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Protocol Amendment Summary of Changes Table

DOCUMENT HISTORY

Document Date
Amendment | 11-Jul-2022
(e)

Amendmeni | 04-Mar-2021
(d)

Amendmeni | 15-Jan-2021
c)

Amendmeni | 08-Jul-2020
(b)

Amendment | 17-Apr-2020
(a

Original 14-Dec-2019
Profocol

Amendment (f)
This amendment 1s considered to be substantial

The amendment 1s considered to be substantial because it 1s likely to have a sigmficant impact on
the safety or the nghts of the study participants.

Overall Rationale for the Amendment:

The overall rationale for thus protocol amendment 1s to modify the inclusion critena to allow
flexibility related to retinoid use, to allow IV temozolonude (site sourced only) in Part C, and to
align the protocol for transition to EU Clinical Trial Regulation (EU CTR) 536/2014. Additional
changes in the protocol are summanzed in the table below. Minor typographical or formatting
changes are not listed.

Section # and Name Description of Change Brief Rationale
1.1. Synopsis Added regulatory agency identifier numbers | To align with EU CTR
1.1. Synopsis Added footnote “a” to objectives/endpoints Clarification

table: “In Part C, PK 1s a primary endpoint for
Stage 1 only™

1.1. Synopsis ;‘:}djil; ti:;;eﬂtial description of study To align with EU CTR
1.1. Synopsis Added subsection for ethical considerations | To align with EU CTR
of nisk benefit
1.2. Schema Updated study schema to include Cohort B5 | Error correction
and minor formatting changes

1.3.1. Schedule of In text above SoA table for Schedule of On- | Clarification
Activities for Parts A | gqndy Treatment Activities for Parts A and B,
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Section # and Name Description of Change Brief Rationale
and B “(pregnancy results are not required to be
recorded in the eCRF)” added in the second
to last sentence
1.3.1. Schedule of In On-Study Treatment Activities for Parts A | Clarification
Activities for Parts A | and B,
and B
1.3.1. Schedule of In On-Study Treatment Activities for Parts A | To reduce participant
Activities for Parts A | and B, Hematology line-1tem comments burden
and B modified and added:
Current comment edited to: “<7 days prior to
C1DL1. For C2 and beyond, <3 days before
Day 1 and +3 days for Days 8 and 157
Added: “If innotecan has been discontinued
(Part A) or not part of the regimen (Part B),
and clinically sigmficant cytopema 1s not
observed after 3 cycles, CBC may be reduced
to Day 1 (can elinunate Days 8 and/or 15).”
1.3.1. Schedule of In On-Study Treatment Activities for Parts A | To reduce participant
Activities for Parts A | and B, Clmical Chenustry line-item burden
and B comments modified and added:
Current comment edited to: <7 days prior to
C1D1. For C2 and beyond, <3 days before
Day 1 and +3 days for Days & and 15
Added: “If on study >3 cycles and clinically
sigmficant chemustry adverse event 1s not
observed, frequency may be reduced to Day 1
(can eliminate Days 8 and/or 15).”
1.3.1. Schedule of In On-Study Treatment Activities for Parts A | To reduce participant
Activities for Parts A | and B, Cystatin C line-item comment burden
and B modified: “<7 days prior to C1D1. For C2
and beyond, <3 days before Day 1, unless
more frequent assessment 1s climcally
mdicated. See Section 10.2, Appendix 2.
1.3.1. Schedule of In Posttreatment Follow-Up Schedule of To reduce participant
Activities for Parts A | Activities for Parts A and B, burden
LY2835219 3
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Section # and Name Description of Change Brief Rationale
and B
1.3.2. Schedule of In text for Section 1.3.2, “(pregnancy results | Clarification
Activities for Part C | are ot required to be recorded in the eCRF)”

added 1n the second to last sentence
1.3.2. Schedule of In Schedule of Baseline and Screening To reduce participant
Activities for Part C | Activities for Part C, line item for burden
1.3.2. Schedule of In Schedule of Baseline and Screeming Clarification
Activities for Part C | Activities for Part C, line item for serum or

urine pregnancy test, removed “X” from <14

column and added “X to <7 column
1.3.2. Schedule of In Schedule of On-Study Treatment Activities | Error correction
Activities for Part C | for Part C, deleted the first paragraph

regarding remote visits
1.3.2. Schedule of In Schedule of On-Study Treatment Activities | Clanfication
Activities for Part C | for Part C,
1.3.2. Schedule of In Schedule of On-Studv Treatment Activities | Clanfication
Activities for Part C | for Part C.
1.3.2. Schedule of In Schedule of On-Study Treatment Activities | Clanfication
Activities for Part C | for Part C, Hematology line-item comment,

deleted “If patients remain on study for >4

cycles and clinically sigmficant cytopema 1s

not observed, CBC frequency may be reduced

to the start of subsequent cycles and as

clinically indicated”
1.3.2. Schedule of In Schedule of On-Study Treatment Activities | Update

Activities for Part C | for Part C, Biomarkers — plasma line-item,
reduced participant weight threshold for
samplmg from kg tcr- kg
LY2835219 4
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Section # and Name Description of Change Brief Rationale
1.3.2. Schedule of In Schedule of On-Study Treatment Activities | Update
Activities for Part C | for Part C, Biomarkers-whole blood line-item,
reduced participant weight threshold for
sampling from kg to kg for whole
blood dried blood spot, an '0111- kg to
. kg for whole blood sample
1.3.2. Schedule of In Posttreatment Follow-Up Schedule of To reduce participant
Activities for Part C | Activities for Part C. line item for burden
1.3.2. Schedule of In Posttreatment Follow-Up Schedule of To reduce participant
Activities for Part C | Activities for Part C, burden
1.3.2. Schedule of In Posttreatment Follow-Up Schedule of Update
Activities for Part C | Activities for Part C, Plasma biomarker
sample line-item, added comments for
. pa_rticipants- kg whole blood
sample
e mitiation of subsequent therapy, and
e only if not already obtained at visit
when participant discontinued study.
1.3.2. Schedule of In Posttreatment Follow-Up Schedule of Update
Activities for Part C | Activities for Part C, Tissue submission from
tumor biopsy obtained after progression
line-item, edited to: “Only for patients on
study treatment at least 6 months™
1.3.2. Schedule of In Posttreatment Follow-Up Schedule of Clarification
Activities for Part C | Activities for Part C, Collection of poststudy
anficancer treatment line item, edited
comment
2.2 6. Prechmical and | Added “(KELLY and IR-32)" in the third Clarification
Chmnical Rationale paragraph
2.3. Benefit/Rusk Changed “strategic™ to “effective” in the first | Clanfication
Assessment sentence
2.3.2. Overall Benefit | Added subsection for overall benefit nsk To align with EU CTR
Risk Conclusion conclusion
LY2835219 5
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Section # and Name

Description of Change

Brief Rationale

3. Objectives and
Endpoints

Added footnote “a” to objectives/endpoints

table: “In Part C, PK 1s a primary endpoint for

Stage 1 only™

Clarification

4.1.2. Two-stage
Design for Part C

Stage 1 subsection
e deleted “the trial” from Rules A and B
e added “completing” to Rule B

e replaced “mumimum” with “minor” in
Rule C

Clarification
Clarification
Correction

4.1.2. Two-stage
Design for Part C

In De-escalation during cohort expansion
subsection, replaced “and” with “but™ in the
first sentence

Correction

5.1. Inclusion Criteria

Inclusion criterion #3, for Part C only,
defimition of the first relapse was edited to
mclude “with or without retinoids™

To allow flexibility

5.1. Inclusion Criteria

Inclusion criterion #3, for Parts A, B and C,
item 11, changed “cannot™ to “can”

Correction

5.1. Inclusion Criteria

Inclusion criterion #5, added “and/or have a
gastric/nasogastric fube. Refer to

Section 6.1.2 for alternative administration
methods™

Clarification

5.1. Inclusion Criteria

Inclusion criterion #6, text of the first
sentence, added “deemed clinically
msignificant at the investigator’s discretion™,
and deleted “otherwise noted (Grade <2 for
alopecia, decreased tendon reflex, and
residual peripheral sensory neuropathy are
acceptable)”

For flexibility

5.2. Exclusion
Criteria

Exclusion criterion #20 edited, now reads
“The patient has active systemic infections
(e_g_bactenial, fungal, or viral infection
requuring IV therapy). Individuals with stable
HIV, Hepatitis B, or C for whom exposure to
the investigational treatment 1s not expected
to exacerbate their current disease may be
considered eligible. Screening 1s not required
for enrollment.”

Clarification

5.2. Exclusion
Criteria

Exclusion criterion #31, edited the first

sentence to replace “or” with “and” and added

“neurological”

Clarification

5.2. Exclusion

Exclusion criterion #32 was added: “Part C

For additional

LY2835219
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Section # and Name Description of Change Brief Rationale
Criteria only, have recerved prior anti-GD?2 therapy clanfication
during induction phase™
6.1. Study Changed Cyrcle “4” to Cycle “3” in the first Correction
Intervention(s) sentence of the fourth paragraph
Admimstered
6.1. Study Treatment text was edited in subsections for | Clanfication
Intervention(s) abemaciclib, temozolomide, innotecan,
Admimstered dmutiimab and GM-CSF
6.1. Study Added EU authorization-related text for each | To align with EU CTR
Intervention(s) study intervention
Admimstered
6.1. Study Added subsection for packaging and labeling | To align with EU CTR
Intervention(s)
Admimstered
6.1.3. Cniteria to Clarification
Begin Subsequent
Cycles of Treatment
6.1.3. Cniteria to Added “unless deemed clinically msigmificant | Clanfication
Begin Subsequent by the mvestigator™ at end of final bullet
Cycles of Treatment | pomnt and deleted “(except alopecia, anorexia,
asthema, and decreased tendon reflex)”
6.5.1. Palliative, In Supportive Care subsection Clarification
Medicine and Third bullet: Deleted the first portion of the
Supportive Care sentence and added “thrombopoietic growth
factors”
Fifth bullet: Deleted the second sentence
6.5.2. Supportive Edited the first, second, and fourth paragraphs | Clanfication
Management for
Drarthea
6.6.1.1. Dose In the Parts A and B table for abemaciclib Clarification
Modification dose adjustments and suspensions due to
Guidance due to nonhematologic toxicity considered to be
Toxicities attributed to abemaciclib, added “unless
Considered to be deemed climically msignificant by the
Attributed to mvestigator” to the line for Nonhematologic
Abemaciclib Toxicity (except diarrhea, AL T/AST
mcreased, and ILD/pneumonitis)
6.6.1.1. Dose In the Parts A and B table for abemaciclib Correction
Modification dose adjustments and suspensions due to
LY2835219 7
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Section # and Name

Description of Change

Brief Rationale

Gudance due fo
Toxicities
Considered to be
Attributed to
Abemaciclib

nonhematologic toxicity considered to be
attributed to abemaciclib, added superscript
“b” footnote reference to lines for

e Diarrhea Grade 2 that persists, and
e IL.D / pneumonitis.

6.6.1.3. Part
C-Specific Dose
Modifications

In the table for Part C Dose Modifications for
Diarrhea, added

e superscript “a” footnote reference to
line for Grade 2 Does not Resolve to
<Grade 1 Within 24 hours, 1* Event
column: “Persists or recurs® despite
maximal supportive measures”

* new footnote “* Determination of
persistent events will be at the
discretion of the investigator.
Recurrent toxicity refers to the same
event occurring within the next 8
weeks (as measured from the stop date
of the preceding event).”

Clarification

6.6.1.3 Part C-
Specific Dose
Modifications

In the table for Part C Dose Modifications for
Hepatotoxicity
e added superscript “a” footnote
reference to line title: “Persistent or
Recurrent® Grade 2 AST/ALT
Increase”
e edited and reordered existing
superscript footnote references
e added new footnote “* Determination of
persistent events will be at the
discretion of the investigator.
Recurrent toxicity refers to the same
event occurnng within the next 8
weeks (as measured from the stop
date of the preceding event).

e Changed footnote ¢ from “36” days to
-\'.\'.3 5'.\'.\

Clarification

6.6.1.3 Part C-
Specific Dose
Modifications

In the table for Part C Dose Modifications for
Miscellaneous Toxicity

e added superscript “a” and footnote
reference to Persistent or recurrent:

Clarification

LY2835219
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Section # and Name Description of Change Brief Rationale
“Persistent or recurrent® Grade 2
despite maximal supportive care®
e added superscript “b” footnote
reference to line for Nonhematologic
Toxicity not Otherwise Described
Above: “Grade 2 Persistent or
recurrent™ °
¢ added new footnote “* Determunation of
persistent events will be at the
discretion of the investigator.
Recurrent toxicity refers to the same
event occurring within the next 8
weeks (as measured from the stop date
of the preceding event).
e edited former footnote “a” to *“b” and
modified text: “® Does not resolve
with maximal supportive measures
within 7 days to baseline or Grade 1
unless deemed clinically msigmificant
the investigator.
8 3. Adverse Events | Added sections and content for “Defimtion of | To align with EU CTR
and Serious Adverse | AE™ and “Events meeting the AE defimtion™
Events
8.3. Adverse Events | Added “clinically relevant™ in the second Clarification
and Serious Adverse | sentence of the eighth paragraph
Events
8.3.3_Repulatory Edited the second bullet and deleted the third | To align with EU CTR
Reporting bullet
Requirements for
SAEs
8.8.1. Biomarkers for | Added “for instance to understand the role of | Clarification
Part C various co-occurring alterations™ to the last
sentence of the second paragraph
8.8.1. Biomarkers for | Deleted the first sentence in the thard Correction
Part C paragraph
8.8.1. Biomarkers for | In the fourth paragraph, revised timeframe for | Updated
Part C storage or retention of biomarker samples
from
8.8.1.1. Tissue Deleted the fourth and fifth paragraphs Update
Samples for
Biomarker Research
LY2835219 9
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Section # and Name Description of Change Brief Rationale
8.8.1.2 Plasma Deleted the second paragraph Update
Samples for
Biomarker Research
94621 2017 INRC | Deleted footnote “a” for FDG-PET in the Clarification
subsection, Primary tumor (soft tissue)
response
94621 2017 INRC | Deleted footnote “a” for SUV collection and | Clarification
renumbered other footnotes in the Soft tissue
and bone metastatic disease fumor response
subsection
94621 2017 INRC | Deleted “SUV will be collected for FDG PET
avid sites” from footnote b
9.5. Interim Analyses | Modified the second and third bullets by Clarification
adding “treatment-related™ (treatment-related
AE ) and replacmg “nummal™ with "minor”
(munor response), respectively
9.5. Interim Analyses | Added “If 55 mg/m” 1s declared the MTD, but | Clarification
either Rule A or B 1s tniggered during cohort
expansion, the DMC may recommend that
subsequent patients be treated at 30 mg/m’.
See Section 4.1.2.”
10.1.1. Regulatory Added new fourth bullet point Update
and Ethical
Considerations
10.1.1. Regulatory Minor edit related to EU CTR in the final sub | To align with EU CTR
and Fthicsl bullet of the fifth main bullet
Considerations
10.1.3. Data Replaced section text with updated EU CTR | To align with EU CTR
Protection text
10.1.5. Dissemination | Deleted the first sentence and replaced the To align with EU CTR
of Clinical Study section text for “Data” with updated EU CTR
Data text
10.2. Appendix 2: In chinical lab test tables for Parts A, B, and Clarification
Clinical Laboratory | C, “Blood urea nitrogen™ was edited to
Tests “Blood urea nitrogen (BUN) or blood urea”™
10.6. Appendix 6: Changed “CYP3A” to “CYP3A4” mn section | Clarification
Inducers and Strong | fitle and table headers
Inhibitors of
CYP3A4
LY2835219 10
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Section # and Name Description of Change Brief Rationale

10.6. Appendix 6: Updated the table Update

Inducers and Strong

Inhibitors of

CYP3A4

10.9. Appendix 9: Country-Specific Addendum has been added | Consolidation of

Country-Specific as an appendix to the protocol. Only specific | Protocol as requured by

Requirements for JPCS sites in the EU. the EU CTR for
Transition

10.10. Appendix 10: | Updated with items that align with EU CTR | To align with EU CTR

Abbreviations
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1. Protocol Summary

1.1. Synopsis

Protocol Title: A Phase 1b/2 Study of Abemaciclib in Combination with Innotecan and
Temozolomide (Part A) and Abemaciclib in Combination with Temozolomide (Part B) in
Pediatric and Young Adult Patients with Relapsed/Refractory Solid Tumors and Abemaciclib in
Combination with Dinutuximab, GM-CSF, Innotecan, and Temozolomide in Pediatric and
Young Adult Patients with Relapsed/Refractory Neuroblastoma (Part C).

Short Title: A Phase 1b/2 Study of Abemacichib Plus Chemotherapy and/or
Chemoimmunotherapy in Pediatric and Young Adult Patients with Relapsed/Refractory Solid
Tumors

Regulatory Agency Identifier Number(s):

IND: 138024
EudraCT: 2019-002931-27
EU trial number: 2023-506778-11-00

Rationale: Despite advances in the treatment of pediatric cancers, there 1s still an unmet need
for efficacious and tolerable regimens for relapsed/refractory solid fumors. Study I3Y-MC-JPCS
(JPCS) 1s designed to assess the pharmacokinetics (PK), safety, and tolerability of abemaciclib
added to currently utilized chemotherapy and chemoimmumnotherapy backbone regimens for
pediatric solid tumors. JPCS consists of 3 parts: A, B, and C. All parts are intended to determune
the recommended Phase 2 dose (RP2D) for their respective abemaciclib combinations, and the
second stage of Part C 1s mtended to evaluate objective response rate (ORR) of the abemaciclib
combination with RP2D determined in the first stage.

Parts A and B will enroll pediatric and young adult patients with relapsed/refractory solid tumors.
Part C will exclusively enroll pediatric and young adult patients with relapsed/refractory
neuroblastoma. Part A will combine abemaciclib with irinotecan and temozolonude and will
influence the doses in Parts B and C. Part B will combine abemaciclib and temozolomide. Part
C will combine abemaciclib with dinutuximab, GM-CSF, irnotecan, and temozolomide.

LY2835219 16
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Objectives and Endpoints

Objectives Endpoints
Primary
: : -+ - |* DLTs
To determiune the optimal RP2D for abemaciclib in e MTD
patients with relapsed/refractory solid tumors: «  PK (concentrations of ab iclib, irinotecan,
» Part A- in combination with innotecan and and temozolomide)
temozolomide
* Part B: in combination with temozolomide
« DLTs

Part C: T{.} (.131 the .GI - . RPE];}’ apd :mi.l_ * PK (concentrations of abemaciclib, irnotecan,
tumor activity of abemaciclib 1n combination with and temozolomide)"
dinutuximab, GM-CSF, irinotecan, and

o . _ * ORR determined by investigator assessment
temozolomide in patients with relapsed/refractory

neuroblastoma per INRC

Secondary

To characterize the safety profile of the . gifgsy fif;lhu;d:ng but not limited to): TEAEs,
combination therapies ;

* Clinical laboratory abnormalities per CTCAE
(version 5.0), vital signs, and physical

examinations
» Dose modifications of all study drugs
To document the preliminary anti-tumor activity * IC};I;
- . L]
of the combination therapy per RECIST v1.1 or « DCR

RANO (for CNS tumors) for Parts A and B, and « ORR (Parts A & B only)

per INRC for part C. * PFS determined by investigator assessment
(Part C only)

To assess the acceptability and palatability of the | Assessment of tablet. granule, or dispersed

tablet and/or granule abemaciclib, including abemaciclib presentation, including acceptability

dispersed tablets and/or granules and palatability

Abbreviations: CBE = clinical benefit rate; CTCAE = Common Terminology Criteria for Adverse Events; DCR. =
disease control rate; DoR. = duration of response; DLT= dose-limiting toxicity; INR.C = Intemational
Neuroblastoma Response Crteria; MTD = maximum tolerated dose; ORR = overall response rate; PFS =
progression-free survival, PE = pharmacokinetics; RANO = Response Assessment in Neuro-Oncology; RECIST
= Response Evaluation Criteria in Solid Tumors; EP2D = recommended Phase 2 dose; SAE = serious adverse
event; TEAFE = treatment-emergent adverse event.

* InPart C, PK is a primary endpoint for Stage 1 only.

Overall Design:
Study JPCS 1s a multicenter, non-randomzed, open-label, Phase 1b/2 study that will be
comprised of 3 parts to evaluate:
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Part A: abemaciclib in combination with irinotecan and temozolomide

Part B: abemaciclib in combination with temozolomide

Part C: abemaciclib in combination with dinutuximab, GM-CSF, irinotecan, and
temozolomide

in patients with relapsed/refractory solid tumors (Part C: relapsed/refractory neuroblastoma only)
that have progressed on standard treatments and for whom the study drug combinations are
deemed appropnate.

Disclosure Statement:

This 1s an open-label, single-arm dose finding study with no masking.

Study Population:

In general, an individual may take part in this study if they meet the following criteria:
Age and Weight

Parts A and B only:
a. Patients must be <18 years of age at the time of study enrollment, and
b. Body weight =10 kg and BSA >0.5 m’.

Part C only:
a. Patients must be <21 years of age at the time of study enrollment.
b. For patients with a starting abemaciclib dose of 30 mg/m* BID, BSA must be
>0.3 m”.

Type of Participant and Disease Characteristics

Parts A and B only: patients with any relapsed/refractory malignant solid tumors
(excluding lymphoma), including CNS tumors, that have progressed on standard
therapies. For sites that are actively enrolling Parts B and C, patients with
neuroblastoma who are eligible for Part C will be excluded from Part B unless approved
by Lilly CRP/CRS.

