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Welcome to the Utilizing the Digital Protocol Webinar

July 11th, 2024 at 09.00 — 10.30am EST

Time Speaker
Welcome and Introduction
5 mins Kick-off and ground rules Stacy Tegan
10 mins Panel introductions and setting the stage All
Speaker Presentations
15 min Delivering a Data-Driven ICH M11 Clinical Protocol Template Ron Fitzmartin, FDA
10 min Regulator Perspective on ICH M11 Deliverables and What the Digitization Will Noais M. ZHA
Enable
10 min Overview of the Digital Data Flow Project and the Collaboration with M11 and UDP | Chris Decker, CDISC
15 min UDP Project Overview Hugh Glover, Vulcan
. . Mary Lynn Mercado,
10 min Pathway to Implementation el Ve
10 min Q&A All
Wrap-Up
5 min Close Stacy Tegan
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— Webinar Logistics

« All participants will be muted for this call.
Connect to audio to listen to presentations via
your computer or phone

* You can Reduce the control panel for a better
view of the presentation

* To submit Questions to the presenters, Type
your question in the Questions panel and click
Send — Please denote who your question is for

VULCAN

Reduce

Questions

File Options View Help -

Im Practice Mode

» Audience view 10096
Webcam
Dashboard
Attendees: 1 of 1001 (max)
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&8 GoloVWebinar



— Webinar Logistics

File Options View Help &5 0
b Audience view
¥ Shamng

3 | * Webcam

___: - | L] .5.u-:|||:.|

! | » Dashboard

F Attendees: 3 owt of 1001
k Polls (/2]
| 3

Cuestions

* Please download the Webinar handout which Handout
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contains links to contacts and additional @ Handout

resources

* Reminder: This webinar will be recorded in

Webinar ID: 136-609-243

whole or in part
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— Ground Rules

We want to make this discussion helpful and answer as many of your questions as we
can:

* Participation is voluntary, as is using TransCelerate assets/tools

* The responsibility for compliance with laws and regulations is owned by the solution
adopter

* You don’t have to identify what company you work for

Things we would ask you not to discuss:

* What specific vendors/sites/CROs/sponsors companies are working with
* Anyissues companies have with any specific vendors/sites/CROs/sponsors

* Anything related to pricing or costs

VULCAN~UDP
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FDA Disclaimer

The views and opinions presented here represent those of the
speaker and should not be considered to represent advice or
guidance on behalf of the U.S. Food and Drug Administration.



!Snml_lslaﬁnn for better health
ICH M11

Clinical electronic Structured Harmonised Protocol

Template Technical Specification

ICH

harmonisation for better health

Guideline

harmorisation for better health

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL

C }armonisation for better heaith INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

ICH HARMONISED GUIDELINE
ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL

(CESHARP)

CLINICAL ELECTRONIC STRUCTURED HARMONISED

CLINICAL ELECTRONIC STRUCTURED HARMONISED PROTOCOL
PrROTOCOL
(CESHARP)

(CESHARP)
M11 TEMPLATE MI11 TECHNICAL SPECIFICATION

Mil

Draft version
Draft version

Draft version
Endorsed on 27 September 2022
Endorsed on 27 September 2022 Endorsed on 27 September 2022
Currently under public consultation
Currently under public consultation

Currently under public consuliation

At Step 2 of the ICH Process, a consensus draft text or guideline, agreed by the appropriate ICH
Expert Working Group, is transmitted by the ICH Assembly fo the regulatory authorities of the
ICH regions for internal and external consultation, according to national o regional procedures.
At Step 2 of the ICH Process, a consensus drafi text or guideline, agreed by the appropriate
ICH Expert Working Group. is transmitted by the ICH Assembly to the regulatory authoritics
of the ICH regions for internal and external consultation, according o national o regional

At Step 2 of the ICH Process, a consensus draft text or guideline, agreed by the appropriate ICH
procedures.

Expert Working Group, is iransmitted by the ICH Assembly to the regulatory auihorities of the ICH
vegions for internal and external consultation. according to rational or regional procedures.




). ICH ICH M11: Three deliverables...

harmonisation for better health

® Guideline is a high-level document that:

o Provides the background on why a harmonized clinical protocol template is needed,
and

o Describes how the template and technical specification were developed.

* Template

oIncludes identification of headers, common text, instructions, data fields and
terminologies.

® Technical Specification
o Serves as a technical representation of the ICH M11 protocol template.

o Aligns with the latest version of the ICH M11 guideline and template standard to
enable electronic exchange of the clinical protocol information.

o The tech spec does not deliver an implementation guide...that’s for later



< _
ICH.,. e | M11 & the ICH Step Process

Planned for Fall National or

regional procedures for
2025 Implementation
Adoption by
Regulators
Sign-off by
Regulatory Topic
Leads

AN

Endorsement by
a. Assembly
b. Regulators

Step S Implermentation

—

Step & Adoption of an ICH Harmonised Guideline

Sign-off by

Topic Leads Step 3 Regulatory consultation and Discussion

a. ICH Parties consensus on Technical Document / b. Draft Guideline adoption by Regulators

Step 1 Consensus building - Technical Docurnent

M11 is here
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Imagine the Future State...

promes ...Where the Protocol is driven by a

Regulator Vi Regulator
Safety ews Stat

common data model that enables

i limitless personalized views of the
)%'SH \ protocol.
ISVFI’::;;:?I DaF;:rao_g)l(':i(\)lle Invsj.:i‘iztor

Stat Sponsor Views

...But now all we have is this
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BHWV3500-201 Climeeal Protocol, Version 4.0
Phase IIT double-blind efficacy study

Zaw

Number of
Subjects:

Secondary
Objectives:

STUDY SUMMARY (SYNOPSIS)

BHV3300-301: Phase 3: Double-Blind, Randomized, Placebo Controlled,
Safety and Efficacy Trial of BH‘.' 3500 (zavegepant) Intranasal (IN) for
the Acute Treatment of Migraine

Zavegepant is being developed for the acute treatment of migraine.
Effectiveness against migraine was demonstrated in BHV3300-201, a fully
powered, pivetal. Phase 2/3, double-blind, randomized, placebo-controlled,
dose-ranging study of zavegepant 5 mg. 10 mg. and 20 mg via intranasal
(IN) administration.

The data from this study will allow characterization of the relative safety
and efficacy of IN zavegepant versus placebo in the acute treatment of
maoderate or severe migraine measuring freedom from pain and freedom
from most bothersome system (nausea, photnplmbm of phonophobia) as
reported just prior to treatment of the migraine. Information regarding
time to onset of action, the dumtmn of action, and the sustainability of pain

The study will recruit male and female subjects 18 years of age and older
with at least a 1-year history of migraine (with or without aura), consistent
with a diagnosis according to the International Classification of Headache
Disorders 3% edition!, including an age of onset prior to 50, migraine
attacks that last about 4-72 howrs. neot more than 8 attacks of moderate or
severse mte-nsmrpﬂ month within the last 3 months and not less than 2
attacks per month.

Approximately 1,730 subjects will be screened to randomize
approximately 1.400 subjects (approximately 700 per treatment group).
Subjects will be randomized in a 1:1 ratio to the zavegepant or placebo
treatment groups. Randomization will be stratified by prophylactic

To compare the efficacy of zavegepant with placebo in the acute treatment
of migraine, as measured by co-primary endpoints of pain freedom at 2
hours postdose, and freedom from the most bothersome symptom (MBS)
associated with migraine at 2 hours postdose.

. Teo compare zavegepant with placebo for pain relief at 2 houss

. To compare z.wegepant with placebo for return to normal fonction at 2
g to the Functional Disability scale.

