._BodyTet
1 et erence-docx: arafc-styles-reference-oi. docx .
< - o
g -
7- # beath
s
9- ## Death Message
10
11 [iProvide the key take-home message based on the clinical interpretation of results. This text may not always
applicable for the results section of a CSR but could be used in the CSR discussion, These statements should be written
in a way that facilitates reuse to the clinical overview..}]{custom-style="blue-italic-test’
12 beath
13- ## Death Findings
= Death M
15 ona of (64] custon-stylehighlignt-test ') ([5.78] (custon-style- highlight-test. }) deaths were reported in the study; eath Message
[14]{custom-sty ghhgh( test') ([4.8%]{custom-style="highlight-test the A {custom-style='highlight-test’ rovtie e ey e I
and [50]{custon-styl iight-test 1 ([6.15] (custon-styles highT ignt-test 1) in the [AM -j e ey ca 1 - jn e
B Mttt iy nay not aways e ap ection of a SR b ould be vsed 4%
e e in @ way thatf reuse tothe
17 The most frequent cause of death in [amM Al{custom-style="highlight—test'} was [Adverse
L Evene] custon-style="highlight-cest ) [42.5%] custon-style='highlight-test ) ([6] (custon-style="highl ight-test" Death Findings
19 The most frequent cause of death in [am 8] (custon-styles"highlight-test") was [Progressive
Disease] {custom-style="highlight-test'} [56%]{custom-sty Tight-test'} ([28]{custom-style="highlight-test'}). e U dastha ware roportad e the study, B (R o the Y o B GEHND)
- e iKavr.
21- ## peath vescription
2
23 [{Focus on notable/clinically relevant details that support or serve as descriptive evidence or expands upon the Findings The most frequent cause of death in iKavr was xtQNm 76%
in component 2 without excessive reiteration of 5 in supporting TLGs. Text in Components 2 and 3 should be (<#MostFreqPrimaryCoDArmE).
complenentary and distinct. This sore detailed content pically renains in che source docuent where it is first -
Death Description

authored (e.g., CSR or a pooled results summary document)}]{custom-style='blue-italic-te:

2
25 ### Death FREQUENCY
26

(8] (custon-styles highlight test ) patients ([42.98] (customstyle='ighlfght-test:)) in the [sR
Alcuston-stylen highTight-test ) and ([28] {custon-stylee-mighi ght test 1 (36X oustom stylehighl ght-—test'})
patients in the [aw4 8] (custom-style="highlight-test'] died due to PD.
28

i Death FREQUENCY

29 [6]{custom-style="highlight-test'} patients ([42.9%]{custom-style="highlight-test'}) in the [ARM
custon-style="highlight-test'} and ([17] {custon-style="highlight-test'}) ([34%] {custom-style="highlight-test'})
patients in the [ARM B]{custom-style='highlight-test '} died due to an AE. (65) patients (59)in the ggEBQ and (21) (76%) patientsin the IKave died due to PD.
(43) patients (49%) in the ggEBq and (27) (60%) patients in the IKavr died due to an AE.

30
31 [iwhen reporting AEs leading to deaths by SOC AND/OR PT. Use judgement in including only the number of SOCs that are
:

relevant. A standard output should be chosen given based on data, e.g., 1, 3, 5, or

n reporting AEs leading to deaths by SOC AND/OR PT. Use judgem




AutoCSR: Beyond CSR

Finalize Content & Draft GEETE Content Reuse ST Publish
Approval Approval
SCE SCE

1st Draft CSR

_ _
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Output from
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AutoCSR

Component X Component X

Review

. o e
update

Component Y Component Y

co

Component X

Component X
Component Y — Publish

Component Y

SCE: Summary of Clinical Efficacy
CO: Clinical Overview Component Y




Next Steps

- Continuous collaboration with multiple teams
- Flexibility or standardization on content
- Workflow integration

- Gathering ideas for improvements




Doing now what patients need next




