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Disclaimer

These slides are provided exclusively for the Investigator Meeting
and are confidential. They must not be shared outside the study
team. Please be aware that these slides are not intended for

formal training purposes; all official training will be conducted
using the SIV (Site Initiation Visit) slides.
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Site Responsibilities & Roles
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Agenda

* Training Expectations- Fluence & Raters
* Blinded vs Unblinded Staff

* Lessons Learned

* Site Management Team

* On-site monitoring
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Fluence Session Monitor Training

f" h ( M g B
& Site: v Reunion:

i i i Fluence:
To provide potential session : : _
. : Review of the session monitor ' : :
monitors to Reunion Team. information. Approval of session Provide welcome email o session
Include CV, ML and certifications monitor (Lead or Assistant) and monitor and send out link to set up

(including previous psychedelic - orientation call.
training). provide to Fluence.
“ J % J “ J
% g b %
Session Monitor: &
Fluence: - -
; - Session Monitor:
gr?[rin gifeagﬁ?#érﬁgr}?gggﬁ e L Schedule and attend orientation
prior to conducing first preparation Session Monltoy for e training call with Fluence.
session. P :
. J L .J
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Reunion Neuroscience

RE104-Assisted Treatment for Post-Partum Depression Study Monitor Training

A 9-Part Training with Self-Paced and Live Online Components
to Prepare Therapists for work on Clinical Research Trials

About this Training

This therapist training portal includes:

» Background on RE104 and anticipated user experiences

= Current research relevant to psychedelic therapy in clinical trials
* Therapy manual background and knowledge checks

= MAPS Ethical Guidelines and knowledge checks

* Therapy Manual review and Adherence Criteria

* Video lectures and demonstrations

« live-online instruction and role-plays

* Therapist competency assessment

rec.hion
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Training Program Overview

» The following 5 live-online training sessions must be scheduled in order to
complete the training. (refer to the training portal for more detailed
information about each session):

« Orientation- Complete an orientation to receive more information about the
overall training process and have the opportunity to ask any questions. Recommendation:

_ _ _ _ _ Zoom meetings will be scheduled
* Role Play Practice Sessions 1 & 2- Identify a practice partner. This should

be a site colleague or other fellow trainee. If you do not have a practice via Calendly. )
partner, Fluence will assist in providing one for you. Schedule your 4 zoom meetings
 Sign up for two role play practice sessions ahead of time, in parallel to your

portal training.

« Trainer Feedback Session- Complete a trainer feedback session after
completion of your second role play practice session. Allow a period of 3
business days between your second role play practice session and your
feedback session to allow the trainer to review your role plays.

- Competency Assessment- Your competency assessment should be the
final task you complete in the training.
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Properly follow Fluence
Instructions for live trainings

Do not wait to complete
Fluence Training

Encourage your site Session
Monitors to review what is
expected and to plan it out

Lessons

Learned

Sites that
completed Fluence training
in advance were able to
activate in timely fashion

All Session Monitors and
Raters must be listed
on 1572

When eCOA is live, it will be
important to ensure raters
have appropriate access

=

* Ensure your regulatory teams are aware
e Ensure internal process to maintain and update

e Confirm PRIOR to dosing day




RE104-201: Rater Program Overview

3. 5.

Sites Identify Trainee CAT Certification
Raters Experience Experience

Questionnaire Review

(TEQ)

* External training certificate required for C-SSRS as applicable to role
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1. Identifying Site Raters: 3 Rater Roles

Trained and certified to rate:

Blinded Independent | _|* SIGMA/MADRS
Site Rater « SIGH-A/ HAM-A

* Blinding Assessment

Blinded to IP assignment and all

other study assessments Trained and certified to rate:

« SCID-5-CT
SIGH-D/HAM-D 17
Blinded Site Rater [ |+ CGI-I/S
BPRS+
C-SSRS

blinded to IP assignment

i | Trained and Certified to train and facilitate study
i same, “Dual i participant ratings:
. Rater’role | - MEQ-4

N - CEQ-7

* PHQ-9

* BIMF

« SF-36

« EPDS

re.hion  Blinding Assessment
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2. Trainee Experience Questionnaire (TEQ)

12. APPENDIX 1: TRAINEE EXPERIENCE QUESTIONNAIRE

= All potential Trainees will be
required to submit experience
information via a Trainee B
Experience Questionnaire (TEQ

2. Traimis Wnitials: {First. Middie or “-° if N/A, Last) This is 3 ungus i ndicate your indtialks, which you will con Rty UESE O SOUNCE / SCabi SSSCSSIENLS (.5 EAC o T-HI

= Up to 4 Trainees per site will be

Email

grante d accesstothe TE Q via an T

& High Schoal or equivalent
O Associane digres of 2 year callege dagie

emailed link requesting to submit

= RM [Registerad Nursa)
WP [Adfvanced Regstared Murse Pracitions ()
S (Bachelons of Sciance] in Scence . PEychaiogy, NUEng of other healihcare and medcne sludies
B (Bachelors of rts) in Psychology or other heatheare related swudies
WS [Mastars of Scance) in Seience, Paychaiegy, Nursing, Secial Wank or otha r he alnzars: and mediding sudies
£, [Masters of Ans) in PEyChoksgy o othar healiheans ke sl s
Pay . (Doctor of Peychology)
% Ph.D. {Dociar of Phiasapiny]
} PAC {Licans od, Cartthed Prysicans Ass istan)
1.0 (Dictor of Cmeopay)
WD {Doctor of Medicine)
¥ WBES or aguive lant (2achalor of Madicing and Eacheior of Surgery. non-LUS)
Y Mana