Part C only: patients with first relapse/refractory neuroblastoma. Refractory 1s defined
as etther less than partial response (PR) by INRC at the conclusion of at least 4 cycles of
standard front-line induction chemotherapy or progressive disease (PD) during front-line
therapy. First relapse 1s defined as disease recurrence following completion of
aggressive multi-drug chemotherapy, surgery, autologous stem cell transplant and
radiation, with or without retinoids.

NOTE: For Part C, front-line chemotherapy nmmst have comprised 2 or more agents,
mcluding an alkylating agent and a platinum-contaiming compound.

For Parts A. B. and C: Patients must have at least one measurable or evaluable lesion
as defined by RECIST v1.1 or RANO for CNS tumors.
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1 Measurable 1s defined as a nonlymphoid soft tissue mass =1 em
(longest dimension) or lymph node >1.5 cm (short axis) on a
MRI or CT scan

1 Evaluable disease 1s defined as the presence of at least one
lesion, with no lesion that can be accurately measured 1n at least
one dimension. Such lesions may be evaluable by nuclear
medicine techmques, immunocytochemistry techniques, tumor
markers or other reliable measures.

1. For CNS tumors: Isolated leptomeningeal disease in
relapsed/refractory CINS tumors that 1s evaluable may be eligible
for inclusion after consultation with the Lilly CRP/CRS.

For Part C: A tumor (either measurable or evaluable) that 1s either

e MIBG-avid or that demonstrates increased FDG uptake on PET
scan (for MIBG-nonavid tumor), or
¢ viable neuroblastoma confirmed by biopsy (submission of
pathology report 1s required)
Patients with involvement of bone marrow only, without a measurable
or evaluable lesion, are not eligible.

Patients must have had listologic verification of malignancy at original diagnosis
or relapse, except:

a. patients with CNS germ cell tumors or extra-cramal germ-cell tumors and
who have elevations of serum tumor markers including alpha-fetoprotein
or beta-HCG, and

b. patients with intrinsic brain stem fumors

In the judgment of the investigator, the patient 1s an appropnate candidate for the
experimental therapy combination in the study part that 1s currently enrolling.

Neurologic deficits in patients with CNS tumors must have been stable for at
least 7 days prior to study enrollment.

A Lansky score =50 for patients <16 years of age or a Kamofsky score =50 for
patients =16 years of age

e Patients who are unable to walk because of paralysis, but are up 1n a
wheelchair, will be considered ambulatory for the purpose of assessing the
performance score.
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Number of Participants:

Approximately 30 to 117 patients will be enrolled in this study. To ensure comprehensive PK
ng 1 1atr1 10n,Parts A and B are designed to evaluate at least

years of age. Additionally, in Part C,
years of age, with
years of age.

Intervention Groups and Duration:

In Parts A and B, patients will be sequentially assigned to one dose level of abemaciclib,
beginning with the abemacichib starting dose of Part A. No patients will be assigned to the next
higher abemaciclib dose level before the previous dose level has been cleared. Once the
maximum tolerated dose (MTD) in Part A has been determined, Parts B and C will open. Part B
will start at one dose level above the MTD of abemaciclib determined i Part A. Part C will use
the Part A MTD and will not escalate dosing for any study drug.

A cycle 1s defined as 21 days. Patients will be treated for at least 1 cycle. The duration of
follow-up will be at least 30 days. Patients will continue study treatment until progressive
disease, unacceptable toxicity, or mvestigator/patient decision. Contimuation on chemotherapy
beyond Cycle 12 will be up to the investigator’s discretion and the individual patient’s situation.
Prior to continuing the patient on chemotherapy beyond Cycle 12, the investigator should discuss
with the Lilly chinical research physician/clinical research scientist.

Part A: Triplet Combination Dosing

Dose-Level Abemaciclib Irinotecan Temozolomide
Cohort Patients Dosing Dosing Dosing
A-1 3-6 55 mg/m’ BID, PO
Al 3 50 mg/m*/day IV 100 mg/m*/day PO
(starting dose) 36 70 mg/m” BID, PO on Days 1-5 of a on Days 1-5 of a
A2 3-6 20 mg/m’ BID. PO 21-day cycle 21-day cycle
A3 3-6 115 mg/m’ BID, PO
Part A Dose
a
E ion 6-12 MTDa

Abbreviations: BID = twice daily; DLT = dose-limiting toxicity; IV = intravenous; MTDa = Part A maximum
tolerated dose; PO = orally.

a2 Expansion cohorts will enroll 6 patients inifially. Additional patients can be enrolled if necessary to confirm
safety. Examples may include testing a lower dose in 6 additional patients if DI.Ts are experienced by at least 2
of 6 patients in the initial expansion cohort or to further confirm tolerability of prolonged treatment.
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Part B: Doublet Combination Dosing

IBY-MC-JPCS(f)

Dose-Level Abemaciclib Temozolomide
Cohort Patients Dusing Dusing
Dose will be de-escalated
B-1 316 according to the dose
(o1 below)a levels outlined in Part A,
BID, PO
Bl 16 One dose level above b m['l“fjg‘“"fﬁgfdam
(starting dose)b MTD4. BID, PO on Days 1-5 of a 21-day cycle
Dose will be escalated
B2 -B4a 3-6 according to the dose
levels outlined in Part A
150 mg/m*/day PO
c 2
B> 36 115 mg/m” BID, PO on Days 1-5 of a 21-dav cycle
Part B Dose temozolomide RP2D
d MTDe
Expansion 6-12 {100 me/m? or 150 mg/m®)

Abbreviations: BID = twice daily; DLT = dose-limiting toxicity; MTD = maxinmm tolerated dose; MTDa= Part A
maxinmm tolerated dose; MTDg = Part B maxinmm tolerated dose; PO = orally; RP2D = recommended Phase 2

dose.

2 Dose will be escalated (Cohorts B1, B2, B3, B4, B5) or de-escalated (Cohorts B-1, B-2, B-3. B-4) following dose
levels as outlined in Part A as needed. It is possible that not all dose levels will be enrolled.

b One dose level higher than the MTD of abemaciclib in Part A (or 115 mg/m’ if this was the MTD4) will serve as
the starting dose of abemaciclib in Part B.

¢ Cohort B5 will only take place if the following occur:

1) The MTD of abemaciclib is not reached when dosed at 115 mg/m’ BID in combination with 100 mg/m*/day
temozolomide in Part B; OR

2) If abemaciclib 115 mg/m* BID is the MTD for Part A In this case, Part B will directly start with Cohort B5

using abemaciclib 115 mg/m’ BID and temozolomide 150 mg/m’/day.

4 Expansion cohorts will enroll 6 patients initially. Additional patients can be enrolled if necessary to confirm
safety. Examples may include testing a lower dose in 6 additional patients if DL.Ts are experienced by at least 2
of 6 patients in the initial expansion cohort or to further confirm tolerability of prolonged treatment.

LY2835219
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Part C: Combination Dosing

Each Cycle Part C
Abemaciclib PO BID 55 mg/m’ (Days 1 to 21)*"
Dinntuximab IV Daily = 4 days 17.5 mg/m*/day * 4 days (Days 2 to 5)
GM-CSF Sub() Daily = 7 days 250 pg/m? x 7 days (Days 6 to 12)
Irinotecan IV Daily = 5 days 50 mg/m’/day x 5 days (Days 1 to 5)
Temozolomide PO Daily = 5 days 100 mg/m?/day = 5 days (Days 1 to 5)

Abbreviations: BID = twice daily; GM-CSF = granulocyte macrophage colony-stimulating factor; IV = intravenous;
PO = orally; Sub() = subcutaneous.

2 30 mg/m’ may be evaluated due to excessive toxicities, if necessary, as described in Section 4.1.2

b An intermediate dose level (ie: between 55 mg/m® and 30 mg/m”) may be explored based on emerging data

Ethical considerations of benefit/risk:

Given the observed safety profile of abemaciclib in adults and the known risk profiles of
dinutuximab, GM-CSF, irnotecan, and temozolomude, the risk for the combinations in the
proposed study are expected to be manageable. Additionally, considering the measures taken to
ensure participant safety, the potential risks are justified by the potential benefits for ndividuals
with relapsed malignancies.

Data Monitoring Committee:
e Parts A and B: No
s PartC: Yes
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1.2. Schema

Part A

Triple Dose Escalation:
abemaciclib + irinotecan® + temozolomide®

Protocol I3Y-MC-JPCS(f)

n=3-6

Cohort A2: 90 mg/m? BID
n=3-6

Cohort A1: 70 mg/m? BID

Cohort A-1: 55 mg/m? BID
n=3-6

LY2835219

Cohort A3: 115 mg/m? BID S

Triplet Dose Expansion:
MTD,
n=6-12'

PartB

Double Dose Escalation:
abemaciclib + temozolomide®

Cohort B5®:
115 mg/m? BID abemaciclib
150 mg/m?/d temozolomide
n=3-6

Cohort B2 (and above)®
n=3-6

Cohort B1° : One dose level
above MTD,
n=3-6

Cohort B-1: MTD,
n=3-6
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Doublet Dose Expansion:
MTDy,
n=6-12'
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Part C: First Relapse / Refractory Neuroblastoma Only (Phase 1b/2)
abemaciclib? + dinutuximab" + GM-CSF'+ irinotecan?® + temozolomide®

MTD ldentification

Cohort C1: 55 mg/m? BID RP2D Identification
n=3-6

Stage 1 Stage 2
Cohort expansion E'“'aluate
nz5 Stopping
. | Rules”
Cohort C-1: 30 mg/m?* BID

N=3-6 Doy *Described in
Section 4.1.2

Abbreviations: BID = twice daily; DLT = dose-limiting toxicity; GM-CSF = gramilocyte macrophage colony-stimmlating factor; IV = infravenous; MTD =
maximum tolerated dose; MTDa = Part A maxinmm tolerated dose; MTDg = Part B maxinmm tolerated dose; n = mumber of participants; PO = orally.

*  Irinotecan administered via IV 50 mg/m?’/day, Days 1-5 of Cycle. See Section 6.1.
b Temozolomide administered PO 100 mg/m?/day, Days 1-5 of Cycle. See Section 6.1.
©  One dose level higher than the MTD of abemaciclib in Part A (or 115 mg/m’ if this was the MTD\4) will serve as the starting dose of abemaciclib in Part B.

4 Dose will be escalated (Cohorts B1, B2, B3, B4. BS) or de-escalated (Cohorts B-1, B-2, B-3, B-4) following dose levels as outlined in Part A as needed. Itis
possible that not all dose levels will be enrolled.

®  Cohort B5 will only take place if the following occur:
» the MTD of abemaciclib is not reached when dosed at 115 mg/m” BID in combination with 100 mg/m’/day temozolomide in Part B; OR

»  if abemaciclib 115 mg/m’ BID is the MTD for Part A. In this case. Part B will start directly with Cohort B5 using abemaciclib 115 mg/m® BID and
temozolomide 150 mg/m*/day.

f  Expansion cohorts will enroll 6 patients initially. Additional patients can be enrolled if necessary to confirm safety. Examples may include testing a lower
dose in 6 additional patients if D1.Ts are experienced by at least 2 of 6 patients in the initial expansion cohort or to further confirm tolerability of prolonged
treatmemnt.

®  Abemaciclib administered at 55 mg/m® BID * 21 days, and if needed, 30 mg/m® BID * 21 days to determine the MTD for Part C. Sponsor may elect to
explore an intermediate dose level (ie: between D11 and D1.-1) based on emerging data. See Section 6.1.
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b Dinutuximab administered via IV 17.5 mg/m® = 4 days, Days 2-5 of Cycle. See Section 6.1.
! GM-CSF administered subcutaneously 250 pg/m® * 7 days, Days 6-12 of Cycle. See Section 6.1.
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1.3. Schedule of Activities (SoA)

In this section, the study activities for Parts A and B are presented together for each study period (Section 1.3.1), while the activities
for Part C are presented separately (see Section 1.3.2).

1.3.1. Schedule of Activities for Parts A and B
Schedule of Screening Activities for Parts A and B

Screeming mteractions and assessments must be performed at the chimical trial site, with the exception of laboratory assessments
(hematology, climical chemistry, cystatin ¢, and pregnancy test), which may be collected at a local climic 1n accordance with local laws
and regulations and when deemed appropnate by the investigator. Any screening procedures that fall outside of the required windows
per the Schedule of Screeming Activities must be repeated so that they fall within the required window.

Parts A and B
Relative Day Prior to Cycle 1 Day 1 =18 =14 =7 Instructions
Procedure
Informed consent/assent Must be signed prior to conducting any protocol-specific tests/procedures.
Inchusion/Exclusion evaluation
Demographics
Prior and current medication

Include race, pender. ethnicity, and birth date per local repulations.
Include prior cancer treatments.

Including assessment of preexisting condifions, historical illnesses, known
somatic alterations, and habits.

Medical and oncology history

Physical examination

B B < [

Vital signs X Includes blood pressure, pulse rate, oxygen saturation. and temperature.
s Lansky for age <16 years
s Karnofsky for age =16 years
Lansky/Kamofsky performance status X o For patients who turm 16 years old while on study. Kamofsky should be
used after the 16% birthday
Hematology X See Section 10.2, Appendix 2.
LY2835219 26
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Relative Day Prior to Cvcle 1 Dav 1 <18

Protocol I3Y-MC-JPCS(f)

Parts A and B

=14 =7

Instructions

Procedure
Clinical chemisiry

Cystatin C

Serum of urine pregnancy test

ECG

Include liver function tests. See Section 10.2, Appendix 2.

See Section 10.2, Appendix 2.

Applies to women of childbearing potential only. See Section 10.2. Appendix 2.

Local ECG.

Anatomic radiologic imaging according to
RECIST v1.1 or RANO

Baseline disease assessment per RECIST v1.1 for non-CNS tumeors; RANO
criteria should be used for CNS tumors. If performed as part of routine clinical
care, a 7-day window beyond 28 days is acceptable without being considered as
a protocol deviation or screen fail

For patients with non-CNS tumors, perform CT scans of the chest, abdomen,
pelvis, and the site of the known lesion if located elsewhere. For CNS tumors,
perform MRI of the primary lesion including the enfire brain or spine as
applicable For brain lesions, also include MRI of the spine if previous drop
metastases were present. Imaging facility, image acquisition protocol, and
imaging modality should be consistent for all visits for a given patient.

See Section 8.1.

Lumbar puncture

Perform if clinically indicated and feasible to assess CSF cytology and tumor
markers (alpha-fetoprotein and beta-HCG).

Adverse events collection/CTCAE erading

CTCAE Version 5.0.

Concomitant medication notation

Abbreviations: BSA = body surface area; C1D1 = Cycle 1 Day 1; CSF = cerebrospinal flmd; CTCAE = Common Terminology Criteria for Adverse Events;
CNS = central nervous system; ECG = electrocardiogram;

Neuro-Oncology; RECIST = Response Evaluation Criteria in Solid Tumors.

LY2835219

RANO = Fesponse Assessment in
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Schedule of On-Study Treatment Activities for Parts A and B

If there 1s a concern during a remote visit that suggests on-site visit 1s necessary, the participant should have an on-site follow-up visit
as soon as possible, at the mnvestigator’s discretion. For applicable patients, lumbar punctures must occur at the mvestigative site. For
all patients at any time in the study, laboratory and pregnancy tests may be collected at a local clinic 1n accordance with local laws and
regulations if deemed appropnate by the mvestigator. All results should be reviewed and recorded in the eCRF (pregnancy results are
not required to be recorded in the eCRF). A virtual visit with the study investigator 1s not requured for a local lab draw or pregnancy
test.

Part A

All wisits 1n Cycles 1 and 2, and Days 1-5 of all cycles thereafter should occur at the investigative site. In exceptional circumstances,
procedures on Days 8 and 15 of Cycles 1 and 2 may be conducted remotely (see Section 10.7, Appendix 7). Remote visits should
mnclude a virtual visit with the study investigator (including video) and could also include mobile healthcare 1n accordance with local
regulations if written approval 1s provided by the sponsor and according to the preferences of the participant and study site:

On Days 8 and 15 of Cycle 3 and beyond, the following procedures may be conducted remotely by a combination of virtual visit and
mobile healthcare:

Physical exam and weight

Vital signs

Questionnaires (when applicable)
AE collection

Concomitant medication notation

Part B

All wisits 1n Cycles 1 and 2, along with Day 1 visits of cycles with radiologic imaging, should occur at the mvestigative site unless
there are exceptional circumstances (see Section 10.7, Appendix 7). For Cycle 3 and beyond, some procedures may be conducted
remotely (see gmdance below) by a combination of virtual visit (including video) and could also include mobile healtheare in

accordance with local regulations if written approval 1s provided by the sponsor and according to the preferences of the participant and
study site:
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For Cycles with radiologic imaging (Cvcle 3, 5, 8, 11, and every third cycle afterwards):
On Days 8 and 15, the following procedures may be conducted remotely by a combination of virtual visit and mobile healtheare:

Physical exam and weight

Vital signs

Questionnaires (when applicable)
AE collection

Concomitant medication notation

For Cycles where radiologic imaging does not occur (Cycles 4, 6, 7, 9, 10, 12, etc.):
e All procedures may be conducted remotely

Even under exceptional circumstances, patients should never go more than 3 cycles without having an onsite visit.
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Parts A and B

All Treatment Periods (Cvcle =21 Days)

Protocol I3Y-MC-JPCS(f)

Procedure

Cycle 2 Cycle 3 Cycle 4

Notes

Relative Day
within Dosing
Cycle

Physical exam
and weight

LY2835219

Includes height (only Day 1 of each cycle), weight, and
BSA Perform weekly for first 4 cycles. From Cyele 5
onward, perform on Days 1 and 8 only. Perform on
same day before starting a new cycle of therapy (Le.
Day 1). If not starting a new cycle of therapy (i.e.
Days 8 and 15), a window +3 days is acceptable.

Further evaluations for any clinical concerns, such as
bone pain, limp, and others should be conducted at the
investigator's discretion

30
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Parts A and B

All Treatment Periods (Cvcle =21 Days)

Procedure
Cycle 2 Cycle 3 Cycle 4

Relative Day

Includes blood pressure, pulse rate, oxygen saturation,
and temperature. Perform on same day before starting
a new cycle of therapy (ie. Day 1). If not starting a
new cycle of therapy (1.e. Days 8 and 15), a window +3
days is acceptable.

For the first 4 cycles, perform on Days 1, 8 & 15.
For Cycle 5 and onwards, perform on Days 1 & §.
For all cycles, if receiving study treatment by
infusion, perform prior to every infiision (1.e.
Days 1, 2, 3, 4, and 5 of any cycle) and within 1
hour after completion of infusion

Complete before treatment initiation.

* Lansky for age <16 years
* Kamnofsky for age =16 vears
o For patients who turn 16 years old while on
study, Kamofsky should be used after the 16®
birthday
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Parts A and B

All Treatment Periods (Cvcle =21 Days)

Procedure
Cycle 2 Cycle 3 Cycle 4

Relative Day

For patients <5 years old, only the caregiver will
complete the questionnaires.

For patients =6 years old to <12 years old. both
patient and caregiver will complete the
questionnaires.

For patients =12 years old, only the patient will
complete the questionnaires.

Note: For Cycle 1 Days 1 and 15 and Cyele 2 Day 1,
perform at time of dosing or within approximately 30
munutes after dose.

If a patient changes the method of abemaciclib
administration at any point during the trial, the
appropriate questionnaire corresponding to the new
administration method should be completed at the next
clinic visit following the method change.

Provide patient diary at Day 1 of each cycle.
Patient/caregiver should complete daily until Cycle 3
Day 1. A window of £3 days is acceptable.

Review patient diary at each study wisit for completion
of date and fime for each dose.

See Section 1.3 .3 for time points
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Parts A and B

All Treatment Periods (Cvcle =21 Days)

Procedure
Cycle 2 Cycle 3 Cycle 4

Relative Day

=7 days prior to C1D1.
For C2 and beyond, =3 days before Day 1 and +3 days
for Days § and 15.

May collect more frequently if clinically indicated.
Hematology ¥IXYXIXIX (XXX |[X|X|X|X|X]|X | X | X |Ifirnotecan has been discontinued (Part A) or not part
of the regimen (Part B), and clinically significant
cytopenia is not observed after 3 cycles, CBC may be
reduced to Day 1 (can eliminate Days 8 and/or 15).
See Section 10.2_ Appendix 2.

=7 days prior to C1D1.

For C2 and beyond, <3 days before Day 1 and +3 days
for Days § and 15.

May collect more frequently if clinically indicated.
Clinical Include liver function tests.

If on study =3 cycles and clinically significant
chemistry adverse event is not observed, frequency
may be reduced to Day 1 (can eliminate Days 8 and/or
15).

See Section 10.2. Appendix 2.

=7 days prior to C1D1.

For C2 and beyond, <3 days before Day 1, unless more
frequent assessment is clincally indicated.

See Section 10.2_ Appendix 2.

For women of childbearing potential only.

See Section 8.3 4 and Section 10.2, Appendix 2.

Note: during study treatment, perform at start of each
cycle (=3 days) or as required per local regulations
and/or institutional puidelines.
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Parts A and B

All Treatment Periods (Cvcle =21 Days)

Procedure
Cycle 2 Cycle 3 Cycle 4

Relative Day
within Dosing
Cycle

Scans will be performed and reviewed locally;

s  Scan after Cycle 2 (prior to administering study
dmg for C3D1)

s  after Cycle 4 (prior to administering study dg
for C5D1)

* the end of every third cycle thereafter (after Cycle
7 [prior to administering study drug for C8D1],
after Cycle 10 [prior to administering study drug
for C11D1]. etc.)

