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Document Ingestion A Anaytics

5 Statistical Methods  For continuous variables, descriptive
statistics will include the following: the
number of patients reflected in the
calculation (n), mean, median, standard
deviation, minimum, and maximum.

For categorical or ordinal data, frequencies
and percentages will be displayed for each
category.

5.1 Demo and Baseline  Demographic data and baseline
characteristics variables will be
summarized, by treatment group and
overall, using descriptive statistics.

Upload Process Store
01. 02.

» Upload file « Convert document to « Store in a database
defined data schema
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1) Adobe Extract API

2) Filter, process, clean-up > @

3) Store in database
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defined data schema
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(1] '4‘ Adobe Developer

Extract PDF

IEZED Extract content from PDF
documents and output itin a

Spac
structured JSON format,
along with tables and figures

“encoding
“family_name
"font_1
"italic

“monospaced”:

“SpaceAfter”

Extract PDF

Extract content frem PDF documents and output tin 3 sructured JSON format, along with tables and figares

Extract content from PDF documents and output it in a structured JSON format, along with tables and figures | "SectienId":
onham
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asimages
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5 Statistical Methods

5.1 Demo and Baseline
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Fvaluate SAP AN

5.6.1.1. Primary Analysis for Primary Efficacy Variable Analysis: MMRM
For the analysis of the primary efficacy variable, a mixed model for Terms in model:
repeated measurements (MMRM) will be used with baseline BCVA baseline BCVA

treatment group

measurement as a covariate and treatment group (HDg16 vs. 298 baseline CRT category

and HDQg12 vs. 2g8) and baseline CRT category (<400 um, =400 orior DME treatment

pm), prior DME treatment (yes, no), geographical region (Rest of geographical region

world, Japan), and visit as fixed effects as well as terms for the visit

interaction between baseline BCVA and visit and for the interaction interaction terms:

between treatment and visit. A Kenward-Roger approximation will baseline BCVA and visit

: reatment and visi
be used for the denominator degrees of freedom. Further, an SE M SISt

unstructured covariance structure will be used. If the model does DDFM: KR
not converge, an appropriate covariance structure will be used Covariance matrix: UN
instead. Only data up to Week 48 will be used in this analysis. Timepoints: Up to week 48

Inputs Extract Store

* |dentify SAP components 02' « Extractinto data schema 03' « Store in a database
* Few shot examples
* Rules
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Fvaluate SAP

3. ANALYSIS POPULATIONS

3.1. The Full Analysis Set (FAS)

The full analysis set (FAS) includes all randomized
patients who received at least 1 dose of study
medication; it is based on the treatment assigned to the
patient at baseline (as randomized). FAS is the primary
analysis set for efficacy endpoints.

Inputs

* |dentify SAP components 02' « Extractinto data schema

* Few shot examples
* Rules

Extract

CONFIDENTIAL

Population: Full Analysis Set
Abbreviation: FAS
Treatment: as-randomized
Usage: Efficacy

Definition: All randomized patients
who received at least 1 dose of study
medication

Store
03' e Store in a database
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1) SAP Components ChatGPT
1) Extracted Values

2) Few Shot Examples > 2 Claude Zrror >
2) JSON Data

Schema
3) Rules, rules, rules Gerﬁini

Inputs Extract Store

01 ® < |dentify SAP components 02' « Extractinto data schema 03' « Store in a database
* Few shot examples
* Rules
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Fvaluate SAP A,

Few shot approach prompting method: Implementation:

©® Provide several examples of input and correct output pairs @ Prepare several examples of input/output pairs from example SAP
text along with the expected response (structured data schema

a) Input: Example SAP text : , , ,
with values filled in as per the example input)

b) Output: Structured data schema with extracted content

® Provide LLM with the examples and have the LLM apply the ® Pull the relevant text from the new SAP, merge with the examples
training from the examples to a new input and rules, and submit the combined prompt to the LLM

Example Input Example Output

v 3.1. The Full Analysis Set (FAS) Analysis Set:  Full Analysis Set Respo nse with New Output

o % The full analysis set (FAS) includes all randomized ~ Abbreviation:  FAS OpenAl

£ patients wh ived at least 1d f stud T : -randomized ; .