Do Oaher (please s pely e ne quasion)

7. # you chose "other” for Education/Profe ssional Degres please specify hera

B, Plaass indicals your intended raler rale(s),

[ PROD Agmnistrator {facitatzs MEQ-4, SF-36, BIMF, PHE-9, EPD, CEQ-7, and Bindng As:essment)

[ Bindad Srin Feater rates BPRSs, C-SSAS, COEE, SCID.E-CT, SIGH.D17MHAMD-17 and admsistrs FCRS)

[ Dual Rede (FR0 Adminisiranor and Binded Sie Rane)

[ Binded independend Sie Rater (rates HAV-ASSH-A, MADRSSEMA, Bindng Azsessment, and administers PCRS)
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A ) E
Experience Criteria
. e =
De 'S
- »
Clinician Rated Scales
Blinded Site Rater Medical Doctor (M.D)
Doctor of Osteopathy (D.O) or medical
» SCID-5-CT doctor equivalent (i.e., Bachelor of
X Medicine Bachelor of Surgery (MBBS)
P SIGHHMED 1T Doctor of Philosophy (Ph[g)_ rI»');syD) 3 years 3 years
P CGI-US Certified Physician’s Associate (PA-C) y y
» BPRS+ Nurse Practitioner (ARNP)
» C-SSRS Master's Degree in Science,
Psychology, Nursing or Social Work
(MA/MS/MSW)
Blinded Medical Doctor (M.D)
Independent Site Doctor of Osteopathy (D.O) or medical
Rater doctor equivalent (i.e., Bachelor of
Medicine Bachelor of Surgery (MBBS)
Doctor of Philosophy (PhD, PsyD)
P SIGMA/MADRS Certified Physician’s Associate (PA-C) 3 years 3 years
» SIGH-A/ HAM-A Nurse Practitioner (ARNP)
Registered Nurse (RN)
Master's Degree in Science,
Psychology, Nursing or Social Work
(MA/MS/MSW)
Study Participant Rated Scales
PRO Administrator | \.. jical Doctor (M.D)
Doctor of Osteopathy (D.O) or medical
» MEQ-4 doctor equivalent (i.e., Bachelor of
b CEQ-7 Medicine Bachelor of Surgery (MBBS)
Doctor of Philosophy (PhD, PsyD)
» PHQ-9 Certified Physician’s Associate (PA-C) 2 " ~
b BIMF Nurse Practitioner (ARNP) yon el
b SF-36 Registered Nurse (RN)
. EPD Master’'s or Bachelor Degree in

Science, Psychology or Nursing
(MA/MS BA/BS)
Clinical Research Coordinator (CCRC)

*Note: the experience of 1 year on at least one of the listed PROs will be accepted to qualify trainees for this role.

re.hion
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CAT Team will review experience and
follow-up with training material if
approved.

CAT recommends the following
educational and experience criteria
for the protocol assessments:




4. Didactic Training +

Applied Skills
Assessment

rec.hion
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Rating Scale/ Training Program

Blinded Site Rater/ Blinded
Independent Site Rater,
PRO Administrator

Training Method

Didactic, viM /webinar or self-paced
online training portal

Approximate Time

(minutes)

Total 30 minutes

CAT Rater Training & Certification
Process QOverview

Didactic, vIM /webinar or self-paced
online training portal (WLC)

30 minutes

Blinded Site Rater

Total 2 hours

(PCRS)

online training portal (WLC)

« CGI-I/IS
« SCID-5-CT ) . )
; Didactic, vIM fwebinar or self-paced ;
* glgg;:g S‘HAI\-_I—D online training portal (WLC) 90 minutes
. - verview
+ BPRS+
* Placebo Control Reminder Script Didactic, vIM fwebinar or self-paced 30 minutes
(PCRS) online training portal (WLC)
‘ PRO Administrator Total 30 minutes
« MEQ-4
« 5SF-36
: E::%Fg Didactic, vIM fwebinar or self-paced 30 minutes
EPD- online training portal (WLC)
L ]
» CEQ-7
¢ Blinding Assessment
Blinded Independent Site Rater Total 110 minutes
«  SIGMA
. Didactic, vIM fwebinar or self-paced -
: Eﬁ:&cl:i_r?ésﬁlgsg_sﬁment online training portal (WLC) 40 minutes
* Applied Skills Assessment (ASA) Self-paced ASA exercise 40 minutes
L Placebo Control Reminder Script Didactic, vIM /webinar or self-paced .
30 minutes
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Completed on X X-XXX-XXXX
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Blinded vs
Unblinded

Staff
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Confirm
Injection

UNBLINDED

Perform
Injection

UNBLINDED

Dosing Day Roles

Discharge
Readiness

IP
Confirmation
UNBLINDED

Blinded
Site Rater

IP Preparation
UNBLINDED

INDEPENDENT
Blinded Site
Rater

PRO
Administrator

Lead

Session
Monitor

Assistant

Session
Monitor




Reunion Neuroscience RE104-201-PPD
V1.0 17May2024

SITE PERSONNEL ASSIGNMENT WORKSHEET

Principal Site Number:
Investigator:
Subject ID: Dosing Date:

The purpose of this worksheet is to assist sites and CRAs with the identification of site personnel and the roles they will take for the subject. Please ensure that only
Flegated and appropriately trained personnel are completing their assigned task. File this worksheet in the subject's source documents.