Completion up to 7 days before Day 1 of each cycle
with imaging is acceptable.

RECIST wv1.1 should be used for all non-CINS tumors;
RANO critenia should be used for CNS fumeors. For
Radiologic See Notes patients with non-CNS tumors, perform a CT scan of
imaging the known lesion(s) and of the chest. For CNS tumors,
perform MRI of the primary lesion including the entire
brain or spine as applicable. For brain lesions, also
include MRI of the spine if history of drop mefastases
or if new drop metastases were present at baseline
scan.

If images of bones are present in the above scans,
bones should be assessed for gross bone abnormalities.
For patients unable to adhere to this schedule due to
exceptional circumstances, the investigator should
consult with the Lilly CRP/CES.

Imaging facility, image acquisition protocol, and
imaging modality should be consistent for all wisits for
a given patient.
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Parts A and B

All Treatment Periods (Cvcle =21 Days)

Procedure

Cycle 2

Cycle 3

Cycle 4

Relative Day
within Dosing
Cycle

Lumbar punciure

Assess CSF cytology and tumor markers (alpha-
fetoprotein and beta-HCG) according to
institutional/standard guidelines for applicable patients
who had positive tumor markers or cytology at
baseline.

AE Collection /
CTCAE Grading

AFs collected continnously throughout study (any time
there is an AE to report). CTCAE Version 5.0.

Concomitant
Medication
MNotation

Collected contimonsly throughout study (any time
there is a concomitant medication to report). Refer to
Section 6.5 for more information about concomitant
medications.

Part A Patients:
Administer
irnotecan

Administer Days 1-5 of each cycle. Continuation on
chemotherapy beyond Cycle 12 will be up to the
investigator's discretion and the individual patient’s
sifuation. See Section 6.1.

Administer
temozolomide

Administer Days 1-5 of each cycle. Continuation on
chemotherapy beyond Cycle 12 will be up to the
investigator's discretion and the individual patient’s
sifuation. See Section 6.1.

Administer
abemaciclib

Partficipant refurns

study dmgs

Administer BID) per Section 6.1.

Return at Day 1 (5 days) of each cycle starting in
cle 2 to assess compliance.

Abbreviations: AFE = adverse event; BID = twice daily; BSA = body surface area; CNS = central nervous system; CRP/CES = clinical research

physician/clinical research scientist; CTCAE = Common Terminology Criteria for Adverse Events;

- PE = pharmacokinetic; RANO = Response Assessment in Neuro-Oncology; RECIST = Response Evaluation Criteria in Solid Tumors.
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Posttreatment Follow-Up Schedule of Activities for Parts A and B

Posttreatment Follow-Up interactions and assessments should be conducted at the site, except in exceptional circumstances (see
Section 10.7, Appendix 7). _ and lumbar puncture are not permitted to be performed remotely even in
exceptional circumstances.

Parts A and B

Short-Term Follow-Up
(30+7 Days)?

801

Includes height weight and BSA

Vital signs Inchudes blood pressure, pulse rate, oxygen saturation, and temperature.

# Lansky for age <16 years
Lansky/Kamofsky X * Kamofsky for age =16 vears
performance status For patients who turn 16 years old while on study or in follow-up,

Kamofsky should be used after the 16% birthday

Adverse events x CTCAE Version 5.0. After Visit 801, only study treatment-related
collection/CTCAE grading serious events are reported.
Concomitant medication X
LY2835219 36
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Parts A and B

Short-Term Follow-Up
(30+7 Days)*

801

RECIST vl1.1 should be used for all non-CNS tumors; RANO should be
used for CNS tumors. For patients with non-CNS tumors, perform a CT
scan of the known lesion(s) and of the chest. For CNS tumors, perform
MRI of the primary lesion including the entire brain or spine as
applicable. For brain lesions, also include MRI of the spine if history of
drop metastases or if new drop metastases were present at baseline scan.
Imaging is not required if parficipant has disconfinued due to
progressive disease For patients who discontinned for any reason other
than progressive disease, scans should contime per the on-treatment
schedule for radiologic imaging Imaging facility, image acquisition
protocol, and imaging modality should be consistent for all visits for a
given patient.

Assess CSF cytology and tumor markers (alpha-fetoprotein and beta-
HCG) according to institutional/standard guidelines for applicable
Lumbar puacture patients who had positive tumor markers or cytology at baseline and
who are off study treatment for reasons other than disease progression.

Hematology See Section 10.2, Appendix 2.

Radiologic imaging

Clinical chemistry Inchide hiver function tests. See Section 10.2, Appendix 2.

Telephone assessment is acceptable. For all patients, details on
subsequent anficancer treatment (start/stop dates and freatments
admunistered).

Collection of poststudy
anficancer treatment

Abbreviations: BSA = body surface area; CTCAE = Common Terminology Criteria for Adverse Events;
- RANO = Response Assessment in Neuro-Oncology; RECIST = Response Evaluation Criteria in Solid Tumors.

*  Short-term follow-up begins when the patient and investigator agree that the patient will no longer contime study treatment and lasts approximately 30 days
from the last administration of study drugs.
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Continued Access Schedule of Activities for Parts A and B

Parts Aand B

Study
Treatment Up

Visit 501-5XX 901

AE Per CTCAE Version 5.0. Collect all AFs/SAFs Per standard of care, monitor vital signs and perform
collection/CTCAE X standard laboratory tests (hematology, chemistry, and pregnancy testing). See Sections 6.7.1.1 and

grading Section 10.2, Appendix 2.

Administer

abemaciclib See Section 6.1.

Administer
temozolomide (if
applicable)

Administer Days 1-5 of each cycle. Confinuation on chemotherapy beyond Cycle 12 will be up to the
investigator's discrefion and the individual patient’s sifuation. See Section 6.1.

Part A Patients:
Administer Administer Days 1-5 of each cycle. Confinuation on chemotherapy beyond Cycle 12 will be up to the
innotecan (if investigator's discrefion and the individual patient’s sifuation. See Section 6.1.

applicable)

Abbreviations: AFE = adverse event; CTCAE = Common Terminology Criteria for Adverse Events; SAFE = serious adverse event.
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1.3.2. Schedule of Activities for Part C

At any time 1n the study, laboratory and pregnancy tests may be collected at a local climic in accordance with local laws and
regulations if deemed appropnate by the mvestigator. All results should be reviewed and recorded in the eCRF (pregnancy results are
not required to be recorded). A virtual visit with the study investigator 1s not required for a local lab draw or pregnancy test. All other
screeqng mteractions and assessments must be performed at the chimical trial site.

Schedule of Baseline and Screening Activities for Part C

Any screening procedures that fall outside of the required windows per the Schedule of Screeming Activities must be repeated so that
they fall within the required window.

Relative Day Prior to Cyvcle 1 Dav 1 Instructions

Procedure

Must be signed prior to conducting any protocol-specific
Informed consent/assent tests/procedures.

Inclusion/exclusion evaluation

Demographics Include race. pender. ethnicity. and birth date per local regulations.

Prior cancer treatments

Medical and oncology history Including assessment of preexisting condifions, historical illnesses,

Physical examination

Includes blood pressure, pulse rate, oxygen saturation, and

Vital signs X temperature.
s Lansky for age <16 years
s Karnofsky for age =16 years
¥ fsky perf € stafus X For patients who turn 16 years old while on study, Kamofsky
should be used after the 16 birthday
Hematology X * See Section 10.2, Appendix 2.
Clinical chemistry X + See Section 10.2, Appendix 2.
LY2835219 39
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Protocol I3Y-MC-JPCS(f)

Instructions

Procedure

Serum or urine pregnancy test

Prothrombin time

* Women of childbearing potential only.
* See Section 10.2, Appendix 2.

Echocardiogram or MUGA

Tumor assessment
CT or MRI

 If performed as part of routine clinical care, a 7-day window beyond
28 days is acceptable without being considered as a protocol
deviation or screen fail

* CT scans of the chest, abdomen pelvis, and the site of the known
lesion if located elsewhere.

* The CT portion of a PET-CT may be used for response assessment if
the site can document that the CT is of identical quality to a
diagnostic CT.

* Imaging facility, image acquisition protocol, and imaging modality
should be consistent for all visits for a given patient.

s See Secfion 8.1.

Tumor assessment
MIBG or PET CT

 If performed as part of routine clinical care, a 7-day window beyond
28 days is acceptable without being considered as a protocol
deviation or screen fail

* MIBG scans for all patients with MIBG avid disease, including those
with disease also detectable by CT or MRL

« FDG-PET may be used in patients whose tumors are MIBG non-avid.

Bone marrow assessment

+ Bilateral bone marrow aspirates and biopsies.

 If performed as part of routine clinical care, a 7-day window beyond
28 days is acceptable without being considered as a protocol
dewviation or screen fail

Biomarkers — Tumor Tissue

* Archival or fresh tumor samples will be collected, when available.

. F nr- sample, when available, is preferred.

+ The most recent sample is desired.

* Tumor samples in the form of a formalin-fixed, paraffin-embedded
block are preferred. If this is not possible, gl slides of freshly
prepared, unstained, 5-micron sections may be provided.

* Samples can be sent at any time during study if not submitted at
SCIeEning.

LY2835219
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Relative Day Prior to Cycle 1 Dav 1 Instructions
Procedure

Adverse events collection and CTCAE Version 5.0.

CTCAE grading
Conconutant medication

Abbreviations: BSA = body surface area; CTCAE = Common Terminology Criteria for Adverse Events; CT = computed tomography, FDG =
uorodeoxyiucos:. NN 15 G  mctiodsbenzsganidine. MR = magoetic resonanee
imaging; MUGA = nmltigated acquisition; PET = positron emission tomography.
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Schedule of On-Study Treatment Activities for Part C

Protocol I3Y-MC-JPCS(f)

The start of a cycle (Day 1) 1s defined as the first day that the combination of rinotecan, temozolonude, and abemaciclib are

administered for that cycle.

All wisits n Cycle 1 and Days 1 through 6 of all cycles thereafter should occur at the investigative site. GM-CSF may be administered

in an out-patient setting per local standards of care. All visits that include radiologic imaging should occur at the investigative site

(see Section 10.7).

Physical assessment

* Up to 3 days before Day 1 of each cycle

and

includine vital si X X * Daily prior to each dimrtuximab infiision. See Section 6.1.1.1
e * Only Day 1 values of each cycle mmst be recorded in the EDC system
* Up to 3 days before Day 1 of each cycle
Height, weight, BSA, X X * Daily weight prior to each dinutuximab infusion

* Only the Day 1 values of each cycle must be recorded in the EDC system

* Up to 3 days before Day 1 of each cycle
* Lansky for age <16 years
* Karnofsky for age =16 years
o  For patients who tum 16 years old while on study, Kamofsky should
be used after the 16 birthday

Weelkly

* See Section 102, Appendix 2
* Up to 3 days before Day 1 of each cycle
® Weekly=Days 1, 8, and 15

LY2835219
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T T T

* See Section 10.2, Appendix 2. Note the addition of PO4- and Mg™
Clinical chemistry Weekly X * Up to 3 days prior to Day 1 of each cycle

* Weekly=Days 1, 8, and 15
Abbreviated chenustry Daily during i1v durine di ; * See Section 10.2, Appendix 2
panel (electrolytes and dimyfuximab Daily mi e fion LA R Days 2, 3, 4, and 5 of each cycle during dinnfuximab administration
creatinine) administration « If dinutuximab is not administered, daily labs are not required
g of urine * Applies to women of childbearing potential only

¥ test X X * Up to 3 days prior to Day 1 of each cycle or as required per local

PTeE regulations and/or institufional guidelines

* Up to 1 week prior to the start of the next planned cycle of therapy
T evaluation Fnd of Cvcles 2. 4. and 6. then |* Repeat assessment >4 weeks after initial response for patients with
CT or MRI at the end ’ ,4thc5|;c1e complete response, partial response, and minor response

) » Use same modality throughout the study

» Scans will be performed and reviewed locally

* Up to 1 week prior to the start of the next planned cycle of therapy
Tumor evaluation End of Cycles 2, 4, and 6, then |* L1 C1 only for patients with non-MIBG avid lesions
MIBG or PET CT at the end sthevele  |* Repeat assessment >4 weeks after initial response for patients with

) e complete response, partial response, and minor response
* Scans will be performed and reviewed locally
End of Cycles 2. 4. 6 and then
after every 4th cycle - only for
Bilateral bone marrow patients with marrow disease ;
aspirates/biopsies and all patients ( ifoo Up to 1 week prior to the start of the next planned cycle of therapy
marrow disease) following
Cycle 6

* Collect pre-dose at C1D1 on participanls- only

Biomarkers — plasma X » Collect at disease progression and/or study disconfinuation on participants

+ For participants whole blood dried blood spot
Bi Kers - * For participants whole blood sample
whole blood X * If not collected during screening/baseline, then obtain at C1D1
+ If blood volume restrictions prevent collection during screening/baseline
and C1D1, then sample can be collected at a subsequent timepoint
LY2835219 43
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* Only one sample is needed per patient
* See Section 8.8
= For patients =5 years old, only the caregiver will complete
* For patients =6 to <12 vears old. patient and caregiver will complete
Drmg product » For patients =12 vears old, only the patient will complete
acceptability and Davs 1 and 15 7 Dav 1 onl * Perform at time of dosing or within approximately 30 minutes after dose
palatability ys L am Cycle 2 Day 1 onty « If method of abemaciclib administration or formulation (tablets to granules
questionnaire or vice versa) changes, the appropriate questionnaire corresponding to the
new administration method and fornmlation should be completed at the
clinic visit following this change
* Prowvide patient diary at Day 1 of each cycle. Patient/caregiver should
- - . complete daily unfil Cycle 3 Day 1. A window of =3 days 1s acceptable.
Review Patient Diary See Notes o Review patient diary at each study visit for completion of date and time for
each dose.
PK sampling See Notes See Section 1.3.3
AF collection and See Notes AFs collected continnously throughout study (any time there is an AF to
CTCAE grading B report) per CTCAE Version 5.0. Collect all AFs/SAFs
Dispense abemaciclib See Notes PO BID per detailed administration guidelines, see Section 6.1
A ster See Notes For detailed administration guidelines, see Sections 6.1, and 6.4
temozolomide
Administer innotecan See Notes For detailed adninistration guidelines, see Sections 6.1, and 6.4
.. ; ) * For detailed administration guidelines, see Sections 6.1, and 6.4
A ster din b See Notes * Important Note: Monitor patients per guidelines in Section 6.1.1.1.
E;PWS“JCSF administer See Notes « For detailed administration guidelines, see Sections 6.1 and 6.4
Participants refurn study See Notes * Return at Day 1 (+5 days) of each cycle starting in Cycle 2 fo assess
drgs B compliance. Refer to section 6.4
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Part C

; — * Collected continnously throughout study (any time there is a concomitant
Con ) t cation See Notes medication to report). Refer to Section 6.5 for more information about
notation . .
concomitant medications

Abbreviations: AFE = adverse event; BID = twice daily; BSA = body surface area; C1D1 = Cycle 1 Day 1; CBC = complete blood count; CTCAE = Common

Terminology Criteria for Adverse Events; CT = computed tomography; EDC = electronic data capture system;
= pranulocyte macrophage colony-stimulating facto
TESONANCE IMAZInG;

GM-CSF
Mg-++ = magnesmm; MIBG = metaiodobenzylguanidine; MRI = magnetic

PET = positron emission tomography; PK = pharmacokinetic; PO = orally; PO4- = phosphorus;
SAE = serious adverse event; VMA = vanillylmandelic acid.
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Posttreatment Follow-Up Schedule of Activities for Part C

Short-Term Follow-Up
{30+7 Davs)

Long-Term Follow-Up (90+14 Days)

801

802-X

Relative Day within
Crycle

Clinically directed physical
examination

Begins when the patient and
the investigator agree that
the patient will no longer
contimue study treatment and
lasts approximately 30 days.

Vital signs

LY2835219

Begins when short-term follow-up
period is complete and continues until
death, study withdrawal, or the patient
15 lost to follow-up. In all cases, no
follow-up procedures will be performed
for a patient who withdraws
consent/assent unless he or she has
explicitly provided permission and
consent/assent.
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Evaluations per examiner s discretion and
patients’ symptoms

Includes height, weight, blood pressure, pulse,
temperature, and respiratory rate

s Lansky for age <16 years

s Karnofsky for age =16 years
For patients who turm 16 years old while on
study, Karnofsky should be used after the
16 birthda
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Short-Term Follow-Up

Long-Term Follow-Up (90+14 Days)

Protocol I3Y-MC-JPCS(f)

{30+7 Davs)
Visit 301 802-X
Begins when short-term follow-up
period is complete and continues until
Begins when the patient and | death, study withdrawal, or the patient Comments
. o the investigator agree that 15 lost to follow-up. In all cases, no
12:3? e Day within the patient will no longer follow-up procedures will be performed
: continue study treatment and | for a patient who withdraws
lasts approximately 30 days. | consent/assent unless he or she has
explicitly provided permission and
consent/assent.
* Use same modality throughout the study
* PET CT only for patients with non-MIBG
T . avid lesions
“;I’f;fmg'ﬂg « Not required if PD is documented while on
f;T uation - x treatment. or if staging has been performed
aﬂd"f MRI within the past 3 weeks
* Perform during every long-term follow-up
MIBG or PET CT visit if PD has not occurred
* Scans will be performed and reviewed
locally
» CTCAE Version 5.0
Adverse events .
- ] X X » After Visit 801, only study treatment-related
collection/CTCAE grading serious events are reported
Concomitant medication X
= Local testing
Hematology X « See Section 10.2, Appendix 2
.. : # L ocal testing
Clinical chemi X
chemistry * See Section 10.2, ix 2
# For participan whole blood sample
Pl bi I e X + Before inifiation of subsequent therapy

LY2835219
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Short-Term Follow-Up
{30+7 Davs)

Long-Term Follow-Up (90+14 Days)

801

802-X

Relative Day within
Crycle

Tissue submission from
tumor biopsy obtained
after proeression

Begins when the patient and
the investigator agree that
the patient will no longer
contimue study treatment and
lasts approximately 30 days.

Collection of poststudy
anficancer treatment

Begins when short-term follow-up
period is complete and continues until
death, study withdrawal, or the patient
15 lost to follow-up. In all cases, no
follow-up procedures will be performed
for a patient who withdraws
consent/assent unless he or she has
explicitly provided permission and
consent/assent.

Protocol I3Y-MC-JPCS(f)

Optional
Only for patients on study treatment at least 6
months

Telephone assessment is acceptable.

Details of subsequent anticancer freatment
(inclding radiotherapy, surgeries, systemic,
and locoregional therapies including start/stop
dates)

Survival assessment

Telephone assessment is acceptable

Abbreviations: CT = computed tomography, CTCAE = Common Terminology Criteria for Adverse Events; MIBG = metaiodobenzylguanidine; MRI =
magnefic resonance imaging; PET = positron emission tomography.
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Protocol I3Y-MC-JPCS(f)

Continued Access Schedule of Activities for Part C

Study
Treatment

Follow-Up

AF collection/CTCAE
grading

S01-5XX

Administer
abemaciclib

Administer
temozolomide

Administer innotecan

Administer
dimiuximab

Administer GM-CSF

001

» Per CTCAE Version 5.0

* Collect all AEs/SAFs

* Per standard of care, monitor vital signs and perform standard laboratory tests (hematology,
chemistry, and pregnancy testing)

* See Section 6.7.1.1 and Section 10.2_ Appendix 2

See Section 6.1
Confimiation on chemotherapy bevond Cycle 12 will be up to the investigator's discretion and the
individual patient’s sifuation

Abbreviations: AFE = adverse event; CTCAE = Common Terminology Criteria for Adverse Events; GM-CSF = granulocyte macrophage colony-stimulating
factor; SAE = serious adverse event.

LY2835219
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1.3.3. Pharmacokinetic Sampling and Study Drug Dosing Schedule

The daily dosing schedule for each study drug and the pharmacokinetic (PK) sampling schedule
1s summarized in the table and fipures below.

Abemaciclib dosing dates and times are required to be collected 3 days prior to the PK samples.
Irnotecan and temozolomide dosing dates and times should also be recorded. The date and
exact tume of collection of each venous blood sample must be recorded on the laboratory
requisition. Beyond the first dose, PK samples may be aligned to coincide with standard
laboratories when applicable, with the following collection dates/times to be used as a gmde.

There will be no PK analysis of dinutuximab or GM-CSF.

For patients in Part A and Part B, and patients in Part C who we:igt- at enrolment, all
planned PK samples will be taken by venous blood draw and processed into plasma.

For patients in Part C who weigh - at enrolment, planned PK samples will be taken for
abemaciclib (and its metabolites) only by a volumetric absorptive microsampling device. No PK
samples for irinotecan (and SN-38) or temozolonude will be drawn.

Day PK Schedule®*
Cycle 1 Cycle 2 Cycle 3
1 See PK Timecourse and Dosing See PK Timecourse and Dosing Pre-dose®
Schedule Figures Schedule Figures Abemaciclib PE samiple only

Pre-dose®:
PK sample for each study dg
{except dinntuximab and GM-CSF)

Pre-dose™
Abemaciclib PK sample only

Abbreviations: GM-CSF = granulocyte macrophage colony-stinmlating factor; PE = pharmacokinetic.

*  PK sampling will include abemaciclib, M2 and M20 (active metabolites of abemaciclib), irinotecan, SN-38
{active metabolite of irinotecan), and temozolomide. No PK samples will be collected for dinntuximab or GM-
CSF.

