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1.0 ABBREVIATIONS

Following is a list of abbreviations used in the manual.

Definition

ALL Acute Lymphoblastic Leukemia
CFR Code of Federal Regulations
CHLA Children’s Hospital Los Angeles
CRF Case Report Form

DCF Data Correction Form
DLT Dose-Limiting Toxicity
eCRF Electronic CRF
eSAE Electronic Serious Adverse Event
F/U Follow-Up
IE Internet Explorer
IRB Institutional Review Board
N/A Not Applicable
SAE Serious Adverse Event
SD Source Document

SEC Self-Evident Correction
SOP Standard Operating Procedure
SOR Some Other Reason

TACL Therapeutic Advances in Childhood Leukemia & Lymphoma
(Coordinating / Operations Center)

TACL TACL Consortium Clinical Research Coordinator
CCRC

TOC TACL Operations Center
UNK Unknown
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2.0

HOW TO USE THIS GUIDE

To maximize efficient use of guidelines of this guide, TACL Ops recommends using this

manual as follows:

1. Read Sections 3 — 5 to prepare for using Medidata and to understand how the
eCRFs work for the study. In particular, Section 5 is a broad summary of the

different study eCRFs and when they will each be applicable.

Read Sections 7 & 9 to prepare for using the eSAE system and to understand

the workflow of the eSAE system. Section 9 details the process, eSAE roles, and
instructions on how to complete the forms.

QUICK REFERENCE. When you are screening a patient for the study, as well

as for all post-enroliment study activities/events, use Table 1 (Section 6.2) as a
quick reference. The figure below explains how to use Table 1.

Step 1. LOCATE EVENT. Step 2. IDENTIFY NECESSARY Step 3. LEARN Step 4. LEARN Step 4.
Start with Column 1 and locate the FORMS. HOW TO HOW TO KNOW THE
study event that requires reporting. Note the CRFs and forms to be CREATE OR COMPLETE THE DUE DATE
completed for the study event. ACCESS THE FORM. FOR
Examples: FORM. SUBMITTING
THE FORM.
“You have screened a patient” or
“You have enrolled a patient into
the study”
Table 1. Submission Require/nents By Stfidy Event / Activity
How to
create /
When this access eCRF | Form
0CCurs: form: instructions: | Due date:
You have Section 8.1 wnmnn;.e
PP - reservation
Sg:s’:ed a Eligibility Section 8.2 || F2ERE 0 o
p O requestmg
Medidata Ete this required P
Event:
« Eligibility Criteria Worksheet ( TACL Website Il N/A When requesting )
Provided to site with reservation ghgfiMgatiop email (Members WEM
\ Email completed form to tac] . nsection) \ /
You have Complete-these—regquiredECR a— I
enrolled a
patient into » Pre-Existing Cond Baseline Toxicities | Fig. 2 Section84 | o o
the study * Previous Therv Fig. 2 Section 8.5 | crroiment
) * Disease StEs Fig. 2 Section 8.6
Medidata
Event:
On-Studﬂ
You have Complete these required eCRFs:
completed a
Treatment * End of Course Fig. 3 Section 8.12] | 7 days after Day
Course * Toxicity Fig. 3 Section 8.11 | 29
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3.0 MEDIDATA eCRF

The TACL Consortium utilizes electronic case report forms (eCRF) for all of its clinical
trials. This study uses a product called Medidata. Study sites access the Medidata
system through the internet via a secured HTTPS connection using SSL encryption.

3.1 Medidata Compliance with 21 CFR Part 11

The Medidata system is compliant with the Code of Federal Regulations as described in
21 CFR Part 11.

o Medidata is a password protected system that allows multiple levels of access to
patient data. Only authorized users may submit data, review data and make changes
to the data.

e The system maintains an audit trail for changes made to data. The audit trail
documents the time, date, who made the change, and the reason for the change.
Reports can be generated.

e The system has undergone extensive validation. The validation logs are available for
review in the TOC. Individual CRFs have simple validations built into the questions to
prevent individuals from entering data out of range and ensure consistent use of
clinical terminology.

e The system ensures that retrieved data regarding each individual subject in a study is
attributable to that subject.

o The Medidata system is backed-up daily and copies are stored off site.

e Each TACL site is given a Medidata manual and provided with training for using the
eCRFs by the TACL Consortium Clinical Research Coordinator (TACL CCRC).

e The TACL Programmer maintains all SOP’s for updating and patching the software,
and maintains the equipment integrity including security measures.

The Medidata platform has been evaluated and approved by the CHLA Information
Technology Department.

3.2 Accessing Medidata

3.2.1 Internet Browser

Medidata is compatible with Internet Explorer (v8.0 and higher), Google Chrome (v30.0
and higher), Firefox (v24.0 and higher), and Safari (v7.0 and higher).
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3.2.2

Study Website

The address of Medidata is: https://login.imedidata.com/login.

3.2.3 Passwords
Once your site has been activated for participation in T2020-004 study, the TOC will
grant you access to the study’s Medidata site. At that time, you will receive an email
from iMedidata inviting you to join the study.
You will use the same user ID and password for all TACL studies within Medidata.
When you log in, you will see all of the studies to which you’ve been granted access.
Each study will have its own access portal, displayed as an icon on your Medidata home
page.
Please be sure to maintain your password and keep it in a safe place. Do not share
your password with anyone or log in under another user’s credentials.
4.0 GENERAL GUIDELINES
4.1 TACL Number Assignments
4.1.1 TACL Registration Number
1. The registration number is assigned by TACL Ops. The number is issued once to
each TACL patient and will remain with the patient in perpetuity, regardless of the
number of TACL trials for which the patient is screened or enrolled.
2. The registration number is assigned to patients at the time a reservation is made.
Example: R0O01001
4.1.2 TACL Enrollment Number / Study ID
This number is assigned to a patient once they are enrolled onto the study, and serves
as the patient’s unique study ID number. The number consists of the following
elements:
TACL Protocol ID
Identified with a T and followed by abbreviated protocol number.
Example: T2004
4-Letter Institution Abbreviation
Example: CHLA = Children’s Hospital Los Angeles or SEAT = Seattle Children’s
Sequential number of patient enrolled onto the study, unique across all
participating institutions and patients.
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Example: 001
Example: T2004-CHLA-001
4.2 Terminology

Throughout this document, the terms eCRF, CRF and “form” are used interchangeably.
These terms all refer to a defined Medidata interface used for entering a particular subset
of data. For example, the form used to capture toxicity data may be called the Toxicity
eCRF, Toxicity CRF, or Toxicity form.

In this document, the use of the term “PDF form” implies a PDF or other electronically-
accessible form that exists outside the architecture of the Medidata system. Unless
otherwise specified, “PDF forms” are available in digital format on the TACL website
(Members section). Sites should print the form, fill it out manually, and scan/email it to
TACL Operations (tacl@chla.usc.edu).

4.3 Entering, Saving and Editing Data in Medidata

1. Dates/Times. All dates should be entered in DD/MON/YYYY format. Times should
always use a 24 hour clock unless otherwise specified. Medidata data fields are set
to accept the correct formats.

For some questions, where allowed, you will have the ability to enter a partial date
(for example, if you know the year a previous therapy was administered, but not the
month and day).

2. Partial data entry. Medidata allows you to partially enter data into a form. After
entering partial data, click Save and the partially-completed form will be saved. A
guery will automatically fire on all other values to remind you that these data are
missing. When these values have been entered, the queries will automatically be
closed.

3. Editing previous entries. Data can be edited after it has been submitted until the
patient record is locked. Whenever you change previously-saved data, Medidata will
prompt you to select the reason for the change, and will provide a space for you to
enter an optional comment. The following change reasons are available as a drop
down list:

Entry Error

Data Entry Error

Per Query Resolution
New Information
Obvious Correction

4.4 Printing a Completed eCRF Form
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If you want to keep a hard copy of any eCRF form, you may print a copy form from
Medidata as follows.

1. Open the form you’d like to print.
2. Go to the lower left hand section of the screen and click on the Print link.
3. Then Print as you normally would.

5.0 eCRF WORKFLOW

This section walks through how eCRF forms are generated as a patient progresses
through the study. This section is only meant as an overview — consult Table 1 (Section
6.2) to locate detailed instructions for each form.

E-CRFs within Medidata are organized into “Events.” Events in Medidata will correspond
with expected trial events. Below is the association between the Medidata events and
actual trial events for this study. The events are listed in the order in which the actual trial
event occurs:

Actual Trial Event Medidata Event

Patient is being screened Registration

Patient is being enrolled On-Study

Patient is undergoing trial therapy Courses 1-12 for lower-risk and

Courses 1-2 for high-risk patients
Patient is receiving a concomitant medication | ConMed/Prophylactic

Patient experiences an AE Toxicity

Patient experiences an SAE SAE

Patient is off protocol therapy Off Protocol Therapy
Patient experiences a death event Death

Patient is being followed post trial therapy Follow-up

Associated with each Medidata event is a set of CRFs, or forms, that need to be
completed for that event. Some forms are required for the specified event. Other forms
are conditional and will be automatically generated by the system based on information
you provide on other forms.

Medidata activities will proceed as follows:

1. TACL Operations will register your patient in Medidata after a reservation request is
received from your site. Once a patient is registered, his/her Registration Number
will be visible to you in Medidata, and the Registration event will appear in the
subject’'s Medidata record. This event will contain four CRFs, two of which are
required for the site to complete:

o Demographics (site to complete)
o Confirmation of Diagnosis (TACL Ops to complete)
o Eligibility Criteria (site to complete)
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o Eligibility Review (TACL Ops to complete)

2. After the site completes the Demographics and Eligibility Criteria CRFs, TOC will fill
out the Confirmation of Diagnosis and Eligibility Review CRFs. After the patient has
been enrolled, the patient’s Enrollment Number / Study ID will be visible to you in
Medidata, and the On-Study Event will appear in the subject’'s Medidata record.
This event will contain three CRFs, two of which are required for the site to complete:

o Study Entry Confirmation (TACL Ops to complete)
o Pre-Existing Conditions
o Disease Status

and seven conditional CRFs based on responses within the Disease Status form:

Correlative Biology Study Samples
Bone Marrow

CBC

Echocardiogram/MUGA

Spleen

Lumbar Puncture

Other Disease Sites

O O O O O O O

3. The site must complete the four required On-Study forms listed above. TOC will
complete the Study Entry Confirmation form and confirm the study entry for the
patient.

o Course 1. There are five required associated CRFs for the site to complete:
= End of Course
» Drug Administration — Lower-risk or High-Risk (depending on patient’s
risk stratification assignment)
» Disease Status
=  JMML Exon Assay

and eight conditional CRFs based on responses within the Disease Status form:

Bone Marrow

CBC
Echocardiogram/MUGA
Spleen

Lumbar Puncture

Other Disease Sites

PK

Correlative Biology Studies

o High Riks Courses 1-2/Low Risk Courses 2-12. There are three required
associated CRFs and nine conditional for the site to complete. These three
CRFs are the same as that for Cycle 1. High-risk patients will only need to
complete up to Course 2 as these patients will only receive a maximum of 2
treatment courses. Lower-risk patients may complete as many as up to Course
12 depending on how many treatment courses the patient received.
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* “Required
e End of Course
e Drug Administration — Lower-risk or High-Risk (depending on
patient’s risk stratification assignment)
¢ Disease Status
= Conditional
e JMML Exon Assay
Bone Marrow
CBC
Echocardiogram/MUGA
Spleen
Lumbar Puncture
Other Disease Sites
PK
Correlative Biology Studies

The site will use the above forms to enter information about the patient during the
treatment courses. As the Treatment Course forms are completed, based on the
answers the site provides, the system will generate the appropriate supplemental (1)
guestions and/or (2) form(s). An example of this would be if you answer “Yes” to
“Was a CBC performed?” once you save the data, the system will automatically
generate the CBC eCRF for the site, and it will immediately appear in the subject’s
navigation pane.

4. Once the subject is enrolled on the study the ‘ConMed/Prophylactic’ event will
appear. The purpose of this event is to capture any and all concomitant medications
that the patient receives while one study treatment. This event will contain only one
required form:

o Conmed/Prophylactic

5. Once the subject is enrolled on the study the ‘Toxicity’ event will appear. The
purpose of this event is to capture any and all adverse events that the patient
experiences within the reporting period (refer to section 12.2 of the protocol). This
event will contain only one required form:

o Toxicity

6. If the site indicates that the patient has gone off protocol therapy in any of the ‘End of
Course’ forms throughout the Course 1-12 events, then the ‘Off Protocol Therapy’
Event will appear. This event will contain only one required form:

o Off Protocol Therapy

7. If the site indicates that the patient experienced a death event in any of the
appropriate forms throughout the database, then the ‘Death’ event will generate. This
event only contains one required form:
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o Death

8. There are two kinds of events that will require the site to manually create a Medidata
event in order to generate the eCRFs:

o If a patient experiences an SAE, the site will need to manually create an SAE
event to generate the ‘SAE Report’ form. Please refer to Section 9.0 for further
details on this particular event.

o When a Follow-up visit is conducted, the site will need to manually create a
Follow-up event to generate the “Follow-up” form.

9. Table 1 (Section 6.2) presents more detail and is organized according to actual study
events/activities.

6.0 STUDY DATA SUBMISSION REQUIREMENTS

6.1 Data Submission Priorities and Reporting Delinquencies
6.1.1 Data Submission Priorities

Submission of data assessing the safety of the protocol treatment is always the highest
priority. Below is a list of possible occurrences, in order of decreasing reporting priority
(most urgent to least urgent reporting). Please promptly consult Table 1 (Section 6.2) for
these occurrences, to identify the necessary forms to complete and the reporting
timeline.