Page by page,
ayperlinking

pack and forth




CDISC and M11 Curated Common Terminology enables the
Data Driven Clinical Protocol

M11 will break the
clinical protocol “document-centric” paradigm
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CDISC and M11 Curated Common Terminology enables the

Data Driven Clinical Protocol

Term (Variable)

1.1 Protocol Synopsis

Relationship
(reference to high
level conceptual
model)

Value

Study Objectives, Endpeints, and Estimands

Relationship content
from JToC
representing the
protocol hierarchy

Study Intervention and Concomitant Therapy

Business rules

Value Allowed: Yes
Relationship: n/a
Concept: n/a

Relationship
(reference to high
level conceptual
model)

Value

Study Intervention and Concomitant Therapy

Duplicate field in
other sections

M11 Technical Specification, Step 2a/2b version

Business rules

Value Allowed: Yes
Relationship: n/a
Concept: n/a

Duplicate field in
other sections

FDA

Cartians 1 N
Data Type Text SCLLIUIT 1L.U
Topic, Value or H
Header
Definition Header
Section 10 Possible “Overall Protocol Views”
.
ot orm (Variabi) Tl Schems Section 1.0 ossipie vera rotocol views
Conformance Req Data Tvoe I
Cardinality 1 yp mage
Relationship content Prot IIOP:;:, Value or D
from ToC eader . .
representing the Definition visud | Term (Variable) Study Objectives, Endpoints, and Estimands SeCtIO n 3 . O
protocol hierarchy featul Data Type Text
Relationship arti Topic, Value or H
(reference to high p Header
level conceptual screq | Definition Heading
model) randj | User Guidance In this section, precisely define each clinical question of interest by statin
Vﬂ'“_e 1.1 User Guidance Key study objective and specifying the endpoint(s) and estimand(s) that corre] Term (Variable) Study Intervention and Concomitant Therapy
Business rules Vval the t to each study objective. Ensure alignment with every other section of the| Data Type Text ~ . PN
Rels Acti protocol. LOPE:, Value or H Section b.U
Conj . Include additional level 2 headers under Section 3 Study Objectives, Endg— cacel _
subjd Definition Heading
and Estimands as needed. - T - - - m -
rand Conformance red red User Guidance In this section, describe the study intervention being tested and any control
Duplicats field in are Cardinality Required / Require product being used. If multiple study interventions are to be evaluated, Section
ardinali - . . . s )
. 6.1, Description of Study Intervention, Section 6.3, Dosing and Administration,
other sections to |3' Relationship content | study Objactives, Endpeints, and Estimands and Section 6.5, Preparation, Handling, Storage, and Accountability should
from Iﬁg_ differentiate between each product.
rePTBSBﬂ“[Ig the Conformance Required / Required
protocol hierarchy —
Cardinality

17



Y U.S. FOOD & DRUG

ADMINISTRATION

PHASE 3: DOUBLE-BLIND, RANDOMIZED, PLACEBO CONTROLLED, SAFETY AND
EFFICACY TRIAL OF BHV-3500
(ZAVEGEPANT)
INTRAMASAL (IN) FOR THE ACUTE TREATMENT OF MIGRAINE

GSRS

Connact
Cverall Design Trial Schema Trial Objectives and Associated Estimands
Intervention [Farallel] Population Type: |[Adult Participants ™ Estimand Characteristic | Description
Eremingf e Eoud of Treasmen Vide
Model: Hassline Fhase ) .
Control Type: [Placeho Population Migraina
ype : ] P B [Mig ] i e Fapulation [<The: szudy will recnuic male and female subjects 18
Diagnosis or fsmed v tian Wbl R Eubjsts wi yoars of age and older with a1 keast & 1-4ear fiszony of
Condition: r:::m; n‘:l:; ::} i B migraine {with o without aura), consistent with a
Sereanmy ki ) g e B '.:-' diagnasis acconding o the: Intemational Classification
. 3 . W Vit [ . RHEI A chit D% = 3 i
Control A Population Age: | Minimum: 18 = axcziiad Of Hiacakactia DMgwtdery: Sl seliienr], It a0
. h . B of anset pricr 1o 50, migraine amacks that las abog
Description: years Maximum: S— &72 hiotsrs, not mone than B amtacks of moderats o
80 vears wihin T deys of 5BV inTEnsity par month within the Last 3 months
) e and not hess than 2 aiadcs per month, =)
. i . i 4
Intervention [Stratified Site Distribution |[Multicentre] -
- - . Gy Khirig I Treatmsnt [=zvgepant 10 mg sia incranasal [IN)
Assignment Randomization] and Geographic [Multiple Countries] Dvagpan Mt wﬁﬁ”m.. e
10 g [ Trations)
Method: Scope:
Adaptive Trial [Mo) Master Protocol | [Mo)
i Endpoint {= Pain frendom at 2 hours postooss will b assessed
DEEIE“: DEE'-EH: using the percntape of subjects with a pain imensiy
: | Treetmen of MigRne mist (oo within 43 days of randomization | Hesclng Visii | of none at 2 hours postdose. Pain imensing will b
Drug/Device Mo] Measured on 3 4-poin Nk rating scale {D=none,
Combination — 1=imild, Zemoderane, Issrane) ¥
Prod Indi Tisial seady durition s apprasimaredy 11 we
roduct Indicator:
Fopulation-Level Summarny {= Traacments companed using a Cochran-Mansel
Number of Arms 2] Overview of Trial Interventions :fr:ﬁ““:r;l';“f;::::;;”;ﬁ;ﬂ:*:r'js'“
i el | el L x 1
. - - (rengepant-placebn] sracified by prophsladic
Trial Blind S5cherma [Trigle] Arm MName | ArmType | Intervention |Intereention |Dose | Unit Dose | Dosage | Rowte of Regimen T Mdicanion LSt at randomitzation (s of
Name Type Form | Strength |Lewel | Administration | Treatment nal>
Period
Blinded Roles [Participant]
[Irvestigatir] {tarzsrent Beunt (rangy)
[Care Provider]
ik i P " Eparimantsl | (Aot [Zavegepant]  ([Drug) (pray] |[mgl ) {rrtrana zal] 142] [days) Rasosie Medicatien [=iTha: Irerounmaimt vt of rescue o ton u s vl
Number of Participants [1400] /1750 bet handled using Aescue Medcation = Faliure (RM<FL
L., SubjecTs wid tabi nesrue miedication will be
clazsified i failures for all efficacy assessments that
Druration [43] [days] Flaceho [Placeno] | [Placebo] [Drug] (Spray] |[mgl [ra) [Intranasal] [45] [days] ane reported &t oF after taking restue medication. The
C omoarator Ri=F marthod will apply 1o all endpoings Esed bekow,
Independent Commities [N eareft the secondany endpoing of rescue madication

s wairhin 24 hiours poatdoseis]



CDISC and M11 Curated Common Terminology
will Enable the Data Driven Clinical Protocol

Possible “Safety Views”

Term (Variable)

Data Type

Adverse Events of Special Interest C
J

Text

Topie, Value or

Header

D

Definition

" Section 6.0

User Guidance

In this section, describe the study intervention being test|
product being used. If multiple study interventions are t
6.1, Description of Study Intervention, Section 6.3, Dosin|
and Section 6.5, Preparation, Handling, Storage, and Acc

Term (Variable) 1.1 Protocol Synopsis Camtimin 1 N
Data Type Text JTULLIVIT 1L.U
Topic, Value or H
Header
Definition Header
User Guidance T
Conforma Term (Variable) Trial Schema Sect | 0 n 1 _ O
Cardinality] Data Type Image
RelationsH IIOP:;:’ Value or b
from TeC sacer . __ I —
representii Definition Visual depiction of the trial design, orienting users of the protocal to the key
protcn.col L featlur.es of the study desig Term (Variable) Study Intervention and Concomitant Therapy
Relationsh participants through the pr
. \ Data Type Text
(reference screening, washout/run-in, Topic. Val
Ie\":’l ‘I:Dn‘: randomization, crossover, & H?as:fér alue or
L_"c; el) User Guidance Key visits may also be incl§ Definition Heading
a u.e the trial and should correspf Jser Guidance
Business — . .
Activities. Reviewers will a
subjects per treatment gro
randomized to treatment g
are presented with time pr differentiate between each product.
to landscape orientation, if | Conformance Required / Required
Duplicate Cardinality
_

Relationship content

from ToC

representing the
protocol hierarchy

Study Intervention and Concomitant Therapy

Include this section, if agglicaile

Specify any Adverse Evy
- Other events th
and regulatory agencles
studies).

- Qther reportableg
such as cardiovascular 3
malfunctions), laborator
Include the following for

. The definition off
to report the AESI.