®  Pre-dose PK samples should be drawn prior to taking study drugs.

¢ For patients in Part C who weigh|[lll at enrolment, abemaciclib PK samples should be taken by volumetric
absorptive microsampling rather than venous blood draw. No temozolomide or irinotecan samples should be
taken from these patients.
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Abbreviations: hr = hour; IV = intravenous; PK = pharmacokinetic.

* Draw PK sample prior to adminmistering any study drugs.

(=3

Draw PK samples prior to irinotecan infusion. At least 1 hour should separate the temozolomide dose and the
start of the innofecan infusion.

Refer to local label and/or standard of care for infusion duration.
Draw PK samples immediately after innotecan infiision.
Second abemaciclib dose should not be adninistered until after last PK sample has been drawn.

[a]

B

m

[

For patients in Part C who weigh- at enrolment, abemaciclib PK samples should be taken by volumetric
absorptive microsampling rather than venous blood draw. No temozolomide or irinotecan samples should be
taken from these patients.

Abbreviations: hr = hour; PE = pharmacokinetic.
2 Draw PK sample prior to administering any study dmgs.

®  Second abemaciclib dose should not be administered until after last PK sample has been drawn.
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2. Introduction

2.1. Study Rationale

Despite advances in the treatment of pediatric cancers, there 1s still an unmet need for efficacious
and tolerable regimens for relapsed/refractory solid tumors. Abemaciclib 1s a selective and potent
small-molecule cyclin-dependent kinase 4 and cyclin-dependent kinase 6 (CDK4 & 6) mhibitor,
favoning CDK4 mhibition 14-fold over CDK6 inhibition in enzymatic assays (Torres-Guzman et
al 2017). Based upon preclinical data and the role of CDK4 & 6 in multiple pediatric tumor
types, Eli Lilly and Company (Lilly) hypothesizes that abemaciclib administered 1in combination
with temozolomide, in combination with irinotecan and temozolomide, and/or in combination
with dinutuximab, GM-CSF, mnnotecan, and temozolomide will be sufficiently tolerable with
evidence of clinical activity to support further development.

Study JPCS 1s designed to evaluate:

¢ the recommended Phase 2 dose (RP2D) for abemaciclib in pediatric patients with
relapsed/refractory solid fumors
* 1n combimation with minotecan and temozolomide (Part A),
* 1n combmation with temozolomude (Part B), and
* 1n combmation with dinutuximab, GM-CSF, innotecan, and temozolomde in
patients with relapsed/refractory neuroblastoma (Part C).
e the anfi-tumor activity of abemaciclib in combination with dinutuximab, GM-CSF,
wrmotecan, and temozolomide in patients with relapsed/refractory neuroblastoma (Part
C).

2.2, Background

Pediatric cancer represents a spectrum of rare malignancies with approximately 15,000 patients
aged 0 to 19 years diagnosed n the United States in 2018 (NCI 2018). Pediatric patients with
relapsed/refractory solid fumors typically have a poor prognosis. Treatment mn this setting
typically results i only nunimal improvements in efficacy, with 5-year post-relapse survival
rates often less than 30% for pediatric solid tumors, such as Ewing’s sarcoma, neuroblastoma,
central nervous system (CNS), osteosarcoma, and rhabdomyosarcoma (Ceschel et al. 2006;
Dantonello et al. 2008; London et al. 2011; Stahl et al 2011; Leary et al. 2013). In the
relapsed/refractory disease setting, few treatment options exist and frequently consist of multiple
rounds of cytotoxic chemotherapies, such as irinotecan and temozolomde.

New therapeutic strategies are needed to synergize with chemotherapy to effectively induce
cancer cell death. Cell cycle mhibition with abemaciclib, a potent and selective CDK4 & 6
mhibitor, 1s one such strategy to potentiate the effects chemotherapy. Genetic aberrations in the
Cyclin D/CDEK4 & 6 pathway have been observed mn pediatric tumors, potentially makmng them
sensifive to CDK4 & 6 mhibition (Saab et al. 2006; Molenaar et al. 2012; Rader et al. 2013; Zlm
et al 2016; Cook Sangar et al. 2017; Geoerger et al. 2017; Sturm et al. 2017; Dowless et al_
2018). Preclinical evidence has demonstrated additive activity of abemaciclib in combination
with temozolomide with and without innotecan (see Section 2.2 6).
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More specifically, neuroblastoma accounts for 12% of childhood cancer deaths. Despite
aggressive multimodal therapy, over 50% of patients with high-risk disease will suffer disease
relapse. Survival after relapse of high-risk neuroblastoma in children over 18 months of age
remains poor (Lau and London 2012). Additionally, another 5% to 20% of newly diagnosed low-
, ntermediate-, and high-risk patients will be refractory to initial therapy (Zhou et al. 2015; Twist
etal 2019; Liu et al. 2020). These patients with either relapsed or refractory neuroblastoma
warrant additional mvestigations.

Treatment of relapsed/refractory neuroblastoma has evolved to target the disialoganglioside GD2
that 15 expressed on neuroblastoma cells. Dinuhamab, the first anti-GD2 monoclonal antibody,
was added to GM-CSF in a mamtenance setting after intensive chemotherapy, radiation therapy,
surgical resection, myeloablative chemotherapy, and autologous stem-cell rescue based on the
ANBL0032 study results demonstrating a 20% EFS and 11% OS improvement when compared
to standard therapies without dinutuximab (Yu et al. 2010). Subsequent development of
dinhimab-beta, a simular anti-GD2 monoclonal antibody, followed dinutuximab.

Additional research has provided evidence of the role of dinutuximab, GM-CSF, irinotecan, and
temozolomide in patients with mitial neuroblastoma relapse. In study ANBL1221, the
combination of dinutuximab, GM-CSF, mnotecan, and temozolomide demonstrated significant
anti-tumor activity and aclueved an overall response rate of 41.5%, a one-year PFS of 67.9% and
one-year OS of 84.9%. Despite these advances, there remains a significant unmet need for
children with released and refractory neuroblastoma (Mody et al. 2020).

2.2.1. Temozolomide

Temozolomude 1s a DNA-alkylating agent with adult indications for glioblastoma and refractory
anaplastic astrocytoma. In pediatric patients, it 1s commonly used in CNS tumors such as
high-grade gliomas (World Health Organization Grades III/IV) in the front-line setting and 1n
medulloblastoma/primitive neuroectodermal tumors in the recurrent setting (De Si0 et al. 2006;
Cohen et al. 2011; Cefalo et al. 2014; Guerra-Garcia et al. 2020; Le Teuff et al. 2020).
Temozolonmude 1s also widely used in combination with irinotecan in pediatric solid tumors (see
Section 2.2.2). The safety profile of temozolonude 1s well established and predictable and 1s
known to cause myelosuppression and hepatotoxicity (Temozolonude US Package Insert 2017).

2.2.2. Irinotecan

Irnotecan 1s a topoisomerase I inibitor that 15 indicated for metastatic colon cancer i adults,
but 1s frequently used in combination with temozolomude for treatment of pediatric
relapsed/refractory solid fumors, including but not linmted to neuroblastoma, Ewing’s sarcoma,
osteosarcoma, rhabdomyosarcoma, and others due to the non-overlapping toxicity profile and the
activity that has been observed in preclinical and clinical studies (Houghton et al. 2000; Wagner
et al. 2004; Kushner et al 2006; Casey et al. 2009; Wagner et al. 2009; Bagatell et al. 2011,
2014; Kurucu et al. 2015; Palmerim et al. 2018). The innotecan adverse event (AE) profile 1s
well documented and predictable. Notably, irinotecan can cause myelosuppression and early and
late forms of diarrhea; early diarrthea may be accompanied by cholinergic symptoms (Irmnotecan
US Package Insert 2020).
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2.2.3. Abemaciclib

Abemaciclib 1s an orally admimstered, potent, and selective mhibitor of CDK4 & 6 that 1s
currently approved for the treatment of hormone receptor positive (HR+) / human epidermal
growth factor receptor 2 negative (HER2-) advanced breast cancer as monotherapy and in
combination with endocrine therapies (Dickler et al. 2017; Goetz et al. 2017; Sledge et al 2017,
Johnston et al. 2019). From a therapeutic standpoint, the goal of inhibiting CDK4 & 6 1s to
prevent cell cycle progression through the G1 restriction point, thus arresting tumor growth.
Cyclin-dependent kinases 4 & 6 participate n a complex with D-type cyclins to imtiate the
transition through the G1 restriction point, which controls entry into S phase and 1s essential for
maintaimng control of cell division (Sherr 1996; Ortega et al. 2002) through phosphorylation of
the retinoblastoma (RB) tumor suppressor protein. Alterations i this pathway occur frequently
1n human cancers and mvolve:

¢ loss of endogenous cyclin-dependent kinase (CDK) inhibitors by mutation or epigenetic
silencing,

¢ nmmtation/overexpression of either CDK4 & 6 or Cyclin D, or

* mactvation of RB.

These alterations render cells less dependent on mitogenic signaling for proliferation. With the
possible exception of those tumors with complete mactivation of RB, which functions
downstream of the Cyclin D/CDK4 & 6 complex, cancers that involve CDK mutations or over-
expression are potentially sensitive to pharmacologic inhibition of CDK4 & 6.

2.2.4. Dinutuximab

In humans, GD?2 expression 1s almost exclusively limited to neuroblastoma cells and neurons,
making GD?2 a suitable target for immunotherapy (Yu et al. 2010). Anti-GD2 monoclonal
antibodies, including dinutuximab and dinutuximab-beta, rely on immune effector functions like
complement-dependent cytotoxicity and ADCC, which are enhanced when combined with GM-
CSF. Anti-GD?2 therapies have dramatically improved neuroblastoma treatment outcomes.

The anti-GD?2 antibody dinutuximab was first approved in 2015 by the FDA for mitial treatment
of neuroblastoma following intensive multimodal therapy. Approval was granted based on the
results from the prospective, randomized ANBL032 study in which dinutuximab was combined
with GM-CSF, interleukin 2 (IL-2), and cis-retinoic acid (1sotretinoin) for the treatment of
pediatric patients with high-risk neuroblastoma who achieve at least a partial response to imitial
multimodality therapy. In Europe, dinutuximab-beta 1s the approved anti-GD2 monoclonal
antibody. IL-2 has been removed from the standard combination based on the risk-benefit
profile as demonstrated by Ladenstein et al. (2018, 2019).

After showing dramatic improvements when added to the maintenance setting in first-line
treatment, anti-GD? therapy has since been shown to add benefit in patients with relapsed or
refractory disease, including in patients who experienced disease relapse after previous exposure
to dinuhwaamab 1 the front-line mamtenance setting. Dinutuximab with GM-CSF, irnotecan,
and temozolomide showed an ORR of 41.5% (95% CI: 28 2%, 54.8%) in the ANBL1221 tnial
leading to adoption of this regimen as standard of care for first relapse within the US and
prompting trials of dinuhuximab-beta as relapsed/refractory therapy in Europe (Mody et al_
2020).
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JPCS Part C aims to improve the outcomes of dinutuximab, GM-CSF, mmnotecan, and
temozolomide in the first relapsed/refractory setting.

2.2.5. GM-CSF

The cytokine GM-CSF 1s an important component of chemoimmunotherapy in neuroblastoma.
GM-CSF amplifies the ADCC effects of anti-GD2 antibodies via activation and stimulation of
granulocytes and macrophages to function as antigen-presenting cells to promote a host anti-
tumor response (Yu et al. 2010). The addition of GM-CSF with dinutuximab to chemotherapy
has been demonstrated to be efficacious in multiple studies (Mody et al. 2020; Yu et al. 2010),
and the combination of anti-GD?2 antibodies with GM-CSF now serves as part of the standard of
care.

2.2.6. Preclinical and Clinical Rationale

Pediatric cancers often harbor genetic aberrations in the Cyclin D/CDEK4 & 6 pathway, making
them logical candidates for sensitivity to abemaciclib. In a panel of 39 cell lines derived from
patients aged <21 years and encompassing a wide spectrum of histologies, the absolute ICsp of
abemacichib was within a chinically relevant range (<2 pM; within 2-fold of average patient
concentrations [Gong et al. 2017; Dowless et al. 2018]) in approximately half of the cell lines,
which warranted additional studies of abemacichib in pediatric models.

Ewing’s sarcoma has been reported to have deletion of CDKN2A (encodes the p16™=* tumor
suppressor that binds to CDK4 & 6) in approximately 10 to 30% of primary tumors and nearly
50% of Ewing’s sarcoma cell lines (Dowless et al 2018). In the cell-derived xenograft Ewing’s
sarcoma model A673 (derived from a 15-year-old patient), of the 6 amimals treated with the
triplet combination of abemaciclib, irmotecan, and temozolomude, 1 had a partial regression and
5 had stable disease, while the 6 amimals treated with innotecan and temozolomide expenenced
progressive disease (Dowless et al. 2018). In addition, durable responses with abemaciclib in
combination with irinotecan and temozolonude have been reported in other Ewing’s sarcoma
models (Dowless et al. 2018).
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A673 Ewing’s sarcoma CDX model in mice treated with vehicle, abemaciclib (daily for 28
days), irinotecan and temozolomide (daily for 5 days, rest for 16 days, then daily for 5

days), or abemaciclib, irinotecan, and temozolomide, (same schedules for each drug as

above). Treatment started on approximately Day 15. (A) Tumor volume over time (B)

Tumor response assessment at Day 31 (Modified from Dowless et al. [2018]).
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Abbreviations: CDX = cell-derived xenograft; PD = progressive disease; PR = partial response; 5D = stable
disease; T/C = treated tumor size divided by control tumor size; TMZ = temozolomide

Additionally, neuroblastoma has been reported to have deregulation of the CDK pathway
through amplification of CDK4 and CCND! (Cyclin D1) and deletion of CDKN24 (Molenaar et
al 2012; Rader et al. 2013). In a panel of 9 neuroblastoma cell lines, all 9 were sensitive to
abemacichib at chinically relevant concentrations. Abemaciclib (50 mg/kg/oral/once daily [QD])
was also evaluated as a single agent in 2 cell-denived xenograft models (KELLY and IR-32) of
pediatric neuroblastoma. In both models, abemaciclib had a statistically significant tumor
growth reduction when compared to the vehicle, resulting 1n a Response Evaluation Critenia in
Solid Tumors (RECIST) of stable disease for KELLY and partial regression for IMR-32. IMR-
32 1s known to have a FBX03] loss of function, a feature linked to Cyclin D1 activation, and
therefore may be a the more sensitive model (Rihami et al. 2015; Gong et al. 2017). There were
no significant concerns for tolerability as assessed by twice-weekly measurements of body
weight and daily observation of general appearance.
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Evaluation of Abemaciclib in Cell-Derived Neuroblastoma Xenograft Models

% T/C or % change bodyweight
Model n Regression | P-value RECIST from baseline P -value
IMR-32 6 -69.5 <0.001 | partial regression -6.9 0.013
KELLY 5 135 =0.001 stable disease -6.8 =10.001

Abbreviations: RECIST = Response Evaluation Criteria in Solid Tumors; T/C = treated tumor size divided by
control tumor size.

Pediatric high-grade glioma can also harbor genetic aberrations such as CCND/CDK

amplification and CDKN2A/B deletion (Sturm et al. 2017). In a patient-derived xenograft model

of pediatric high-grade glioma, radiotherapy, adjuvant temozolomide and abemaciclib

significantly extended survival compared to both radiotherapy alone and to radiotherapy plus

temozolomide m the model shown below. Three other models did not show consistent results.

CNXF 4204 pediatric high-grade glioma patient-derived xenograft model (n=8 per group).
Mice were treated with 1 Gy x 1 day radiotherapy, temozolomide daily (approximately 5
days per cycle x 2 cycles depending on tolerability), and abemaciclib daily on days 1-66 or
11-66 as indicated.

-+ Gri|[AT)
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%’ Bk - GrA |[RT+TiI+Abemacicib Days 1-68)
H
-] [ ]
= 50
3
-
o
i r v : = i

L] 0 20 3 40 B0 G0 TO B0 90
Day Adter Start of Treatmeant

Additionally, abemaciclib monotherapy and abemaciclib combined with temozolonude have
been evaluated in an adult ghoblastoma models. Using a rat orthotopic U87MG xenograft
model, abemaciclib monotherapy resulted in a significantly improved survival compared to the
control (vehicle-treated) (Raub et al. 2015). Furthermore, in rats with intracramal US7TMG
tumors, abemaciclib combined with temozolonude was, at numimum, additive compared to either
as monotherapy (Raub et al. 2015). These and other studies indicated that abemaciclib can cross
the blood-brain barrier with unbound brain levels expected to mhibit CDK4 & 6 (Raub et al_
2015).
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US7MG orthotopic glioma model (n=8 per group). Rats were treated starting on day 6 at
the indicated schedule in table (grey horizontal bar above x-axis indicates treatment
period) (Modified from Raub et al. [2015]).
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Survival Time (Days)

Abbreviations: QD = once daily; Q2D = twice daily; TMZ = temozolomide.

Abemaciclib was also mvestigated m a glioblastoma cohort of adult patients in the Phase 1 Study
I3Y-MC-JPBA. Of 17 enrolled, 3 patients exhibited stable disease at the time of the primary
endpoint (Patnaik et al. 2016). Two patients continued to receive abemaciclib without disease
progression for 19 and 23 cycles, and they remained on treatment at the time of data cutoff. In
the Phase 2 Study I3Y-MC-JPBO of abemaciclib in patients with brain metastases there was
evidence to support that abemaciclib achieved therapeutic concentrations in brain metastases
(Tolaney et al. 2020).

Other pediatric solid tumors, such as osteosarcoma, malignant rhabdoid tumors,
medulloblastoma, and rhabdomyosarcoma, have been reported to contain genetic aberrations that
may confer sensitivity to abemaciclib, although sufficient studies have not been performed to
validate activity (Saab et al. 2006; Zhu et al. 2016; Geoerger et al. 2017; Cook Sangar et al.
2017). Other CDK4 & 6 inhibitors (palbociclib and ribociclib) have been evaluated in
preclimical or clinical studies with several of these tumor types, but results are limited based on
small numbers and a lack of confirmatory studies (Hashizume et al. 2016; Cook Sangar et al_
2017; Geoerger et al. 2017).

Importantly, although Study JPCS 1s the first Lilly-sponsored pediatric clinical trial of
abemacichib, an exploratory investigator-sponsored Phase 1 clinical trial evaluating the
single-agent activity of abemaciclib in children and young adults 1s currently ongoing in the
United States (Cash et al. 2019). The 130 mg/m’ BID dose level (equivalent to approximately
200 mg BID for an adult), 1s reported to be well tolerated in pediatric patients with
recurrent/refractory solid tumors, including malignant brain tumors (Cash et al. 2019).

Together, the mechanism of action of abemaciclib, the nonclinical data supporting involvement
of the Cyclin D/CDK4 & 6 pathway in pediatric cancers, as well as the great unmet medical need
have prompted Study JPCS.
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2.3. Benefit/Risk Assessment

There 15 an urgent need for new effective combinations of targeted therapies to treat relapsed
malignancies. The addition of abemacichb will build upon standard backbone chemotherapy to
evaluate safety and tolerability and will inform efficacy assessments in future appropriately
powered tumor-specific studies. The study design ensures that the commonly used disease-
specific therapies (femozolomide + mnotecan for many solid tumors and anti-GD?2 antibodies
with GM-CSF, temozolomude, and irinotecan for neuroblastoma) will not be withheld. Given the
observed safety profile of abemaciclib in adults and the known risk profile of dinutiximab, GM-
CSF, wrinotecan, and temozolonude, the nisk for the combinations in the proposed study
population 1s expected to be manageable.

Extrapolatng from adult climical safety data with abemaciclib, diarrhea, neutropemia, and alanine
aminotransferase (ALT) increased, all of which have demonstrated reversibility with reduction or
discontinuation of abemaciclib, are considered potential areas of overlapping toxicity when given
in combmation with rinotecan and temozolonude and with dinutuximab. These events are
readily monitored and manageable.

Additional details on the management of diarrhea are in Section 6.5.2; additional details on dose
modifications for diarrhea, hematologic toxicity, hepatotoxicity, and other toxicities are in
Section 6.6; and additional details of hepatic momitoring are in Section 8.2.1.1.

The molecular pathophysiology that promotes growth in many pediatric malignancies and the
existing prechinical data support the evaluation of abemaciclib in relapsed/refractory pediatric
solid fumors in combination with cytotoxic therapy (1.e. temozolomide, irinotecan). Importantly,
the CDK4 & 6 pathway can also be deregulated in neuroblastoma, and the addition of
abemaciclib to chemoimmunotherapy provides a novel strategy to potentially improve outcomes
for patients with relapsed/refractory neuroblastoma.

More mformation about the known and expected benefits, nsks, serious adverse events (SAEs),
and reasonably anticipated AEs of abemaciclib are to be found in the Investigator’s Brochure

(IB).

More detailed information about the known and expected benefits and risks of dinufuximab,
GM-CSF, mnnotecan, and temozolonide, may be found in the Patient Information Leaflet,
Package Insert, and/or Summary of Product Characteristics.