S iemon i b st gped U By ChatGPT Analysis Set:  Intent-to-Treat

™ to the patient at baseline (as randomized). FASis  Definition: All randomized patients who received o
the primary analysis set for efficacy endpoints. at least 1 dose of study medication Abbreviation: ITT

> * ClaU.de ANTHROP\C Treatment: as-randomized

5 Usage: Efficacy

9 < Intent-to-treat Population The intent-to-treat (ITT) population includes all randomized patients.
= Efficacy analyses will be based on the treatment allocated by the interactive Deﬂnition: A| | ra ndom ized patie ntS
%J response technology (IRT) at randomization (as randomized). This is the e I I I I I "

primary analysis population for efficacy analyses.

Inputs Extract Store

* |dentify SAP components 02' « Extractinto data schema 03' « Store in a database

* Few shot examples
* Rules
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1) SAP Components

2) Guidelines

SAP Data

01 e ° UseSAP components as the
input data source
« Use guidance documents to
guide TOC creation

TOC Generation

1) Identify relationships
between SAP
components

2) ldentify relative ordering

3) Create TOC and store in
database

Create TOC
02. « Identify relationships and 03.

relative ordering between
components
 Mix and match to create TOC
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TOC Generation

ITT
FAS
SAF

Statistical Methods

Descriptive Statistics
MMRM Endpoint
CMH BCVA

1) Identify relationships
e between SAP
components

s 2) ldentify relative ordering

14.
141
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1431
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1433
1434

Tables, Figures and Graphs Referred to but not included in the Text

Demographic Data

Efficacy Data

Safety Data

Displays of Adverse Events 3) c rea t e To c
Listings of Deaths, Other Serious and Significant Adverse Events

Narratives of Deaths, Other Serious and Certain Other Significant Adverse Events

Abnormal Laboratory Value Listing (Each Patient)

SAP Data Create TOC

« Use SAP components as the 02. « Identify relationships and 03.

input data source relative ordering between
« Use guidance documents to components
guide TOC creation « Mix and match to create TOC
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FAS Statistical Methods

SAF Descriptive Statistics

MMRM

Endpoint Order Abbreviation Usage
CMH BCVA 1 FAS All efficacy analyses
BCVAS 2 PPS Supplementary efficacy analyses
NEI-VFQ-25 3 SAF Treatment compliance/administration and safety
4 . .
Order LVL Order Endpoint Level Endpoint 1 ) St O re TO c
> 1 1 Primary Change from baseline in BCVA
PY 6 2 2 Key Secondary >2-step improvement in DRSS
) |CH 3 3 Secondary Gain of 215 letters in BCVA from baseline
harmonisation for better health
’ ¢ Clirical Study 4 3 Secondary BCVA =69 letters
E3: Structure and Content of Clinical Study Reports 2 D t
5 3 Secondary No fluid at foveal center ) own s re a
14. Tables, Figures and Graphs Referred to but not included in the Text
141 Demographic Data 6 3 Secondary Change from baseline in CRT m
142 Hfficacy Data 7 3 Secondary No leakage on fluorescein angiography
143 safeyDats 8 3 Second ch from baseline in NEI-VFQ-25 total i
143.1 Displays of Adverse Events econdary ange from baseline in “VFQ-25 tota Exe c u tl o n

1432  Listings of Deaths, Other Serious and Significant Adverse Events
1433 Narratives of Deaths, Other Serious and Certain Other Significant Adverse Events
1434  Abnormal Laboratory Value Listing (Each Patient)

SAP Data Create TOC Store
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input data source relative ordering between