. If it is a measur:
done.

If it is a clinical event, s

. € Confor Required / Required
Relationship Cardinality : /rea
(reference to high — -

R ship Study A nent and i
level conceptual from ToC
model) representing the
Value Study Intervention and Concomitant Therapy protocol hierarchy

Term (Variable)

Safety Assessments and Procedures

Data Type Text Camdlmme O N
Topic, Value or H SJCCLLIVIT O.VU
Header

Definition

User Guidance

This section describes safety assessments and procedures in this section. Level 3
headings can be added as needed.

+ Identify any non-investigator party responsible for evaluation of
laboratory or other safety assessments (for example, Sponsor or
external Independent Data Monitoring Committes).

» Include guidelines for the management of relevant laboratory or other
safety assessment abnormalities.

Conformance

QOptional

Cardinality

Business rules

Value Allowed: Yes
Relationship: n/a
Concept: n/a

Relationship
(reference to high
level conceptual
model)

Value

Business rules

Duplicate field in
other sections

|

Value Allowed: n/a
Relationship: n/a
Concept: n/a

Duplicate field in
other sections

M11 Technical Specification, Step 2a/2b version

Relationship content

from JoC
representing the
protocol hierarchy

Adverse Events and Serious Adverse Events

Relationship
(reference to high
level conceptual
model)

Value

Efficacy Assessments and Proceduras

Business rules

Value Allowed: Yes
Relationship: n/a
Concept: n/a

Duplicate field in
other sections
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p2Y U.S. FOOD & DRUG

ADMINISTRATION

PHASE 3: DOUBLE-BLIND, RANDOMIZED, PLACEBO CONTROLLED, SAFETY AND
EFFICACY TRIAL OF BHV-3500

(ZAVEGEPANT)

INTRAMNASAL (IN) FOR THE ACUTE TREATMENT OF MIGRAINE

Overview of Trial Interventions

GSRS

CDEROne

Lonnect

Arm MName | Arm Type  Intervention  Intervention Dose | Unit Dose Dosage |Route of Regimen
Name Type Form |Strength | Level Administration | Treatment
Period
Experimental |[Active] [Zavegepant] |[Drug] [Spray] |[mg] [10] [Intranasal] [45] [days]
Placeba [Placeba] | [Placebo] [Drug] [Spray] |[mg] [10] [Intranasal] [45] [days]
Comparator
Trial Schema
Serecning/ Treatment Phase End of Treatment Visit
Bascline Phase
Evaluation
Ramdomization Trestment '”‘:‘ “cwli :::4“ !j\.!‘j-[l.lh:mll
(O [ F retam Lo cling
Jril__:"":d"f‘l’,'r ‘Ij:i mipralne for I':} for ead of study
Screening Baseline N migraine B85ER8 N Of prosedures
Wisit Wisit tremtment] severe pain paln, deability,
intenssy) associated
ST |

Wisit orcurs

Group 1:
Eavepzpant
10 mg

within 7 davs of
el

I'reatment of migraine most eceur within 45 days of randomization {Baseline Visit) |

| Total stady duration is approximately 11 weeks |

Adverse Events of Special Interest
< Non-serious Adverse Events
A non-serious AE is an AE not classified as
Serious.
-Collection and Reporting of Non-Serious Adverse
Events
The collection of non-serious AE information
should begin at the Baseline Visit through the
EOT Visit.
Non-serious AEs should be followed until
conclusion or stabilization, or reported as SAEs
if they become serious. Follow-up is also
required for non-serious AEs that cause
interruption or discontinuation of study drug
or those that are present at the end of study
treatment.
Laboratory Test Abnormalities
The following laboratory test abnormalities
should be captured on the non-serious AE CRF
page or SAE Report Form (paper or electranic)
as appropriate;

1. Any laboratory test result that is clinically
significant or meets the definition of an
SAE;

2. Any laboratory abnormality that required
the subject to have the study drug
discontinued or interrupted;

3. Any laboratory abnormality that required
the subject to receive specific corrective
therapy.

Procedure

Physical Examination

Masal Inspection

Vital Signs /
Physical Measurements

Adverse Event and
Serious Adverse Event
Assessment

Sheehan Suicidality
Tracking Scale

ECG

Clinical Safety
Laboratory Testing

Liver Functicn Tests

Lipid Panel

FSH, if Applicable

Pregnancy Test
Urinalysis Test

Urine Drug Screen for
Drugs of abuse

Safety Assessments and Procedures

Screening
Visit

Baseline
Randomization
Visit (Day1)

Moderate or
Severe
Migraine Before
Study Drug
Administration

Post Study Drug
Administration:
15, 30, 45, 60 &
90 minutes Endlof
23,468 24 & T”:i"'!‘e“t
48 hours =

X

X

X

X X

X

X



CDISC

Term (Variable)

1.1 Protocol Synopsis

Data Type

Text

Topic, Value or H °
Header
Definition Header

User Guidance

Conformance

Cardinality

Relationship contef
from JoC
representing the
protocol hierarchy

Relationship
(reference to high
level conceptual
model)

Value

Business rules

Duplicate field in

Term (Variable)

Trial Schema

Data Type

Image

Section

1.0

Topic, Value or
Header

D

Definition

User Guidance

other sections

=

Term (Variable) Rationale for Study intervention Cartin 2
Data Type Text T CUIoiT U9
Topic, Value or D

Header

Definition

User Guidance

Provide a rationale for the selection of the dose(s) or dose range, the route of

administratio
interval) of th|

and M11 Curated Common Terminology enables the Data [hY\
Driven Clinical Protocol

Possible “Safety Views”

Term (Variable)

Safety Assessments and Procedures

include relev.

selection of th

based pharm

studies. If apd User Guidance

therapeutic ug
Include a rati
any; for exam

Conformance

Required/Reql

In this section, describe the study intervention being tested and any
product being used. If multiple study interventions are to be evaluaf
6.1, Description of Study Intervention, Section 6.3, Dosing and Admil
and Section 6.5, Preparation, Handling, Storage, and Accountability 4
differentiate between each product.

Cardinality

Conformance

Required / Required

Relationship content
from JoC
representing the
protocol hierarchy

Study Intervel

Cardinality

Relationship content
from TG

representing the

Relationship
(reference to high
level conceptual
model)

protocol hierarchy

Study Intervention and Concomitant Therapy

C s o N
Term (Variable) Study Intervention and Concomitant Therapy Data Type Text DEL L | U [ I 0 . U
Data Type Text Topic, Value or H
Topic, Value or H 1 Header
o Section 6.0 Defnton
Definition Heading User Guidance

This section describes safety assessments and procedures in this section. Level 3
headings can be added as needed.

+ Identify any non-investigator party responsible for evaluation of
laboratory or other safety assessments (for example, Sponsor or
external Independent Data Monitoring Committee).

+ Indude guidelines for the management of relevant laboratory or other
safety assessment abnormalities.

Relationship
(reference to high
level conceptual
model)

Conformance

Optional

Cardinality

Relationship content

from JaC,

Value

Value

Study Intervention and Concomitant Therapy

Business rules

Value Allowé
Relationship
Concept: n/3

Business rules

Value Allowed: Yes
Relationship: n/a
Concept: n/a

repr g the
protocol hierarchy

Adverse Events and Serious Adverse Events

Relationship
(reference to high
level conceptual
model)

Value

Efficacy Assessments and Procedures

Duplicate field in

Duplicate field in
other sections

other sections

ﬁ

M11 Technical Specification, Step 2a/2b version

Business rules

Value Allowed: Yes
Relationship: n/a
Concept: n/a

Duplicate field in
other sections
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Y U.S. FOOD & DRUG

ADMINISTRATION

PHASE 3: DOUBLE-BLIND, RANDOMIZED, PLACEBO CONTROLLED, SAFETY AND
EFFICACY TRIAL OF BHV-3500
(ZAVEGEPANT)
INTRANASAL (IN) FOR THE ACUTE TREATMENT OF MIGRAINE