Role Name of Site Personnel

Blinded Site Rater
{Clinician Rater)

Blinded Independent Rater
(Efficacy Rater)

PRO Administrator

Site Personnel Lead Session Monitor
Assignment

Assistant Session Monitor

IMP Administrator (Unblinded)

WO r kS h eet IMP Confirmation (Unblinded)

If possible, all scales should be completed by a consistent rater. Assigned Session Monitors should also remain consistent for an individual throughout the study. Please
document if there was a change in a rater or a Session Monitor from the names listed above during the subject’s participation. Include role, visit, name of the site team
member, and reason for change.

Role Visit Name of Site Personnel Reason for Change

RE104-201-PPD  Site Personnel Assignment Worksheet V1.0 dated 17May2024 Page of
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©)
©)
©)
©)
®)
©)
®)
®)
©)
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Reminders

Unblinded Team

Register in IRT as Unblinded
Confirm IP receipt

IP Preparation

IP Preparation Confirmation
Dosing Administration
Dosing Confirmation

IP Accountability

Assist in Unblinded IMV
Only access to Pharmacy ISF
May be utilized to assist with
uploading data to eCOA once
live (if applicable)

Will not conduct IP
accountability

Will not be present for dosing
Only register patient in IRT
Will not access pharmacy
ISF

May not perform any
unblinded tasks




IP Dose Formulation Worksheet

IP Dose Formulation Worksheet for RE104-201-PPD re et |On IP Dose Formulation Worksheet for RE104-201-PPD Unbllnded

IP Preparation Steps Completed b

Initials
Subject Mumber: Subject Date of Birth: ( !
IMMIDDN YY)
Site Mumber: Preparation Date:
{MMIDDIYYY ) Write the subject ID and site number in the space provided on the vial lsbel.

‘Complete randomization and Drug Accountability documentation.

Obtain IP vials as listed in IRT Unblinded Dispensation Confirmation (Randomization) e-Mail

Without hiding the graduated marks, label the 1mL syringe and transport box in
Notification Details and acclimate to room temparature for at least 20-60 minutes.

accordance with the Pharmacy Manual section 8.3

o recticala L T L T Package the Eheled tansport box wilh:

(Drug Unit): {HH:MM):

RE104 Diluent Vial IDs 1: 2 1- Reconstituted RE104 vial

{Drug Units): 2Z- Labelled 1 mL dosing syringe
Sterile alcohol prep pad

3
4- Sterile gauze pad
5.

IIMPORTAMNT! This preparation must be done following site aseptic procedure: Adhesive bandages

IP Preparation Steps Completed by
(Initials)

Completed By:

dix 2 of

Read and i the detailed pi tion i ions listed in
the Pharmacy Manusl before initiating this preparation.

Enzure that appropriate aseptic conditions and v material and equip: 1t
are in place before initiating this preparation.

Confirm that the RE104 Diluent visls are clear and essentially free of visible
particles or foreign material.

Document start time of preparation.

Mate: Start Tirme of Preparation - Time out of Freszer = 30 min.

Time +Reviewed By
{HH:MM):

Pull spproximately 0.6 mL from each diluent vial using the 3mL syringe and expel
the excess volume to 1.1mL. Confirm the volume of RE104 Diluent is 1.1mL Cate

Transfer the 1.1mL of RE104 Diluent into the RE 104 for Injection vial by carefully
injecting the content of the syringe into the RE104 for Injection vial. DO NOT
release the plunger, hold it down while removing the needle from the wvial.

Swirl the vial for a minimum of 30 seconds and invert 5 times until the solution is Time
essentially clear and free of any particles. [HH:MM):

Deocument the fime of reconstitution.

HMPORTANT! IF must be administered within 4 hours of reconstitution.

Confirm that the reconstituted RE104 vial is clear, colorless to slightly yellow to
yellow-brown solution, essentially free of visible particles or foreign material.

rec.iion
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IP Administration Worksheet

i VY
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IP Administration Worksheet for RE104-201-PPD B l.i n d ed

DOCUMENT TO BE FILED IN THE SUBJECT'S SOURCE DOCUMENTATION

Subject Numbser: Subject Date of Birth:
(MMDDM YY)

Site Number: Administration Date:
(MMDDM YY)

IP must be administered subcutaneously by an appropriately qualified unblinded nurse or designated
staff as documented on the Delegation of Authority Log. The following are requirements to maintain blind,
durimg the administration process.

Date
Source Document Worksheet =
Administrator ensures all blinding precautions are in place, documents are
shielded, preparation of the dosing syringe and study drug administration ane
c re ated to d oc u m e nt I P blinded to the patient (e.g.: participant is behind a blinding curtain or places
eye mask over their eyes). Remove any blinded staff from the dosing
. . . araa
a d m I n I st rat I o n Administrator ensures the reguired amount of RE104 solution (please
reference Pharmacy Manual) has been drawn into the dosing syringe per
] ° ] ° 9 treatment assignment.
(maintain in subject’s source)

For reference:

Low Dose: 1.5 mg RE104 (0.05 mL)

High Dose: 30 mg RE104 (1.0 mL)

Administrator will present the vial to a second unblinded person. The second

unblinded person will confirm the volurme of RE104 aligns with the treatment

assignment prior to administration.