2.3.1. Benefit/Risk Assessment of COVID-19

Ensurmg the health and safety of research participants, reducing the burden on the healthcare
system, and upholding the integrity of clinical trial data are of the utmost importance. Based on
the poor survival and lack of therapeutic options for pediatric patients with relapsed/refractory
solid tumors, the potential benefits study patients may receive outweigh the nisks they may
encounter by being on-site at the facility to recerve treatment during the COVID-19 pandemuc.
Whether these patients seek treatment in a climical trial setting or in a standard healthcare setting,
the nisk of COVID-19 mfection will be present. Activities in this trial were designed to reflect
the standard of care activities for this patient population. However, there are some additional
visits (such as on days with PK assessments) to ensure patient safety and to meet the trial
objectives. These additional visits are not considered to pose a significant increase in nisk, since
standard local hospital/clinic procedures to prevent the spread of COVID-19 will be 1n place.
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In order to mamtain regular visits and treatment adnmimstration, flexibility measures, such as
allowing remote visits, have been integrated into this clinical trial protocol as outlined in

Section 10.7, Appendix 7, thus nuninmzing interpersonal contact. These flexibility measures will
allow for compliance with this protocol, thereby ensuring patient safety and data relhiability.

With the flexibility measures in place and the high unmet need of the patients participating in
Study JPCS, the potential benefits of Study JPCS outweigh the potential risks of starting the trial
during the COVID-19 pandemic.

2.3.2. Overall Benefit Risk Conclusion:

Given the observed safety profile of abemaciclib in adults and the known nisk profiles of
dinutuximab, GM-CSF, irnotecan, and temozolomide, the nisk for the combinations in the
proposed study are expected to be manageable. Additionally, considering the measures taken to
ensure participant safety, the potential risks are justified by the potential benefits for ndividuals
with relapsed malignancies.
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3. Objectives and Endpoints

Objectives Endpoints
Primary

To determiune the optimal RP2D for abemaciclib in
patients with relapsed/refractory solid tumors:

¢ Part A- in combination with innotecan and
temozolonude
¢ Part B: in combination with temozolomide

DLTs
MTD

* PK (concentrations of abemaciclib, irnotecan,
and temozolomide)

Part C: To determine the optimal RP2D, and anti-
tumor activity of abemaciclib 1n combination with
dinutuximab, GM-CSF, irinotecan, and

temozolomide 1n patients with relapsed/refractory

« DLTs
* PK (concentrations of abemaciclib, irnotecan,
and temozolomide)?

* ORR determined by investigator assessment

neuroblastoma per INRC

Secondary

To characterize the safety profile of the » Safety (including but not limited to): TEAEs,
S . SAEs. deaths

combination therapies

* Clinical laboratory abnormalities per CTCAE

(version 5.0), vital signs, and physical
examinations
* Dose modifications of all study drugs

To document the preliminary anti-tumor activity
of the combination therapy per RECIST v1.1 or

RANO (for CNS tumors) for Parts A and B, and
per INRC for part C.

+ ORR (Parts A & B only)
* PFS determined by investigator assessment
(Part C only)

To assess the acceptability and palatability of the
tablet and/or granule abemaciclib, including
dispersed tablets and/or granules

Assessment of tablet, granule, or dispersed
abemaciclib presentation, including acceptabality
and palatability

Tertiary/Exploratory
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Abbreviations: CBE = clinical benefit rate; CTCAE = Common Terminology Criteria for Adverse Events; DCR. =
disease control rate; DoR = duration of response; DL.T= dose-limiting toxicity; GM-CSF = gramilocyte

macrophage colony-stimmlating factor; MTD =
maxinmm tolerated dose; ORER. = overall response rate; PFS = progression-free survival;
PK = pharmacokinetics; RANO = Response Assessment in Neuro-Oncology,; RECIST = Response Evaluation
Criteria in Solid Tumors; EP2D = recommended Phase 2 dose; SAE = serious adverse event; TEAE = treatment-
emergent adverse event.

* InPart C, PK is a primary endpoint for Stage 1 only.
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4. Study Design

4.1. Overall Design

Section 1.2 illustrates the study schema.

Study JPCS 1s a multicenter Phase 1b/2 study with 3 parts. Parts A and B are in patients with any
relapsed/refractory solid fumor that has progressed on standard treatments and for whom
experimental therapy with abemaciclib in combination with temozolonude or in combination
with temozolomide and imnotecan 1s deemed medically appropriate by the mvestigator. Part C
will exclusively enroll participants with relapsed/refractory neuroblastoma and for whom
experimental therapy with abemaciclib in combination with dinutuximab, GM-CSF, innotecan,
and temozolomide 15 deemed medically appropnate by the investigator. Due to global
differences in the standard of care for this population, the trial will enroll patients to Part C only
1n North Amernica and Austraha.

The total sample size for the study i1s dependent on the incidence of DLTs 1n all parts and
responses i Part C. The study will enroll approximately 30 to 117 patients (see Section 9.2).
Patients i Parts A and B must be <18 years of age and weigh =10 kg (with body surface area
[BSA] =0.5 m”). Patients in Part C must be <21 years of age (for patients with a starting
abemaciclib dose of 30 mg/m? BID, BSA must be >0.3 m?). The trial will be conducted
following a 3+3 dose escalation scheme for Parts A and B and Simon’s two-stage design (Simon
1989) with a dose finding component for Part C:

 Part A: abemaciclib in combination with irinotecan and temozolomide

¢ Part B: abemaciclib in combination with temozolommde

s Part C: abemacichib in combination with dinutuximab, GM-CSF, irinotecan, and
temozolomde.

Part A will be executed first to confirm the MTD of abemaciclib in combination with irnotecan
and temozolomide. The MTD 1s defined as the highest dose level at which less than 33% of
patients experience a DLT during Cycle 1. After the MTD of abemaciclib in Part A has been
determuned, Parts B and C will open. As Part B reduces cumulative exposure to
myelosuppressive agents, it will enroll at a starting dose one level higher than the abemaciclib
MTD in Part A (not to exceed 115 mgfmz)_ Since Part B will not start at the lowest dose level
(unless the lowest dose level of Part A 1s not tolerated), this sequential design has potential to
mimmize the number of patients necessary to complete Part B. The dose escalation/de-
escalation method for abemaciclib in Parts A and B 1s described 1n detail in Section 4.1.1. Part C
will utilize the MTD for the combination of abemaciclib, innotecan, and temozolomide
1dentified i Part A and the standard dosing of dinufizimab and GM-CSF (Mody et al. 2020) as
the starting dose. Part C consists of two stages that will evaluate (1) safety and tolerability and
(2) anti-tumor activity of the combination (details in Section 4.1.2).

Dose-limiting toxicities will be evaluated during the 21 days of treatment in Cycle 1. After the
MTD has been 1dentified, an expansion cohort for each part will be enrolled to further inform
safety and PK and to confirm the tolerability in additional patients.
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The cycle length 15 21 days. Patients will continue study treatment until at least one of the
discontinuation criteria 1s met (Section 7). Continuation on chemotherapy beyond Cycle 12 will
be up to the mvestigator’s discretion and the individual patient’s situation. Prior to continmng
the patient on chemotherapy beyond Cycle 12, the investigator should discuss with the Lally
clinical research physician/clinical research scientist (CRP/CRS).

The primary objective m Parts A and B 1s to determune the RP2D of abemaciclib in combination
with irnotecan and temozolomide (Part A), and abemaciclib in combination with temozolomide
(Part B) n patients with relapsed/refractory solid tumors. The secondary objectives mclude the
assessment of the safety profile, preliminary anti-tumor activity, and abemaciclib acceptability
and palatability.

The co-primary objectives i Part C are to evaluate the safety, tolerability, and anti-tumor
activity of abemaciclib in combination with dinutuzimab, GM-CSF, rinotecan, and
temozolomide in patients with relapsed/refractory neuroblastoma. The secondary objectives

include the assessment of DoR, CBR, DCR, and PFS by investigator assessment, and evaluation
of drug product acceptability and palatability.

4.1.1. Dose Escalation Design for Parts A and B

The dose will be escalated following assessment of toxicity using the standard scoring system,
Common Terminology Criteria for Adverse Events (CTCAE) Version 5.0, established by the
Mational Cancer Instifute (NCT).

In Part A patients will begin abemaciclib at Dose Level 1 (70 mg/m?). After the dose escalation
of Part A 1s completed, one dose level higher than the MTD of abemaciclib in Part A will be
used as the starting dose in the dose escalation of Part B, but will not exceed 115 mg/m’ BID.
Three patients are planned for treatment at each dose level; however, the exact number of
patients treated at a specific dose level depends on the number of patients within the cohort who
experienced a DLT.

Patients will be considered DLT-evaluable 1f they have either completed the DLT-observation
period and received at least 75% of planned doses of each study drug in Cycle 1 or have
discontinued study treatment or study participation before completing Cycle 1 due to a DLT or
recerved less than 75% of planned Cycle 1 doses due to drug-related toxicity. Non-evaluable
patients may be replaced to ensure that enough patients complete 1 cycle unless accrual to that
cohort has stopped due to a DLT.

Following the 3+3 dose escalation scheme, if 0 of 3 patients at a given dose level experience first
cycle DLT, the subsequent cohort will enroll at the next higher dose level
e If 0 of 3 evaluable patients experience a DLT, but safety concerns are present, 3
additional patients may be added to the same dose level cohort to provide additional
data following discussion between the investigators and the sponsor.

If 1 of 3 evaluable patients in a cohort experience a DLT, the cohort will be expanded to mclude
6 patients.

e The dose escalation can proceed 1f <2 out of 6 evaluable patients experience a DLT.
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e IfaDLT is observed in =2 out of a maximum of 6 evaluable patients at any given
dose, a safety review will be triggered, dose escalation will cease, and the next lower
dose will be considered the MTD.

If the starting dose level of abemaciclib 70 mg/m® BID is not tolerated in Part A, the A—1 dose
level of 55 mg/m* BID of abemaciclib will be explored. If 55 mg/m’ of abemaciclib 1s not
tolerated in Part A a thorough safety review will be conducted in collaboration with
mvestigators to weigh the benefits and risks of starting Part B. If the combination 15 deemed to
be not tolerable due to overlapping toxicity of abemaciclib plus temozolomide or abemaciclib
alone, the study will not proceed to Parts B or C. However, 1f the combination was not tolerable
due to overlapping toxicity of abemaciclib plus mmnotecan (e g. DLTs of diarrhea), Part B using
55 mg/m® of abemaciclib as the starting dose may proceed.

In thus study, intrapatient dose escalation 1s not pernutted.

The RP2D of abemaciclib will be defined based on the totality of safety, tolerability, and PK
results. Dose-limiting toxicities and dose selection decisions will be made after discussion
between the investigators and the sponsor.

The RP2D from each part will be confirmed in expansion cohorts for each combination.
Expansion cohorts will enroll 6 patients. In both study parts, upon completion of a thorough
safety review, additional patients can be enrolled if necessary to confirm safety. Examples may
mnclude testing a lower dose in 6 additional patients 1f DLTs are experienced by at least 2 of 6
patients in the mitial expansion cohort to further confirm tolerability of prolonged treatment.

4.1.2. Two-stage Design for Part C

Part C consists of two stages to first evaluate the safety and tolerability and then the anti-tumor
activity of abemaciclib in combination with chemoimmunotherapy. The design 1s briefly
described below with a figure immediately following_

Stage 1

Stage 1 starts with a dose optimization to identify MTD. Specifically, 1t will imtially enroll 3
patients at 55 mg/m” (i.e_, the MTD for abemaciclib in combination with irinotecan and
temozolomide in Part A plus dinuhiximab and GM-CSF) and use 3+3 rules to gmde dose
decision. During MTD identification, if 55mg/m? is deemed intolerable, then a lower
abemaciclib dose of 30mg/m’ (keeping the other drugs the same) will be explored. If this lower
dose level 15 deemed intolerable, Arm C will be termunated due to mtolerability.

In addition to the safety assessment, the anti-tumor activity will be measured by objective tumor
response. If MTD 1s declared, an expansion cohort will enroll at the MTD to confirm the
tolerability while evaluating the preliminary anti-tumor activity. In the expansion cohort, up tnl
patients may be simultaneously enrolled. Stage 1 will enroll up to . DLT-evaluable patients at
the identified MTD. If none of the followmg stopping rules are triggered, the MTD will be
confirmed as RP2D and Part C will move to Stage 2.

* Rule A stop for toxicity 1f - of the DL T-evaluable patients experience DLT.

* Rule B: stop for intolerability lf- patients discontinue due to treatment-related AE
before completingl cycles.
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* Rule C: stop for msufficient evidence of anti-tumor activity if cl of plpatients are
responders (1.e_, have objective fumor response, including a best o response of
complete response [CR], partial response [PR] or minor response [MR] per INRC).

De-escalation during cohort expansion: If 55mg/m’ is declared the MTD, but either stopping
Rule A or B is triggered in the cohort expansion, subsequent patients will be treated at 30mg/m”
and those at the 55 mg/m* dose may be dropped to 30 mg/m’® upon investigator’s discretion. Part
C will continue to enroll until there are @itotal patients treated at 30 mg/m* with a minimum of
I newly enrolled DLT-evaluable 30mg/m” patients. If no stopping rules are tnggered, the dose
combination with abemaciclib at 30 mg/m? is the RP2D and Part C will move to Stage 2.

Stage 2

An additiunal. patients will be enrolled at the RP2D in Stage 2. Among the . evaluable
patients treated in Stages 1 and 2 at the RP2D, if there are responders, then there 1s
msufficient evidence of anti-tumor activity. If. of the patients are responders, then 1t 15
reasonable to conclude that the drug combination has promising anti-tumor activity that could
warrant further study.

The figure below illustrates the Part C design.
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Statistical details for the two-stage design are provided in Section 9.

4.1.3. Dose-Limiting Toxicity Determination and Maximum Tolerated Dose Definition

A DLT 1s defined as any of the events according to the NCI CTCAE version 5.0 below if both
the following criteria are met:

e The event occurs during the DLT observation period of Cycle 1, between Days 1 and 21,

and,
e The event 1s clinically sipnificant and either definitely, probably, or possibly related to
abemaciclib or the combination treatment following discussion between the investigator

and Lilly CRP/CRS.
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Investigators, together with the Lilly CRP/CRS, can declare a DLT if a patient experiences a
significant toxicity deemed to be dose-limiting.

In the event of any Grade 5 AE, enrollment will be suspended, and a thorough safety review will
be performed prior to resuming enrollment.

If a patient recetves <75% of any planned Cycle 1 study drug doses due to drug-related toxicity,
the toxicity will be declared a DLT.

Nonhematological events:
With the exceptions listed below, all Grade =3 nonhematological AEs will be considered a DLT.
Exceptions:
e Grade 3 diarrhea controlled with supportive care and lasting <72 hours;
e Acute mnotecan-associated diarrhea lasting <7 days and controlled with supportive care;
e Grade =3 nausea, vonuting, or constipation that 1s manageable with supportive care and
lasts <72 hours;
s Grade 3 mucosifis/stomatitis of <72 hours duration;
# Grade 3 fever or infection;
e Grade =3 electrolyte abnormality that lasts <72 hours, 1s not climically complicated, and
resolves spontaneously or responds to conventional medical interventions;
e Grade =3 amylase or lipase that 1s not associated with symptoms or clinical
mamfestations of pancreatitis; or
e Aspartate aminotransferase (AST)/ALT elevation resolving to eligibility criteria within 7
days;

Hematological events:

e Cycle Delay: a>>14-day delay in the start of a subsequent cycle because of neutropenia
or thrombocytopenia in the absence of bone marrow disease progression seen on
clinically indicated bone marrow biopsy (if performed).

Note: Patients who experience dose-limiting neutropema and/or

thrombocytopenia will have these events reviewed by the sponsor to discuss

attribution (bone marrow disease [baseline and subsequent, if performed and

clinically indicated] versus study drugs). Patients with bone marrow disease

progression will not be considered to have dose-limiting hematological toxicities.
¢ Grade =3 thrombocytopema with climcally significant bleeding; or

e Grade >4 neutropenic fever.

Note: lymphopema 1s not considered a DLT unless climcally sigmificant.

Agpregate data will be reviewed and taken into consideration for determining the RP2Ds.

The I3Y-MC-JPCS Toxicity Documentation Form must be completed and sent to Lilly for each
patient during the DLT period i order for timely evaluation of DLTs.

e IfaDLT is expenienced durning the DLT evaluation period, the I3Y-MC-JPCS Toxicity
Documentation Form should be completed and sent to Lilly withun 3 days of becoming
aware of the DLT.
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e Ifno DLT 1s experienced, the form should be completed and sent 3 days after the DLT
evaluation period has ended.

4.2. Scientific Rationale for Study Design

The overall rationale for the study design 1s described 1n the Introduction section under Study
Rationale (Section 2.1) and mn Statistical Considerations (Section 9). Dose selection details can
be found in Section 4.3.

4.3. Justification for Dose

43.1. Abemaciclib

Abemaciclib has demonstrated efficacy with a tolerable safety profile in advanced breast cancer
at a monotherapy dose of 200 mg BID, and in combination with fulvestrant or aromatase
mhibitors at a dose of 150 mg BID (Dickler et al. 2017, Goetz et al. 2017; Sledge et al 2017,
Johnston et al. 2019). Across all pivotal registration trials for abemaciclib in adult patients with
cancer, no chmcally meamingful effect of age, body weight, sex, or race/ethmicity on the PK of
abemaciclib has been 1dentified. Therefore, in adults, abemaciclib 1s dosed without adjustment
for body size.

In pediatric patients, the enzyme largely responsible for the clearance of abemaciclib (CYP3A4)
reaches maturity after the first year of life (Bartelink et al. 2006). Between the age of 1 to 12
years, CYP-mediated metabolism 1s largely dependent on liver volume, which 1s better correlated
with body surface area (BSA) rather than body weight (Bartelink et al. 2006). As such, in
pediatrics, doses will be scaled linearly according to the patient’s BSA (mg/m®). Until additional
PK and safety data become available for the drug combination across a wide range of pediatric
ages and body sizes, the BSA adjustment will be applied to all pediatric patients <18 years of
age. For participants aged 18 years and older, based on the known PK 1n adults and lack of
required body size adjustment, an equivalent non-BSA-based dose will be used based on the
planned starting dose adjusted for an assumed adult BSA of 1.73 m’.

For patients aged between 6 months and 1 year, the activity of CYP3A4 1s reduced by 50%
compared to the typical adult population (Blake et al. 2005). Given the high vanability and wide
range of safe and efficacious exposures of abemaciclib in the adult population, an mcrease in
exposures of 2-fold in patients aged 6 months to 1 year 1s expected to be well tolerated by the
pediatric patient population. The Inclusion Critenia [1] and [2] in Study JPCS Parts A and B for
body weight (at least 10 kg) and BSA (at least 0.5 m®), and the Inclusion Criteria [3] for the
disease charactenistics of patients enrolled in Part C (relapsed/refractory neuroblastoma) will
most likely exclude patients who are younger than 6 months of age.

Part A

The abemaciclib starting dose of 70 mg/m’ BID for Part A in pediatric patients was selected
based on 80% of the BSA-adjusted adult dose used for abemaciclib combination studies (that 1s,
150 mg BID=1.73 m*x0.8=70 mg/m” BID). Given the potential for patients with larger BSA to
recerve doses 1n excess of the approved adult dose, the maximum dose of abemaciclib will be
capped at 150 mg BID (maximum adult combination dose).
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PartB

Since Part B uses 1 less study drug, it will likely be more tolerable than the triplet combination
due to fewer expected adverse events. Therefore, in Part B, one dose level higher than the MTD
of abemaciclib (not to exceed 115 mg/m’ BID) in Part A will be used as the starting dose in
combination with temozolomide 100 mg/m?*/day on Days 1 through 5 of a 21-day cycle (see
Section 6.1). Starting at a higher dose level in Part B may allow the MTD to be established with
fewer patients since fewer dose levels may have to be tested in the doublet escalation. Given the
potential for patients with larger BSA to receive doses in excess of the approved adult dose, as
with Part A, the maximum dose of abemaciclib will be capped at 150 mg BID (maximum adult
combination dose).

Part C

In Part C, the MTD4 of abemaciclib of 551]:1g;"ﬂ:12 in combination with irnotecan and
temozolomide (determined in Part A) will be used in combination with dinutuximab and GM-
CSF. If this dose level is not tolerated, a lower dose of 30 mg/m” will also be explored. This
30mg/m’ dose corresponds to an adult 50 mg dose, adjusting for a typical adult BSA of 1.73 m’.
In adult malignancies, 50 mg abemaciclib 1s the lowest dose with existing clinical efficacy data.

Given the addition of dinutuximab and GM-GSF to the Part A triplet combination, the maximum
dose of abemaciclib will be capped at 100 mg BID in Part C to avoid excessive exposures in the
largest patients.

43.2. Temozolomide

In Parts A and C of this study, a temozolomide dose of 100 mg/m?/day will be used on Days 1
through 5 of a 21-day cycle, which has been reported to be safe and tolerable in combination
studies in pediatric patients (Casey et al. 2009; Bagatell et al. 2011; Mody et al. 2017; Palmerim
et al 2018).

In Part B, the temozolomide dose may be escalated to 150 mg/m’/day to further increase
temozolomide exposure, 1f either

1. the MTD of abemaciclib is not reached when dosed at 115 mg/m’ BID in Part B, or
2. abemaciclib 115 mg/m? is the RP2D for Part A_

Temozolomude 150 mg/m?/day has been reported as tolerable in other combination studies
(Geoerger et al. 2005; Kushner et al. 2006; Rubie et al. 2010; Ruggiero et al. 2010; Wagner et al.
2010; Hummel et al. 2013; Ruggiero et al. 2013; D1 Giannatale et al. 2014; Setty et al. 2018),
mncluding 1n combination with dinutuximab and temozolomide (Mody et al. 2017).