1. DLT - complete the Toxicity eCRF and the DLT PDF form as soon as the DLT is
observed

2. SAE - complete the SAE CRF (or SAE PDF if iMedidata is unavailable) within 72
hours of observation. Please refer to the T2020-004 Adverse Event Reporting
Manual (available on the TACL website) and section 9.0 of this document for further
details.

3. Weekly Reporting- submit promptly at the designated times (see Table 1 for
schedule)

6.1.2 Data Delinquency

When patients are enrolled, each site will receive an Excel file that calculates the due
dates of each form based on when the patient is enrolled and starts therapy.

Institutions who are 7 calendar days late submitting any form will be considered
delinquent and will be notified that their data will need to be completed within the next 7
calendar days.

If an institution is 14 days late submitting any form, the site will be suspended from
enrolling patients on any TACL study until the data is submitted.
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(Exceptions can be made if there is an unavoidable delay that extends the treatment

course, due to circumstances like toxicity, bone marrow suppression, or other
circumstance. In this situation, submit all available data by the due date and notify TOC
of the delay.)

6.2 Data Submission Requirements By Study Event / Activity

Table 1 presents the submission requirements according to each specific event / activity
that might occur on the study.

Table 1. Submission Requirements By Study Event / Activity

Create /
access
When this eCRF Form
occurs: Do this: form: instructions: | Due date:
Complete these required eCRFs: . _ Within the
Section 7: Reservation
. . . Period (Eligibili
e Demographics Fig. 1 Section 8.1 Criteria( gy
e Eligibility Criteria Fig. 1 Section 8.2 Confirmation
Period, see
Enrollment
Procedures),
You have prior to
screened a requesting
patient enrollment
...and complete this required PDF form:
Medidata
Event. e Eligibility Criteria Worksheet TACL N/A When requesting
Provided to site with reservation confirmation Website enroliment
Email completed form to tacl@chla.usc.edu (Members
section)
...and submit all screening lab reports required
for verification of eligibility per protocol. .
Redact identifiers, label with patient’s Registration #, N/A N/A \é\:]r:ce’nr;eé?#estmg
scan, email to TACL at tacl@chla.edu
Complete these required eCRFs: Section 7:
You have . ithi
enrolled a e Pre-Existing Conditions Fig. 2 Section 8.6 \e"’n':girngf‘ys of
patient into ' _
the study e Disease Status Fig. 2 Section 8.7
Medidata ...and complete any of these conditional
Event. eCRFs that are applicable:
On-Study
e Correlative Studies Fig. 3 Section 8.20
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Create /
access
When this eCRF Form
OCCUTrS: Do this: form: instructions: | Due date:
e Bone Marrow Fig. 4 Section 8.8
e CBC Fig. 4 Section 8.9
e Lumbar Puncture Fig. 4 Section 8.10 Within 7 dave of
e Other Disease Site Fig. 4 Section 8.11 enrolimans
Spleen Fig. 4 Section 8.13
e Echocardiogram/MUGA Elg ;1 Section 8.12
ig.

(CONTINUED NEXT PAGE)
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Complete these required eCRFs:

7 days after Day

End Of COUI’SG F|g 3 SeC'[iOI’l 813 28 (for lower-risk
e Drug Administration (Lower-risk or Fig. 3 Section 8.17- | patients Courses
High-risk) 8.18 1-12 or high-risk
e Disease Status Fig. 3 Section 8.7 Fl)fizt')ems Courses
e JMML Exon Assay (Requried for Fig. 4 Section 8.14
Course 1, optional for Courses 2-12
You have
completed a | -.-and complete any of these conditional
Treatment eCRFs that are applicable:
Course
Vedidat ¢ ?;gz:e Marrow Fig. 4 Section 8.8
ed .a a ° . Fig. 4 Section 8.9
Event: e Echocardiogram/MUGA Fig. 4 Section 8.12
Course 1 * Spleen Fig. 4 Section 8.13
& e Lumbar Puncture F_g. 4 Secti 8.10
R _ - ig. ection 8.
Courses 212 e Other Disease Sites Fig. 4 Section 8.11
e PK _ Fig. 3 Section 8.19
e Correlative Biology Studies Fig. 3 Section 8.20
7 days after Day
; : . TACL 28 (for lower-risk
...and complete this required PDF form: Website batients Courses
(Members 1-12 or high-risk
¢ Roadmap section) N/A patients Courses
Email completed form to tacl@chla.usc.edu 1-2)
You are Complete this required form: Section 7:
reporting q f
AEs that the e Toxicity Fig. 15 Section 8.15 Zox?:)i/tila -
patient has evaluation
experienced period for each
treatment
Medidata course.
Event:
Toxicity|
You are Complete this required form Section 7: 7 days after Day
reporting 28 (for lower-risk
. . patients Courses
ConMeds e ConMed/Prophylactic Fig. 16 _ 1-12 or high-risk
that the Section 8.21 | patients Courses
patient has 1-2)
received
ConMeds that
. were ongoing in
Medld.ata previous cycles,
Event: should also be
Conmed/Proph updated in this
lactic] timeframe

(CONTINUED NEXT PAGE)
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You are Complete this required PDF form:
submitting a
Weekly Course 1 Days
report e Weekly Reporting Form TACL N/A 8, 15, 22, and 29
Email completed form to tacl@chla.usc.edu Website (Courses 2-12,
(Members weekly if
section) applicable)
Patient has Complete this required eCRF: Section 7:
gone off Within 7 days
protocol « Off Protocol Therapy Fig. 5 Section 8.22 f;ﬁgg:gi?;rf
therapy protocol therapy
Medidata
Event:
Off Protocol
Therapy|
Complete this required eCRF form: Section 7:
o Follow-up Fig. 6 Section 8.23 | within 7 days
e Disease Status Fig. 6 Section 8.7 after Follow-up
Visit
You h ...and also complete any of these eCRF
ou have forms that are applicable:
conducted a
Follow-up
visit . .
e Bone Marrow Fig. 8 Section 8.8
Medidata e CBC Fig. 8 Section 8.9
Event: e Lumbar Puncture Fig. 8 Section 8.10 | within 7 da
V5]
e Other Disease Sites Fig. 8 Section 8.11 | after Follow-up
e Anti-Cancer Therapy Fig. 8 Section 8.25 | VSt
e HSCT Fig. 8 Section 8.26
e Second Malignancy Fig. 8 Section 8.27
A DLT has Complete this required eCRF form:
occurred
- . A DLT
e Toxicity Fig. 15 Section 8.15 ocsci?gn as
...and submit this required PDF form:
As soon as DLT
TACL
o DLT Form Website N/A oreurs
Email completed form to tacl@chla.usc.edu (Members
section)

(CONTINUED NEXT PAGE)
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An SAE has

Complete this required eCRF form:

occurred
Fig. 12 . Within 72 hours
e SAE Report g Section 9.2 of learning of the
SAE
Medidata ...and also complete any of these eCRF
Event: forms that are applicable:
SAE ]
e SAE Conmed E:g ii Sect!on 9.3
SAE Follow-up log g Section 9.4
A specimen | Submit the appropriate required PDF form: N/A
haﬁ b?eg . . TACL When samples
collecte e Specimen Transmlttal forms Website are shipped
Email each respective completed form to (Members
tacl@chla.usc.edu and additional emails indicated | section)
within the appropriate form
Patient has Complete this required eCRF form:
died
e Death : ithi i
) Fig. 9 (If on . Within 7 days if
Medidata tregatm(ent Section 8.24 on treatment
Event: | cycle or follow-
Death cycle) up.
Fig. 10 (If Within 72 hours
up) (Please refer to
_ the T2020-004
Fig. 11 (If Adverse Event
due to Reporting
Manual
SAE) (available on the
TACL website)

for further
instruction on
reporting these
events to TACL
Ops)

T2020-004 CRF COMPLETION GUIDE
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mailto:tacl@chla.usc.edu

7.0

The diagrams within the eCRF gu

Procedures for Creating / Accessing eCRF Forms

idelines are for illustration purposes only to show you

how to create / access different eCRFs used for the study.

Figure 1. Accessing Forms Required at the Registration Event

Subject
8\ T1603-TACL-004
2 T2014001
S TEST
& TEST 111 4
Step 1.
3 TESTL From your patient
& TeST1 list, click a patient
8 TesTi234 to expand the
3 TEST12345 patient record.

3 TEST-TEST-TEST Step 2.
3 From the_patlent
S record, click
age 1 “Registration” link
to display

associated forms.

PemmEmEEmm

£y TESTSUBI0L

Subject I0: TESTSUBIOL
Registration X
[ subgect
bject Summary

biect 10: TESTSUBJOL |visit

CRF History
TESTSUBIO! - Demographics

Add Event | .. v | | Add

Icon Key
CRF Version 313 - Page Generated: 17 Apr 2018 11:24:17 Pacific Daylight Time

Step 3.

Click desired form to
) Registration open it.
RDEmosrasheD
() Eligibility
[@ Eligibility Review

T2020-004 CRF COMPLETION GUIDE
V1. Dated 6-14-2024

MUS version 4.11.2024
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Figure 2. Accessing Forms Required at the On-Study Event

Subject
T PEmEmemmm

8\ T1602-TACL-004 S TESTSO
8 T2014001 B suea
& TEST | visit | pate
& TEST 1 1 1 Subject [D: TESTSUBIO1 ‘ ‘
Q TESTI Sk :

From your patient
& TEST1 list, click a patient
& TEST1234 to expand the add Event | v [Add

patient record.
B TEST12345
8 TeEST? teon ey
3 CRF Viersion 313 - Page Generated: 17 Apr 2018 11:57:08 Pacific Daylight Time

8 TEST-TEST-TEST
& T
Page 12

Step 2.

From the patient
record, click “On
Study” link to
display associated
events and forms.

Qonsuay() W
Treatment Course 1 (1)

Step 3.
Click desired form to
open it.

3 Treatment Course 2 (1)

s T

[) Pre-Existing Conditions or
Baseline Toxicities

[5) Study Entry Confirmation
[7) Disease Status

T2020-004 CRF COMPLETION GUIDE

V1. Dated 6-14-2024
MUS version 4.11.2024
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Figure 3. Accessing Forms Required at the Treatment Course (Courses 1-12) Events

NOTE: In the T2020-004 database, treatment courses are labeled as ‘Course 1’, ‘Course 2’, ‘Course 3,

Subject

8\ T1603-TACL-004

8 12014001

& TEST

& TEsTin

a TEST1 ek :
From your patient

& TesT1 list, click a patient

B TEST1234 to expand the
patient record.

8 TeSTI2345

2 TEST?

r

B TEST-TEST-TEST

etc.

- =T

| Date

Add Event .. v | | Add

Teon Key
CRF Viersion 313 - Page Generated: 17 Apr 2018 11:57:08 Pacific Daylight Time

Step 2.

— From the patient
p& 5 record, click “On
2ge 1 Study” link to
display associated
events and forms.
3 On
Treatment Course 1 (1 — mese 1(1)
(9 Treatment Cotrse 2 (1) ( [) Disease Status > ¢ -
D Previous Therapy Sl_erx 3. W Siopd.
[) Pre-Existing Conditions or Click [} End of Course Click
Baseline Toxicities desired . desired
Correlative Studies
[ Study Entry Confirmation | | EVENT to B : FORM to
expand it. open it.

[) Disease Status

T2020-004 CRF COMPLETION GUIDE

V1. Dated 6-14-2024
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Figure 4. Creating On Study and Treatment Course Conditional Forms — Bone Marrow,
CBC, Lumbar Puncture, Other Disease Sites, Electrocardiogram/MUGA, Spleen, JIMML
Exon Assay, PK, and Correlative Biology Studies

Step 1.

Follow steps in
Figure 3 to access
the On-Study
Disease Status
form. s o

Traatment Coursa: 1 (1)

T2020-004 CRF COMPLETION GUIDE
V1. Dated 6-14-2024

MUS version 4.11.2024

Page 22

Step 2.

Complete the Disease Status form. Answering “Yes” to certain
questions (example: “Was Bone Marrow Done?”) and clicking
“Save” will automatically trigger the system to create the required
T form (example: Bone Marrow form).

>

Was Bone Marrow Done?
if Yes, please enter data in Bone Marrow CRF

Step 3.

In the navigation pane, click

the new form to open it.

\(3 Treatment Course 1
‘ <, _Disaasa Stahis
() Toxicity

[®) End of Cour

[} Correlative Stidies

D DD BDBD BB

THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
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Figure 5. Creating the Off Protocol Therapy Required Form

B Entry Confirmation
[5] Pre-Existing Conditions
[J] Previous Therapy

[[) Disegse Status

[[) conMed / Prophylactic

[*) Drug Administration
[} PK/ Immunogenicity San
[ Toxicity

B Disease Status

[ Liver Panel

[ study Committee Patient
Response Review Form
[[) LT study Committee Re

[F) correlative Studies
[7] conMed / Prophylactic

T2020-004 CRF COMPLETION GUIDE THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
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Figure 6. Creating the Follow-up Event Required Form

Subject

8\ T1603-TACL-004

2 12014001

S TEST

B TEST111

A TEST1 S .
From your patient

& TESTI list, click a patient

& TEST1234 to expand the
patient record.

B TEST12345

8 TEST?

A 7

TTT7T Step 2.
& From the patient
Fage 2 record, click “Add
Event,” field,
select “Follow-up”
and click the Add
button.
£ TESTSUBIO1
£ Registration Step 3.