Administered By:
Print Sign Date
Confirmed By:

Print Sign Date
Effective Date: 2024-06-12 CONFIDENTIAL Page 1 of 1

Versson Number 01
reLAqIO| | CONFIDENTIAL
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R .
Jen Davis
Sarah Shea Clinical Trial Liaison
Site Management
Franchise Lead
Y o
Culvette Kunze Christine Capelle
. . BLINDED UNBLINDED
Worldwide Site Clinical Trial Clinical Trial
Manager Manager
Management Team
| | | |
h Y \ Y \
Lisa Merrill TBD Bryan Hackler Olumide Otekalu UNBLINDED
In-House CRA CRA West Coast CRA East Coast Southeast CRA CRA




Contacts

Your In-house CRA is your primary contact for
o Operational questions
o Data query follow-up
o Access and training requests for vendor portals

Your field CRA is your contact for
o Monitoring visits
o Protocol deviation management
o Action Item follow up & resolution

Vendors provide technical support for their portals and equipment (Zelta, Suvoda*,
ACM)
*Suvoda access requests- CTM

rehqlon CONFIDENTIAL




On-site monitoring visit
frequency will be dependent

upon:

First IMV expected to occur within 2
weeks of first subject dosing.

e Site recruitment and enrollment
progress.

e Specific site issues, protocol
adherence, data quality and central
monitoring findings.

 Continuously evaluated by the Global
Project Lead (GPL) and Clinical Trial
Manager (CTM).

rehqlon CONFIDENTIAL
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Disclaimer

These slides are provided exclusively for the Investigator Meeting
and are confidential. They must not be shared outside the study
team. Please be aware that these slides are not intended for

formal training purposes; all official training will be conducted
using the SIV (Site Initiation Visit) slides.

CONFIDENTIAL
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e Screening Visit overview

e Eligibility Review Roadmap
e Medical Records Expectation

e Trial Interactive & EDC

e Site Initiation to Activation

reLAqIO| | CONFIDENTIAL
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The goal of

this sessionis
to provide:

High-level overview of the targeted eligibility process
Discuss required medical records

NOTE: Targeted eligibility process training will be provided
during the SIV please refer to SIV slides for more details
about related systems and processes

Walk through from screening to dosing
Discuss what is needed for SIV
Pathway to Activation

Q+A




Screening Visit

PI & Study Staff

Informed Consent

Demographics

Vital signs

Weight/Height

ECG

Medical’ Family history, mchidmg prior
and current medications

Complete physical exam

BPES+
Chnical Labs (mchiding urmalysis,
pregnancy testmg, drug & alcohol screen)

* Preceded by the PCRS
If possible, all scales should be completed
by a consistent rater for an mdnnadual

throughout the study.

PI & Study Staff

» Initial ehgibility review*®

* Once reviewed, submt
documentation for ehgibility
review with study Medical
Monittor and study Central
Reviewer.

CONFIDENTIAL

LSM &ASM

* Preparatory Session 1%

* Session will last around 60
munutes. To be conducted m

person.

Patient

EPDS
PHQ-9
BIMF
SF-36



rec.iion

NEUROSCIENCE

Not Eligible:

Site is notified by Medical
Monitor.

Site files all
correspondence in
subject’s source
documents.

CONFIDENTIAL

SCREENING VISIT

Data entry, Labs, ECG,
Scales

Clinical Assessment &
Technology (CAT) team
reviews subject for
eligibility.

Medical Monitor reviews
for eligibility (EDC data,
Eligibility Checklist,
Medical records)

Eligibility Review Process

Schedule planned
dosing day, provide date
to Worldwide team
member

Uploaded to Trial Interactive
Subject Eligibility Checklist +

Medical records (redacted) +
SCID-5-CT & Audio*

ELIGIBLE

Site is notified. May enroll
at Investigator’s
discretion

Labs, ECG, additional
information reviewed by
Site Investigator.

Site Investigator
. determines and confirms
eligibility.

* Additional scales to be uploaded when using
paper.

Site files all
correspondence in
subject’s source
documents




Subject Eligibility Confirmation Checklist

Reunion Protocol RE104-201-PPD
Subject Eligibility Confirmation Checklist re ) Ion
E3]
lsite Number Pl Last Name Subject Number Date of Screening

INVESTIGATOR, complete the form below confirming that this subject meets all inclusion criteria and none of the
exclusion criteria to participate. Once completed, submit this form and redacted medical records to Worldwide Clinical
Trials via the Trial Interactive portal. The Worldwide Medical Monitor will review and email guestions, if further
clarification is required.

Reunion Protocol RE104-201-PPD
Subject Eligibility Confirmation Checklist re Ion
EXCLUSION CRITERIA YES NO
History or active postpartum psychosis per Investigator assessment D D
History of treatment-resistant depression within the current postpartum depressive D D

episode as defined by having previously failed to respond to adequate courses e.g.,
doses for 24 weeks) of pharmacotherapy from 22 different classes of antidepressants.
(e.g. Per review of available medical records, patient report, SCID-5)

Active or medical history of bipolar disorder, schizophrenia, schizoaffective disorder,
psychotic disorder and/or borderline personality disorder, as assessed by the SCID-5-CT
and per Investigator's judgment), or first-degree family history of psychosis or bipolar
disorder.

O
O

Significant risk of suicide according to the C-5SRS at Screening or has attempted suicide
within 12 months prior to the Screening Visit.

Exposure to another clinical study involving study treatment within 30 days prior to
Screening.

Administration of ECT or transcranial magnetic stimulation within 90 days prior to
Screening and/or plans to administer ECT before the Study Day 28 Visit.