Overview of Trial Interventions

Arm Name Arm Type |Intervention |Intervention Dose Unit Dose Dosage | Route of Regimen
Name Type Form |Strength | Lewvel Administration |Treatment
Period
Experimental | [Active] [Zavegepant] |[Drug) [Spray] | [mg] [10] [Intranasal] [45] [days)
Placebo [Flacebo] |[Placeba] [Drug) [Spray] |[mg] [10] [Intranasal] [45] [days]
Cormparator
Trial Schema
e e End of Treatment Visit
Bascline Phase
Evaluation
Randomization Trestmeat {Omsat ta 48 hours $\|b_(\'l\.l'i'
[(ne dose of drug (Treatmsenk of oae post dose of retusn to dlini
i e nigraine of migraing for fior end of study
FRv— Buselioe dispensed for bter :D muderate ar ::> assassnacnts of |-> procedes
Vizit Visil . N severs paln pain, disability,
o imteaing exaneiaiad
SYTIPROmS)
Wisil ooeurs
P withi 7 davs of
7 ™, treatment
- A
E ]
Grroup 10 Cifiiggh 2
zvegepant Matchng
19 mg placeho

Treatment of migraine must occar within 45 days of randomization (Bascline Visit) |

| Total study duration is approximately 11 weeks |

Rationale for Investigational Trial
Intervention Dose and Regime

<Safety data are now available from the
pivotal Phase 2/3 dose ranging study
(BHV3500-201). BHV3500-201 is a
concluded, pivotal, Phase 2/3, double-
blind, randomized, placebo-controlled
dose-ranging (5 mg, 10 mg, or 20 mg)
study of zavegepant IN for the acute
treatment of migraine. In this study, a
total of 1,673 subjects were randomized
to receive zavegepant (5 mg, 10 mg, or 20
mg) or matching placebo.

Based on topline data from this pivotal
study, a durable efficacy profile for
zavegepant was established. This efficacy
profile, together with a favorable safety
profile led to the selection of the IN
zavegepant 10 mg dose as the lowest fully
efficacious dose to support Phase 3
clinical studies.>

oy

Safety Assessments and Procedures

) Baseline
Procedure Screening Randemization
Visit Visit (Day1)
Physical Examination X
Masal Inspection X X
Vital 5igns / % e
Physical Measurements
Adwverse Event and X X
Serious Adverse Event
Assessment
Sheehan Suicidality X X
Tracking Scale
ECG X
Clinical Safety X
Laboratory Testing
Liver Function Tests X
Lipid Panel X
F5H, if Applicable X
Pregnancy Test X
Urinalysis Test X X
Urine Drug Screen for X

Drugs of abuse

Moderate or
Severe

Migraine Before

Study Drug

Administration

Post Study Drug
Administration:
15, 30, 45, 60 &
90 minutes
2,346,824 &
43 hours

End of
Treatment
Visit



CDISC and M11 Curated Common Terminology enables

the Data Driven Clinical Protocol

Term (Variable)

1.1 Protocol Synopsis

Data Type

Text

Section 1.0

Topic, Value or

L

Header

Definition

User Guidance

Term (Variable)

Study Objectives, Endpoints, and Estimands

Data Type

Topic, Value or

Conformance

Cardinality

Relationship contej
from JoC
representing the
protocol hierarchy

Relationship
(reference to high
level conceptual
model)

Value

Business rules

Duplicate field in
other sections

Haad
F

Definition

Term (Variable)

Text . -~ o~
n - dection 5.U

Study Intervention and Concomitant Therapy

User Guidance

Data Type Text Conrtinn 6 N
Topic, Value or H JCTULLIVIT U.U
Header

Definition Heading

User Guidance

In this section,
product being
6.1, Descriptio

Term (Variable)

Sample Size Determination

Data Type

Text

Section 9.0

Topic, Value or
Header

H

Definition

Conformance and Section 6.
Cardinality differentiate be
Relationship conte] Conformance Required / Reg
from ToC Cardinality

representing the
protocol hierarchy

Relationship
(reference to high

Relationship content
from Tl
representing the
protocol hierarchy

Study Interven

level conceptual

Relationship
(reference to high

User Guidan

model) level |
Value eve chCeptuﬁ
. model)
Business rules Value Study Intervery

Conformanc

Business rules

Value Allowed
Relationship:
Concept: n/a

Cardinality

Relationship
from ToC
representing)
protocol hie

Duplicate field in
other sections

Duplicate field in
other sections

Relationship
(reference tg
level concep
model)

Value

Business ru

Term (Variable)

Analysis Sets

Section 9.0

Possible “Stat Views”

Data Type Text

Topic, Value or D

Header

Definition Detailed description of all efficacy assessments presented in Term (Variable) Analysis Supperting Primary Objective(s)

User Guidance

Analysis sets to support each analysis will be specified here 3
Statistical Analysis Plan.

Data Type

Text

Conformance

Required/Repeated
Optional/Repeated

Cardinality

C i laWiiaY
Topic, Value or D SeClioln 3.V
Header
Definition This section Introduces the Statistical Analysis Plan, with the detall to be

provided in the subsequent subsections. This includes describing the methods for
defining the estimate in alignment with how the astimands are defined.
Sensitivity analyses should be aligned with how the estimands and estimators
are defined.

Relationship content
from ToC
representing the
protocol hierarchy

Analysis Sets

User Guidance

Analysis sets to support each analysis will be specified here and described in the
Statistical Analysls Plan.

Relationship
(reference to high
level conceptual
model)

Value

Business rules

Value Allowed: n/a
Relationship: n/a
Concept: n/a

Conformance Required/Repeated
Optional/Repeated
Cardinality
Relationship content | analysis Supperting Primary Objective(s)
from ToC.

representing the
protocol hierarchy

Relationship
(reference to high
level conceptual
model)

Value

Duplicate field in
other sections

M11 Technical Specification, Step 2a/2b version

Business rules

Value Allowed: n/a
Relationship: n/a
Concept: n/a

Duplicate field in
other sections
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iy U.S. FOOD & DRUG

ADMINISTRATION

PHASE 3: DOUBLE-BLIND, RANDOMIZED, PLACEBO CONTROLLED, SAFETY AND
EFFICACY TRIAL OF BHV-3500
(ZAVEGEPANT)
INTRAMASAL (IN) FOR THE ACUTE TREATMENT OF MIGRAINE

Overall Design

Intervention Model: [Parallel] Population Type: [Adult
Participants]
Control Type: [Placebo] Population [Migraine]
Diagnosis or
Condition:
Control Description: |[NA] Population Age: Minimum: 18
years Maximum:
80 years
Intervention [Stratified Site Distribution and |[Multicentre]
Assignment Method: |[Randomization]  |Geographic Scope: | [Multiple
Countries]
Adaptive Trial [Na] Master Protocol [No]
Design: Design:
Number of Arms [2]
Trial Blind Schema [Triple]
Blinded Roles [Participant]

[Investigator]
[Care Provider]

Number of Participants [1400] / [1750]

Duration [45] [days]
Overview of Trial Interventions
Arm Name Arm Type | Intervention | Intervention |Dose Unit Dose Dosage | Route of Regimen
Name Type Form | Strength |Level  Administration Treatment
Period
Experimental | [Active] [Zavegepant] | [Drug) [Spray] |[mg) [1a] [Intranasal) [45] [days]
P acehc|| [Placebo] | [Placeba) [Drrug) [Spray] |[mg) [1a] [Intranasal) [45] [days]
Comparator

GSRS

LORENZ

Connect

Trial Objectives and Associated Estimands

Estimand Characteristic

Population

Treatment

Endpoint

Population-Level Summary

Intercurrent Event

Rescue Medication

Description

{=The study will recruit male and female
subjects 18 years of age and older with at least
a 1-year history of migraine (with or without
aura), consistent with a diagnosis according to
the International Classification of Headache
Disorders 3rd edition1, including an age of
onset prior to 50, migraine attacks that last
about 4-72 hours, not more than & attacks of
moderate or severe intensity per month within
the last 3 months and not less than 2 attacks
per month. =}

{=zavegepant 10 mg via intranasal (IN)
administration=}

{< Pain freedom at 2 hours postdose will be
assessed using the percentage of subjects with
a pain intensity of none at 2 hours postdose,
Pain intensity will be measured on a 4-point
numeric rating scale (O=none, 1=mild,
2=moderate, 3=severe). =}

{= Treatments compared using a Cochran-
Mantel Haenszel test to estimate the
difference in percentages of subjects achieving
the endpoint response criteria (zavegepant-
placebo) stratified by prophylactic migraine
medication use at randomization (yes or noj=}

{strategy}

{={The intercurrent event of rescue medication
use will be handled using Rescue Medication =
Failure (RM=F}, i.e., subjects who take rescue
medication will be classified as failures for all
efficacy assessments that are reported at or
after taking rescue medication. The RM=F
method will apply to all endpoints listed below,
except the secondary endpoint of rescue
medication use within 24 hours postdose)=}

A

Sample Size Determination
It is anticipated that about 90% of the 700 subjects randomized to each treatment
group will have a headache in the allotted time period, resulting in approximately 630
subjects evaluable for efficacy in each treatment group.