In the navigation
pane, click the

e FOllOW-up form to
open it.

£ TESTSUBIO1 Subject ID: TESTSUBJOL
(3 Registration B

3 on study (1) Subject

(5 Off Protocol Therapy (1) |visnt

Subject Summary |

_Sub}ect 10: TESTSUBIO1

CRF History
TESTSUBI0L - Off Therapy
TESTSUBJOL - Disease Status

TESTSUBJOL - Previous
Therapy

TESTSUBOL - Disease Status
TESTSUBJOL - Bone Mamow

‘ :lﬁl Follow-up ¥ )

Tcon Key

Subject 10: TESTSUBIOL

Subject: TESTSUBIOL

Page: Follow-up - Follow-up (1)
Date of Most Recent Contact

Vital Status at Most Recent Contact
1f answer is 'Dead’, be sure to complete the Death CRF.

Did patient have a disease evaluation since the last follow-up?
1f yes, be sure to complete the Disease Status CRF.

Did patient experience any late adverse events attributable to protocol therapy since last contact?

1f yes, be sure to complete the Toxicity CRF.

Has patient received any anti-cancer therapy since ﬁmshchpruuxol therapy on this study?

1f yes, be sure to complete the Anti-Cancer Therapy

Did the patient have a HSCT since the [ast follow-up?
If yes, be sure to complete the HSCT CRF.

Did the patient develop a second malignant neoplasm since last follow-up?
If yes, be sure to complete the Second Malignancy CRF.

Is the patient off study after this most recent contact

What i the reason why the patient is off-study

Comment

Printable Version View PDF Icon Key
CRF Version 313 - Page Generatad: 17 Apr 2018 14:31:20 Pacific Daylight Time

CRF Version 313 - Page Generated: 17 Apr 2018 14:25:01 Pacific Daylight Time:

T2020-004 CRF COMPLETION GUIDE
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Figure 7. Creating the Follow-up Conditional Forms Disease Status, Anti-Cancer
Therapy, HSCT and 2" Malignancy

Step 1. Step 2.

Follow steps in Complete the Follow-up form. Answering “Yes” to certain

Figure 6 to questions (example: “Did the patient have HSCT since the last

access the follow-up?”) and clicking “Save” will automatically trigger the

Follow-up form. system to create the required form (example: HSCT form).
s Did the patient have a HSCT since the last follow-up?

Subject: TESTSUBJOL
Page: Follow-up - Follow-up (1)

Date of Most Recent Contact

If yes, be sure to complete the HSCT CRF.

Vital Status at Most Recent Contact
answer is ‘Dead’, be sure to complete the Death CRF.

@ 3 disease evaluation since the last follow-up?
ire to complete the Disease Status CRF.
D'd :it: ‘expenence a:l::el'a:e'se events attributable to protocol therapy since last contagy
If yes, be sure to complete Toxicity CRF. step 3
In the navigation pane, click

the new form to open it.

- (3 Follow-up 15 Apr 2018
What is the reason why the patent is off-study B Fo“ow-up

Has patient received any ant-cancer therapy since finishing protocol theraoy gy
comp Anti-Cancer Therapy CRF.

singe the last fOIOM
iplete the HSCT CRF.

2 second malignacy

Comment
LT mscomaperee () Off Therapy
O Bsa

Subject ID: TESTSUBJO1

Subject: TESTSUBJO1
Page: HSCT - Follow-up 15 Apr 2018

What was the date of the stem cell infusion?
What was the donor type?

What is the stem cell source?
If “Other” is selected, enter free text

Comment

Printable Version View PDF Icon Key
CRF Version 313 - Page Generated: 17 Apr 2018 14:48:32 Pacific Daylight Time
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Figure 8. Creating the Follow-up Conditional Forms - Bone Marrow, CBC, LP, Anti-
Cancer Therapy, HSCT, Lymphoma, and Other Disease Sites

Step 1. Step 2.
Follow steps in Complete the Disease Status form. Answering “Yes” to certain

Figure 7 to access questions (example: “Was Bone Marrow Done?”) and clicking
the Disease Status “Save” will automatically trigger the system to create the required
from within'the form (example: Bone Marrow form).

Follow-up Event. Was Bone Marrow Done?
if Yes, please enter data in Bone Marrow CRF

Subject 1D; TESTSUBIO1

Subject: TESTSUBJO1

Page: Disease Status - Follow-up 15 Apr 2018
Was a disease evaluation done?

Step 3.
In the navigation pane, click
the new form to open it.

What is the patient's AML classification? (Required ap e

25 bone Marrow Done?
if Yes, please enter data in Bone Marrow CRF

fogenstics done? (Required at stugy 2oia

(7 Follow-up 15 Apr 2018

Upload report [ Follow-up
Was leukemia tested for FLT3-ITD? (Required at study entry) D Off Therapy
RITIDRe [ Disease Status

Was CBC Done at the time of disease evaluation? L

if Yes, please enter data in CBC CRF ( Bone Marrow

Was LP Done? D Toxici [ Subject ID: TEsTSUBJOL

if Yes, please enter data in Lumbar Puncture CRF ty

Doss the patient have clinical signs of CNS disease? (B Hscr S TESTSURL s aor 2018

: G Currently viewing line 1 of 1.

1If yes, describe Click here to return to "Complete View”.
Date 8M performed

Is CNS Chloroma present? % BM blasts
Cellularity

Does the patient have other sites of disease?

if Yes, please enter data in Other Disease Sites CRF
Was MRD assessment done on BM?

What was the patient’s response?
Date the MRD was obtained:

Comment
Which Iab performed the MRD

Printable Version View PDF Icon Key What was the resuit?
CRF Version 313 - Page Generatad: 13 Apr 2018 13:31:59 Pacific Daylight Time
Comment

Printable Version View PDF Icon Key
CRF Version 313 - Page Generated: 19 Apr 2018 13:36:52 Pacific Daylight Time
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Figure 9. Creating the Death Event - From Off Protocol Therapy

Step 1.

Follow steps in
Figure 6 to access
the Off Protocol

Therapy form.
Subject ID: TESTSUBI01 Step 2.
Subject: TESTSUBJOL Complete the Off Therapy form. Answer “Death” to the question
Pags: Off Therapy - Off Protocol Therapy (1) “Indicate reason patient is off protocol treatment” and click
T ey VNI “Save.” This will automatically trigger the system to create the
Enter the date that the patient received their last protocol therapy anti-cancer drug. Death form.
Indicate Reason patient is off protocol treatment
If death, then fill out the Death CRF
1f ‘other’ was selected, what is the reason patient is off protocol.
If "Investigator Determination” was selected, specify the reason. Step 3.
Was patient in 2 CR {complete remission) at the time they were removed from protocol therapy?
Is the patient planning on going to stem cell transplant? The Death event and form W| | | a ppea r | n the
Comment subject navigation pane
Printable Version View PDF Icon Key
CRF Version 313 - Page Generated: 19 Apr 2018 15:14:15 Pacific Daylight Time
o
»5 T2006-CHLA-011
[ -
[_‘?, Registration
3 On Study (1)
3 Off Protocol Therapy
(] Death (1)
T2020-004 CRF COMPLETION GUIDE THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
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Figure 10. Creating the Death Event — Follow-Up

Step 1.
Follow steps in Step 2. _
Figure 6 to access Complete the Follow-up form. Answer “Dead” to the question
the Off Protocol “Vital Status at most Recent Contact,” and click “Save.” This will
Therapy form. automatically trigger the system to create the Death form.

St 2 ST Vital Status at Most Recent Contact

e TSN __, If answer is 'Dead’, be sure to complete the Death CRF.

Fase: Follow-up - Follow-up (1)

Step 3.

e e T The Death event and form will appear in

1f yes, be sure to complete the Anti-Cancer Therapy CRF. . . .

Dategmn e e s vt the subject navigation pane

D the patent develop  second Maligrant neoplasm since Last folow-up?

1f yes, be sure to complete the Second Malignancy CRF.

What i the reason why the patient i off-study C\

£ T2006-CHLA-011
e e e st o (s Registration

(3 On Study (1)
(% Off Protocol Therapy

(] Death (1)
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Figure 11. Creating the Death Event — From the SAE Form

5\, T2006-CHLA-010
[ Registration
7 On Study

3 Off Protacol Therapy

5} T2006-CHLA-010
(% Registration
(2l On Study
(5 SAEs (1)
Protocol Therapy
Death (1)
3 Follovkep (1)
N\

STEP 3

Return to the subject

navigation pane. The Death
form will now be within the
pane. Click on the form to
complete the ‘Death’ Form

T2020-004 CRF COMPLETION GUIDE
V1. Dated 6-14-2024

MUS version 4.11.2024
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STEP 1 (7 SAEs(1)
Follow the figure ‘How to G _SAE REDDE_DD_Z?
Create the SAE Event’, and 3 SAF R2006-0028

click on the SAE event from
the subject navigation pane.
STEP 2

Click on the appropriate SAE
Event of which the death event
is related. Answer the following
question within the ‘SAE

Report’ form as “Yes', then click
‘Save’.

Date of death
Cause of death
Determined by autopsy

1If yes, what was the autopsy determined cause of death

THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
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Figure 12. Creating the SAE Event - SAE Report and SAE Follow-up Log forms

Step 1.
From the patient record, click “Add
Event”. Select “SAE” and click the

“Add” button.
USC University of DEV /
1Y Southern California
I - [ =7 I

Py HO06-CRLA001
[y —

8 On Sudy {1 .
B s (1) | ot

TR e ST a

“"‘I R

Step 2.

The SAE event will appear in the event column. Click “SAEs”. Once in the
SAE folder, this will open all SAE events for a patient. These will appear
different as they are assigned SAE numbers. Click the appropriate one. A
new SAE will be labeled “SAE™. Click on “SAE".

Step 3. 7 SAE R2006-0028

Click the new “SAE” Folder. Once it E.i‘ SAE Repgrt- Initial
opens, click the “SAE Report” eCRF, fill
out accordingly to complete SAE [j SAE FD”OW‘U[J LDg
Report. Thiz will also generate the

“SAE Follow-Up Log” Which can be

used to generate follow-up reports.

T2020-004 CRF COMPLETION GUIDE THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
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Figure 13. Creating SAE Conmed Form

Did patient recehe any concomitant medications taken at the time or Immedistely
preceding the event{s)?

SAE Report- Initial

{0y SAE ConMed

T2020-004 CRF COMPLETION GUIDE THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
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Figure 14. Creating a Follow-Up SAE Report Form

STEP 1

Follow figure 12 to create and
SAE event. Then click and
open the ‘SAE Follow-Up Log’
form in the navigation pane.

(7 SAE R2006-0029
[ SAE Report- Initial

[{3 SAE Review for TACL CCRC{

Initial
E} SAE Review for Study Chair

STEP 2

Answer ‘Yes' to the following
guestion on the form. Then
click ‘Save’ at the bottom of

Initial the form.
SAE Review/Reporting for
TACL CCRC- Initial

SAE Follow- Up Log

(7 SAE R2006-0029
[ 3 SAE Report-
s SAE Report- Follow Up 1

Initial

Is this a new Follow-Up to the initial/previous SAE report?
For each additional follow up report, add an entry to this log

[y SAE Review for TACL CCRE
Initial
[3} SAE Review for TACL CCRC;
Follow Up 1
[{) SAE Review for Study Chair STEP 3
Initial
[ SAE Review for Study Chair Afollow-up SAE Report Form
Y will then be generated in the

Follow Up 1

D SAE Review/Reporting for
TACL CCRC- Initial

[') SAE Review/Reporting for
TACL CCRC- Follow Up 1

[ SAE Follow-Up Log

navigation pane.
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Figure 15. Accessing the Required Toxicity Form in the Toxicity Event

5% T2006-CHLA-013
(% Registration
(5] On Study (1)

Toxicity (1)

STEP 1

From the subject’s navigation
pane, click on the ‘Toxicity’

(5} ConMed/Prophylactic (1) " event. Then the Toxicity’ form

will automatically be opened.

 peomEveTmEremeem

(9 Towelty (1) ‘

[ oty

CRF History
T2006-CHLA-013 - Toxcity

T2006-CHLA013 - Elighility
Review

Subject: T2006-CHLA-013
Page: Toxicity - Toxicity (1) B

1. For each toxiaty (adverse event) record the maximum grade for each course (per CTCAE ver 5.0).
2. Start date:

8. Use the date that the perticular grade of the toxicty first occurred
T2006-CHLA-013 - Eligbility 3. End date:
Criteria . The end date is the date that the toxicRy changed grade or d to baseline (if app ).
T2006-CHLA-013 - b, Enter the end dote in the actusl course the taxicity ended.
Demographics ¢ In protocols where there is only 1 course of therapy, or when 8 petient is removed from the study during the course, a toxicity will be Eisted a5 ongt
1mwmsmwmmmmmmmm mo:ivudm
2. The toxicty &s not resolved prior to the patient b therapy.
4. should be wummm«ummwmh to the i Sonal agent and tot
S‘&FundicsmarealwmwwdsmmmMMYwmmthmwnhgwmmwmﬂmmm
Did patient have any toxadty Grades I to 57 OVcs w O
Currently viewing fne 1 of 1,
Click here to return to "Complate View”, Aol o Recnd O
Tondcity -
Q
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Figure 16. Accessing the Required ConMed/Prophylactic Form in the
ConMed/Prophylactic Event

£, T2006-CHLA-013 | STEP 1

(& Registration From the subject’s navigation pane, click

(5] On Study (1) / on the ‘ConMed/Prophylactic’ event.
X ConMed/Prophylactic (1 ‘Then the ‘ConMed/Prophylactic’ form

() Toxicity (1) will automatically be opened.