Use of prohibited medications/agents ruled out per Protocol Section 6.9.3. (Prohibited
Medications)

O ol oo
O ololao

YES NO
I confirm that all screening visit data is entered in EDC and ready for review. O O
INCLUSION CRITERIA*
*Note that this ks only 2 Nmited set and and I b
subject to
Is female aged 18 to 45 years, inclusive, at the time of signing the Informed Consent D D
Form (ICF).
(e.g. as confirmed in PC medical records)
Is £12 months postpartum at Screening and meets DSM-5 criteria for PPD: experiencing O O
a major depressive episode that began at any time during the period starting at the
beginning of the second trimester (214 weeks) of pregnancy through 4 weeks following
delivery, confirmed by the SCID-5-CT.
(e.g. confirmed/documented in OB EDP records and confirmed during interview)
Has a HAMD-17 total score of 2 24 at Screening. O O
Is not currently receiving and is willing to delay the use of any psychotropic D D

pharmacotherapy regimens (including antidepressant or antianxiety medication), and/or
psychotherapy (unless on already a stable, established regimen of SSIRs and/or
psychotherapy for 30 days prior to Screening) until Day 7 study assessments have been
completed. Patients should not discontinue current, adequate psychotropic treatment(s)
for the sole purpose of enrollment into the study.

(e.q. Per PC Medical and Pharmacy records review)

(CHECK ALL THAT APPLY)

[ PPD Diagnosis Record O Other:

Redacted Medical Records Submitted with this Form

*It is imperative that all protected health information be redacted prior to upload to Trial Interactive

O sirth record [ Discharge Summary [ O0Brecord [ pharmacyrecord [ PCP record

Has ceased breastfeeding at Screening (i.e., must have already fully and permanently O O
weaned their infant[s] from breastfeeding)

Is using an effective and appropriate method of contraception (as described in Appendix O O
4) at Screening and agrees to continue to use such a method throughout the duration of

Statement of Investigator

the study. The methoed of contraception agreed to must be documented for each

Central screening visit safety lab results assessed D D
Central screening visit ECG result assessed O O
— |

| Has a negative pregnancy test ‘ D ‘ D

RE104-201-PPD V1.0 dated 13May2024 CONEDERIT A {firmation Checkist Pagelof2

| confirm that this subject meets all i ion and no ion criteria, all sc ing labs and ECG results have
been reviewed and subject meet eligibility.
Date of Signature
INVESTIGATOR PRINTED NAME SIGNATURE DD/MM
104-201 4 13 heck 20f2

Pl to complete checklist, include
confirmation on the review of central
lab results and central ECG result.

Include medical records that will be
provided.

Send in with eligibility documents to
Trial Interactive.




Medical records — Expectations

Patients with NO PPD Diagnosis or \ Patients with PPD Diagnosis or
Utility of Expected Medical Records Treatment Treatment
No prior Psych History ) and/or Prior Psych History
K Delivery Hospital Discharge, Birth \ / \ / ) . \
rery P . 8 . . * Delivery Hospital Discharge and * Allrecords listed for patients
Certificate —to provide confirmation of ) . .
. P ) . . Birth Certificate with NO PPD or Psych Hx
infant’s DOB & mother’s age, Delivery history )
. . « EPDS (provided by OB or +
* Edinburgh Postnatal Depression Scale . . ..
. . Pediatrician) * Treating physician records
(EPDS)- can confirm time of onset of ..
. * Pharmacyrecords (for minimum last year of
depressive symptoms .
. . e PCPrecords OB, therapist, or other as
* Primary Care records- Med History . OB q applicable)
* Pharmacyrecords-Prior and ConMed review records PP
* OB Records- additional check on any k / \ j

K diagnosis, conmeds during pregnancy /

* For patients with incomplete or inadequate hospital records, additional steps of eligibility will be implemented, e.g., review of diagnostic
interview (SCID-CT) or severity assessment (HAM-D) audio recordings to confirm the diagnosis

rehr‘lon CONFIDENTIAL _
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Medical Records Review Process

e

The purpose of the targeted eligibility process is to ensure the safety and quality of the subjects
that are being considered for enrollment

Sites will be required to send the following to Worldwide for Eligibility Review:
v' Redacted medical records

v All available sources of medical history (including external and historical medical records)
should be reviewed as sources of data (original data source)

v Subject Eligibility Confirmation Checklist, sighed by treating Investigator (physician)
* Purpose is to document subject’s eligibility
s Confirm his/her review of this information
s Agreement that the subject is eligible to participate in the trial

recnionN  covoso
NEUROSCIENCE




ALL screening assessments completed on paper prior to the
CLARIO eCOA being available are to be submitted to CAT for review
and eligibility confirmation. This includes audio recordings as well.

CAT Data
Surveillance:
Screening

Once CLARIO eCOA is live:

* Upload to Trial Interactive Portal (Tl) within 2 business days of the
screening visit

 SCID paper administration
Ellglblllty Review « Scanned copy of the SCID-CT scale source documents

All other scales will be reviewed in the CLARIO portal

Ensure submitted documents do not contain any patient
identifying information (e.g. Name, DOB, address, etc.)

v Access to the portal and upload instructions will be provided

CAT Study eMailbox: separately to identified site personnel ahead of site activation

smp_re104-
201 cat@worldwide.com

v" In the rare event, any other scales were administered using a
paper emergency back-up, these are to be uploaded to the Tl
portal for review as well when applicable




Data Surveillance Process for Screening Visit

Sites must first check data is ready to be reviewed by
CAT & MM in the EDC

CAT & MM are notified data is ready for review

CAT & MM complete eligibility review and determination is
entered inthe EDC
[Screening Visit folder]

* Queries may be entered if CAT/ MM have questions regarding data.
* Additional questions may be sent via email if not easily resolved via EDC query

v Sites must confirm subject is eligible via EDC page before
proceeding to Baseline Visit. If check is not present for both

To be completed by site

Data ready for review by medical @ YES
monitor? O NO
Data ready for Review by Study @@ YES
Central Reader (Clinical O NO
Assessment Technologies)?