The sample size calculation is based on results from the Phase 2/3 dose-ranging study
BHV3500-201. A total sample size of 1,260 evaluable subjects (630 per group) will
provide approximately 91% power for the co-primary endpoint of pain freedom at 2
hours post dose, approximately 88% power for the co-primary endpoint of MBS
freedom at 2 hours post dose, and approximately 80% power to detect a difference
between treatment groups for both endpoints jointly.

Analvsis Sets
Enrolled: Subjects who sign informed consent and are assigned a subject identification

number.

* Randomized: Subjects in the enrolled analysis set who receive a randomized

treatment group assignment (zavegepant or placebo) from TWRS.

+ Safety: Subjects in the enrolled analysis set who take study drug (zavegepant or
placebo).

+  Efficacy: Subjects in the randomized analysis set who: (1) are randomized only

once; (2) have a migraine of moderate or severe intensity at the time of dosing (3)

take study drug; and (4) have post-dose efficacy data.

Analysis Associated with the Primary Objective

Zavegepant will be tested for superiority against placebo at an alpha=0.05 level for
both co- primary endpoints using the efficacy analysis set. For each endpoint,
treatment groups will be compared using a Cochran-Mantel Haenszel test to
estimate the difference in percentages of subjects achieving the endpoint response
criteria (zavegepant - placebo) stratified by prophylactic migraine medication use at
randomization (yes or no). The percentage of subjects achieving the endpoint
response criteria will be presented with a 95% confidence interval (Cl) by treatment

group.




— ICH M11 and Vulcan Utilizing Digital Protocol (UDP): [&YN
A Collaboration that will result in...

e Data driven Protocol that will be
CeSHarP i personalized to the reviewer’s needs

» Standardized data model with CDISC /
USDM common terms, definitions and

USDM and Terminology

cdisc
» Tanscelerate er : A A ) formats
\L‘%—DM, fjﬁrJnlJ/Ji;J—r;J;Jj USD}:%PJJ'J‘OJJCM??;??;“C& -
IS s e Improved collaboration / communication
vchn  [EMERSUERBIISIProtocol - UDP among protocol stakeholders
:‘;l :A:i 0 A Ixefe :l CE {% ‘LI ﬁg:) o
Jﬁ' e, WO Jaod, * Facility to exchange the protocol
information using multiple formats:
DOCX, PDF JSON and FHIR.
VULCAN~UDP

Adapted from C. Decker slide, 2024 June
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Regulator Perspective on ICH M11 Deliverables
and What the Digitization Will Enable

Noemie Manent

VULCAN~UDP



—_— The European Clinical Trials Regulation

B
|
(i
Ll

Before the Clinical Trials After the Clinical Trials Regulation
Regulation Single submission of clinical trial applications,
Clinical trial applications were submitted covering regulatory and ethics submission in up
separately to regulators and ethics to 30 EU/EEA Countries

committees in each EU Member State and Applies as of 31 January 2022

recorded in EudraCT supported by the use of the Clinical

Trials Information System (CTIS)

VULCAN~UDP



| — — ol £ :
¢ EMA HMA:
f ROPEAN MEDICINES AGENCY Hoads of Medicines Agensics

The benefits of the Clinical Trials Regulation (CTR)

e CTISis theregister of the Clinical Trials
Regulation

« CTIS generates substantially higher quality data
than EudraCT

« Opportunity to capitalise on technological

Image 1.

d evelo p m e nts I n a dvan Ced ana lytICS (i ) e. , Since 31 Januar y 2023, sponsors submit allcrqrrig clinical trial applications in the EU/EEA via

machine learning, Al, NLP)

Where should we focus to
make better use of the data
we collect about clinical

VULCAN~UDP trials?




The Clinical Trials Regulation and ICH M11 digitization

Aligns with EU legislative framework and CTR protocol requirements
* Enhances efficiency under CTR with more structured data

* Improves review and reporting through robust methodologies

* Achieves global consistency with a common Table of Content
 Utilises data to advance drug development and guide policy making

VULCAN~UDP




Registers and clinical trials

e Data about clinical trials are held in CT
registers and contain summary-level
information on clinical trials

e Data from clinical trials are Individual Patient
Data and are not kept in the registers

* CT register data is centrally positioned and
play a bridging role, facilitating the link
between data sources

VULCAN~UDP

. Real-World data

Marketing Authorisation Applications

. Genomic and biomarker databases

m
Clinical Trial Register data

. Pharmacovigilance databases

Individual Patient Data .

Research and innovation data



| — — ol 2™ :
PUROTEAN MEDICINES AGENCY Hhcads of Midicimes Apencics

Harnessing clinical trial data for enhanced drug
development and policy making

* Potential: Clinical trial data is crucial for developing products, shaping policies,
and benefiting patients.

* Objective: Aim to utilise more data to make drug development more efficient and
patient-centered, aiding policy decisions.

* Resources: EU regulatory network possesses extensive clinical trial data through
EU registers (CTIS and EudraCT).

* Workshop focus: Identify use cases to combine various data sources,
uncovering new insights to improve EU citizens' health and well-being.

VULCAN~UDP



@ EMA HMA:

The use cases require data standardisation

&N

 Establish * Enable use cases by
requirements for making data more
Structuring Use cases Standards accessible

information

o 4

VULCAN~UDP



Key takeaways

« Standardised, harmonised, and interoperable data are foundational for advancing research
methodologies, facilitating effective collaborations, and streamlining regulatory processes.

 Access to data for patients and patient organisations is critical for informed decision-making
and effective advocacy.

 Accurate, complete, and timely data underpin not only the integrity of clinical trials but also the
reliability of research outcomes.

* Open analytics platforms can optimise research processes, support strategic prioritisation, and
guide efficient resource allocation across the research ecosystem.

* Integrating data about clinical trials with a variety of other data sources, including real-world
data, can optimise trial designs and address challenges in accessibility and inclusivity.

VULCAN~UDP
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cdisc

Overview of the Digital Data Flow Project and
the Collaboration with M11 and UDP

Chris Decker

VULCAN~UDP



cdisc

CDISC AGENDA TOPICS

* Introduction to Digital Data Flow (DDF) and Unified Study Definition
Model (USDM)

« CDISC/ICH M11 Partnership
« How does USDM, M11, and UDP Come Together

VULCAN~UDP



C TransCelerate Digital Data Flow (DDF) Ambition

https://www.transceleratebiopharmainc.com/assets/digital-data-flow-solutions/

Write Once, Read Many

TODAY: Document-based paradigm for protocol creation, TOMORROW: Digital paradigm for protocol creation, with fully
interpretation, and transcription into consuming systems automated data flow and interoperability between systems

Digital Flow E c?% N

| @" .,  Study Definitions Repository (SDR)
I T T T | ™ Reference Implementation
&2 -
O O O O O o =
® ® @) @) &) cdise
! S S S S %
O O O O O A Unified Study Definitions API Controlled
ID! lD‘ IG! ID! lD! Model (USDM) Specs Terminology
! ! ! ! ! |
== e e e Study Team ax o ax 2D 2D ﬁ
EDC CTMS DCT IRT EHR Design & Protocol . " — - —5— —5— —5— @
Authoring EDC CTMS DCT IRT EHR Protocol

VULCAN~UDP .