I | ] < o e ounas| 5 ] o v
() ConMed/Prophylectic (1) |
") ConMed / Prophylactic
Subject: T2006-CHLA-013
Page: ConMed / Prophylactic - ConMed /Prophylactic (1) B
CRF History

’ of 1.
oA s contd GOk e 1 e o “Comete Vi, fntetent O
T2006-CHLA-013 - Toxicity o m’f:',_:n‘" ( ) O »
T2006-CHLA-013 - Eligbiley or Tharagy
Review
T2006-CHLA-013 - Eligibilty Start Date v Qs
Criteria
T2006-CHLA-013 + During which cycie did the patient begin taking this medication? v D ?
Demographics
Ongoing Oves Ono O ¥
Stop Date v Q!
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8.0 FORM SPECIFIC GUIDELINES

8.1 Demographic Information Form

See Figure 1 (Section 7) for accessing this form. The demographic form is the same for
all TACL studies and the questions are self-explanatory.

8.2 Confirmation of Diagnosis Form
This will be filled out by TACL Operations

8.3 Eligibility Criteria Form

See Figure 1 for accessing this form. The eligibility criteria are taken from the study
protocol. On this form you will indicate whether the patient meets each requirement.

8.4 Eligibility Review Form

This will be filled out by TACL Operations.
8.5 Study Entry Confirmation Form

This form is completed by the TACL Operations at the time of enroliment and includes
confirmation of the dose level and treatment risk arm assigned.
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8.6 Pre-Existing Conditions

Creating / accessing this form: See Figure 2

Purpose: To report baseline toxicities / abnormalities.

M Required at these events: On-Study

[ Optional at: None

Special instructions:

1. Report any abnormal assessment (e.g., physical finding, subjective complaint, or

diagnostic test abnormality) that is present at study entry. CTCAE terminology and
grading will be used and is programmed into this form. Please note, conditions and
toxicities present upon study entry should not be reported nor duplicated on any
other Toxicity CRF. If the pre-existing condition or baseline toxicity increases in
grade after study entry, the new grade should be reported on the Toxicity CRF. If the
pre-existing condition or baseline toxicity decreases in grade, this event should not
be reported on either the Pre-Existing Conditions CRF nor the Toxicity CRF. Now, if
the same condition increases to a grade above the baseline level, then it should be
reported on the Toxicity CRF, and only then.

For example: Subject T2004-CHLA-XXX enters the study on 01-
SEP-2023 with grade 3 hypercalcemia. The grade 3
hypercalcemia should be reported on the ‘Pre-Existing Conditions
Form’. The grade 3 hypercalcemia then lowers to a grade 2
anemia during Course 1 of therapy. The grade 2 anemia should
NOT be reported on the ‘Toxicity’ CRF.

This grade 2 hypercalcemic event completely resolves going into
Course 2, where on 05-OCT-2023 it increases back to a grade 3.
On 06-OCT-2023, the hypercalcemic event increases further to a
grade 4 event. The grade 3 event should not be reported.
However, the grade 4 event SHOULD be reported in the ‘Toxicity’
CRF form and should be marked ‘Yes’ for the question, “Is this
continuing from the previous course or baseline?”

2. Reporting multiple toxicities: Upon opening the Pre-Existing Conditions or Baseline

Toxicity form, you can enter your first toxicity. If you wish to add another toxicity,
hover over “Click here to return to Complete View” and click the link. On the grid
view that loads, hover over “Add a New Log Line” and click the link. A new blank
form will open to enter a new toxicity.
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Pre-existing Conditions or Baseline Toxicities Form

Question

Explanation

Does Patient have any Pre-Existing
Conditions or Baseline Toxicities? If Yes,
please indicate all pre-existing conditions
present at the time of study enroliment.

Answer Yes or No.

If Yes, indicate all pre-existing conditions at the time
of study enroliment.

Please select the applicable CTC toxicity
that describes the pre-existing condition.
If “other” is chosen please specify

For each pre-existing condition, select the
appropriate CTCAE term. The drop down list
contains all the CTCAE terms in alphabetical order.

If the pre-existing condition is not listed, please
select “Other” and specify the pre-existing condition
in the text box.

Grade

Select the grade of the pre-existing condition.

Date Pre-Existing Condition Began

Enter the date on which the pre-existing condition
began. If Day and/or Month are Unknown:

o If Day is unknown, enter “UN”
e If Month is unknown, select UNK
e Year is required

Date Pre-Existing Condition Resolved to
“Grade 0 (if applicable)

This is the date the pre-existing condition resolved
to "Grade 0" (if applicable).

If Day and/or Month are Unknown:
o If Day is unknown, enter “UN”
¢ If Month is unknown, select UNK
e Year is required

Leave blank if condition has not resolved.

Is the patient taking concomitant
medications?

Select Yes or No.

If Yes, complete the ConMed/ Prophylaxis form.

Comment

Enter any desired comments or clarifications
regarding pre-existing conditions or baseline
toxicities in this box.

Is data entry to this form complete?

Select Yes or No.

If all pre-existing conditions have been entered and
completed, select Yes. If No was selected, please
be sure to enter all abnormal assessments present
at study entry and ensure all questions have been
answered and select Yes when completed.
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8.7 Disease Status Form

Creating / accessing this form: See Figure 2 (if On-Study) or Figure 3 (if Courses 1-12)

Purpose: To report any disease evaluations done during the course / reporting period or

at baseline.

M Required at these events: On-Study, Courses 1-2 for High Risk and Course 1-12 for

Low Risk, Follow up
M Optional at: None

Special instructions: None

Disease Status Form

at the time of disease evaluation?

Question Explanation
Was Bone Marrow via flow cytometry done | Yes/No

If yes, complete the Bone Marrow form.

Was CBC done at the time of disease
evaluation?

Yes / No

If yes, complete the CBC form.

Was spleen size assessed at the time of
disease evaluation?

Yes / No

If yes, complete the Spleen form except in Follow
up

Were samples collected for IMML exon
assay testing at time of disease evaluation?
If at diagnosis, please select NA as results
from diagnosis have already been captured
in a different form. (Samples should only
be collected at the end of course 1, 2, 6,
and 12).

Yes / No / NA

If yes, complete the IMML Exon Assay form
except in Follow up

Does the patient have clinical signs of CNS
symptoms at time of disease evaluation? If
Yes, describe:

Yes, specify / No

If yes, please describe in the text box provided.

If Yes, was LP done?

Yes / No

If yes, complete the Lumbar Puncture form.

Was Echocardiogram/MUGA done at the
time of disease evaluation?
Echocardiogram/MUGA is required at
screening and the end of Course 1 for both
lower-risk and high-risk patients and also at

Yes / No

If yes, complete the Echocardiogram/MUGA form
except in Follow up.
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the end of Course 3, 6, 9 and 12 for lower-
risk patients.

Does the patient have other sites of
disease?

Yes / No

If yes, complete the Other Disease Sites form.

What was the patient’s clinical remission
status at time of disease evaluation?

At the On-Study event, please select N/A

For the Courses 1-12 events, select the
appropriate response classification from the drop
down list.

Comment

Enter any desired comments or clarifications
regarding disease status in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes.
If No was selected, please be sure to complete
the form and select Yes when completed.

8.8 Bone Marrow Form

Creating / accessing this form: See Figure 2 (if On-Study), Figure 4 (if Courses 1-12) or

Figure 8 (if Follow-up)

Purpose: To report results of bone marrow testing.

O Required at these events: None

M Optional at: On-Study, Courses 1-12, Follow-up

Special instructions: None

Bone Marrow Form

Question

Explanation

Date BM performed

Enter the date the bone marrow was performed.
Day, month and year must be known.

% BM blasts by flow cytometry

Enter the percentage of blasts in the bone
marrow.

Text field is a free text

Comment

Enter any desired comments or clarifications
regarding the Bone Marrow evaluation in this
box.

To add an additional bone marrow: first click
Save to save your entries. After saving, if you
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are still on the CRF form, click the link that says
“Click here to return to ‘Complete View'.”
(Alternatively, the system may automatically take
you to the Complete View upon saving.) Then,
from the Complete View, click “Add a new Log

Line.” A blank Bone Marrow form will open.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes.
If No was selected, please be sure to complete
the form and select Yes when completed.

8.9 CBC Form

Creating / accessing this form: See Figure 2 (if On-Study), Figure 4 (if Courses 1-12), or

Figure 8 (if Follow-up)

Purpose: To report results of CBC test.

0 Required at these events: None

M Optional at: On-Study, Courses 1-12, Follow-up

Special instructions: Please note reporting units and procedures for reporting out-of-

range results in the table below.

CBC Form
Question Explanation

Date CBC done

Enter the date the CBC was performed. If CBC was
not done on the same day as the bone marrow, use
the one closest to the date of the bone marrow. If
the bone marrow is collected between two CBCs
that are separated from the bone marrow by the
same amount of time, report the CBC performed
before the bone marrow.

WBC 1000/mm3 (raw)

(Enter the numeric value of the results. If
the result falls outside the detectable limit
enter the detectable limit and answer the
following question)

B HHH B

Enter < or > if WBC is less than or
greater than the detectable limit. For
example,

if WBC = “>5000" enter “>”
if WBC = “< 0.01” enter “<”

</>
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Leave blank otherwise.

% Peripheral Blasts

(Enter the numeric value of the results. If
the result falls outside the detectable limit
enter the detectable limit and answer the
following question)

R AR

Enter < or > if % peripheral blasts is less
than or greater than the detectable limit.
For example,

If % peripheral blasts = >99.99, enter >

If % peripheral blasts= <.001%, enter <

Leave blank otherwise.

PLTS 1000/mm3

(Enter the numeric value of the results. If
the result falls outside the detectable limit
enter the detectable limit and answer the
following question)

B HHH B

Enter < or > if PLTS is less than or
greater than the detectable limit. For
example,

If PLTS = “>5000", enter “>”

If PLTS = “<0.01”, enter “<”

Leave blank otherwise

ANC 1000/mm3

(Enter the numeric value of the results. If
the result falls outside the detectable limit
enter the detectable limit answer the
following question)

B HHH HEH

Enter < or > if ANC is less than or
greater than the detectable limit. For
example,

if ANC = “>5000" enter “>”
if ANC = “< 0.01” enter “<”
Leave blank otherwise

Hemoglobin g/dL
(Enter the numeric value of the results. If
the result falls outside the detectable limit

B HHH HEHHH
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enter the detectable limit answer the
following question)

Enter < or > if hemoglobin is less than or
greater than the detectable limit. For
example,

|f hemoglobln - “>50” enter “>n
if hemoglobln = ‘< 0.01” enter wen
Leave blank otherwise

<[>

Comment

Enter any desired comments or clarifications
regarding the CBC in this box.

To add an additional CBCs: first click Save to
save your entries. After saving, if you are still on
the CRF form, click the link that says “Click here to
return to ‘Complete View’.” (Alternatively, the
system may automatically take you to the Complete
View upon saving.) Then, from the Complete View,
click “Add a new Log Line.” A blank CBC form will

open.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

*Conversion note: For WBC, PLTS, and/or ANC, you may have to convert the result displayed on your CBC report.
If your CBC reports the WBC, PLTS or ANC in mm?3, divide the result by 1000 to get K/mm?3. (Example: 3300/mm3
would be entered as 3.3 on our form or 850/mm?3 would be entered as .85 on our form). K/mm?3 is the same as

10°/L, 103/uL, K/ pL, thousand/mm?3 and thousand/puL, so no conversion is needed from these units. If you have

any questions about how to report CBC data, please contact the TACL Operations center.

8.10 Lumbar Puncture Form

Creating / accessing this form: See Figure 2 (if On-Study), Figure 4 (if Courses 1-12), or

Figure 8 (if Follow-up)

Purpose: To report results of spinal fluid testing from Lumbar Puncture.

O Required at these events: None

M Optional at: On-Study, Courses 1-12, Follow-up

Special instructions: None

LP Form
‘ Question Explanation
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Date LP done:

Enter the date the LP was performed.

What is the patient's CNS status?

Choose CNS1, CNS2, CNS3, or unknown.

CSF WBC (raw):

Enter the number of white blood cells found in the
CSF.
H#Hit #

CSF Blasts (counts/uL):

Enter the number of blasts found in the CSF in units
of Count/uL.
H#Ht

CSF RBCs (counts/uL):

Enter the number of red blood cells found in the
CSF in units of cells/uL.
Hit

Comment

Enter any desired comments or clarifications
regarding the LP in this box.

To add an additional lumbar puncture: first click
Save to save your entries. After saving, if you are
still on the CRF form, click the link that says “Click
here to return to ‘Complete View.” (Alternatively,
the system may automatically take you to the
Complete View upon saving.) Then, from the
Complete View, click “Add a new Log Line.” A

blank Lumbar Puncture form will open.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.11 Other Disease Sites Form

Creating / accessing this form: See Figure 2 (if On-Study), Figure 4 (if Courses 1-12) or

Figure 8 (if Follow-up)

Purpose: To report other sites of disease.

O Required at these events: None

M Optional at: On-Study, Courses 1-12, Follow-up

Special instructions: None

Other Disease Sites Form

Question

Explanation

Select the site involved (currently or
previously but no longer detectable).

Select the site involved. If Other is chosen, enter
free text to specify the site.
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If “Other” is selected, enter free text

List date site was evaluated

Enter the date of the examination done to evaluate
this disease site. This could be the date of a
radiological exam, biopsy, or physical exam.