Review N/A due to Screen ® ves
Failure O NO

To be completed by Medical Monitor -
Date of Medical Monitor review &=

Were external medical records O YES
available and reviewed to assess © NQO

for eligibility?
Medical Monitor: | confirm to the

best of my knowledge with the
information entered and available
that this subject is medically
eligible to proceed to Baseline.

MM & CAT, do not proceed

rel.:‘lon CONFIDENTIAL
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To be completed by Study Central Reader (CAT)
Date of Study Central Reader O

(CAT) review
All entlgl criteria under evaluation
by Study Central Reader (CAT)

has been reviewed; data
suggests that the subject is
eligible to proceed




Trial Interactive

 Worldwide's Clinical Assessment Technologies (CAT) team will be performing eligibility review on
the SCID-5-CT paper scale.

e Sites are requested to provide CAT with a scanned copy of the completed SCID-5-CT scale
within 2 business days of each visit.
* Scale source documents are submitted via email to the Trial Interactive platform.
o Create New Email
o Attach Documents
o Submit to room email address: RE104-201-PPD_CAT@wct.trialinteractive.com

* File attachments up to 100mb can be submitted.

* Ifthe CAT team has questions about your submission, they will send you a query through the
workflow.

* You will receive an email notification with a link to respond, or you can reply directly via email.

* Fortroubleshooting or assistance, please contact your CAT team at RE104-201-
PPD_CAT®@wct.trialinteractive.com

recnionN  covoso
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Logging Into The System

Goto
https://wct.trialinteractive.com »

Log in using your credentials
 Email Address

* Password

Note: The first time you log into TI,
you will click on the registration

link you received via email, and be

mTRIAL

asked to create a password
recovery question

Subsequent logins, you may
bookmark the room directly, or
navigate to it from the main page
after logging into the system.

Worldwide Clinical Trials =
Home

WCT CAT room master template ( @ )
Room Id 1000
Sponsor = Worldwide Clinical Trials Created 29 Mar 2024
Last Visit 4 Jun 2024 Project Code WOR1000

Protocol # N/A

rec.iion
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LOG IN

Username

A
mchristinemorris@gmail.com|
-

Remember me

mTRIAL

Registration Step1 @ O

Required information

First Name Last Name
Chris Morris.
Email

cmcrr\s@tramsperfect.:om

Password

Confirm Password

Please select a secret question and an answer to
use for identification and password recovery

Question 1

Answer 1

Cancel Next

Q Search A

B o Total

@ Stacy Dagana *

Qadd> &

=
0
Open Queries 14



https://wct.trialinteractive.com/

Basic Navigation

AT Data Surveillance Room ~ 2 J
%2 CAT/ Documentsn Data Sunietlance Room Q Search © Add ~ A @ Chris Morris ~
B Document » £ Mass Coding 4 Import ¥ ¥ Export ¥ & Ema m Q Enter keywords or phrase ™ Documents Cart 0 ¥ &9 Layout ¥
& 1-2 of 2 (0 selected) H B [0 Select Columns C  Yrilters ® Default_~ «” Expand
—~ ~ o
Q Search by folder n: o Submitted Name Generated Name Documen...  Added By Submitted.
v 5 Index ] [E mini rating scale sample 01 PI_MINI_01-01_2024-Mar-07 Final Chris Mor... 07 Mar 20..
v & Sites 2 T :
mini-clinical-evaluation-... 01 PI_Other_01-02_2023-Dec-20_Addtl Scale Final Chris Mor... 07 Mar 20..
vi& 0P 2
8 CAT Documents 2
s *Inbox 0

«

reLnion o
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Document Library -

* Clicking on the small papericon on the
left-hand side of the screen will bring you
to the “Document Library”

* The initial view is usually set up for “My
Submissions,” which shows all the
documents that you have personally
submitted to the room.

rehqlon CONFIDENTIAL

EEEEEEEEEEEE

B Document* M Import* W Export*® i Emai

~u
T

BB 14y Submission 0




Document Li

€
Q Search © Add ~ A @ Chris Morris ~

CAT Data Surveillance Room ~
CAT / Documents
Q Enter keywords or phrase ™ Documents Cart0 &9 Layout ¥

B Document ~ £ Mass Coding 4 Import ¥ ¥ Export ¥ = Ema f
e 1-20f 2(0 selected) =) DselecColumns & YFilters @ Default_ v «" Expand
- - v
Q Search by folder n: o Submitted Name Generated Name Documen...  Added By Submitted.
¥ I Index 2 ) mini rating scale sample 01 PI_MINI_01-01_2024-Mar-07 Final Chris Mor... 07 Mar 20..
v & Sites 2 T . i ”
mini-clinical-evaluation-... 01 PI_Other_01-02_2023-Dec-20_Addtl Scale Final Chris Mor... 07 Mar 20..
vE 0P 2
@8 CAT Documents 2
B *Inbox 0

: 17

i «
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Open email (Outlook)
Create new email
Attach document(s)