https://www.transceleratebiopharmainc.com/assets/digital-data-flow-solutions/

—_— DDF Initiative encompasses technical delivery, change management,
and industry engagement

cdisc TransCelerate's [Eo
Unified Study Study Definitions |-~
Definitions Model Repository (SDR) ===
(USDM) Reference
Architecture /
Dig“’ﬂl Data Suite of DDF Adoption

Resources, Videos &
Change Management Tools

Flow Initiative

Continued Industry Collaboration |
between TransCelerate, CDISC Growing Solution
ICH, and HL7 Collaboration Forum (SCF)* 8
AHLTFHIR cdlsc ials.a |HJ_R m formedii'{ 1_/ _' -
9 TransCelerate  HL7 : 2 ©

TriNetX @m

® ' *Company legoes illusirate current
i [ bl ) Pary g
)CICHv-‘ medidata 1 oy AL imdegene”  inyolvement and are not used to

N THREAD i Taimei imply endorsement of specific
] @ s2ama Target Mealth  fechnology  yendors for DDF or to identify a
comprehensive list of all actual or

potential future partficipants in DDF.
8
VULCAN~UDP
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— The USDM Standard
CDISC Controlled Terminology

Provides further semantics,
complementing the UML
model. Includes the

E170984 | Siudy A Name definition of classes and

CB3728 | Study Arm Descriptic attributes along with the
C188827 | Study Amm Type

DambrginDesciption Ci88828 |swdy AmDawongn . definition of value sets
. Description
LDglcal Model riginType C188829 | Study Arm Data Ongin Typ.

The UML logical model (a class diagram) el CNEW | Study Amm Label

that provides the basis for the USDM _m??’B Sty Epoch |
standard. an 2. Dra#t for Intsmal

CAT4447 | Siudy Arm

d": "Studyarn_1",
': "Placebo™,

“Placeba”

‘s “Code_B1%,
"Eade C174268"
YcodeSystem' !

http:/ fwew. cdisc.org™,
Co3a25 Study Epoch Name "codeSystemVersion™: "2022-12-16",
"decode™: "Data Generated Within Study®

}
¥
{ "

cdisc

wn Ca3a24 Study Epoch Descriptic @' "Studvarn_2",

StudyArm C188830 |Study Epoch Type N Il :I:"?fa":'lc'.l"-: Low Dose®,
+  id: String Unified Study Definitions Model :T-ﬂ..—- IfD}lD" 't “Active Substance”,
g +|F PamesSTng Iimplementation Guide (USDM-1G) “id“: “Code 63",
“ |+ description: String [0..11 CHEW Study Epoch Le codet: “Clieaer,
+ label: String [0..1] ch Version 2.0 (Draft for Internal Review) :—ﬁ:JI: E_.rslt :.’:':.;I..r o Il.|p / forint . CA LS
+  studyArmDataOriginDescription: String H:;";_l::* M R
l ! 2 4 Provisional (D239}, “otes 1o Headeis. Exam p I 95
e Pl for DDF * This o the dah vevioon 20 uf e Usafed Sty Defsisons Misded luglecstsnon Gude (U503 Example protocols implemented in the
1 W20 10 as sersded] Sox Detrrmal Brveew onby ansd s net o fial veraon. p p ) p )
USDM with associated JSON files and

alaratn Digital Data Fiow (DOF) Shady Dafinitions Aspasitory AP,

StudyCell
+ Id: String 1

visualisations

0 D For haterral Beviem

1
studyEpoch

fedfatudyDefinitions Cmalnasiudy

m feifstudybDefinitions/ {studyld} Update a sy

fw3d/fstudybefinitions/{studyld} Rem asiudy

Implementation Guide
Guidance on using the USDM model
and ensuring conformance with the
standard

API Specification
Provides the means to exchange a
single study between machines
using a JSON API

VULCAN~UDP

fel/etudyDefinitions/ {studyTd} /history Reluns ke s

FedfatudyDesigns Saudy desiges 1or a shudy

¥ Expans o objert

40



cdisc

CDISC/ICH M11 Partnership
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ICH

harmonisation for better health

ICH M11
Clinical electronic Structured Harmonised Protocol

Technical Specification

Guideline

( harmonisation for better health

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PrROTOCOL

(CESHARP)

Mi1

Draft version
Endorsed on 27 September 2022

Currenily under public consuliation

At Step 2 of the ICH Process, a consensus drafi text or guideline, agreed by the appropriaie ICH
Expert Working Group, is transmitted by the ICH Assembly io the regulaiory authorities of the ICH
vegions for internal and external consultation, according ta national or regional procedures.

Template

harmonisation for better health

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PrOTOCOL

(CESHARP)

M11 TEMPLATE

Draft version
Endorsed on 27 September 2022

Currently under public consliation

At Step 2 of the ICH Process, a consensus draft text or guideline. agreed by the appropriate ICH
Expert Working Group, is transmitted by the ICH Assembly to the regulatory authorities of the
ICH regions for internal and external consultation, according to national or regional procedres.

ICH

harmonisation for better health

INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL
REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED GUIDELINE

CLINICAL ELECTRONIC STRUCTURED HARMONISED
PROTOCOL

(CESHARP)

M11 TECHNICAL SPECIFICATION

Draft version
Endorsed on 27 September 2022

Currently under public consuliation

At Step 2 of the ICH Process, a consensus draft text or guideline, agreed by the appropriate
ICH Expert Working Group. is transmitted by the ICH Assembly to the regulaiory authorities
of the ICH regions for internal and external consultation, according to national or regional

procedures




ICH and CDISC MOU (Memorandum of Understanding)

Scope

AS a COl I a bo ratl O n b etwee n I C H a n d For ICH members to adopt and implement a clinical information standard it is critical that all terminology

components, including but not limited to definitions described in the technical specification, are part of a

C D I S C , th e g Oa I S Of th e ag re e m e nt a re to : greater international controlled terminology resource managed by an internationally recognized standards

development organization (SDO). CDISC has been identified by ICH as a reputable SDO with the
qualifications and capabilities to support the maintenance and facilitation of the governance process for

° Use a unified governance prOCGSS and ICH controlled terminology.

This Memorandum of Understanding (MOU) sets forth the roles and responsibilities of each party as they

te rm i n O I Og y Se rVi CeS fo r th e I O n g _te rm relate to the governance of the ICH terms and definitions developed in collaboration with CDISC. This

MOU is intended to describe the goals, the high-level governance process, and how each party will
f I C H I I d H I H collaborate. Specific projects (e.g., M11 controlled terminology) will be defined in detail as part of an
S u p po rt O CO n tro e te rl I I I n O Og IeS annex to this MOU mutually agreed upon by CDISC and ICH.

Goals

e Curate and maintain ICH controlled
terminologies

As a collaboration between ICH and CDISC, the goals of the agreement are to:

1. Use a unified governance process and terminology services for the long-term support of ICH
controlled terminologies.

H 2. Curate and maintain ICH controlled terminologies.
i FOl I OW a ro b u St p rO CeSS fo r th e p u bl IC 3. Follow a robust process for the public review and publication of ICH terminologies
. . . 4. Ensure the terminologies are freely available to the public following public review.
review and publication of ICH
terminologies

« Ensure the terminologies are freely °
available to the public following public .
review cdisc ) ICH

harmonisation for better health

VULCAN~UDP
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How does USDM, M11, and UDP Come Together
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ICH M11 and Vulcan Utilizing Digital Protocol (UDP)

CeSHarP

USDM and Terminology

L X ]
cdisc
_ — (—
Y TransCelerate = £ £ 1
IIIIIIIIIIII A {3 - LT
L M11/USDM USDM JSON
USDM Terminology API
N’ N— N —
Utilizing the Digital Protocol — UDP
VULCAN | —
@AHLTFHIR -: v.tvé ) uirT——
S ==
Use Implementation SE—
Cases pGuide(s)-bo Application
— - — e’

I3 1
© =
2 1

USDM.
Conformance
- Rules

Connectathon

Inputs:
« |CH M11 template
« |CH M11 technical specification
* Models, definitions

FHIR will carry CDISC CT and
USDM content

The technical specification
can be used to develop other
Implementation Guides
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— Timelines
| | Regional _ L
: i i Updated '[g(ih Spec Part;'( Review . Public Consult?t ?n. Start L
5 . i . | 1
i ech Spe : ! A l A ¢ A <4 ‘».( :
g i i \/ H \/ v
5% i Updated GuidelilhelTempIate i i Public Consultation: End .
=== = i vAly i vy vy |
.\PJ\ emplat i ‘»’I: i ‘»é: »’« .
O = = i USDM 3.0 Release | USDM 4.0 Public Review USDM 4.0 Release !
oy CT i 1 [ [ 1
Q= : : i | |
K7, E% Terminology [ ! ! : |
= | | i i ’
0 & | | : | |
z% Implementation ; ; ; ; I
g a a | a
g 5 | | |
Referenc : : ! i
g A | S g TTr— 1 o g
i tF ) vk f bk f
: )
! Connectathon May 18-19 Corm‘eﬁ Connectathon Connectathon
i =1 57 i 57 i 57 :
i ] | (¥ ; (¥ ; ¥ :
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UDP is an Umbrella Project with many Use Cases

(4

How is the

project put
together?