What was the disease status of this site
based on this evaluation?

Select the appropriate choice from the drop down
list.

Comment

Enter any desired comments or clarifications
regarding other disease sites in this box.

To add an additional site: first click Save to save
your entries. After saving, if you are still on the CRF
form, click the link that says “Click here to return to
‘Complete View'.” (Alternatively, the system may
automatically take you to the Complete View upon
saving.) Then, from the Complete View, click “Add
anew Log Line.” A blank Other Disease Sites form

will open.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.12 Echocardiogram/MUGA Form

Creating / accessing this form: See Figure 2 (if On-Study) or Figure 4 (if Courses 1-12)

Purpose: To report results of cardiac function testing from Echocardiogram or MUGA.

O Required at these events: None

M Optional at: On-Study, Courses 1-12

Special instructions: None

Echocardiogram/MUGA Form

Question

Explanation

Which cardiac function test was done at
assess ejection fraction?

The same procedure should be
performed at baseline and at the end of
each required treatment course.

Select the appropriate choice from the drop down
list.
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Date Echocardiogram/MUGA done

Enter the date the Echocardiogram or MUGA was
done.

Left ventricular ejection fraction (LVEF)
(%)

Enter the LVEF %.
HitH

Comment

Enter any desired comments or clarifications
regarding the echocardiogram or MUGA in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.13 Spleen Form

Creating / accessing this form: See Figure 2 (if On-Study) or Figure 4 (if Courses 1-12)

Purpose: To report measurement of spleen size. Measurement of spleen size at the
end of each treatment is required only if abnormality was present before the start of each

cycle of therapy.

0 Required at these events: None

M Optional at: On-Study, Courses 1-12

Special instructions: None

Spleen Form

Question

Explanation

Date evaluation was done

Enter the date of the examination done to evaluate
spleen size. This could be the date of a physical
exam or ultrasound.

Was evaluation done to assess spleen
size via clinical evaluation?

Yes / No

If Yes, answer the next question. If No, skip the
next question.

If via clinical evaluation, what was the
result?

Select the appropriate response from the drop down
list.

Was evaluation done to assess spleen
size via sonography?

Yes / No

If Yes, answer the next question. If No, skip the
next question.

If via sonography, what was the result?

Select the appropriate response from the drop down
list.
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Comment

Enter any desired comments or clarifications
regarding spleen size or examination in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

T2020-004 CRF COMPLETION GUIDE
V1. Dated 6-14-2024

MUS version 4.11.2024

Page 46

THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
Proprietary and Confidential




8.14 JMML Exon Assay Form

Creating / accessing this form: Figure 4 (if Courses 1-12)

Purpose: To report the IMML exon assay testing results at end of Courses 1 and 2 for
both lower-risk and high-risk patients and Courses 6 and 12 for lower-risk only.

0 Required at these events: Course 1

M Optional at: Courses 2-12

Special instructions: None

JMML Exon Assay Form

Question

Explanation

For follow up samples after diagnosis,
were any new mutations detected? If
yes, what were the new mutations
detected?

Yes, please specify / No

If Yes is chosen, enter free text to specify the site.

For follow up samples after diagnosis,
are any previous mutations no longer
detected? If yes, what are the mutations
no longer detected?

Yes, please specify / No

If Yes is chosen, enter free text to specify the site.

Date JMML exon assay sample collected

Enter the date the sample was collected for JMML
exon assay testing.

What was the source of the IMML exon
assay sample?

Select the appropriate response from the drop down
list.

JMML exon assay report upload

Upload the JMML exon assay report that was
emailed to the site

Comment

Enter any desired comments or clarifications
regarding the JMML exon assay results in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.15 Toxicity Form

Creating / accessing this form: See Figure 15

Purpose: To report whether a patient experienced a toxicity, and details if applicable.

M Required at these events: Courses 1-12
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[J Optional at: None

Special instructions:

1.

Report any abnormal assessment (e.g., physical finding, subjective complaint, or
diagnostic test abnormality) that is present during the treatment course you are
reporting. CTCAE terminology and grading will be used and is programmed into this
form.

For toxicities that are present in the Pre-existing Conditions and Baseline Toxicities
CRF, indicate that they are continuing from baseline/previous course in the form.
Unless the event has increased in grade beyond the pre-existing/baseline grade.
Please see Section 8.5 Pre-existing Conditions Form for further instruction.

If you are familiar with prior TACL Study Databases, past studies had separate
Toxicity forms for each treatment cycle. This study will utilize a single Toxicity event
and form to collect ALL toxicities throughout the reporting period (section 12.2 of the
protocol).

Reporting multiple toxicities within a single treatment course. Upon opening the
Toxicity form, you can enter your first toxicity. If you wish to add another toxicity,
hover over “Click here to return to Complete View” and click the link. On the grid
view that loads, hover over “Add a New Log Line” and click the link. A new blank
form will open to enter a new toxicity.

Ongoing toxicity: A persisting toxicity that remains at same grade level should be
reported on the Toxicity form one time. Please follow the steps below to report the
ongoing toxicity accordingly.

a. The “Start Date” should be reported as the first date that the toxicity is observed.
Be careful to consider grade changes as new/separate toxicities when answering

([Pl

this question (see instruction “g” below).

b. The question “during which cycle did this toxicity begin?” should be reported as
the cycle in which the toxicity was first observed. Be careful to consider grade
changes as new/separate toxicities when answering this question (see instruction

g” below).

c. The question, “Is this continuing from baseline?” is answered “Yes” only if the
toxicity was reported on the ‘Pre-Existing Conditions’ form. Otherwise (i.e., if the
toxicity first appeared during the reporting period (refer to section 12.2 of the
study protocol)), this question is answered “No.” Be careful to consider grade
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changes as new/separate toxicities when answering this question (see instruction
“g” below).

d. The question “Is this toxicity ongoing?” should be answered ‘Yes’, unless the
toxicity has resolved or changed in grade. When the toxicity resolves or changes
in grade, be sure to return to this particular toxicity and mark this question as
‘No’. Be careful to consider grade changes as new/separate toxicities when
answering this question (see instruction “g” below).

e. The “End Date” is only reported when the toxicity has resolved or changed in
grade, and should reflect the date in which the toxicity is observed as resolved or
changed in grade. If the toxicity is ongoing, this field should be blank. Be careful
to consider grade changes as new/separate toxicities when answering this
question (see instruction “g” below).

f. The question “during which cycle did this toxicity end?” should be reported as the
cycle in which the toxicity resolved or changed grade. If the toxicity is ongoing,
this field should be blank. Be careful to consider grade changes as new/separate

toxicities when answering this question (see instruction “g” below).

g. Changes in toxicity grade: The study requires reporting the CTCAE grade of
each toxicity reported. If the grade of a toxicity changes within a reporting period,
then for purposes of eCRF entry, you will treat each grade as its own separate
toxicity, and therefore complete a separate toxicity form for each different grade
that was noted. For example, if anemia appeared in the Cycle 1 at Grade 2, and
later increased to Grade 3 during the Cycle 1, you would complete two separate
forms for anemia under the Cycle 1, reporting Grade 2 on one form and Grade 3
on the other. The start date, start event, end date, end event, “continuing” status,
and “ongoing” status (instructions a-f above) must reflect the toxicity at the
particular grade. Please be mindful of which grades to report for pre-existing
conditions (refer to section 8.5 for further details). Toxicity Reporting Example 3
below includes a grade change.

Please carefully review the following toxicity reporting examples to understand how
ongoing toxicities and grade changes should be reported in the eCRFs. Contact TACL
Operations (tacl@chla.usc.edu) if you have any questions about entering start, end,
“continuing,” or “ongoing” status for toxicities.

6. If the patient has gone off protocol therapy, capture any adverse events for 30 days
after the last dose of study therapy that the patient received.
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7. Toxicity Reporting Examples
a. In Example 1, consider the following scenario.

Grade 2 anemia is present at Baseline and continues at the same grade through
the Cycle 1 and Cycle 2, and then resolves 60 days after the last dose of study
therapy is administered. (In this example, for simplicity, the toxicity grade never
changes. Grade changes are addressed in Toxicity Reporting Example 3.)

In this situation, you would report “anemia” only on the Pre-Existing Conditions
form, and not on the Toxicity form. See Toxicity Reporting Example 1 below.

Toxicity Reporting Example 1 (example involving to no change in grade and
toxicity does not resolve during study)

Form: Toxicity Name Enter Enter end
and Grade: Start date?
Date?
Pre-Existing Conditions Anemia — Grade 2 Yes IB?::E

b. In Example 2, consider the following scenario.

Grade 2 anemia is first observed during Cycle 1, never changes grade, and
resolves in Cycle 2. (In this example, for simplicity, the toxicity grade never
changes. Grade changes are addressed in Toxicity Reporting Example 3.)

In this situation, you would first report “anemia” on the Toxicity form during Cycle
1 and mark it as ‘Ongoing’, with no end date or end event. Then, once the
anemia resolves in Cycle 2, you would re-open the same toxicity. Here you would
mark it as ‘No’ for ongoing, and enter the end date/end cycle. Toxicity Reporting
Example 2 below shows what this toxicity form should look like once the toxicity
resolves.

Toxicity Reporting Example 2 (example involving to no change in grade and
toxicity resolves during study)

Form: Toxicity | Enter During Is this Is this Enter During which
Name Start which continuing toxicity end cycle did this
and Date? | cycle did from ongoing? date? toxicity end?
Grade: this baseline?
toxicity
begin?
Anemia
Toxicity | — Grade Yes Cycle 1 No No Yes Cycle 2
2
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c. In Example 3, consider the following scenario.

Grade 2 anemia is first observed during Cycle 1, changes to grade 3 in Cycle 2, and

then resolves in Cycle 2.

In this situation, you would first report “anemia” as grade 2 on the Toxicity form, and
you would later report grade 3 anemia (reflecting the two different grades observed).
The Start Date, End Date, “Continuing from previous” status, and “Ongoing at end of
course” status would be reported as shown in the Toxicity Reporting Example 3 grid
below. Note how for all intents and purposes, the different grades are reported as
separate toxicities, with the start/end dates, start/end events, and “ongoing” status

reflected appropriately.

Toxicity Reporting Example 3 (example involving a change in grade and toxicity

resolves during study)

Form: Toxicity Enter During which Is this Enter During which cycle
Name Start cycle did the adverse end did the adverse
and Date? adverse event event date? event end?

Grade: start? ongoing?

Toxicity | Anemia — Cycle 2
Grade 2 Yes Cycle 1 No Yes

Toxicity | Anemia — Cycle 2
Grade 3 Yes Cycle 2 No Yes

Toxicity Form

Did patient have any toxicity Grades 1
to 5 during this course?

Question Explanation
Yes / No

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

Toxicity from CTC5.0

Choose the appropriate CTCAES.0 term for the
toxicity experienced by the patient. The drop down
list contains all the CTC terms in alphabetical
order.

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

Adverse Event System Organ Class
(Category)

Field is programmed in Medidata to auto populate

Grade

Choose the appropriate grade from the drop down
list based on the CTCAE 5.0 criteria.
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Question

Explanation

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

Is this continuing from baseline?

Select Yes if the toxicity is continuing from
baseline and was therefore reported previously. If
this is the first time the toxicity is being observed
and reported, select No.

Start Date

Enter the start date of the toxicity.

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

During which treatment course did this
toxicity begin?

Course 1-12

Select the treatment course in which the toxicity
was first observed.

Is this toxicity ongoing?

Select Yes if the toxicity has not resolved or
changed in grade.

Otherwise, select No.

If the toxicity persists past the required reporting
period (section 12.2 in the study protocol) you will
need to enter in the Comments section one of the
following responses:
e The toxicity is not resolved 30 days after
the last anti-cancer drug is received OR
e The toxicity is not resolved prior to the
patient beginning alternative anti-cancer
therapy

End Date

If the toxicity has not resolved (i.e., returned to
Grade 0 or baseline level) or changed grade by the
end of the required reporting period (section 12.2
of the study protocol), leave this date blank.

If the toxicity resolved or changed grade, enter the
date in which the toxicity resolved or changed
grade.

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

During which treatment course did this
toxicity end?

Course 1-12
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Question

Explanation

If the toxicity is marked as ongoing above, leave
this field blank.

Otherwise, enter the treatment course in which this
toxicity resolved or changed grade.

Was this a DLT?

Select Yes or No as to whether this particular
toxicity was considered a DLT.

If Yes is selected, please complete the DLT
reporting form and submit it to TACL Operations if
not already done. This form should be submitted
as soon as the DLT occurs.

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

Was this an SAE?

Select Yes or No to indicate whether this particular
toxicity prompted SAE reporting. There may be
multiple toxicities that are considered part of the
SAE reporting.

If the answer is yes, then please follow Figure 12
to report the SAE if you have not already done so.

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

Attribution to Trametinib:

Select the term that best describes the attribution
determination between this toxicity and
Trametinib.

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

Attribution to Azacitidine for lower-risk
only OR Attribution to Azacitidine,
fludarabine, and cytarabine for high-risk

Lower-risk: Trametinib + Aza
High-risk: Trametinib + Aza +
Fludarabine + Cytarabine

Select the term that best describes the attribution
determination between this toxicity and regimen as
a whole.

*This field will be auto-populated from the ‘SAE
Report’ form if there is no corresponding AE with
the same AE name and start date.

Comment:

Enter any desired comments or clarifications
regarding this particular toxicity in this box.

Is data entry to this form complete?