Email submission Submit to room email address
RE104-201-
PPD CAT@wct.trialinteractive.com

n =

Documents -
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Responding to Queries from the CAT TEAM

e |fthe CAT team has q uestions about your submission @##QUERYID:869-2334##) [ AT Room - IEEE- 11 Test institution_ N 2023-Aug-24
M M wct.query@wct.trialinteractive.com @ S Reily SO ReplN ¥ Fowan
upon review, they will send you a query through the Q oo
WO r kflOWo PLEASE DO NOT CHANGE THE EMAIL SUBJECT AND RESPOND TO THIS EMAIL WITH A DOCUMENT
° You Will- receive an email nOtification ;Ilowingissueswerefoundmthedocument,pleaseresend it.
o Click on the link within the email to view the
document aSSOCiated With the query° Irequireclarificatlono.npage 3, please provide additional details.
o Reply to the query directly from this email,
providing a response

1. ClinicalDementiaRatingScale

recnionN  covoso
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Use the Waffle menu to navigate to the
Queries module.

CAT Data Surveillance Room ~
CAT / Documents

ReSpOnding to "|- R | A L Worldwide Clinical Trials

I'I!ODUC'I'IDN

Workﬂow
Queue Queries Home

Queries in Portal




Query Module- Responding to Queries

* Queries will be organized by

status
* Grid will display all queries with e
the selected status e
* Query details will be in the L& —
metadata panel. S —
° Use the “Respond” Option at the ......... ..........................
bottom of the panel to respond to
the query.

recnionN  covoso
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Query Response in System- Example

Ao
«" EXp

Query 869-2334

PENDING

11 Test Institution _ 2023-Aug-24

Message Inf

the document icon

& Chris Morris /742023 5:5

I, 7est institution

M 2023-Aug-24

PLEASE DO NOT CHANGE THE EMAIL SUBJECT AND RESPOND TO THIS EMAIL
WITH A DOCUMENT

- Review query text and
Following issues were found in the docurjpifiorimaatiorrhigre.

| am responding to this query

Enter response here

A

Add or replace attachment
© Add attachment

Save

COlimmisinanrive

I View document by 2x clickingll

N

Query 869-2334

11 Test Institution_{| N 2023-Aug-24

Message

I ¢ 7est institution_ (I 2023-

Aug-24

PLEASE DO NOT CHANGE THE EMAIL SUBJECT AND RESPOND TO THIS EMAIL WITH
A DOCUMENT

Following issues were found in the document, please resend it.

| am responding to this query

22




File ~ Message Insert Draw Options FormatText Review Help Acrobat

s A b & & P MO 8 B L& @

E—
Paste -~/  Basic = Names Include = Request Attach instant Tags Office  Dictate All Editor | Immersive = SugarCRM
vy Text~ * > Signatures file link ¥ Add-ins Apps Reader ¥
Clipboard 1§ Adobe Acrobat Collaborate Add-ins Voice Apps Editor Immersive A
> To wet.query ct.trialinteractive.com
Send Ce
re: z=quervioiess-2334==) | R o N o2 - .24
ClinicalDementiaRatingScale.pdf
85KB I}
a

Please use this updated document instead. Thank you.

From: wet.query@wct trialinteractive.com <wct.query@wct trialinteractive.com>
Sent: Thursday, September 7, 2023 5:53 PM
To: Christine Morris <cmorris@transperfect.com>

Subject: (##QUERYID:869-2334++) [ 11 Test insticution_ | 2023-Aue-24

PLEASE DO NOT CHANGE THE EMAIL SUBJECT AND RESPOND TO THIS EMAIL WITH A DOCUMENT

S | t E | l
Following issues were found in the document, please resend it.
R e S p o n S e & CAT Review Workflow: CAT Review
| require clarification on page 3, please provide additional details

Confirmation '
to Query

Query Inbox - Inbox Email Receipt for "RE: (##QUERYID:869—2334##)_ 11 Test In...

s ; € Reply | %) ReplyAll | = F d .
WCT Inbox <noreply@wct.trialinteractive.coms> ® Py HReRY i

To @ Christine Morris Thu 9/7/2023 PM

Hello cmorris@transperfect.com,

The submission status for the email listed below

Email Subject: RE: (##QUERYID:369-2334##) | 11 Test nstitution NN 2023-Aug-24

Sent: 06:05 PM ET

Sent By: cmorris@transperfect.com
Study: Query Inbox

Document ission Statu:

ClinicalDementiaRatingScale.pdfjUploaded

If you need any further assistance, please forward this receipt email along with your queries to help@trialinteractive.com

Thanks,

re' q Ion Trial Interactive team
CONFIDENTIAL
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Help & Support

Training Handout

Please reach out to your CAT Team for
study questions.

If you experience technical difficulties,
please reach out to
support.wct@trialinteractive.com and
copy your CAT Lead.
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Electronic Data

Capture (EDC)

* Direct data entry of assessments/scales
on devices to vendor portal.

* Worldwide Clinical Trials (Worldwide) is
providing an online electronic data
capture (EDC) system for use

* This system is known as Zelta

» Zelta has been chosen and designed to
make life as easy as possible for the end
user:

* Intuitive page layouts & functionality
* Quickload times

* Realtime system query fire



EDC Access and Training Requirements

To gain access there are two steps for site staff:

1. Create your Zelta General
Account

2. Study Access Request

® The Worldwide study team will follow-up internally to ensure access is granted

’E; You will be required to complete on-line training before gaining access to the EDC

recnionN  covoso
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EDC Access and Training Requirements

* Login with your general Zelta Clinical Development account
* Locate the Request Study Access box. On the landing page, it is at the top of the right column.
* Enterthe text RE104-201-PPD into both the boxes and click Submit.