Each bucket contains one
or more Use Cases

The ICH starting pointis
Sponsor to Regulator

, harmonisation for better health
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Founded in 1987, Health Level , ©  Whatisan

/
(

Seven® International (HL7) is an « Accelerator?

Vulcan and the HL7 FHIR® Ecosystem

Patients

ANSIl-accredited, not-for-profit
standards developing organization
with the mission of empowering
global health interoperability. With
affiliates in over 30 countries, HL7’s
global membership envisions a
world in which everyone can
securely access and use the right
data when and where they need it.

Developers

30+ International
Country Affiliates

Clinical Cars

400+
Organizational
Members

Clinical
Research

VULCAN

@GHL7 FHIR

Academic
Health
Systems

HE@L%SS pAVINEIED

h

HL7 FHIR®
Standard

N

Global FHIR®
User
Community

The HL7 FHIR ACCELERATOR program is designed to
assist communities and collaborative groups across the
global health care spectrum in the creation and
adoption of high quality FHIR Implementation Guides
or other standard artifacts to move toward the
realization of global health data interoperability.

HL7

International

(@HUFHlR

| ARGONAUT PROJECT |

= .
L 2 L ]
l. '3 »
. ey
.,
!
:
FHIR AT SCALE TASKFORCE ¥

AHLTFHR =7

carin &

Individual
Members

Regional
Partners

Vulcan serves a user community focused on
integrating clinical research and clinical care
through the adoption of FHIR.

Government
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Vulcan is a membership-based group operated under
HL7’s FHIR Accelerator Program
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— Design Layers — House Building
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Design Layers — House Building Digital Protocol
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What is FHIR? " Whatis

/A Interoperability out-of-the-box
| (bridge clinical research and clinical care)
/AA How? Built on web standards
' (e.g., XML, JSON, HTTP, and Oauth)

/AA What? 150+ resources (building blocks)

Al to cover a wide array of use cases
/AA Diverse global community (hospitals, academia,

| vendors, biopharma, regulators)

FHIR (Fast Healthcare Interoperability Resources), a specification, which is a standard for exchanging healthcare
information electronically. FHIR R4 is the modernization of and best feature reutilization from HL7s v2, v3, and
CDA products. Development of resources supposedly follows an 80/20 rule and aims to focus on what is required
in 80% of existing systems and to regard the remaining 20% as edge cases. The 20% can then be dealt with
through the extension mechanism built into FHIR.

FHIR aims to simplify implementation without sacrificing information integrity. It leverages existing logical and
theoretical models to provide a consistent, easy to implement, and rigorous mechanism for exchanging data
between healthcare applications.

VULCAN~UDP



Implementation Guides are Key
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FHIR Resources s AL IR 5 A

(components - like Lego blocks)

Implementation Guides
» Open Source - No

membership required

Data Transport Models -
(the finished Lego structure)

» FHIR makes no
assumptions about the
architectural design of
SyStoms Tl

> The contentis the same
structure whatever the
interoperability paradigm

VULCAN~UDP




Connectathons are a key feature of FHIR
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—_— Components of a Connectathon

Components required

] 1. People
Sample-Data 2. The FHIR standard
1 3. Implementation Guides
| 4. Sample Data
5. Test Systems

Test that “things” work

VULCAN~UDP




—_— UDP Connectathons

» Demonstrate FHIR based exchange of a Protocol Document

» Get the connectathon process running

7 Itwasall

‘" aboutthe
v

{_ DOCUMENT 2

VULCAN~UDP



— UDP Connectathons

Sample Data USDM Vulcan FHIR Server
6 Protocols K P
In M11 Format Excel Tool
Manually created from

[
real protocols /
Web Tool

B 4
o

FEVIR Platform

M11 Report Tool

VULCAN»\; U D P +> Manual flow Z’A I FHIR flow

General viewer tool




—_— UDP Connectathons

The connectathon demonstrated successful
Protocol representation in FHIR following s

M11 document template and began to .
identify more granular representations "

» Had 6 sample protocols created and in FHIR format

» Connected USDM to FHIR for first time

» Exercised tools from participants to create sets of
data and load to the server using multiple tools as
identified in the drawing

VULCAN~UDP



—_— UDP Connectathons

September Connectathon

> Structured title page
(highest-level protocol metadata)

> Inclusion / Exclusion Criteria
» Expand vendor participation

» Objectives and Endpoints

» Schedule of Activities

» Mapping to data capture tools
» Utilization of ODM

VULCAN~UDP
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Community Involvement % Getting
" Involved

True success for UDP will come only with involvement from the widest possible community ...

Connectathons
* HL7 Events January (virtual), May, September e Open to all
* Specific UDP events * Influence development
* Search: HL7 Connectathon * Gain experience and insight

~
J

Webinar Series

* Regular cadence of Webinars next one * Information and Progress updates

planned in the fall
e Connectathon reports

\ %
4 ] N
Community of Interest
e Open forum for users * Active engagement
* We need to hear real business processes * Forefront of application development
N /

VULCAN~UDP


https://www.hl7.org/events/fhir-connectathon/index.cfm

D TransCelerate

BIOPHARMA INC.

Pathway to Implementation

Mary Lynn Mercado

VULCAN~UDP



TransCelerate is part of a journey to break down barriers to
data/digital transformation in R&D

Clinical Data eCPT: Begin eCPT spurred Launch DDF Collaboration . Vulcan UDP
Standards Protocol ICH M11 Multi-stakeholder Solidifies collaboration
Collaborated with Digitization protocol collaboration to create a to leverage existing
CDISC on standards Introduced template & vendor-agnostic, open- resources & close gaps,
to support structured model technical source & standards-based will resulf in Technical
exchange of content within exchange technology for digital data  Implementation Guides
clinical frial data MSWord specification flow .
Document- and metadata Data driven
focused Connected
Isolated | processes
processes Automated
Manual re-entry reuse
Long time lags Parallel
Common Protocol Clinical Vulcan Founded USDM processing
Template (CPT) Template Suite 11 founding member Unified Study
Harmonized Add SAP & CSR, organizations, including Definition Model
structure, proposed enable TransCelerate as convenor, developed and
model text, automated launched the Vulcan FHIR made publicly
streamlined format content reuse Accelerator to connect available via
clinical & translational CDISC

research to clinical care

8
vu LcAN ~ U D P * Public, open-source assets from the DDF project are accessible at: https://transcelerate.github.io/ddf-home/



Don’t wait to chart your pathway to implementation

1. Prioritize use cases for a digital protocol

* How could your organization benefit from a
For example...
digital protocol?
I

 What are your protocol process-related pain points? | |

What would your
organization like
to achieve?