4.3.3. Irinotecan

In Parts A and C of this study, irinotecan 50 mg/m?/day (intravenous [TV]) will be administered
on Days 1 through 5 of a 21-day cycle, which 1s cited 1n the pediatric section of the prescribing
information (Innotecan US Package Insert 2020) and has been used in other pediatric trials
(Kushner et al. 2006; Raciborska et al. 2013; DuBois et al. 2016), including in combination with
dinuhximab and temozolomide (Mody et al. 2017).
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4.3.4. Dinutuximab and GM-CSF

In Part C, dinutuximab will be administered at a dose of 17.5 mg/m*/day x 4 days of each cycle,
as cited m the prescribing information (Dimnufiximab package insert, 2015). This dose was
previously administered to pediatric patients with relapsed/refractory neuroblastoma on Days 2
through 5 in combination with irinotecan (50 mg/m*/day on Days 1 through 5), temozolomide
(100 mg/m?/day on Days 1 through 5), and GM-CSF (250 pg/m? per dose) subcutaneously on
Days 6-12 m Study ANBL1221 (Mody et al. 2020). GM-CSF 1s added to dinutuximab to
augment ADCC based on the ANBL0032 and ANBL1221 studies (Mody et al 2020, Yu et al
2010). This combination of dinutuximab, GM-CSF, innotecan, and temozolomide, demonstrated
a manageable toxicity profile and substantial activity with 22 of 53 patients exhibiting objective
responses (Mody et al. 2020). Patients in Part C will receive the same dinutuximab, GM-CSF,
wrmotecan, and temozolomide doses and admimstration schedule as in Study ANBL1221.

Given that dinutuximab 1s a monoclonal antibody, 1t 15 hughly unlikely that it would affect the
clearance pathways of abemaciclib, innotecan, or temozolomide, nor that these combination
drugs would affect the clearance of dinutiximab. Therefore, it 1s not expected that the doses of
any of the planned combination study drugs would need to be altered based on an anticipated PK
mteraction with dinutuximab.

4.4. End of Study Definition

The end of the study 1s defined as the date of last scheduled procedure shown in the Schedule of
Activities (SoA; Section 1.3) for the last participant in the trial.

In the EU, study completion 1s the date of the last visit or last scheduled procedure shown in the
SoA (Section 1.3) associated with Part B.

In the US, study completion 1s the date of the last visit or last scheduled procedure shown in the
SoA (Section 1.3) associated with Part C.
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3. Study Population

Prospective approval of protocol deviations to recruitment and enrollment criteria, also known as
protocol waivers or exemptions, 1s not permitted.

5.1. Inclusion Criteria
Participants are eligible to be included in the study only if all of the following criteria apply:
Age and Weight

1. Parts A and B only:

a. Patients must be <18 years of age at the time of study enrollment, and
b. Body weight =10 kg and BSA >0.5 m*.

Part C only:
a. Patients must be <21 years of age at the time of study enrollment.
b For patients with a starting abemaciclib dose of 30 mg/m” BID, BSA must be >0.3
2
m

All Parts: the Mosteller formula should be used to calculate BSA.

2_ TInclusion Criterion 2 has been deleted.

Type of Participant and Disease Characteristics
3. Parts A and B only: patients with any relapsed/refractory malignant solid tumors
(excluding lymphoma), including CNS tumors, that have progressed on standard
therapies. For sites that are actively enrolling Parts B and C, patients with
neuroblastoma who are eligible for Part C will be excluded from Part B unless approved
by Lilly CRP/CRS.

Part C only: patients with first relapse/refractory neuroblastoma. Refractory is defined
as erther less than partial response (PR) by INRC at the conclusion of at least 4 cycles of
standard front-line induction chemotherapy or progressive disease (PD) during front-line
therapy. First relapse 1s defined as disease recurrence following completion of
aggressive multi-drug chemotherapy, surgery, autologous stem cell transplant and
radiation, with or without retinoids.

NOTE: For Part C, front-line chemotherapy must have comprised 2 or more agents,
mcluding an alkylating agent and a platinum-contaiming compound.

For Parts A, B. and C: Patients must have at least one measurable or evaluable lesion
as defined by RECIST v1.1 (Eisenhauer et al. 2009) or RANO for CNS tumors (Wen et
al_2010).
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1 Measurable 1s defined as a nonlymphoid soft tissue mass =1 em
(longest dimension) or lymph node >1.5 cm (short axis) on a
MRI or CT scan

1 Evaluable disease 1s defined as the presence of at least one
lesion, with no lesion that can be accurately measured 1n at least
one dimension. Such lesions may be evaluable by nuclear
medicine technmques, immunocytochemistry techniques, tumor
markers or other reliable measures.

1. For CNS tumors: Isolated leptomeningeal disease in
relapsed/refractory CINS tumors that 1s evaluable may be eligible
for inclusion after consultation with the Lilly CRP/CRS.

For Part C. A tumor (either measurable or evaluable) that 1s either

e MIBG-avid or that demonstrates increased FDG uptake on PET
scan (for MIBG-nonavid tumor), or
¢ viable neuroblastoma confirmed by biopsy (submission of
pathology report 1s required)
Patients with involvement of bone marrow only, without a measurable
or evaluable lesion, are not eligible.

AND
Patients must have had listologic verification of malignancy at original diagnosis or
relapse, except:

a. patients with CNS germ cell tumors or extra-cramal germ-cell tumors and who
have elevations of serum tumor markers including alpha-fetoprotein or beta-HCG,
and

b. patients with intrinsic brain stem fumors

In the judgment of the investigator, the patient 1s an appropnate candidate for the
experimental therapy combination in the study part that 1s currently enrolling.

Neurologic deficits in patients with CNS tumors must have been stable for at least 7
days prior to study enrollment.

4. A Lansky score =50 for patients <16 years of age or a Karnofsky score =50 for patients
=16 years of age
e Patients who are unable to walk because of paralysis, but are up in a wheelchair,
will be considered ambulatory for the purpose of assessing the performance score.

5. Patients must be able to swallow and/or have a gastric/nasogastric tube. Refer to
Section 6.1.2 for altemative admunistration methods.
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6. Patients must have discontinued all previous treatments for cancer or mnvestigational
agents as shown below and must have recovered from the acute effects to Grade <1 at
the time of enrollment, unless deemed clinically insignificant by the mvestigator. For
agents with known AEs occurning beyond the required wait period outhined in the table,
this period must be extended until after the time during which the AE 1s known to occur.
Consult with the Lilly CRP/CRS for the approprniate length of time prior to the first dose
of study treatment on additional therapies not mentioned.

Previous Treatment Length of Time Prior to First Dose of Study Treatment
Cytotoxic and myelosuppressive | =21 days afier the last dose of cytotoxic or myelosuppressive
chemotherapy chemotherapy (or =42 days if prior nitrosourea)

=14 days after the last dose of a long-acting growth factor (e.g.
Hematopoietic growth factors pegfilgrastin)

=7 davys for short-acting growth factor

=42 days after the completion of any type of cellular therapy (e.g.

Cellular therapy modified T cells. NK cells. dendsitic cells) agent
Interlenkins. interferons, and o ) . . )
cytokines (other than =21 days after the completion of interleukins, inferferon, or cytokines,

hematopoietic prowth factors) e g2
=21 days after the last infusion of antibody therapy, including
anti-GD2 monoclonal antibody

Antibody therapy

Non-myelosuppressive biologic |
agent or refinoid (Part C only) | . Gy alter last dose
=14 davs since small port radiation therapy (1.e. local palliative); =84
days since larpe-field radiation therapy (i.e. TBIL, craniospinal, whole
abdominal, tofal lung, =50% or greater pelvic radiation. =50% marrow
space);

=42 days for other substantial bone marrow radiation or *!'I-MIBG

; therapy.

Radiotherapy For Part C only: No minimum interval between radiation and study
entry is required for non-target lesions. However, target lesions must
not have received radiation within 4 weeks of study entry. Previously
radiated lesions cannot be used as target lesions unless there is
radiographic evidence of progression following radiation or a post-
radiation biopsy confirms viable neuroblastoma.

Radiopharmaceutical therapy
(e.g. radiolabeled antibody, P'I- | =42 days after radiopharmaceutical therapy
MIBG)
Stem cell infusion without TBI =84 days since transplant or stem cell infusion

=14 days for patients who have received a course of systemic
corficosteroids (=3 days) to modify immune AFs related to prior
therapy.

Corticosteroids MNote: Patients who are on steroid mhalers for asthma chronic
replacement for endocrine disorders, or are on a stable or decreasing
dose for at least 7 days for CNS lesions may still be eligible (consult
Lilly CRP/CRS)

=28 days after a major surgical procedure, laparoscopic procedure, or
significant traumatic injury. Surgical or other wounds nmst be

Surgery
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Previous Treatment Length of Time Prior to First Dose of Study Treatment

adequately healed prior to treatment.

* Central line placement or subcutaneous port placement is not
considered major surgery

* Core biopsy, fine needle aspirate, and bone marrow biopsy/aspirate
are not considered major surgeries.

Abbreviations: AE = adverse event; CNS = central nervous system; CRP/CRS = clinical research
physician/clinical research scientist; IND = investigational new drug; BII-MIBG = BII-
metaiodobenzylguanidine; NE = natural killer; TBI =total body irradiation; XBT = photon radiation
therapy.

7. The patient has adequate hematologic and organ function <2 weeks (14 days) prior to

first dose of study drug:

Svstem I Laboratory Value

Hematologic

ANC Parts A and B: =1000/uL
Part C: =750/uL
G-C5F cannot be administered <1 week (7 days) prior o
first dose of study dmg. Pegfilgrastim cannot be
administered <2 weeks (14 days) prior to first dose of
study dug.

Platelets 275,000/mm?
Platelet transfusion to meet this enrollment criterion is not
allowed within the preceding 5 days of first dose of study
dmug.

Hemoglobin =8 g/dL (=80 g'L)
Transfusions to increase the patient’s hemoglobin level to
at least 8 g/dL are permitted; however, study treatment
mmst not begin unfil 7 days after the transfusion and CBC
criteria for eligibility are confirmed < 24 hours before
ClD1

Hepatic

Total bilirubin Z1.5%ULN
Except patients with documented history of Gilbert
Syndrome who nmst have a total bilirubin level of
=3 .0xULN

ALT and AST Z3xULN OR
£5.0xULN if the liver has tumor involvement

Coagulation

Prothrombin Time Part C: <1.2x ULN

Abbreviations: ALT = alanine aminotransferase; ANC = absohite neutrophil count; AST = aspartate
aminotransferase; C1D1 = Cycle 1 Day 1; CBC = complete blood count; CRP/CRS = clinical research
physician/clinical research scienfist; G-CSF = granulocyte-colony stinmlating factor; ULN = upper
limit of normal.
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e Creatimine clearance or calculated glomerular filtration rate (GFR)

>60 mL/min/m’

OF.

Serum creatinine based on age/gender as follows:

Age Maximum serum creatinine (mg/dL)
Male Female

1-<2 years 0.6 0.6
2-=6 years 0.8 0.8
6 to < 10 years 10 1.0
10 to < 13 years 12 12
13 to < 16 years 15 14
= 16 years 1.7 14

The threshold creatinine values in this table were derived from the Schwartz formmla (see Section 10.5,
Appendix 5) for estimating GFRes (Schwartz and Gauthier 1985) utilizing child length and stature data
published by the Centers for Disease Confrol and Prevention.

28. For Part C only: no dyspnea at rest and oxygen saturation of >94% on room air.

29_ For Part C only: Adequate cardiac function with a shortening fraction of >30% or
ejection fraction =50% on cardiac echo or gated radionucleotide study.

8. Female patients of childbearing potential must have a negative urine or serum pregnancy
test within 7 days prior to Cycle 1 Day 1.

9. Female patients of reproductive potential must agree to use highly effective
confraceptive precautions during the trnal. For abemacichib, females should use
confraception for at least 3 weeks following the last abemaciclib dose. For other study
drugs, highly effective contraceptive precautions (and avoiding sperm donation) must be
used according to their label.

10. The patient has a life expectancy of at least 8 weeks and able to complete at least 1 cycle
of treatment.

11. Patients/caregivers are able and willing to make themselves available for the duration of
the study and are willing to follow study procedures, including adherence to the PK
sampling schedule.

Informed Consent/Assent

12. The investigator, or a person designated by the investigator, will obtain written informed
consent/assent from each study participant or the participant's legally acceptable
representative, parent(s), or legal guardian and the participant’s assent, when applicable,
before any study-specific activity 1s performed unless a waiver of informed
consent/assent has been granted by an Institutional Review Board (IRB)/ Independent
Ethics Committee (IEC). The investigator will retain the original copy of each
participant's signed consent/assent document.
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5.2. Exclusion Criteria
Participants are excluded from the study if any of the following criteria apply:
Medical Conditions
13. Have had an allogeneic bone marrow or solid organ transplant.

14. Have recerved recent (within 4 weeks prior to Cycle 1 Day 1) live vaccmation. Seasonal
flu and COVID vaccmes that do not contaimn a live virus are pernmtted.

15. Patients with psychiatric illness/social situation that, in the opinion of the
mvestigator, could cause unacceptable safety risks or compromise compliance
with the protocol.

16. Exclusion Criterion 16 has been deleted.

17. Have a known intolerability or hypersensitivity (such as urticana, allergic reaction
mncluding anaphylaxis, toxic necrolysis, and Stevens-Johnson syndrome) to any of the
study treatments or its components relevant to the study part that 1s currently enrolling or
a known hypersensitivity to dacarbazine

18. Diagnosed and/or treated additional malignancy within 3 years prior to enrollment that,
n the judgment of the mvestigator and Lilly, may affect the interpretation of results,
with the exception of curatively treated basal cell carcinoma of the skin, squamous cell
carcmoma of the skin, and/or curatively resected in situ cervical and/or breast cancers.

19. Are pregnant or breastfeeding.

20. The patient has active systemuc infections (e.g. bactenial, fungal, or viral
mfection requiring IV therapy). Individuals with stable HIV, Hepatitis B, or C
for whom exposure to the investigational treatment 1s not expected to exacerbate
their current disease may be considered elipible. Screeming 1s not required for
enrollment.

21. The patient has serious and/or uncontrolled preexisting medical condition(s) that,
in the judgment of the investigator, would preclude participation in this study
(such as mterstitial lung disease, severe dyspnea at rest or requuring oxygen
therapy, hustory of major surgical resection involving the stomach or small
bowel, or preexisting Crohn'’s disease or ulcerative colitis or a preexisting
chronic condition resulting in chinically sigmificant diarrhea).

26. Patients with a bowel obstruction will be excluded from Parts A and C of thus
study.

Prior/Concomitant Therapy

22 Patients treated with drugs known to be strong inlibitors or inducers of 1soenzyme
cytochrome P450 (CYP)3A or strong mhibitors of uridine diphosphate-glucuronosyl
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transferase 1A1 (UGT1A1) if the treatment cannot be discontinued or switched to a
different medication at least 5 half-lives prior to starting study drug.

23_ Have received any prior CDK4 & 6 mhibitor.
30. Part C only, have received prior systemuc therapy for relapsed/refractory neuroblastoma.

31. Patients with CNS disease are eligible if seizures and other neurological symptoms have
been stable for 7 days. However, patients must not have received enzyme-inducing
anticonvulsants, such as phenytoin, phenobarbital, valproic acid, or carbamazepine for at
least 7 days prior to starting study drug. Non-enzyme-inducing anticonvulsants, such as
gabapentin or levetiracetam, are acceptable.

32 Part C only, have received prior anti-GD2 therapy during induction phase
Prior/Concurrent Clinical Study Experience

24 Are currently enrolled in any other clinical study involving an mvestigational product or
non-approved use of a drug or device (other than the study drug used in this study) or
any other type of medical research judged not to be scientifically or medically
compatible with this study

25. Have participated, within the last 30 days, i a clinical study mvolving an investigational
product. If the previous product has a long half-life, 5 half-lives or 30 days, whichever
15 longer, should have passed. Exceptions will be considered on a case-by-case basis by
the Lilly CRP/CRS.

Genetic Alterations
27. Exclusion Criterion 27 has been deleted.

5.3. Lifestyle Considerations

Patients should refrain from consuming grapefrut, grapefrut juice, and grapefrut-contaming
products while on study due to the effect on CYP3A4. See Section 6.5 for additional
information on concomutant medications.

5.4. Screen Failures

Screen failures are defined as participants who consent/assent to participate m the clinical study
but are not subsequently entered in the study. A mimmal set of screen failure information 1s
required to ensure transparent reporting of screen failure participants to meet the Consolidated
Standards of Reporting Trials publishing requirements and to respond to queries from regulatory
authonities. Minimal information includes demography, screen failure details, eligibility critena,
and any SAE.

Individuals who do not meet the criteria for participation in this study (screen failure) may be
rescreened. Individuals may be rescreened 1 time. The interval between rescreening should be
=2 weeks. Each time rescreening 1s performed, the individual and/or the individual’s legally
acceptable representative, parent(s), or legal guardian (when applicable) must sign a new
informed consent form (ICF) and assent (1f applicable) and will be assigned a new 1dentification
number. Repeating of laboratory tests during the screening period or repeating screening tests to
comply with the protocol-designated screening period does not constifute rescreening. Screening
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must occur within 28 days of Cycle 1 Day 1, but a 7-day window beyond 28 days 1s acceptable
without being considered as a protocol deviation or screen fail.

LY2835219 79
Approved on 18 Jul 2023 GMT



CONFIDENTIAL Protocol I3Y-MC-JPCS(f)

6. Study Intervention

Study mtervention 1s defined as any investigational intervention(s), marketed product(s),
placebo, or medical device(s) intended to be administered to a study participant according to the
study protocol.

6.1. Study Intervention(s) Administered
The mvestigator or lus/her designee 1s responsible for the following:

e explaimning the correct use of the drugs and planned duration of each individual’s
treatment to the patient/study site personnel/legal representative

e venfying that instructions are followed properly

e maintaiming accurate records of study treatment dispensing and collection

¢ recording all concomitant medications, including premedication, on the case report
form (CRF)

e at the end of the study, returning all unused medication to Lilly, or its designee,
unless Lilly and sites have agreed all unused medication 1s to be destroyed by the site,
as allowed by local law

Abemaciclib will be provided by the sponsor as 25-mg and 50-mg tablets for oral admimstration.
Additionally, in Part C, 2.5 mg oral granules may be used. In Parts A and B, the muinimum dose
15 25 mg BID due to the BSA requirement of at least 0.5 m?. In Part C. the minimum dose is.
or Section 10.8,

A 8).
Refer to the A ciclib Dosing s i Section 10.8 (Appendix 8) for the dose rounding rules
based on a patient’s BSA for each dose level and if using granules, the number of granules

required for each dose.

Participants taking oral granules should follow the provided instructions for the dispensing
device and adnumistration.

Until PK samples are completed on Cycle 3 Day 1, participants may only switch abemaciclib
formulations (tablets to granules or vice versa) if necessary for a dose adjustment or BSA
change_ Following the last PK sample, participants may switch formulations as necessary (for
reasons other than dose adjustment or BSA change). Oral granules and tablets can never be
combined to make up a single dose.

If mstructions have been provided to prepare abemaciclib in food/liquid, no other medications
should be added to the food/liqud with abemaciclib.

For each cycle, the actual dose admimistered for all study drugs must be within 10% of the
planned dose; any total cycle dose exceeding +10% from the planned dose for the cycle will
result m a protocol deviation. Please contact the Lilly CRP/CRS to discuss any questions for
mndividual situations.

Investigational drugs (including abemaciclib, dinutuximab, GM-CSF, irinotecan, and
temozolomide) will be supplied per local laws and regulation and country requirements.
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Abemaciclib doses will be admimistered at approximately the same times on each day. Please
see Section 10.8, Appendrx 8 (Abemaciclib Dosing Chart) to determune 1f a change in BSA
necessitates a change in abemaciclib dosing.

The planned duration of treatment 1s not fixed; participants will remain on study until disease
progression, unacceptable toxicity, or patient withdrawal (see Section 7.1). Continuation beyond
Cycle 12 will be up to the mvestigator’s discretion and should be discussed with the Lally.

The following treatments will be admimistered in 21-day cycles. Refer to Sections 1.3.1 and
1.3.2 for the daily schedule.

Abemaciclib BID orally on Days 1 through 21 according to the dosing tables below.
Doses should be separated by at least 6 hours. Abemaciclib should be swallowed whole
(refer to Section 6.1.2 for patients with swallowing difficulties). Participants taking oral
granules should follow the provided instructions for the dispensing device and
admimistration. If a dose 15 missed, the patient should take the next dose at its scheduled
tume. If a participant spits out or vomits abemaciclib within 15 minutes of ingestion,
repeat the dose. If vomuting occurs a second time, the dose should not be repeated.

Abemaciclib 1s authorized in the EU as defined by the EU clinical tnial regulation and 1s
not used according to EU authonization i this study.

Temozolomide once daily orally on Days 1 through 5 according to the dosing tables
below. For Parts A and C, take temozolonude approximately 1 hour prior to innotecan.
Temozolomude can be taken at the same time as the abemaciclib dose. Temozolommde
should be taken on an empty stomach. Temozolomide should be taken according to local
standard of care (refer to Section 6.1.2 for patients with swallowing difficulties). If a
participant spits out or vomuts temozolonude capsule(s) within 15 minutes of ingestion,
repeat the dose. If participant vomits temozolomide capsule(s) a second time, the dose
should not be repeated. In Part C, IV temozolonude may be allowed 1f locally sourced
and approved by the Lilly CRP/CRS. IV temozolomude should be adnunistered over
approximately 90 minutes or per mstifutional standards. A mimmum of 20 hours
between temozolomide doses 1s recommended.

Temozolomude 1s authorized m the EU as defined by the EU clinical trial regulation and
1s not used according to EU authorization i this study.