Select Yes or No.
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Question

Explanation

Have all toxicities that this patient experienced
during the required reporting period been entered
and all questions pertaining to each toxicity have
been answered? If so, select Yes.

If No was selected, please be sure to enter ALL
toxicities experienced during the required reporting
period have been entered and ensure all
guestions have been answered and select Yes
when completed.

8.16 End of Course Report Form

Creating / accessing this form: See Figure 3

Purpose: To report details about a single course of treatment; in this study, Courses 1-
12 for lower-risk patients and Course 1-2 for high-risk patients

M Required at these events: Courses 1-12

[ Optional at: None

Special instructions: None

End of Course Form

Question

Explanation

Start date (i.e. Date of first
administration of systemic protocol
treatment other than Intrathecal
Therapy)

Report the start date as the first date of Trametinib
administration or Azacitidine administration,
whichever is earlier.

End Date

Report the End Date as the start date of the
subsequent reporting period. If subject has gone
off protocol therapy at the end of the reporting
period, report the End Date as 30 Days after the
last day of Trametinib given to account for adverse
events OR start date of alternative therapy —
whichever occurs first.

Other dates that may be used are death, relapse,
withdrawal of consent, date of end of therapy
disease evaluation, start of alternate therapy, or
date of enroliment in another TACL therapeutic
study, if, as a result, no end of course exam was
conducted.
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Question

Explanation

Patient’s age in years at beginning of
the course

This question is derived and does not require data
entry.

Patient’s Height in cm at beginning of
the course:

Enter the patient’s height in centimeters at the
beginning of the treatment course.

Patient’s Weight in kg at beginning of
the course:

Enter the patient’s weight in kilograms at the
beginning of the treatment course.

Number of days hospitalized:

Enter the number of days the patient was
hospitalized.

Number of days in ICU:

Enter the number of days the patient was in ICU.

Did the patient receive prophylactic anti-
fungal or anti-microbial medication
during this course? Do not list
medications used to treat a suspected
or confirmed infection.

Yes / No
If “Yes”, please list prophylactic anti-microbial
medication in the ConMed/ Prophylactic form.

Did the patient have a positive blood
culture or other site of positive culture
during the course of therapy?

Select Yes or No to indicate whether the patient
developed a positive bacterial, fungal or viral
culture.

Please enter the organisms identified on
the positive culture.

If Yes to previous question, enter the organisms
that were identified on the positive culture(s).
Include location if possible. (Example Blood-
pseudomonas, Stool-cdiff)

Was there a deviation from protocol
therapy? If yes, please describe
deviation from protocol therapy.

Indicate Yes or No with regard to whether the
patient had a deviation from protocol therapy.
This would include things like significant delays in
therapy or other events that modified the protocol
therapy. If Yes, briefly specify in the text box and
complete a protocol deviation form (found on the
TACL website tacl.chla.usc.edu).

Was the dose modified in response to
the deviation from protocol therapy?

If there was a deviation from protocol therapy,
select Yes or No to indicate whether there was a
dose modification in response to the deviation.

Was the schedule modified in response
to the deviation from protocol therapy?

If there was a deviation from protocol therapy,
select Yes or No to indicate whether there was a
schedule modification in response to the deviation.

Did the patient receive any non-protocol
anti-cancer therapy during the reporting
period? If yes, please list.

Yes, specify / No

Did the patient have any PK samples
collected during the course.

Yes / No

If Yes, then complete the PK form
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Question Explanation
Yes / No

Did the patient have any correlative
biology study samples collected during If Yes, then complete the Correlative Biology

the course? Studies form
Yes / No
Was disease status evaluated during
the course? If Yes, also complete a Disease Status form.
Yes / No
Did the patient go off protocol therapy
during the course? If Yes, then complete the Off Protocol Therapy
form.
Yes / No
Will the patient continue onto the next
course of protocol therapy? If Yes, this will trigger the next Course event.
High-risk patients will receive a
maximum of 2 courses. Lower risk If the patient will go off protocol therapy during this
patients will receive a maximum of 12 course, then the response to this question must be
courses. “no”
Did the patient go off study during the Yes/ No
course?
DD/MON/YYYY
Enter off study date. Required if ‘Yes’ to the above
Required if ‘Yes'’ to the patient going off-study.
What is the reason why the patient is Select the appropriate reason from the drop down
off-study? list

Yes / No, Specify

Have the patient’s de-identified If these documents have not been submitted per
Roadmap, been completed, reviewed protocol section 13.3, answer ‘No’ and specify as
for accuracy, and submitted to TACL to why. Refer to protocol section 13.3 for more
Ops (tacl@chla.usc.edu)? details.

Yes/ No, Specify

Have the patient’s de-identified Weekly | If these documents have not been submitted per

Report been completed, reviewed for protocol section 13.3, answer ‘No’ and specify as
accuracy and submitted to TACL Ops to why. Refer to protocol section 13.3 for more
(tacl@chla.usc.edu) detalils.

Yes/ No, Specify

Have the patient’s de-identified Bone If these documents have not been submitted per
Marrow Report been completed, protocol section 13.3, answer ‘No’ and specify as
reviewed for accuracy, and submitted to | to why. Refer to protocol section 13.3 for more
TACL Ops (tacl@chla.usc.edu)? details.
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Question

Explanation

Comments

Enter any desired comments or clarifications
regarding this treatment course in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes.
If No was selected, please be sure to complete the
form and select Yes when completed.

8.17 Drug Administration Form — Lower-risk

Creating / accessing this form: See Figure 3

Purpose: To report patient dosing during treatment.

M Required at these events: Courses 1-12 for lower-risk patients

[ Optional at: None

Drug Administration — Lower-risk Form

Question

Explanation

Dose of Trametinib

Select the dose

How many days of trametinib did the
patient receive this course?

Enter the number of days the patient received
trametinib during this treatment course.

What was the date the patient began DD/MON/YYYY
therapy with trametinib during this

course?

What was the date the patient ended DD/MON/YYYY

therapy with trametinib during this
course?

Dose of azacitidine

Select the dose

How many days of azacitidine did the
patient receive this course?

Enter the number of days the patient received
azacitidine during this treatment course.

What was the date the patient began
therapy with azacitidine during this
course?

DD/MON/YYYY

What was the date the patient ended DD/MON/YYYY
therapy with azacitidine during this

course?

Did the patient receive any IT Yes / No

chemotherapy during this course?

If Yes, please answer the next set of questions
related to IT therapy treatment. If No, please skip
all IT therapy related questions.
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Question

Explanation

If Yes, which IT chemo did the patient
receive during this course?

Select the appropriate response from the drop
down list.

What was the date the patient began
therapy with IT chemo during this
course? (initial IT may be received up to
7 days prior to initiation of systemic
chemotherapy)

DD/MON/YYYY

If the patient did not receive any IT chemo, then
leave this blank

What was the date the patient ended
therapy with IT chemo during this
course?

DD/MON/YYYY

If the patient did not receive IT chemo, then leave
this blank

During this course, how many doses of
IT chemo did the patient receive?

Enter the number of doses of IT chemo here.

If the patient did not receive IT chemo, then leave
this blank

Comment:

Enter any desired comments or clarifications
regarding the patient dosing.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.18

Drug Administration Form — High-risk

Creating / accessing this form: See Figure 3

Purpose: To report patient dosing during treatment.

M Required at these events: Cycles 1-2 for high-risk patients

[ Optional at: None

Drug Administration — High-risk Form

Question

Explanation

Dose of Trametinib

Select the dose

How many days of trametinib did the
patient receive this course?

Enter the number of days the patient received
trametinib during this treatment course.

therapy with trametinib during this
course?

What was the date the patient began DD/MON/YYYY
therapy with trametinib during this

course?

What was the date the patient ended DD/MON/YYYY
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Question

Explanation

Dose of azacitidine

Select the dose

How many days of azacitidine did the
patient receive this course?

Enter the number of days the patient received
azacitidine during this treatment course.

What was the date the patient began
therapy with azacitidine during this
course?

DD/MON/YYYY

What was the date the patient ended
therapy with azacitidine during this
course?

DD/MON/YYYY

How many days of fludarabine did the
patient receive this course?

Enter the number of days the patient received
fludarabine during this treatment course.

What was the date the patient began
therapy with fludarabine during this
course?

DD/MON/YYYY

What was the date the patient ended
therapy with fludarabine during this
course?

DD/MON/YYYY

How many days of cytarabine did the
patient receive this course?

Enter the number of days the patient received
cytarabine during this treatment course.

What was the date the patient began
therapy with cytarabine during this
course?

DD/MON/YYYY

chemotherapy during this course?

What was the date the patient ended DD/MON/YYYY
therapy with cytarabine during this

course?

Did the patient receive any IT Yes / No

If Yes, please answer the next set of questions
related to IT therapy treatment. If No, please skip
all IT therapy related questions.

If Yes, which IT chemo did the patient
receive during this course?

Select the appropriate response from the drop
down list.

What was the date the patient began
therapy with IT chemo during this
course? (initial IT may be received up to
7 days prior to initiation of systemic
chemotherapy)

DD/MON/YYYY

If the patient did not receive any IT chemo, then
leave this blank

What was the date the patient ended
therapy with IT chemo during this
course?

DD/MON/YYYY

If the patient did not receive IT chemo, then leave
this blank

During this course, how many doses of
IT chemo did the patient receive?

Enter the number of doses of IT chemo here.
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Question Explanation
If the patient did not receive IT chemo, then leave
this blank

Comment: Enter any desired comments or clarifications

regarding the patient dosing.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.19 PK Samples Form
Creating / accessing this form: See Figure 3
Purpose: To report details about the PK samples collected during Treatment Courses 1-
2 for both lower-risk and high-risk patients
M Required at these events: Courses 1-2
0 Optional at: None
Special instructions: You are able to add multiple sample types. Upon opening the
form, you can enter your first sample type. If you wish to add another sample type,
hover over “Click here to return to Complete View” and click the link. On the grid view
that loads, hover over “Add a New Log Line” and click the link. A new blank form will
open to enter a new sample type.

Question Explanation

Risk stratification patient was enrolled
into

Field is programmed in Medidata to auto populate

If lower-risk, select trametinib dosing
day for which sample was drawn

Select the appropriate response from the drop
down list.

Answer only if patient was lower-risk. Otherwise,
leave blank.

If high-risk, select trametinib dosing day
for which sample was drawn

Select the appropriate response from the drop
down list.

Answer only if patient was high-risk. Otherwise,
leave blank.

Was blood sample drawn?

Yes / No

What is the date and time of sample
collection?

Enter the date (DD/MON/YYYY) and time of
sample collection. For the time, use the 24-hour
clock (e.g., 18:30).
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to Central Lab.

Date of plasma samples batch shipped

Enter the date (DD/MON/YYYY)

Comments

Enter any desired comments or clarifications
pertaining to this particular correlative study.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.20  Correlative Biology Studies Samples Form

Creating / accessing this form: See Figure 3

Purpose: To report details about the correlative biology studies samples collected

during Treatment Courses 1-12

M Required at these events: Courses 1-12

0 Optional at: None

Special instructions: You are able to add multiple sample types. Upon opening the
form, you can enter your first sample type. If you wish to add another sample type,
hover over “Click here to return to Complete View” and click the link. On the grid view
that loads, hover over “Add a New Log Line” and click the link. A new blank form will

open to enter a new sample type.

Correlative Studies Form

Question

Explanation

Risk stratification patient was enrolled
into

Field is programmed in Medidata to auto populate

Select sample type obtained

Select the appropriate response from the drop
down list.

Timepoint

Select the appropriate response from the drop
down list.

What is the date of sample collection?

Enter the date (DD/MON/YYYY) and time of
sample collection.

What is the time of sample collection?

For the time, use the 24-hour clock (e.g., 18:30).

Were the samples shipped to Central
Lab?

Yes / No

Date of shipment to Central Lab

Enter the date (DD/MON/YYYY)

Comments

Enter any desired comments or clarifications
pertaining to this particular correlative study.

Is data entry to this form complete?

Select Yes or No.
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If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.21 ConMed/ Prophylactic Form

Creating / accessing this form: See Figure 16

Purpose: To report all other concomitant and prophylactic anti-fungal and antibiotics
medication the patient was administered during this course.

[0 Required at these events: None
M Optional at: On-Study, Courses 1-12

Special instructions: None

ConMed/Prophylactic Form

Question Explanation

Enter the name of any concomitant or prophylactic
Reported name of drug, medication, or drug, medication, therapy the patient received from

therapy time of enroliment until off protocol therapy
Start Date Enter drug, medication or therapy start date
During which course did the patient Pre-study or Courses 1-12

begin taking this medication?
Select the course in which this medication was first

given.
Ongoing Yes/ No
Stop Date Enter drug, medication or therapy end date.

Response is not required if drug, medication, or
therapy is still ongoing.

During which course did the patient stop | Courses 1-12
taking this medication?
Select the course in which the patient stopped
taking this medication.

Indication Provide the reason for receiving drug, medication,

or therapy. Select the appropriate choice from the
drop down list. If ‘Other’ is selected, enter free text
to specify the reason.

Route of administration Select the appropriate choice from the drop down
list. If ‘Other is selected, enter free text to specify
how drug, medication, or therapy was administered

Frequency Select the appropriate choice from the drop down
list. If ‘Other is selected, enter free text to specify
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how often drug, medication, or therapy was
administered

Comments

Enter any desired comments or clarifications
pertaining to this particular drug, medication, or
therapy

To add an additional conmeds: first click Save to
save your entries. After saving, if you are still on
the CRF form, click the link that says “Click here to
return to ‘Complete View'.” (Alternatively, the
system may automatically take you to the Complete
View upon saving.) Then, from the Complete View,
click “Add a new Log Line.” A blank

ConMed/Prophylactic form will open.