Request study access @ ®

Study name

Study passcode

* Onthe review request screen, select arole. If applicable, select the site you will be accessing from.
e Click Submit.

* Once the study team approves your request, you will receive a welcome email to the study and be able
to proceed into the study.

* |f you have forgotten your login details, use the 'Forgot your password?' link to answer your secret

reunion 9auestions and get a user ID reminder or password reset.

NEUROSCIENCE




SCID-5-CT and HAM-D will be audio recorded
» Upload for CAT team to review for Eligibility

Utilize the CLARIO Imaging tablet for audio
recording (until e COA tablet is provided)

Re m | N d ers: * Password for CLARIO imaging tablet: Site0009

Until eCOA is live, place completed assessment
scales in sealed envelope

* Ensure completeness of assessments




SIV Preparation

TRAINING

Session
Monitor

DOCUMENTS

Source Document Checklist

Delegation of Authority Log

Site Recruitment and Retention
Plan

rehqlon CONFIDENTIAL

NEUROSCIENCE

ACCESS

Zelta EDC;

(PI & SC)

SUVODA IRT

(P1, SC, Unblinded
Team)

=

CLARIO

CLARIO
eCOA*

Receive
machine

Submit Test
ECG

CLARIO
Imagin
9

CLARIO
eCOA*

EQUIPMENT/SUPPLIES

Pharmacy
PISF
Pa per
Scales




Pathway to Site Activation for Screening

* Site Regulatory Package complete and
approved

* Fully executed CTA
* Regulatory approvals

 Schedule | DEA 223 License (if
applicable)

e Ensure all Session Monitors and Raters
are listed on your Form 1572

* Rater training complete
* Session Monitor training complete
* Accessto:

» Zelta EDC

e Suvoda IRT

 VCT

re .n|0n CONFIDENTIAL
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Submit test ECG
Study supplies and equipment on site

* Lab kits
* |nvestigator Site File
* Clario Imaging Tablet

* Paper rating scales
SIV is complete
Delegation of Authority Log complete

CRA will notify CTM when all requirements
are met

CTM will open for screening in the IRT
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RE104-201-PPD
Day O
Dosing Day Walk Through

PROTOCOL VERSION 4.0, IOMAY2024



Disclaimer

These slides are provided exclusively for the Inves’rigcéor
Meeting and are confidential. They must not be shared
outside the study feam. Please be aware that these slides
are not intended for formal fraining purposes; all official

training will be conducted using the SIV (Site Initiation
Visit) slides.



Study Assignments

1. Principal Investigator

Study Coordinator, trained as PRO Administrator
Study Nurse

Blinded Site Rater (Clinician Rater) Can be the Pl

Blinded Independent Site Rater (Efficacy Rater)

S > DD

Lead Session Monitor (Session monitors can collect vitals during the dosing session if
medically qualified)

/. Assistant Session Monitor

8. Unblinded Pharmacist

9. Unblinded Site Staff

10.Participant

11.Participant’s family member, friend, caregiver
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Pl, Sub-I, Study Nurse, medically qualifies
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Pl, Sub-I, Study Nurse, medically qualifies
(CLARIO machine provided)




Blinded Independent Site Rater (efficacy rater)

On CLARIO (eCOA) Tablet
Note: Paper until go-live; provide MADRS score to SC
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Pl and Study Coordinator

This will come through as an automatic
email from CLARIO with the MADRS (< 30 or >30) for stratification
\_ (Suvoda)
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Unblinded Pharmacist




Unblinded Pharmacist
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— Session Monitors

I CLARIO (video) tablet is ready (Ideally set up the NIGHT BEFORE)
, mp3 player, speaker, headphones is ready (set up night before)
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Unblinded Pharmacist
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DAY O: DOSING
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inded Pharmacist and Unblinded

Unbl

Session Monitors & Blinded Staff

t

icipan

Part




g 3

Unblinded Pharmacist, nurse, or other
appropriately trained and qualified designee.

Unblinded Staff




Unblinded Pharmacist, nurse, or other appropriately trained and qualified designee.

Unblinded Staff

Check sheet provided as source dose was administered and no other blinded individuals were in the room.
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Unblinded Pharmacist & Unblinded Check
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Participant

Session Monitors

Please note, session monitors should always be
available for the participant during the dosing
session. Avoid use with electronics. Light book
IS acceptable.




Session Monitor

other must monitor the
session on-site live via remote
video monitoring.

Baby monitor can be provided if
needed.
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Pl or designated Sub-l who

qualifies

reach
the tfreatment room within 15
minutes
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Study nurse, or other appropriately
trained and qualified designee.
Session monitor can collect vitals if
medically qualified.
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Doors should not be locked.
= A




CONFIDENTIAL




TVILNIAIANOD

Study nurse, or other appropriately trained

and qualified designee (Session Monitor).
vital signs
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Study nurse, or other approprictely
trained and qualified designee.
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Session Monitor & Pl or designee.
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Participant & PRO Administrator

On CLARIO (eCOA) tablet, Before discharge
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Blinded Site Rater (Clinician Rater)

| On CLARIO (eCOA) tablet, Before discharge




Ly

| Pl, Sub-I, Study Nurse, medically qualifies
(CLARIO machine provided)




1‘] YL L AR AAR |

S

T

Study nurse, or other appropriately trained and qualified designee.

Confirm it would be okay to speak with family member /
caregiver If participant is sleeping.







Session Monitor and/ or
medically qualified
Investigator or designee.
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