Irinotecan (Parts A and C Only) once daily as IV infusion on Days 1 through 5
according to the dosing table below. A mimmum of 20 hours between rinotecan doses 1s
recommended.

Irmnotecan 1s authorized in the EU as defined by the EU clinical trial regulation and 1s not
used according to EU authorization in this study.

Dinutuximab (Part C Only) once daily as an IV infusion over 10 hours on Days 2
through 5. Infusions may be extended to a maximum of 20 hours. The dinutuximab
infusion should follow irnotecan. Held doses of dinutuximab are not made up. See
Section 6.1.1 for detailed admumistration guidelines.

Dinuhuximab 1s not authorized in the EU.
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e GM-CSF (Part C only) 250 pg/m*/day subQ on Days 6-12 (may be administered at
home per local standard of care). IV admimistration (2 hour duration or per institutional
standard) may be approved by Lilly CRP/CRS. Held doses of GM-CSF are not made up.

GM-CSF 1s not authorized i the EU.
Packaging and labeling

Study mterventions will be supplied by the sponsor or its designee in accordance with current
Good Manufacturing Practice. Study interventions will be labeled as appropriate for country

requirements.

Part A: Triplet Combination Dosing

Dose-Level Abemaciclib Irinotecan Temozolomide
Cohort Patients Dosing Dosing Dosing
A-1 3-6 55 mg/m’ BID,
PO
; ; 3
Al (starting dose) 3-6 70 mgi;né BID, 50 mg/m*/day IV 100 mg/m?/day PO
3 on Days 1-5 of a 21- on Days 1-5 of a 21-day
A2 3-6 90 mg;l;nt:; BID, day cycle cycle
A3 3-6 115 mg/m’ BID,
PO
Part A Dose 6-122 MTDa
Expansion

Abbreviations: BID = twice daily; DLT = dose-limiting toxicity; IV = intravenous; MTDa = Part A maxinmum
tolerated dose; PO = orally.

a2 Expansion cohorts will enroll 6 patients inifially. Additional patients can be enrolled if necessary to confirm
safety. Examples may include testing a lower dose in 6 additional patients if DI.Ts are experienced by at least
2 of 6 patients in the initial expansion cohort or to further confirm tolerability of prolonged treatment.

Part B: Doublet Combination Dosing

Dose-Level Abemaciclib Temozolomide
Cohort Patients Dosing Dosing
B-1 (or 3-6 Dose will be
below)2 de-escalated according
to the dose levels
outlined in Part A, BID,
PO 100 mg/m*/day PO
BI (starting 36 One dose level above y
do.w]b MTDa. BID, PO on Days 1-5 of a 21-day cycle
E2-B4a 3-6 Dose will be escalated
according to the dose
levels outlined in
Part A
Bsc 3-6 115 mg/m’ BID, PO 150 mg/m*/day PO
on Days 1-5 of a 21-dav cycle
LY2835219 a2

Approved on 18 Jul 2023 GMT



CONFIDENTIAL Protocol I3Y-MC-JPCS(f)

Dose-Level Abemaciclib Temozolomide
Cohort Patients Dosing Dosing

Part B Dose 6-12d MTDs temozolomide RP2D

Expansion {100 mg/m? or 150 mg/m?)

Abbreviations: BID = twice daily; IV = infravenous; MTD = maxinmm tolerated dose; MTD, = Part A maxinmm
tolerated dose; MTDg = Part B maxinmm tolerated dose; PO = orally; RP2D = recommended Phase 2 dose.

2 Dose will be escalated (Cohorts B1, B2, B3, B4, B5) or de-escalated (Cohorts B-1, B-2, B-3. B-4) following dose
levels as outlined in Part A as needed. It is possible that not all dose levels will be enrolled.

b One dose level higher than the MTD of abemaciclib in Part A (or 115 mg/m’ if this was the MTD4) will serve as
the starting dose of abemaciclib in Part B.

¢ Cohort B5 will only take place if the following occur:

1) The MTD of abemaciclib is not reached when dosed at 115 mg/m® BID in combination with 100 mg/m*/day
temozolomide in Part B; OR

2) If abemaciclib 115 mg/m® BID is the MTD for Part A In this case, Part B will directly start with Cohort BS
using abemaciclib 115 mg/m’ BID and temozolomide 150 mg/m’/day.

d  Expansion cohorts will enroll 6 patients initially. Additional patients can be enrolled if necessary to confirm
safety. Examples may include testing a lower dose in 6 additional patients if DI.Ts are experienced by at least
2 of 6 patients in the initial expansion cohort or to further confirm tolerability of prolonged treatment.

Part C: Combination Dosing

Part C Dosing Schedule

Dayl | Day2 | Day3 | Day4 | Day5 | Days6-12 | Days 13-21

Abemaciclib PO

55 me/m? BID x 21 days*® X X X X X X X

Temozolomide PO

100 mg/m?/day x 5 days X

Irinotecan IV
50 mp/m?*/day x 5 days

Dinntuximab IV

X
X X
X
17.5 me/m?/day x 4 days

X X
X X
X X

I BT

GM-CSF SubQ)

250 pg/miday x 7 days X

Abbreviations: BID = twice daily; GM-CSF = granulocyte-macrophage colony-stimulating factor;
IV = mtravenous; PO = orally; MTDy = Part A maxinmm tolerated dose; Sub() = subcutaneous.

* 30 mg/m’ may be evaluated due to excessive toxicities, if necessary, as described in Section 4.1.2.
®  An intermediate dose level (ie: between 55 mg/m’ and 30 mg/m®) may be explored based on emerging data.

6.1.1. Detailed Administration Guidelines (Part C Only)

Side effects should be anticipated with dinutuximab adninistration and may occur even with use
of pretreatment medications. The need to slow, pause, or even discontinue infusion should be

anticipated and 1s not unexpected. See Section 6.5.3 for gmdance for supportive management of
anticipated dinuhrximab-associated toxicities.
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Davs 25
Administer premedications as outlined in Sections 6.1.4 and 6.5.3.
Hour 0: Admimster abemaciclib and temozolomide.

Hour 1: Administer innotecan over 90 minutes and simultaneously begin normal salime
bolus of 10-20 mL/kg.

Hour 2.5: Begin dinutuximab infusion. Start infusion rate at 0.88 mg/m?/hour for the
first 30 nunutes.

Hour 3: If starting rate 1s tolerated, increase dinutuximab infusion rate to 1.75
mg/m’*/hour. If not tolerated, see Section 6.5 3 for management puidelines

Note: The infusion should be completed at Hour 10, but may be extended for anticipated
toxicities, such as uncontrolled pamn, fever, hypotension, and tachypnea. The maximum
infusion duration 1s 20 hours; the mmfusion MUST be stopped at 20 hours even 1f total
planned dose has not completed. The infusion duration and dose delivered must be
recorded.

Important Note: Monitoring guidelines should be followed DURING dinutuximab infusion
(see Section 6.1.1.1 immediately below).

6.1.1.1. Monitoring Guidelines During Dinutuximab Infusion (Days 2-5)

Vital signs should be assessed everyl5 minutes for the first hour of infusion, then hourly if
stable. More frequent assessment may be required based on the patient’s clinical condition.
Between dinutuzimab infusions, vital signs should be measured every 4 hours at a mimmum-

Strict measurement of mntake and output 1s required on Days 2-5.

Daily physical exams, mcluding pupillary reflexes and extraocular movement evaluation, are
required before each daily mnfusion.

Weigh patients daily to assess flmd status. Use diuretics with extreme caution.

See Section 6.5.3 for gumidance for supportive management of anticipated dinufiximab-associated
toxicities.

6.1.2. Patients with Difficulty Swallowing After Initiating Treatment

If a patient has difficulty swallowing after imtiating study treatment, the following should be
considered. In all cases, the method of admimstration should be documented on the CRF.

e For abemaciclib, the Medication Alternative Adnumistration Guide provides instructions
for dispersing tablets for oral admimistration as well as dispersing tablets/granules for
NG/G-tube admimistration. Patients unable to swallow tablets may also switch to oral
granules (Part C only) (refer to Oral Granule Dispensing Device and Admimistration
Traming Video and Oral Granules IFU).

* For temozolomide, follow standard of care for alternative admmimistration (Trissel et al.
2006; CCLG 2016).
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6.1.3. Criteria to Begin Subsequent Cycles of Treatment
To begin dosmg at each cycle, the following critenna must be fulfilled. If a patient has not met the
criteria to start the next cycle, and the toxicity does not warrant an abemaciclib dose hold per
Section 6.6.1.1 (Parts A and B) or Section 6.6.1.3 (Part C), the investigator may use his/her
discretion to hold abemaciclib while waiting for the toxicify to resolve. The dose hold should be
recorded in the eCRF. A cycle may begin 1 day early (1.e. Day 21) if needed for logistical
reasons 1f all Day 1 criteria are satisfied.
e Absolute neutrophil count >750/mm’
o Parts A and B: G-CSF 1s not permitted within the past 48 hours
o Part C: G-CSF 1s not pernutted
e Platelets >75,000/mm’ (platelet transfusion is not permitted within the past 72 hours)
e Total bilirubin < 1.5 % upper limit of normal (ULN), except patients with documented
history of Gilbert Syndrome who must have a total bilirubin level of <3 0xULN
o AST and ALT <3.0 x ULN. or =5 x ULN 1f the transaminase elevation 1s due to liver
metastases
e For parts A and B, patients must weigh >10 kg and have BSA >0.5 m?
e For part C, patients with a starting abemaciclib dose of 30 mg/m* BID, BSA must be =03
m?
e Any nonhematologic toxicity deemed related to study treatment mmst be NCI-CTCAE,
v5.0 Grade <1 or equivalent sevenity to baseline unless deemed clinically msigmificant by
the mvestigator.

6.1.4. Premedication

Irnotecan and temozolomide should be administered following mnstitutional-approved standard-
of-care premedication gmdelines. Additional premedication and supportive management for
dinutuximab can be found m Section 6.5.3.

6.1.4.1. Nausea

A prophylactic treatment with anti-emetics 1s recommended before each treatment with
mrnotecan and/or temozolomude.

6.2. Preparation/Handling/Storage/Accountability

1. The mnvestigator or designee must confirm appropnate storage conditions have been
maintained duning transit for all study intervention recerved and any discrepancies are
reported and resolved before use of the study intervention.

2. Only participants enrolled in the study may receive study intervention and only
authonized study personnel may supply, prepare, or adnumister study intervention. All
study intervention must be stored in a secure, environmentally controlled, and momitored
(manual or automated) area in accordance with the labeled storage conditions with access
limited to the mvestigator and authonized study personnel.

3. The mvestigator or authorized study personnel 1s responsible for study intervention
accountability, reconciliation, and record maintenance (1.e. receipt, reconcihiation, and
final disposition records).
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4. Further pmidance and mmformation for the final disposition of unused study mterventions
are provided in the Pharmacy Manual

5. Imvestigators should consult the study drug information provided in the label for the
specific administration information (including warnings, precautions, contraindications,
adverse reactions, and dose modifications).

6.3. Measures to Minimize Bias: Randomization and Blinding
This 1s an open-label study.
6.4. Study Intervention Compliance

Study mtervention will be adnunistered under medical supervision by the investigator or
designee. The dose of study intervention and study participant identification will be confirmed
prior to the time of dosing. The date and time of each dose administered will be recorded in the
source documents and will be provided to the sponsor as requested.

When participants self-admimister study intervention(s) at home, comphance with study
intervention will be assessed at Day 1 (=5 days) of each Cycle starting at Cycle 2. Compliance
will be assessed by direct questioning, counting returned tablets/capsules, or by weighing
refurned granules. Compliance assessments will be documented in the source documents and
CRF. When assessing compliance of granules, refer to the “Abemaciclib Oral Granules
Compliance Form”. Dewviation(s) from the prescribed dosage regimen should be recorded in the
electronic case report form (eCRF).

A record of the quantity of self-administered study intervention(s) dispensed to and returned by
each participant must be maintained and reconciled with study intervention and comphiance
records. Intervention start and stop dates, including dates for intervention delays and/or dose
reductions, will also be recorded in the CRF.

The patient must take =75% of the planned doses for study treatment in a cycle to be deemed
compliant unless dose holds are necessitated by AE. As outlined in Section 6.6, dose
suspensions or cycle delays may occur and will not result in a patient being considered as
noncompliant. A patient may be considered noncompliant if he/she 1s judged by the investigator
to have intentionally or repeatedly taken =125% of the planned doses of study treatment in a
cycle. Potential discontinuation of a patient due to study drug noncompliance will be discussed
between the mvestigator and the Lilly CRP/CRS before any determination 1s made to discontinue
the patient.

6.5. Concomitant Therapy

With the exceptions listed in the sections below, no other chemotherapy, mnvestigational
medications, other anticancer therapy, immunotherapy, hormonal cancer therapy, herbal
supplements and/or herbal drugs intended to treat cancer, radiation, or surgery for cancer will be
permutted while patients are on study treatment. Palliative radiation therapy will be permutted as
detailed 1n Section 6.5.1.

Because of a potential impact on antibody-dependent cellular cytotoxicity, any treatment with
immunosuppressive activity and immunoglobulins should not be adnumistered within 21 days
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prior to Cycle 1 and for 1 week after final dinutuximab infusion. However, these medications
may be allowed if medically needed to treat acute, potentially life-threatening events.

Any medication or vaccine (including over-the-counter or prescription medicines, vitamins,
and/or herbal supplements) that the participant is receiving at the time of enrollment or receives
during the study must be recorded along with:

¢ Reason for use
e Dates of admumstration including start and end dates

Abemaciclib 1s extensively metabolized through oxidation by CYP3A. In chinical drug
interaction studies, coadnimistration of clarithromyein, a strong CYP3A inhibitor, increased
exposure (area under the curve [AUC]) to abemaciclib by 3 4-fold (Study I3Y-MC-JPBE) and
coadmimstration of nfampin, a strong CYP3A inducer, decreased exposure to abemaciclib by
95% (Study I3Y-MC-JPBF). Therefore, grapefrut or grapefrut juice, cannabis, cannabis
products, and other strong inhibitors of CYP3A (see Section 10.6, Appendix 6) should not be
taken during Cycle 1. Beyond Cycle 1, grapefruit or grapefrut juice, cannabis, cannabis
products, as well as inducers and strong or moderate inhibitors of CYP3A should be substituted
or avoided if possible (see Section 10.6, Appendix 6). The information in Appendix 6 1s
provided for pmdance to investigators and does not preclude the use of these medications if
clinically indicated.

All patients may receive supportive therapy with dexamethasone, preferably <7 days, if chimically
indicated. Patients requiring more than 7 days of dexamethasone therapy will not incur a
protocol deviation.

Abemaciclib can be coadmimistered with drugs that are substrates of CYP enzymes.

Abemaciclib and/or its major metabolites inhibit the efflux transporters P-glycoprotein and
breast cancer resistance protemn and renal fransporters organic cation fransporter 2, multidrug and
toxin extrusion protemn (MATE) 1 and MATE2-K at climically relevant concentrations.
Therefore, substrates of these transporters such as metfornun and those with a narrow therapeutic
mndex such as digoxin and dofetilide should be substituted or avoided 1f possible.

The active metabolite of innotecan, SN-38, 15 metabolized via UGT1A1. Patients recerving
conconutant ketoconazole, a strong CYP3A4 and UGT1A1 inhibitor, exiubited increased
exposures of innotecan and SN-38 (Innotecan US Package Insert 2020). Therefore, strong
mhibitors of UGT1A1 (e.g. gemfibrozil, atazanavir, indinavir) should not be taken during
Cycle 1. Beyond Cycle 1, strong inhibitors of UGT1A1 should be substituted or avoided if
possible.

For further information regarding concomitant medications with dinutuximab, GM-CSF,
irmotecan, and temozolomide refer to the gimdance in each of the product labels.

Live vaccines are not pernutted while on treatment and for at least 3 months after the last dose of
abemaciclib. Vaccines that do not contain a live virus are permutted. Live vaccines following
treatment with other study drugs should be admimistered according to label.

All concomitant medication administered to treat an AE or SAE must be recorded until
resolution, or if events are no longer drug-related, the patient dies or 1s lost to follow-up, or a
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new treatment 1s imtiated. While on study, patients may be administered medications at the
discretion of the investigator to treat AEs or as supportive care (e.g. anti-emetics, antibiotics).

The Lilly CRP/CRS should be contacted if there are any questions regarding conconutant or
prior therapy.

6.5.1. Palliative Medicine and Supportive Care

All concomitant medications should be recorded throughout the patient’s participation in the

study.

Palliative Medicine

¢ Palhative radiation therapy of <14 days 1s permitted after Cycle 6 and after discussion

with and agreement of the Lilly CRP/CRS for urradiating small areas of pamnful
metastases that cannot be managed adequately using systemic or local analgesics. Such
areas must not be an 1dentified target lesion and must not constitute progressive disease
or meet RECIST criteria for progressive disease. Abemaciclib should be suspended
during the palliative radiotherapy period and until complete recovery from acute
reactions and potential gastromtestinal toxicities. Any symptomatic deterioration or
clinical disease progression requiring, in the opinion of the imnvestigator, other forms of
specific anti-fumor systemic therapy, will be cause for discontinuation of study therapy.

Supportive Care
Patients should recerve full supportive care.

e The use of anti-diarrheal (1.e. loperanude) medication 1s strongly recommended. See
Section 6.5.2 for details.

« In Parts A and B, the use of G-CSF 1s permutted for all cycles, including Cycle 1, at the
discretion of the investigator based on American Society of Clinical Oncology (ASCO)
(Smuth et al. 2015) and European Society for Medical Oncology (Crawford et al. 2010)
gwmdelmes. Administration of G-CSF should be considered alongside study treatment for
those patients at high risk of severe neutropema (e.g. previously treated with
chemotherapy or radiation). G-CSF 1s not allowed in Part C.

e Erythropoietin, thrombopoietic growth factors, packed red blood cell transfusions, and
other blood products may be used according to ASCO gmdelines (Rizzo et al. 2008) at
the mvestigator’s discretion.

¢ Prophylactic antibiotic treatment should be consistent with ASCO gmdehnes
(Lehrnbecher et al. 2017).

e Pneumocystis jirovecii pneumonia may occur in participants recerving irinotecan and
temozolomide. PCP prophylaxis 1s encouraged.

e Refer to temozolomide and irinotecan labels for recommendations on prophylactic
supportive care.

6.5.2. Supportive Management for Diarrhea

Drarrhea 1s an overlapping toxicity of abemaciclib, innotecan, and dinufuximab. It may be
difficult to discern the difference between causes of diarrthea. Investigators should attempt to
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determune to which study drug the diarrhea 1s likely attributed using the descriptions below.
Patients should receive diarrhea management mstructions and maximal supportive care.
Loperamide 1s recommended.

See Section 6.6.1.1 for diarrhea-related dose modifications. For patients in Part C, see Section
6.5.3.2 for suggested premedication to prevent diarrhea.

Guidance for diarrhea attributed to irinotecan:

Early diarrhea (onset during or shortly after infusion) 1s usually transient and infrequently severe.
It may be accompanied by cholinergic symptoms of rhunitis, mereased salivation, niosis,
lacrimation, diaphoresis, flushing, and mtestinal hyperperistalsis that can cause abdominal
cramping. Bradycardia may occur. Early diarthea and other cholinergic symptoms may be
prevented and treated. Consider prophylactic or therapeutic adnunistration of atropine
(according to label or institutional practice) unless clinically contraindicated.

Late diarrhea (onset more than 24 hours after administration) can be life-threatening since 1t may
be prolonged, lead to dehydration, electrolyte imbalance, or sepsis, and can be complicated by
colitis, ulceration, bleeding, 1leus, obstruction, and infection. Cases of megacolon and intestinal
perforation have been reported. Patients should have loperanude available prior to first
wrmotecan infusion. Begin loperanude at the first episode of poorly formed, loose, or ncreased
frequency of stool. Monitor and replace flmd and electrolytes. Patients should be followed
closely.

Prophylactic or concomitant use of antibiotics, such as cefixime, can be used at the investigator’s
discretion (Wagner et al. 2008).

Refer to prescribmg information for additional management of diarrhea attributed to innotecan.

Guidance for diarrhea attributed to abemaciclib:

Drarrhea was the most frequently reported treatment-emergent adverse event (TEAE) with
abemaciclib in adult Phase 3 registration studies (MONARCH 2 [Sledge et al. 2017];
MONARCH 3 [Goetz et al. 2017; Johnston et al. 2019]). Characteristics of abemaciclib diarthea
from these studies include:

¢ Predonmunantly of low severity (Grade 1 or 2) with no Grade 4 or 5 diarthea observed.
e Incidence was greatest during the first month of abemaciclib treatment.

e The median tume to onset of the first diarrhea event was 6 to 8 days, and the median
duration of diarthea for Grade 2 was 9 to 11 days and Grade 3 was 6 to 8 days
(Abemaciclib US Package Insert 2019).

¢ Generally manageable with standard anti-diarrheal agents and dose adjustment.

Imitiate supportive measures as early as possible. Supportive measures include:

Anti-diarrheal medication (e g. loperanude) mmtiation at the first sign of loose stools.
Patient/caregiver should notify the investigator for further instructions.

Patients should be encouraged to drink sufficient fluds.

Site personnel should assess response within 24 hours.

Modify treatment as outlined in Section 6.6 (Dose Modification).

Adjust doses as outlined in Section 6.6.1.1.