Is data entry to this form complete?

Select Yes or No.

If all concomitant and prophylactic anti-fungal and
antibiotics medication the patient was administered
have been entered and all questions have been
answered, select Yes.

If No was selected, please be sure to enter all
concomitant medication and ensure all questions
have been answered and select Yes when

completed.

8.22  Off Protocol Therapy Form

Creating / accessing this form: See Figure 5

Purpose: To report that a patient has been removed from protocol therapy.

M Required at these events: Off Protocol Therapy

O Optional at: None

Special instructions: None

Off Protocol Therapy Form

Question

Explanation

Enter the date patient was removed
from protocol therapy

Use the date the decision was made to stop the
patient's treatment on the protocol.

Enter the date that the patient received
their last protocol therapy anti-cancer
drug

Enter the date the last protocol anti-cancer therapy
was administered.

T2020-004 CRF COMPLETION GUIDE
V1. Dated 6-14-2024

MUS version 4.11.2024

Page 63

THERAPEUTIC ADVANCES IN CHILDHOOD LEUKEMIA
Proprietary and Confidential




Question

Explanation

Indicate Reason patient is off protocol
treatment

(If death, then fill out the Death CRF
If ‘other’ was selected, what is the
reason patient is off protocol.

If “Investigator Determination” was

selected, specify the reason.)

Choose the main reason the patient was removed
from protocol therapy.

If “Death” is selected, complete the Death CRF.

If “Other” or “Investigator Determination” is
selected, specify the reason.

Was patient in a CR (complete
remission) at the time they were
removed from protocol therapy?

Yes / No.

Indicate whether the patient was in complete
remission by morphology at the time they were
removed from the protocol.

Is the patient planning on going to stem
cell transplant?

Yes / No / Unknown at this time

Comment:

Enter any desired comments or clarifications
regarding removal of patient from protocol therapy
in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.23 Follow-up Form

Creating / accessing this form: See Figure 6

Purpose: To report details of a Follow-up visit.

M Required at these events: Follow-up

[ Optional at: None

Special instructions: None

Follow-up Form

Question

Explanation

Date of Most Recent Contact:

Enter the date of the most recent contact.

Vital Status at Most Recent Contact (If
answer is ‘dead’, be sure to complete
the Death CRF)

Indicate whether the patient is alive or expired and
in the current disease state.

If the patient is expired, please complete the Death
Form.
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Question Explanation
Did patient have a disease evaluation Yes / No / Unknown
since the last follow-up? (If yes, be sure

to complete the disease status CRF.) If yes, please complete the Disease Status form.
Has patient received any anti-cancer Yes / No / Unknown

therapy since finishing protocol therapy

on this study? (If yes, be sure to If yes, please complete the Anti-Cancer Therapy
complete the anti-cancer CRF) form.

Did the patient have a HSCT since the Select Yes or No. If Yes, please complete the

last follow-up? (If yes, be sure to HSCT form.
complete the HSCT CRF)
Did the patient develop a second Yes / No / Unknown

malignant neoplasm since last follow-
up? (If yes, be sure to complete the 2" | If yes, please complete the 2" Malignancy form.
Malignancy CRF)

Is the patient off study after this most Answer Yes if the patient is off study.
recent contact?

Answer No if the patient is still on study

What is the reason the patient is off Select the reason why the patient has left the
study? study from the drop down list.
Comment Enter any desired comments or clarifications

regarding the patient Follow-Up in this box.

Is data entry to this form complete? Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.24 Death Form

Creating / accessing this form: See Figure 9 (if Off Protocol Therapy) or 10 (if Follow-
up) or Figure 11 (if SAE)

Purpose: To report details of a patient’s death.
M Required at these events: Death
I Optional at:

Special instructions: None

Death Form
‘ Question Explanation
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Enter the date of death

Enter the date of the patient’s death.

Enter the primary cause of death If
“Other” is selected, enter free text

Select the primary cause of death from the drop
down list.

If “Other” is selected, enter free text to describe.

How were the side effects of this
protocol therapy related to the patient’s
death?

Select the appropriate choice from the drop down
list.

Was an autopsy done?

Yes / No

Comment

Enter any desired comments or clarifications
regarding the patient’s death in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.25 Anti-Cancer Therapy Form

Creating / accessing this form: See Figure 7

Purpose: To report any anti-cancer therapy received by the patient during a Follow-up

period.
0 Required at these events: None

M Optional at: Follow-up

Special instructions: You are able to add multiple therapies for a single Follow-Up
period. Upon opening the form, you can enter the first anti-cancer therapy. If you wish
to add another therapy, hover over “Click here to return to Complete View” and click the
link. On the grid view that loads, hover over “Add a New Log Line” and click the link. A
new blank form will open to enter another anti-cancer therapy.

Anti-Cancer Therapy Form

Question

Explanation

Indicate the type of therapy this patient
received during this follow up period. If
“Other” is selected, enter free text

Select the type of therapy from the drop down list. If
Other is selected, provide a description in the free
text box located to the right of the drop down list.

Indicate the protocol or describe the type
of therapy. Be sure to indicate drugs,
doses etc.

Please enter the drugs the patient received during
the first course of therapy for the regimen they
received. If the patient was treated on a COG
study, also include the COG number. For radiation
therapy, include the total amount of radiation and
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location. For stem cell transplant, include the
preparative regimen and type of stem cell product
infused.

Enter date therapy began

Enter the therapy start date.

Enter date therapy ended

Enter the therapy end date.

Comment:

Enter any desired comments or clarifications
regarding the anti-cancer therapy(ies) in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.26 HSCT Form

Creating / accessing this form: See Figure 7

Purpose: To report HSCT therapy received by the patient during a Follow-up period.

O Required at these events: None

M Optional at: Follow-up

Special instructions: None

HSCT Form
Question Explanation

What was the date of the stem cell
infusion?

Enter the date the patient received the stem cell
infusion.

What was the donor type?

Select sibling, parent or unrelated donor.

What is the stem cell source?

Select the source of the stem cells from the drop
down list. If Other is selected, please specify the
source in the text box located to the right of the
drop down list.

Comment

Enter any desired comments or clarifications
regarding the HSCT in this box.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.

8.27 2" Malignancy Form
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Creating / accessing this form: See Figure 7

Purpose: To report 2" malignancy experienced by the patient during a Follow-up

period.

[0 Required at these events: None

M Optional at: Follow-up

Special instructions: You are able to add multiple malignancies for a single Follow-Up
period. Upon opening the form, you can enter the first malignancy. If you wish to add
another malignancy, hover over “Click here to return to Complete View” and click the
link. On the grid view that loads, hover over “Add a New Log Line” and click the link. A
new blank form will open to enter another malignancy.

2nd Malignancy Form

Question

Explanation

Enter the date the new cancer was
diagnosed:

Enter the date the patient was diagnosed with the
second malignancy. Use the date of the procedure
from which the diagnosis was made.

What was the diagnosis of the new
cancer?

Enter the new diagnosis using free text.

Comments:

Enter any desired comments relating to the 2"
malignancy.

Is data entry to this form complete?

Select Yes or No.

If all questions have been answered, select Yes. If
No was selected, please be sure to complete the
form and select Yes when completed.
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9.0 eSAE Reporting Procedures

9.1 Overview

This study utilizes TACL’s eSAE reporting system following e-mail notification of SAE

occurrence to TACL Operations Center. A visual overview of this process and the parties

involved is provided below in Figure 17. Below is a step-by-step process should a

qualifying SAE occur (refer to protocol section 12.0).

For further guidance on when and how to report an SAE, please refer to the “T2020-004

Trametinib Adverse Event Reporting Manual’ available on the TACL website. This

manual also provides guidance on how to report an SAE if the eSAE reporting system is

unavailable for any reason.

Toxicity

Death

ConMed

9.1.1 SAE Report CRF - Site CRC

Demo
End of Course

SAE Review
SAE Number
Study Plfreviewer Info.

SA
e
-
.

E Reporting

AE Attributes

SAE Criteria

Death event

Treatment modification
Laboratory/Imaging testing
CRC/Reporter Info.

Site Pl/reviewer Info.

SAE Review
AE Attributes
Missing items from site
Regulatory reporting
recommendation
Confirmation/signature

SAE Reporting

Reviewer confirmation

SAE Review

™. * Confirmation of reporting

action itemns
Confirmation of SAE
review completion

Within 24 hours or immediately after learning of the SAE occurrence, the study
investigator is responsible for the site CRC to send email notification to TACL
Operations Center at tacl@chla.usc.edu and bbrookhart@chla.usc.edu.

Please refer to protocol Section 12.3 for more details.

Upon required e-mail notification of the SAE, the study investigator and the site

CRC must follow eSAE reporting procedures described in Sections 9.1.1 — 9.1.2.
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Within 72 hours of the site learning of the SAE event, a completed SAE Report
(section 9.1.1 and 9.1.2) needs to be submitted. To do so, the study coordinator
needs to log in to iMedidata and create the SAE Event in the appropriate study
subject’s folder (follow figure 12). The study coordinator then needs to complete
the SAE Report CRF (section 9.2), while leaving blank the fields that are
indicated for the responsible site physician (section 9.1.2). Upon completion of
the site coordinator’s section of the SAE Report CRF, an automatic email will be
sent by iMedidata to the site PI, the site CRC, and TACL Ops. This email will
notify all parties that an SAE report has been created.

At this point, the SAE report is not yet complete and cannot be submitted. It still
requires the site Pl to review and confirm. Please keep in mind that a completed
SAE report needs to be submitted within 72 hours of the site learning of the SAE
event.

Following the instructions in section 9.2 and Figure 13, the reporting of SAE
related ConMeds may be indicated in the SAE Report Form. The SAE ConMed
Form will generate and should be filled out according to section 9.3 below.

9.1.2 SAE Report CRF - Site PI

Upon completion of section 9.1.1, the Site PI will receive an automatic email from
iMedidata. Within the message that the Site PI receives, will be instructions on
how to log in to iMedidata and to locate the subject’'s SAE event. Once the Site
Pl has located the correct SAE Report CRF, they should review the entire page
for accuracy. Any necessary changes should be made at this time by either the
Site CRC or PI. Once the Site Pl approves of the SAE Report CRF, they should
then fill out the highlighted fields at the bottom of the SAE Report CRF that are
indicated for them to fill out. Once the investigator fills out the required fields, and
clicks ‘Save’ at the bottom of the form, another automatic notification will be sent
out by iMedidata. This notification will be sent to the Site PI, the Site CRC, and
TACL Ops, notifying them that an SAE Report has been submitted.

Please keep in mind that a completed SAE report must be submitted within 72
hours of the site learning of the SAE event.

9.1.3 SAE Review — TACL CCRC

Once section 9.1.2 has been completed, the notification email will inform TACL
Ops that an SAE Report has been signed and submitted. The TACL CCRC wiill
then log in to iMedidata to pre-review the SAE Report CRF and complete the
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9.14

9.1.5

9.1.6

SAE Review for TACL CCRC form. In the SAE Review for TACL CCRC form,
the TACL CCRC will need to assign an SAE ID number and indicate the
appropriate reviewer for the SAE (The Study Chair or designee). This indicated
reviewer will then be sent an email notification from the iMedidata system
informing them that their review of the SAE is required.

SAE Review - Study Chair

Once the Study Chair (or designee) receives the automatic email from iMedidata,
they will then log into the database. From here, the Study Chair (or designee) will
review the SAE report and complete the SAE Review form to assign attributions
to study treatment, request further information (if necessary), indicate any
regulatory reporting requirements (e.g. FDA, DSMC, etc.), and sign off on their
review once they are ready.

Should the Study Chair (or designee) request further information, an additional
email will be sent to the TACL CCRC informing them of their request. The TACL
CCRC will then work with the site to provide this information in the SAE report
CRF.

Once the Study Chair (or designee) has completed their review of the SAE and
signed off on the SAE Review form, another automatic email will be generated.
This email will be sent to TACL Ops to notify them that the Study Chair has
completed their review.

SAE Review/Reporting — TACL CCRC

Once section 9.1.4 is complete, the TACL CCRC will log onto iMedidata. Here
the TACL CCRC will complete the SAE Review/Reporting for TACL CCRC form
confirming that all regulatory reporting requirements were completed, as
indicated by the Study Chair (or Designee) in section 9.1.4. Once the TACL
CCRC completes this form, all parties will be notified that the SAE Review has
been completed.

SAE Follow Up Log - Site CRC

If a follow up SAE Report is necessary, then the site CRC needs to complete the
SAE Follow Up Log CRF. Follow the steps laid out in Figure 14 to complete this.
This will then generate an additional SAE Report form, with a sequential follow
up number (e.g. SAE Report — Follow Up 1). As many follow up reports as
necessary to close out the SAE Report/Review can be generated this way. With
each follow up report, the processes laid out in Sections 9.1.1 through 9.1.5
should be repeated.
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9.2 SAE Report Form

Creating / accessing this form: See Figure 12

Purpose: To report an SAE event

M Required at these events: SAE

O Optional at: None

Special instructions: This form will need to be fully completed within 72 hours of the site
learning of the SAE event. Additional ‘SAE Report’ forms can be generated for follow up
reporting by using the ‘Follow Up Log’ form, see section 9.4. Upon completing and
saving this form, TACL and the study chair will be notified of its submission via an

automatic email.

Question

Explanation

Date of Report

DD/MON/YYYY

SAE reporting number

This value will be automatically assigned by Medidata.
Once this page is saved, the corresponding SAE folder
will then be renamed to this value. (e.g. R2004-0001)

Was this an expedited SAE?