Reuse protocol

elements across

documents or
studies

Incorporate data
standards to
enable automated
system workflows

2. Learn more about the building blocks that will
enable a digital protocol

* |CH M11, TransCelerate, CDISC, HL7, Vulcan

J

3. Engage early and often with stakeholders who will be impacted by
and/or benefit from availability of a digital protocol

* Decision-makers within your organization
* Internal stakeholders
* Vendor community

* External stakeholders creating guidelines and tools

VULCAN~UDP



solved with the digital protocol

Automated creation
of CRFs

Real-time regulatory
review of clinical trial
protocols

Automated
population of
downstream clinical
documents

VULCAN~UDP

Automated clinical
trial pricing

Single source of truth
for clinical trial
protocol elements

Automated
population of clinical
trial applications and

registries

Implementation starts with prioritizing a business problem to be

Schedule of
Assessments that
does not have to be
manually translated

for use by a site

Automated study

design analytics

Automated
generation of fit-for-
purpose views of
clinical trial protocol
information



— Understanding the value of components will be foundational to your
unique implementation strategy

‘ FHIR

‘ e Open exchange
USDM e Offers bridge between
clinical research and
e Additional structured clinical care
ICH M1 1 elements
. e Critical context

Technical

S ificati e Computable
ICH M11 Template pecitication

e Structured elements

e Enables content fit for . .
regulators and sites e Valid values lists

e Harmonized structure

VULCAN~UDP
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What you can do now...

y

USDM

ICH M11

Technical
ICH M11 Specification
Template

Align internal templates to the
CPT (Common Protocol
Template) which ICH has drawn
from

Familiarize yourself with the
DRAFT Template, Guideline,
Technical Specification
https://www.ich.org/page/multid
isciplinary-guidelines

Participate in public reviews

VULCAN~UDP

Reference the DDF Technology
Architecture Scenarios Tool for
examples of potential
implementation patterns

Consider upcoming events:
* 26 Sept: DDF Vendor Showcase
Webinar Series
* 10 Oct: “DDF in Action” Day
e 21-250ct: CDISC US
Interchange INFO

Participate in CDISC public reviews

FHIR

Stay informed on UDP:
Webinars (next one in the fall), Vulcan UDP
information page on HL7’s Confluence

Learn about FHIR: Reference HL7 Vulcan

Participating in a Connectathon™!
Some participation options

Perform testing (test protocols and
applications provided)
“Bring-your-own” protocols
“Bring-your-own” software
Contribute business process insights
(non-technical)

Send your R&D IT rep or vendor
Contribute test protocols, convert
protocols to M11/USDM - share
learnings

* Sept Connectathon in Atlanta: onsite only or via
virtual prep 1-2 months ahead, Jan to be virtual


https://www.ich.org/page/multidisciplinary-guidelines
https://www.ich.org/page/multidisciplinary-guidelines
https://github.com/transcelerate/ddf-home/blob/main/documents/DDF%20Technology%20Architecture%20Scenarios%20Tool%20-%20CLEAN_FINAL.pdf
https://github.com/transcelerate/ddf-home/blob/main/documents/DDF%20Technology%20Architecture%20Scenarios%20Tool%20-%20CLEAN_FINAL.pdf
https://www.cdisc.org/events/interchange/2024-cdisc-tmf-us-interchange
https://confluence.hl7.org/display/VA/Utilizing+the+Digital+Protocol+-+UDP
https://confluence.hl7.org/display/VA/Utilizing+the+Digital+Protocol+-+UDP
https://hl7vulcan.org/

Expert Panel Discussion with Q&A

Stacy Tegan
TransCelerate » Specific vendors with whom organizations are working
Program Director » Costs of using/implementing TransCelerate assets/tools

* Which member companies are using the assets/tools

Please state to whom your question is directed

2

%!
$
\

HUGH GLOVER MARY LYNN MERCADO CHRIS DECKER RON FITZMARTIN NOEMIE MANENT
TECHNICAL DIRECTOR GLOBAL HEAD PROTOCOL PRESIDENT AND CEO SENIOR ADVISOR, CLINICAL TRIAL
© vuican O cdis¢c. CDISC OFFICE OF REGULATORY TRANSFORMATION (CTT),
REGULATORY WRITING &
OPERATIONS CHANGE MANAGER
SUBMISSIONS EDA CBER FDA
» ') NovarTis -




Upcoming Events

 Connectathon in September

* Future UDP Webinar in the fall

Report out from the September Connectathon

VULCAN~UDP



Contacts & Resources

VULCAN Y TransCelerate cdisc

/diHL7'FH|R' BIOPHARMA INC.

m hl7-Vulcan m TransCelerate m cdisc

TransCelerate Biopharma Inc

o

L
\

fa ) :
o cdisc.orqg

fAnui)
9 www.HL7Vulcan.org Stay Connected:

@ Sign Up for our Awareness
& Implementation Community!

Events Calendar:
To find out more about our @ ddf@cdisc.orq

events click here

Vulcan@HL7.orq

ICH M11

ICH Multidisciplinary guidelines page: https://www.ich.org/page/multidisciplinary-guidelines
ICH M11 guideline (Draft): https://database.ich.org/sites/default/files/ICH_M11_draft_Guideline_Step2_2022_0904.pdf

ICH M11 Protocol template (Draft):https://database.ich.org/sites/default/files/ICH_M11_Template_Step2_2022_0904.pdf
ICH M11 Technical specification (draft):https://database.ich.org/sites/default/files/ICH_M11_TechnicalSpecification_Step2 2022_1014.pdf

VULCAN~UDP


https://www.linkedin.com/company/hl7-vulcan/
http://www.hl7vulcan.org/
mailto:Vulcan@HL7.org
https://www.linkedin.com/company/cdisc/?lipi=urn%3Ali%3Apage%3Ad_flagship3_search_srp_all%3BJPX401pOSq%2BLVOgFK%2FcFZQ%3D%3D
https://www.linkedin.com/company/cdisc/?lipi=urn%3Ali%3Apage%3Ad_flagship3_search_srp_all%3BJPX401pOSq%2BLVOgFK%2FcFZQ%3D%3D
https://www.cdisc.org/ddf
https://www.cdisc.org/ddf
mailto:ddf@cdisc.org
https://www.linkedin.com/company/transcelerate-biopharma-inc-
https://www.transceleratebiopharmainc.com/
https://awarenessandimplementation.transceleratebiopharmainc.com/join-the-community
https://www.transceleratebiopharmainc.com/transcelerate-events-2/
https://www.ich.org/page/multidisciplinary-guidelines
https://urldefense.proofpoint.com/v2/url?u=https-3A__database.ich.org_sites_default_files_ICH-5FM11-5Fdraft-5FGuideline-5FStep2-5F2022-5F0904.pdf&d=DwMGaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=wD42yVi8SlvNKgHVIUNxaUk51yyg7-h8TQ3ZAVs0pS8FeGnhmbXwlE8x2mDn3tNb&m=XW6zn-NTdrpqgveksO2nJTgZT5ScMOyfN-Txj1QDknspIfzN90923rFEGdbFsfDx&s=dK2dKwZtlhPurn3dK-fu-CWg3DXXsycziON866sjIkE&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__database.ich.org_sites_default_files_ICH-5FM11-5FTemplate-5FStep2-5F2022-5F0904.pdf&d=DwMGaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=wD42yVi8SlvNKgHVIUNxaUk51yyg7-h8TQ3ZAVs0pS8FeGnhmbXwlE8x2mDn3tNb&m=XW6zn-NTdrpqgveksO2nJTgZT5ScMOyfN-Txj1QDknspIfzN90923rFEGdbFsfDx&s=0Q892Ky-sktXsh_d3deUnuDS8mA5GdLS0Ff5GbWDCo8&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__database.ich.org_sites_default_files_ICH-5FM11-5FTechnicalSpecification-5FStep2-5F2022-5F1014.pdf&d=DwMGaQ&c=euGZstcaTDllvimEN8b7jXrwqOf-v5A_CdpgnVfiiMM&r=wD42yVi8SlvNKgHVIUNxaUk51yyg7-h8TQ3ZAVs0pS8FeGnhmbXwlE8x2mDn3tNb&m=XW6zn-NTdrpqgveksO2nJTgZT5ScMOyfN-Txj1QDknspIfzN90923rFEGdbFsfDx&s=IDXFBINXY9Pct6MLMwe8s3MDRQCP6A7hyggBpaUHLzQ&e=

Thank you!

If you have any questions about the UDP Project please reach out to:
Vulcan@HL7.org

For any questions about the Webinar or issues with the recording please
reach out to:
Events@transceleratebiopharmainc.com



mailto:Vulcan@HL7.org
mailto:Events@transceleratebiopharmainc.com
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