« Use guidance documents to components
guide TOC creation « Mix and match to create TOC
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[OC Generation A Arnalytc
ITT
FAS Statistical Methods Titlel | Title2
Table 14.2: 1- MMRM Analysis: Change from baseline in BCVA (ETDRS letters) at FAS
I _ Week 48
SAF Descriptive Statistics Table 14.2: 2 - CMH Analysis: 22-step improvement in DRSS at Week 48 FAS
Table 14.2: 3 - MMRM Analysis: Change from baseline in BCVA at Week 60 FAS
MMRM . P Table 14.2: 4 - CMH Analysis: Gain =15 letters in BCVA from baseline at Week 48 FAS
Endpoint Order Abbreviation Usage Table 14.2: 5 - CMH Analysis: BCVA 269 letters at Week 48 FAS
C Table 14.2: 6 - CMH Analysis: No fluid at foveal center at Week 48 FAS
MH BCVA 1 FAS All efficacy analyses Table 14.2: 7 - MMRM Analysis: Change from baseline in CRT at Week 48 FAS
Table 14.2: 8 - CMH Analysis: No leakage on fluorescein angiography (FA) at Week 48 FAS
Table 14.2: 9 - MMRM Analysis: Change from baseline in NEI-VFQ-25 total score at FAS
BCVAS 2 PPS Supplementary efficacy analyses Week 48
Table 14.2: 10 - MMRM Analysis: Change from baseline in BCVA at Week 96 FAS
NEI’VFQ’ZS 3 SAF Treatmeﬂt COmp|iaﬂce/adminlstratlon and Safety Table 14.2: 11 - CMH Analvs?s: Gain 215Ieners?n BCVA from base\ine at Week 60 FAS
Table 14.2: 12 - CMH Analysis: Gain 215 letters in BCVA from baseline at Week 96 FAS
4 Table 14.2: 13 - CMH Analysis: BCVA 269 letters at Week 60 FAS
i . Table 14.2: 14 - CMH Analysis: BCVA 269 letters at Week 96 FAS
Order LVL Order Endpoint Level Endpoint Table 14.2: 15 - MMRM Analysis: Change from baseline in CRT at Week 60 FAS
5 Table 14.2: 16 - MMRM Analysis: Change from baseline in CRT at Week 96 FAS
1 1 Primary Change from baseline in BCVA Table 183 17 CH Anabsi: No lesxaqs on Fh ot Week 60 hs
able 14.2: 18 - nalysis: No leakage on FA at Wee
6 . . Table 14.2: 19 - MMRM Analysis: Change from baseline in NEI-VFQ-25 total score at FAS
2 2 Key Secondary >2-step improvement in DRSS Week 60
. |CH Table 14.2: 20 - MMRM Analysis: Change from baseline in NEI-VFQ-25 total score at FAS
B H H Week 96
harmonisation for better health 3 3 Seco n da ry Ga n Of 21 5 |etters n BCVA from base“ ne Table 14.2: 21 - CMH Analysis: No retinal fluid (total fluid, IRF, SRF) at foveal center FAS
- and in center subfield at Week 48
4 3 Seconda ry BCVA >69 letters Table 14.2: 22 - CMH Analysis: No retinal fluid (total fluid, IRF, SRF) at foveal center  FAS
E3: Structure and Content of Clinical Study Reports and in center subfield at Wieek 60
5 3 Secondary No fluid at foveal center Table 14.2: 23 - CMH Analysis: No retinal fluid (total fluid, IRF, SRF) at foveal center FAS
) ) ) and in center subfield at Week 96
14. Tables, Figures and Graphs Referred to but not included in the Text Table 14.2: 24 - Cox proportional hazards model Analysis: Time to fluid-free retina ~ FAS
) 6 3 Seconda Chanege fro ne i over 48 weeks (total fluid, IRF, SRF at foveal center and in center subfield)
141 Demographic Data y 8 m baseline in CRT Table 14.2: 25 - Cox proportional hazards model Analysis: Time to fluid-free retina FAS
3 X X over 60 weeks [total fluid, IRF, SRF at foveal center and in center subfield)
142 Hfficacy Data 7 3 Secondary No leakage on fluorescein angiography Table 14.2: 26 - Cox proportionsl hazards model Anlysis: Time to flid-free retina  FAS
143 Safety Data over 96 weeks (total fluid, IRF, SRF at foveal center and in center subfield)
: [ K B Table 14.2: 27 - CMH Analysis: Sustained fluid-free retina over 48 weeks (total fluid, ~ FAS
1431 Displays of Adverse Events 8 3 Secondary Change from baseline in NEI-VFQ-25 total At S8 ot foveal center and in center sublield]

Table 14.2: 28 - CMH Analysis: Sustained fluid-free retina over 60 weeks (total fluid, FAS

1432  Listings of Deaths, Other Serious and Significant Adverse Events IRF, SRF at foveal center and in center subfield)
Table 14.2: 29 - CMH Analysis: Sustained fluid-free retina over 96 weeks (total fluid, FAS
1433 Narratives of Deaths, Other Serious and Certain Other Significant Adverse Events IRF, SRF at foveal center and in center subfield)
L . Table 14.2: 30 - Cox proportional hazards model Analysis: Time to sustained fluid-free  FAS
1434  Abnormal Laboratory Value Listing (Each Patient) retina over 48 weeks (total fluid, IRF, SRE at foveal center and in center subfield)
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« Use SAP components as the |dentify relationships and « Store in database
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« Use guidance documents to components
guide TOC creation Mix and match to create TOC
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Boost Productivity by 60%

... Once the database is locked, the
Reimagining life science enterprises with programming agent produces analysis
agentic Al datasets and results tables ... with a
McKinsey human biostatistician providing input for
& Company _ _
nonroutine datasets. This process could
boost productivity ... by 60 percent ...
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