Yes/No

TACL Reg. Number

This will be automatically filled by Medidata if this value is
present within the patients ‘Demographic Form’

DOB This will be automatically filled by Medidata if this value is
present within the patients ‘Demographic Form’

Sex This will be automatically filled by Medidata if this value is
present within the patients ‘Demographic Form’

Race This will be automatically filled by Medidata if this value is
present within the patients ‘Demographic Form’

Ethnicity This will be automatically filled by Medidata if this value is

present within the patients ‘Demographic Form’

Course Start Date

DD/MON/YYYY
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Question

Explanation

This value will be automatically pushed to the
corresponding ‘End of Course’ Form. If a date is already
present, on the corresponding form, and the two dates do
not match, this value will be queried.

Course Stop Date

DD/MON/YYYY
Leave blank if patient has not completed course

This value will be automatically pushed to the
corresponding ‘End of Course’ Form. If a date is already
present, on the corresponding form, and the two dates do
not match, this value will be queried.

Study phase

This will be automatically filled out by Medidata.

Cohort

This will be automatically filled out by Medidata.

Dose of Trametinib

This will be automatically filled out by Medidata.

Treatment Course #

1-12

Please enter what course number this SAE occurred
during.

Day in course

This field will be auto-populated when the applicable
cycle start/stop dates are provided

Is this the final report

Yes/No

If needed, a subsequent follow up report can be
submitted even if in this submission marks this as the
final report

Toxicity from CTCAE 5.0

CTCAE V5 Drop Index List

Please select the applicable CTCAE toxicity that
describes the AE. Enter each AE separately. If “Other” is
selected, enter free text. Only enter toxicities that meet
the SAE qualification. If there are non-SAE toxicities that
need to be reported (e.g. the original SAE event lowers in
grade, but a follow-up report is requested) DO NOT put
the non-SAE toxicities here. Outline these events in the
narrative section, and enter them on the appropriate
‘Toxicities CRF’

This field will be pushed ot the corresponding cycle’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
will be replaced with the information found within the
corresponding SAE form.
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Question Explanation

This field will also be copied to all follow-up reports
automatically.

Enter all AEs associated with this submission. Click “Add
new log line” to enter additional AEs

Grade Not evaluated, 1-5

For AEs without a CTCAE code, use the following
grading: 1-mild, 2-moderate, 3-severe, 4-life threatening,
5-death

This field will be pushed ot the corresponding cycle’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
will be replaced with the information found within the
corresponding SAE form.

This field will also be copied to all follow-up reports
automatically.

Recovered, Recovered with sequelae, Recoverin, Not
recovered, Unknown

This field will be pushed ot the corresponding cycle’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
will be replaced with the information found within the
corresponding SAE form.

This field will also be copied to all follow-up reports
Status at date of report automatically.

DD/MON/YYYY

This field will be pushed ot the corresponding cycle’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
will be replaced with the information found within the
corresponding SAE form.

This field will also be copied to all follow-up reports
Onset Date automatically.

End Date DD/MON/YYYY

This field will be pushed ot the corresponding cycle’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
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Question

Explanation

will be replaced with the information found within the
corresponding SAE form.

This field will also be copied to all follow-up reports
automatically.

Was this a DLT?

Yes/No
DD/MON/YYYY

This field will be pushed ot the corresponding cycle’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
will be replaced with the information found within the
corresponding SAE form.

This field will also be copied to all follow-up reports
automatically.

Attribution to trametinib

Select the term that best describes the attribution
determination between this toxicity and Tagraxofusp.

This field will be pushed ot the corresponding cycle’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
will be replaced with the information found within the
corresponding SAE form.

This field will also be copied to all follow-up reports
automatically.

If attribution is ‘Unlikely’ or
‘Unrelated’ to trametinib, please
list alternative etiology

Free text box

Attribution to Azacitidine for
lower-risk only OR Attribution to
Azacitidine, fludarabine, and
cytarabine for high-risk

Lower-risk: Trametinib + Aza
High-risk: Trametinib + Aza +
Fludarabine + Cytarabine

Select the term that best describes the attribution
determination between this toxicity and the backbone
regimen.

Only required for course 1.

This field will be pushed to the corresponding course’s
‘Toxicity’ form. If there is already an AE in this form with
the same AE term and start date, the toxicity information
will be replaced with the information found within the
corresponding SAE form.

This field will also be copied to all follow-up reports
automatically.
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Question Explanation

Did the SAE lead to a Yes/No

hospitalization?

Did the SAE prolong Yes/No

hospitalization?

Did the SAE lead to a congenital | Yes/No

anomaly in an offspring?

Did the SAE lead to a new Yes/No

disability?

Was the SAE life threatening? Yes/No

Was the SAE medically Yes/No

important?

Comment Enter any desired comments or clarifications regarding
the relevant toxicity.

Death Yes/No

If Yes, please complete the required ‘Death’ event and
form.

If Yes, this value will be pushed to the ‘Off Protocol
Therapy” form, please fill out this form appropriately.

Date of death

DD/MON/YYYY

This date will be pushed to the required ‘Death’ form.

Cause of death

Please choose the primary cause of death from the
provided drop down list.

This will be pushed to the required ‘Death’ form.

Determined by autopsy

Yes/No/Unknown

This will be pushed to the required ‘Death’ form.

If yes, what was the autopsy
determined cause of death

Free text

Please enter if the cause of death was determined by
autopsy. If it was not, then please leave this field blank.

Were there any diagnostic,
laboratory or imaging tests done
for this event? If Yes, please
upload de-identified supporting
document(s)

Yes/ No

May include blood cultures, virology reports

De-identified diagnostic,
laboratory, and/or imaging report
file upload #1

File upload

If the answer to the above question is marked Yes,
please upload a relevant de-identified file.
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Question

Explanation

Optional file upload slots are available below if needed

De-identified diagnostic,
laboratory, and/or imaging report
file upload #2

Optional file upload

De-identified diagnostic,
laboratory, and/or imaging report
file upload #3

Optional file upload

De-identified diagnostic,
laboratory, and/or imaging report
file upload #4

Optional file upload

De-identified diagnostic,
laboratory, and/or imaging report
file upload #5

Optional file upload

De-identified diagnostic,
laboratory, and/or imaging report
file upload #6

Optional file upload

Did patient receive any
concomitant medications taken at
the time or immediately
preceding the event(s)?

Yes/No

If Yes, please complete SAE ConMed form

Was study drug/regimen
modified?

Yes/No

Was study drug/regimen
discontinued?

Yes/No

If the study drug/regimen was modified, please answer
this question accordingly.

Was the discontinuation
temporary?

Yes/No

If the study drug/regimen was discontinued, please
answer this question accordingly.

Describe study drug/regimen
modification and list the drug(s)
that were modified.

Free text

If the study drug/regimen was modified or discontinued,
please answer this question accordingly.

List Relevant Medical History.
Enter “None” if there are no
relevant medical history.

Free text

If any, please list any medical history information that
could be relevant to this SAE event.

Narrative- Describe Event(s)
include sign & symptoms,
treatment, medication, relevant
confirmatory tests (e.g. blood

Free text

Maximum character allowed is 1999 characters, if
narrative exceeds this limitation, please upload file with
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Question

Explanation

tests or diagnostic imaging) and
outcome

(Maximum character allowed is
1999 characters, if narrative
exceeds this limitation, please
upload file with complete
narrative) Help text: Please be
sure to redact all patient
identifiers before uploading file.

complete narrative. Please be sure to redact all patient
identifiers before uploading file.

Upload de-identified narrative file

File upload

If the SAE narrative exceeds the character limit of the
above field, please upload a de-identified narrative file.
Preferably a PDF file.

First Name Free text
Type the name of the person completing this form
Last Name Free text

Type the name of the person completing this form

Reporter email

Free text

Type the email of the person completing this form

Date Free text

Type the date this SAE report form was initially submitted
Address Free text

Type the address of the person completing this form
City/State Free text (e.g. Los Angeles/CA)

Type the city and state of the address in the question

above
Zip Code Free text

This field will accept non-U.S. zip codes

Type the zip code of the address in the question above
Country Drop-down country list

Select the country of the address in the question above
Telephone Free text
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Question

Explanation

Type the telephone number of the person completing this
form

Fax

Free text

Type the fax number of the person completing this form

Enter Responsible physician
Email Recipients

Free text

Responsible physicians may include treating physician,
site PI, study chair, or other designee When entering
multiple email addresses, please separate email

addresses by “;” (e.g. jsmith@chla.usc.edu;
name@chla.usc.edu; TACL@chla.usc.edu)

When you click save at the end of this form, a notification
email will be sent to the indicated email addresses
automatically. This message will instruct the indicated
users to log in to Medidata to review and sign off on this
SAE report at the bottom of this form.

Site Pl email

Free text
Please only enter on email in this field.

When you click save at the end of this form, a notification
email will be sent to the indicated email address
automatically. This message will instruct the indicated
users to log in to Medidata to review and sign off on this
SAE report at the bottom of this form.

Site Vice Pl email (if available)

Free text (not required)
Please only enter on email in this field.

When you click save at the end of this form, a notification
email will be sent to the indicated email address
automatically. This message will instruct the indicated
users to log in to Medidata to review and sign off on this
SAE report at the bottom of this form.

Site confirmation

Check box

This section to be filled out by Site PI, vice PI or treating
physician

By entering in this section, Site PlI, vice PI or treating
physician confirms review of this SAE report entry

Reviewer's Name

Free Text
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Question

Explanation

This section to be filled out by Site PI, vice PI or treating
physician

Please enter the Site PI, vice PI, or treating physician
who is filling out this section of the SAE report form

Reviewer’s Role

Select the reviewer’s role from the list.

This section to be filled out by Site PI, vice PI or treating
physician

Date

DD/MON/YYYY

This section to be filled out by Site PlI, vice PI or treating
physician

Please enter the date that this section of the form was
completed on.

Upon the user clicking save at the end of this form, with
the reviewer section complete, an email notification will
be sent to TACL ops notifying them of the site’s
confirmation.

9.3 SAE ConMed Form

Creating / accessing this form: See Figure 13

Purpose: To report an SAE associated ConMed

O Required at these events: None

M Optional at: SAE

Special instructions: This form will need to be fully completed within 72 hours of the

study learning of the SAE event, if indicated on the SAE Report form (see Figure 13).
When entering ConMeds in this form, the information will be ushed to the corresponding
Conmed/Prophylactic form. If there is a drug with the same name and start date already
in the Conmed/Prophylactic form, then the corresponding ConMed will be updated with

information from this form. Please note, not all fields correspond between the two forms.
Please verify that information is correct between both forms after this action is

performed.
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Question

Explanation

SAE reporting number

This field will be auto-populated from the ‘SAE
Report’ form.

De-identified ConMed file upload

Optional File Upload

Site has the option of uploading file with the
ConMed specification and/or entering the data into
the study database. If afile is uploaded here, then
the rest of the fields in this form will not be
required.

Please make sure that the uploaded file is de-
identified. PDF files are preferred.

Enter name of Drug, Medication or
Therapy given to treat the SAE

Enter the name of any concomitant or prophylactic
drug, medication, therapy the patient received
from at the time of or immediately preceding the
SAE event(s).

Is this drug, medication, or therapy
ongoing?

Yes/No/NA

ConMed Start date

Enter drug, medication or therapy start date

ConMed End date

Enter drug, medication or therapy end date.
Response is not required if drug, medication, or
therapy is still ongoing.

Dose

Free text

Enter the dose information with units of the
ConMed (e.g. 10 mg).

Route of Administration

Select the appropriate choice from the drop-down
list. If ‘Other’ is selected, enter free text to specify
how drug, medication, or therapy was
administered.

Frequency

Select the appropriate choice from the drop-down
list. If ‘Other’ is selected, enter free text to specify
how often drug, medication, or therapy was
administered

Indication

Provide the reason for receiving drug, medication,
or therapy. Select the appropriate choice from the
drop-down list. If ‘Other’ is selected, enter free
text to specify the reason.

Comment

Enter any desired comments or clarifications
pertaining to this particular drug, medication, or
therapy
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Question

Explanation

To add an additional conmeds: first click Save to
save your entries. After saving, if you are still on
the CRF form, click the link that says “Click here to
return to ‘Complete View’.” (Alternatively, the
system may automatically take you to the
Complete View upon saving.) Then, from the
Complete View, click “Add a new Log Line.” A
blank SAE ConMed form will open.
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9.4 SAE Follow Up Log Form

Creating / accessing this form: See Figure 14

Purpose: To create SAE follow up reports

[0 Required at these events: None

M Optional at: SAE

Special instructions: Only 1 SAE follow up log form will be associated with each SAE
reporting number. By entering a row and answering Yes to this question, the local site
will trigger a new “Follow Up” sub-folder which will contain the forms associated with the
follow up submission. The incremental count in the number of follow up entry will be

automated in Medidata.

Question

Explanation

Is this a new Follow-Up to the
initial/previous SAE report?

Yes/No

Mark this field as yes, and click save at the bottom
of the form to create a “Follow-Up” sub-folder. See
Figure 14.

For each additional follow up report, add an entry
to this log.

To add an additional follow up reports: first click
Save to save your entries. After saving, if you are
still on the CRF form, click the link that says “Click
here to return to ‘Complete View’.” (Alternatively,
the system may automatically take you to the
Complete View upon saving.) Then, from the
Complete View, click “Add a new Log Line.” A

blank SAE Follow Up Log form will open.
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