LY2835219 89
Approved on 18 Jul 2023 GMT



CONFIDENTIAL Protocol I3Y-MC-JPCS(f)

If severe, measure absolute neutrophil counts, body temperature, and monitor for signs of
bactenal infection. If associated with fever or severe neutropenia, begin broad-spectrum
antibiotics per mstitutional gmdelines.

Patients with severe diarrhea or any diarrhea associated with nausea or vomuting should be

carefully momitored and given IV hydration and electrolyte replacement. Hospitalization should
be considered.

6.5.3. Supportive Management of Anticipated Dinutuximab-Associated Toxicities
(Part C Only)

Side effects during dinutuwximab mfusion should be anticipated and will frequently occur even
with use of pretreatment medications. The need to slow, pause, or discontinue infusion should be
anticipated and 1s not unexpected. Refer to Section 6.6.1_3 for dose modifications of
dinutuximab.

6.5.3.1. Hypotension (Without Evidence of Allergic Reaction)

Severe Hypotension is defined as:

Symptomatic decrease m blood pressure and/or

Age 1-12 years: SBP <70 mmHg

Age >12 years: SBP <80 mmHg

Either SBP or DBP decrease by more than 15% from baseline.

If severe, accompanied by poor perfusion, end organ dysfunction, or acidenua, stop infusion and
mnitiate resuscitation efforts.

Moderate Hypotension is defined as hypotension with normal perfusion, absence of end organ
dysfunction, and without acidemia

For moderate hypotension:
¢ Pause dinutuximab infusion
e Give 20 mL/kg normal saline bolus
e Stop or adjust narcotic and sedating H1 blocker infusions
¢ Consider Trendelenberg position.

For moderate hypotension that persists despite the measures above:

Reassess perfusion and end organ function and imitiate standard resuscitation efforts
Repeat normal saline bolus

Consider albumin infusion 1f albumin level 1s <3 gm/dL.

Consider PRBC transfusion if Hgb 15 <10 gm/dL.

Consider transfer to mtensive care umt.

If hypotension persists following 2 flmid boluses, give additional boluses and imtiate pressors.
Note that epmephrine 1s preferred over dopanune based on 1ts desired vasoconstrictive properties.

Resumption of dinutuximab infusion after hypotension
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For hypotension that resolves promptly and completely with limited resuscitation, dinutuximab
may be resumed at 50% mfusion rate. If =20 hours have elapsed since mitiation of dinufizimab
infusion, then do not resume that day’s dose.

If same-day infusion 1s resumed and if blood pressures are stable for 2 hours, the infusion rate
may be mcreased to the maximum rate for remainder of that day and subsequent days.

If hypotension recurs at a reduced same-day infusion rate, stop the infusion and repeat the
supportive care measures described above. Do not admimister any additional dinutuximab on
that day. The followmng day, ensure that the patient 1s volume replete and begin infusion at 50%
rate.

If blood pressure 1s stable for 2 hours at a reduced rate, the infusion can be increased to
maxmmum rate and, if tolerated, subsequent infusion days may begin at maximum starting rate.

If blood pressure only remains stable at the 50% infusion rate, then all subsequent infusions
should be mitiated at the 50% infusion rate without attempts to mncrease.

If >60 mL/kg flud boluses were required at maximal dinutuximab rate, but the 50% infusion rate
was tolerated, then all remaiming days should be admimistered at the 50% reduced infusion rate
without attempts to increase.

If pressors were required but then were able to be discontinued and the patient’s blood pressure
remained stable for =6 hours following discontinuation, the next day’s dinutuximab mfusion may
resume at 50%.

Patients who requure pressor support for =24 hours or more than once must permanently
discontinue all study drugs.

6.5.3.2. Diarrhea Management

Due to irinotecan-mnduced diarrhea, consider using cefixime (8 mg/kg/day) or an available
equivalent of oral cephalosporin (1.e., cefpodoxime 10 mg/kg/day divided BID; maximum dose
400 mg/day) starting 2 days prior to first irinotecan dose and continued until 3 days after the last

irmotecan dose per cycle. For patients receiving 5 days of irinotecan, the total course of diarrhea
prevention 15 10 days.

6.5.3.3. Allergic Reaction due to Dinutuximab
Prophylactic Antihistamine

e Consider administration of an antihistamine, such as diphenhydranune (0.5 to 1 mg/kg;
maximum dose 50 mg) 20 minutes prior to dinufuximab and every 4 to 6 hours as
tolerated during the dinutuximab mnfusion.

Mild Allergic Reactions: limifed fto Grade 1-2 rash, flushing, urticaria, and/or dyspnea
Suggested management of mild allergic reactions includes

Decrease dinutuximab infusion rate to 50%

Admimister an H1 blocker, such as diphenhydranune or cetirizine
Admimster H2 blocker

When symptoms resolve, resume original infusion rate
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e If symptoms recur, again decrease infusion rate to 50%
e Infusion MUST be stopped after 20 hours even if full dose has not been administered;
document total amount of dinufuximab mnfused.

Moderate to Severe Allergic Reactions: includes any of the following: symptomatic
bronchospasm, allergy-related angioedema, generalized edema, hypotension, or anaphylaxis
(Grade 3 or 4)

Suggested management of moderate to severe allergic reactions includes

Immediately stop dinutuximab infusion

Evaluate airway, breathing, and circulation

Follow imnstitutional giudehines for rapid response or critical care response team

For airrway concerns:

o Adnunister oxygen and albuterol for bronchospasm

o Admumster IV diphenhydramine

o Admimster epmephrine (1:1000 IM recommended) for upper airway involvement or
if accompamed by circulatory collapse

o Admumster IV hydrocortisone (1-2 mg/kg) for anaphylaxis with cardiovascular
collapse, if =2 doses epinephnine are required, or for moderate to severe symptoms
that recur upon dinutuximab rechallenge.

e For hypotension in the setting of allergic reaction
o Give 20 mL/kg normal saline bolus
o Stop or adjust narcotics and sedating H1 blockers
o Consider use of Trendelenburg position
0 See previous section for hypotension management.

e For mild bronchospasm or angioedema without impact on breathing and that completely
resolves without epinephrine or hydrocortisone, dinutuximab infusion may resume at
50% rate

e For hypotension that resolves following flmd bolus, dinutuximab infusion may resume at
50% rate on the same day of the reaction

e If symptomatic angioedema or bronchospasm recurs after dinutuximab mfusion resumes,
then discontinue mfusion for that day

e If symptoms resolved completely on the day dinutuximab was discontinued, then resume
the following day with hydrocortisone 1-2 mg/kg IV premedication. This rechallenge
should be mn the intensive care unit

e If bronchospasm or angioedema requires epinephrine, permanently discontinue
dinutuximab

¢ For bronchospasm or angioedema with hypotension requiring volume resuscitation, refer
to hypotension gmdance in Section 6.5.3.1.

6.5.3.4. Capillary Leak Syndrome (=Grade 3)
Management of capillary leak syndrome:
e Stop dinuficumab infusion

LY2835219 92
Approved on 18 Jul 2023 GMT



CONFIDENTIAL Protocol I3Y-MC-JPCS(f)

--gﬁ

Admimister oxygen and fluids as appropnate

Duuretics should be used with caution and hypotension should be avoided

If symptoms persist on the same day or recur on subsequent days within the same cycle,
discontinue dinufximab for that cycle

Only resume when capillary leak symptoms are <Grade 2

If resolves, resume dinutuximab at 50% rate the same day and for remaiming doses within
the same cycle. For subsequent cycles, the dinutuzimab may be given at the full rate

If therapy-related capillary leak syndrome requires pressors for =24 hours or any duration
of mechanical ventilation, the patient must discontinue all study drugs.

Renal Insufficiency
For borderline hypotension, consider the possibility of renal hypoperfusion and
admimister volume as appropniate
If creatimine 15 >2x ULN and elevation persists despite optimized flmd management, hold
dinutuximab mfusion
Modify concomitant medications that may contribute to or be affected by renal
msufficiency
If unine output normalizes and creatimine returns to <2x ULN, the dinuhximab nfusion
may resume at 50% rate. If renal function returns to normal by the next day, dinutuximab
infusion may resume at the full rate
If unine output has not normalized and/or creatinine remains >2x ULN by Day 7, no
further dinutuximab should be given in the cycle. If renal function has normalized by
planned start date of next cycle, then retreatment 1s pernutted.

Hyponatremia (=Grade 3; Na <130 mEq/L)
Switch hypotonic flmds to 1sotonic flmds as compatibilities allow
Do not admumister oral free water
Correct flmd losses caused by diarrhea
Use 3% saline only if:
o Hyponatrenua leads to seizure
o Sodium level decreases by >10 points in <6 hours
o Sodium level <117 mEq/L
If Grade 4 hyponafrenua persists despite optimal fhud management, do not adnumster
dinihimab during the rest of the cycle. Monitor sodium levels closely i the subsequent
cycle
If Grade 4 hyponatrenua recurs in the subsequent cycle despite optimal fluid management,
permanently discontinue all study drugs.

Fever in the Absence of Hypotension
Admimister antipyretics
If fever 1s persistent, adjust fluids to account for msensible losses
Obtain blood culture and then administer empiric antibiotics per mstitutional policy.
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6.5.3.8. Treatment-Related Pain

¢ For patients who experience pain that 1s uncontrolled by narcotics, no further
dinuhimab should be given during a given cycle

e For recurrent uncontrolled pain in a subsequent cycle, discontinue all study drugs

e For patients requiring intravenous narcotics for =48 hours after completion of
dinhiimab infusion, gabapentin or similar agent should be mitiated (if not already
being adnunistered)

e If pam requiring intravenous narcotics for =48 hours after completion of dinutuzximab
infusion recurs in a subsequent cycle, discontinue all study drugs.

Pain Management

e Non-opioid analgesics (1.e., acetaminophen and ibuprofen): before each dinufuximab
infusion and every 4-6 hours as needed for pam and/or fever
e Gabapentin:
o 10 mg/kg/day 3 days before dinutuximab infusion
o 2 x 10 mg/kg/day 2 days before dinutuximab infusion
o 3 x 10 mg/kg/day 1 day before dinutuximab infusion; can be paused between cycles
or continuous during cycles
o Taper dose at discontinuation of dinufuximab
e Morphine:
o 0.02-0.05 mg/kg/hour continuous mfusion prior to dinuhximab infusion and
o 0.02-0.05 mg/kg/hour or as required for adequate pain control during dinufiximab
infusion and for 2 hours after infusion 1s complete
o Disconfinue or reduce infusion rate (e.g., 0.01 mg/'kg/hour) 2 hours after infusion
each day, as tolerated
e If morphine 1s contraindicated, consider fentanyl or hydromorphone per investigator
discretion
e Lidocame and/or ketanmune can be considered for pain that 1s not manageable using the
above medications
e Refer to Section 6.1.1 for infusion rate adjustments of dinutuximab.

6.5.3.9. Visual Changes
e Discontinue current course of dinutuximab for patients who develop dilated pupils with

sluggish light reflexes
e If papillary abnormalities remain stable or improve before the next course, resume

dinuhimab at 50% of prior dose

e If there 1s no worsening of ocular toxicity at the reduced dose, then full dose may be
given i subsequent courses

e If ocular toxicity worsens or recurs after resunung the full dose, permanently discontinue

all study drugs
e Isolated changes in accommodation do not require dose reductions.
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6.5.3.10. Serum Sickness

¢ Identification of serum sickness 1s important. Signs and symptoms mclude
arthralgias/arthritis, splenomegaly, lymphadenopathy, glomerulonephritis in the presence
of persistent fevers, and cutaneous eruptions

e Serum sickness typically develops 1 to 3 weeks after admimistration of the causative
agent but can develop withun 12-36 hours in sensitized patients

¢ Patients with Grade 2 serum sickness should receive anftihistamines

e Patients with > Grade 3 serum sickness should permanently discontinue all study drugs.

6.5.3.11. Neurotoxicity
e For Grade 3 sensory or motor neuropathy, discontinue dinutuximab for the remainder of
the current cycle
e If neuropathy resolves by start of next cycle, reduce dinutuximab dose to 50%
e If neuropathy symptoms do not resolve, or if they recur, then permanently discontinue all

study drugs
¢ Grade 4 neurotoxicity requires permanent dinufizimab discontinuation.

6.6. Dose Modification

In the event of a cycle delay due to logistical reasons (e.g. due to patient availability), the patient
should continue on abemaciclib if the patient has adequate drug supply. If a patient’s treatment
1s mterrupted as a result of not having sufficient drug supply, the cycle may be delayed up to 7
days (and not be considered a protocol violation). In exceptional circumstances, a delay >7 days
1s permutted upon agreement between the mvestigator and the Lilly CRP/CRS. In exceptional
cases, for planned delays (including but not limited to vacation or hohidays), additional study
treatment may be dispensed upon consultation with Lilly CRP/CRS.

For patients undergoing surgery, refer to the following guidelines for abemaciclib dose
modifications:

e For munor surgeries and procedures (e.g. ambulatory), mvestigators should treat as
clinically indicated and closely monitor any signs of infection or healing complications.

e For major surgeries, the recommendation 1s to suspend dosing of abemaciclib for at least
7 days before and may be resumed as climcally indicated.

¢ Consider momitoring neutrophils and platelets before surgery and before resuming
abemaciclib. The scars should be aseptic and the healing process should be reasonable
before resuming abemaciclib.

e Dose suspensions =21 days must be discussed with Lilly CRP/CRS.

Parts A and B:

Patients may discontinue chemotherapy while continung abemaciclib monotherapy (1.e. due to
minor chemotherapy-associated toxicities) upon discussion with the Lilly CRP/CRS. In the
event that abemaciclib must be discontinued, patients may continue to receive chemotherapy.

For each study drug, if further dose reductions are required beyond the allowable dose reductions
outlined below, the drug should be discontinued.
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Part C:

For each study drug, if further dose reductions are required beyond the allowable dose reductions
outlined below, the drug should be discontinued. If any study drug must be discontinued, the
patient must discontinue all protocol therapy. Discontinuation of chemotherapy after Cycle 12 1s
pernutted at the mvestigator’s discretion without having to discontinue abemaciclib,
dinmhimab, and GM-CSF (refer to Section 4.1). For dose modification gmdance specific to
Part C, see Section 6.6.1.3. For dose modifications of GM-CSF, refer to Section 6.6.1 4.

Parts A and B: Starting Dose and Adjustments for Abemaciclib-Related Toxicities?

Daose at First Reduction Second Reduction
Enrollment

150 mg 100 mg 50 mg

125 mg 75 mg 50 mg

100 mg 75 mg 50 mg

75 mg 50 mg 25 mg

50 mg 25mg Not pemutted; must discontinue

25 mg Not permutted; must disconfinue

a2 Reduced doses of abemaciclib should still be taken twice daily.

Part C: Starting Dose and Adjustments for Abemaciclib-Related Toxicities®

Daose at Enrollment First Reduction Second Reduction
100 mg 75 mg 50 mg
75 mg 50 mg 25 mg
50 mg 25 mg 17.5mg
25mg 17.5mg 10 mg
22.5mg 15 mg 10 mg
20 mg 15mg 10 mg
175 mg 12.5mg
15 mg 10 mg Not permitted; must
12.5 mg Not permitted: must discontinue
10 mg discontinue

a2 Reduced doses of abemaciclib should still be taken twice daily.
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Dose Levels and Adjustments for Irinotecan-related Toxicities

Dose at Enrollment First Reduction Second Reduction

50 mg/m’ -25% -50%

Dose Levels and Adjustments for Temozolomide-related Toxicities

Dose at Enrollment First Reduction Second Reduction
150 mg/m?* 100 mg/m* 75 mg/m’
100 mg/m® 75 mg/m’
6.6.1. Dose Muodification Guidance due to Toxicity

Treatment will be suspended for DLT and may be resumed after resolution. The
abemaciclib dose must be reduced. If no further dose reductions are available (refer to
Section 6.6), the patient must discontinue abemaciclib. For toxicities that are not dose-
limiting, see Section 6.6.1.1.

Investigators will document whether or not an AE has a reasonable possibility of being
related to each of the study drugs, taking into account the disease, concomitant freatments,
or pathologies, in order to individually adjust study drug doses.

Treatment may be suspended for a maximum of 21 days to allow sufficient time for
recovery. Cycle delays =21 days due to an AE require discontinuation of all study
treatments.

Any additional questions related to dose adjustments may be discussed with the Lally
CRP/CRS.

For Parts A and B only.

o 1if the AE 1s, mn the opiion of the investigator, more likely due to 1 drug than
another, adjustment drug causing the toxicity should be adjusted, and the dosing
and schedule of the other study drugs may be maintamed.

o 1if the roles of each agent are impossible to separate, all nvolved therapies should
have dose adjustments and/or suspensions.

o refer to innotecan and temozolomide prescribing information for additional dose
modification guidelines.

See Section 6.6.1.3 dose modification tables for gmdance specific to Part C.

6.6.1.1.

Daose Modification Guidance due to Toxicities Considered to be Attributed to
Abemacichib

Abemaciclib hematological toxicities may overlap with those of chemotherapy. To aid in
approprnately attributing hematological toxicities to abemaciclib, below 1s a description based on
adult Phase 3 registration studies (MONARCH 2 [Sledge et al. 2017]; MONARCH 3 [Goetz et al_
2017; Johnston et al. 2019]):

LY2835219 97

Approved on 18 Jul 2023 GMT



CONFIDENTIAL

Protocol I3Y-MC-JPCS(f)

e The TEAE of neutropenia was the most frequent hematological toxicity reported and was
predonunantly of low-grade severity and not associated with severe infection. Febrile
neutropenia was infrequent.

e Neufropema was observed early in the treatment course, within the first 2 months, and
maintamed over the course of treatment.

e On cenfral laboratory analysis, neutrophil count decrease from the baseline visit was
observed; mean neutrophil counts generally remained stable at the later visits and were
reversible once patients discontinued from treatment.

e Anema and thrombocytopenia were reported but were less frequent than neutropemia and
mostly of low-grade severity.

See Section 6.6.1.3 dose modification tables for gmdance specific to Part C.

Parts A and B: Dose modification guidance 1s outlined below for hematologic toxicities

considered to be atiributed to abemaciclib:

Toxicity Type Toxicity Profile and Severity | Abemaciclib Dose Abemaciclib Dose
Suspension Reduction
Dose MAY be
reduced at the
investigator's
discretion
Dose MUST be : ..
o suspended until ANC | opader addition of
Inifial incidence =750/mm? ) - )
_ investigator’'s
Neutropenia discretion according
to ASCO/ESMO
; puidelines (Crawford
Grade 4 (ANC <500/mm”) et al 2010; Smith et
al. 2015)
If lasting =7 days or causing Suspend abemaciclib i LIU”:.;E-:'{ zse
cycle delay of >14 days until ANC =750/mm? level
- Dose MUST be
. Suspend abemaciclib
Subsequent incidences until ANC >750/mm? | Fe0u0ed by 1 dose
=730/ _
Dose MUST be Dose MAY be
Initial incidence suspended until _reduce_adatt‘l::lﬂ
platelets investigator's
=75,000/mm? discretion.
Thrombocytopenia Dose MUST be .
o : . Dose MUST be
If lasting =7 days or causing suspended until fuced by 1 dose
Grade 4 cycle delay of =14 days platelets level
3 =75.000/mm? '
(platelets=25.000/mm’)
Dose MLdSEngT Dose MUST be
Subsequent incidences I reduced by 1 dose
platelets
=75.000/mm’ fevel
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Toxicity Type Toxicity Profile and Severity | Abemaciclib Dose Abemaciclib Dose
Suspension Reduction
Dose MAY be
Dose MUST be reduced by 1 dose
Grade 3 suspended until level at the
toxicity resolves. investigator's
discretion.
Febrile nentropenia Dose MUST be Dose MUST be
Recurrent Grade 32 suspended until reduced by 1 dose
toxicity resolves. level
Dose MUST be Dose MUST be
Grade 4 suspended until reduced by 1 dose
toxicity resolves. level

Abbreviations: ANC = absolute neutrophil count; ASCO = American Society of Clinical Oncology; CRP/CRS =
clinical research physician/clinical research scientist; ESMO = European Society for Medical Oncology; G-CSF
= granulocyte-colony stimmlating factor.

a2 Recurrent toxicity refers to the same event occurring within the next 8 weeks (as measured from the stop date of

the preceding event).

Parts A and B: The table below presents pmdance for abemaciclib dose adjustments and
suspensions due to nonhematologic toxicity considered to be attributed to abemaciclib.

Toxicity Type Toxicity Profile and Abemaciclib Dose Abemaciclib Dose
Severity Suspension Reduction
Persistent or recurrent® Dose MUST be Dose MUST be reduced
Grade 2 that does not suspended until toxicity by 1 dose level
resolve with maximal resolves to either baseline
supportive measures or =Grade 1.
Nonhematologic Toxicity® ;ﬂgz ;E%a&t;:af Elmﬂj
(except diarrhea, . T
ALT/AST increased, and | G o) Isigmficant by
ILD/pneumonitis) £
Grade 3 or 4 Dose MUST be Dose MUST be reduced
suspended until toxicity by 1 dose level
resolves to either baseline
or =Grade 1.
Grade 2 that does not Dose MUST be Dose MAY be reduced by
resolve within 24 hours to | suspended until toxicity 1 dose level
=Grade 1 resolves to <Grade 1.
Diarrheat Grade 2 that persists or Dose MUST be Dose MUST be reduced
recurs® after resuming the | suspended until toxicity by 1 dose level
same dose despite resolves to <Grade 1.
maximal supportive
measures
LY2835219
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Toxicity Type Toxicity Profile and Abemaciclib Dose Abemaciclib Dose
Severity Suspension Reduction
Grade 3 or 4 Dose MUST be Dose MUST be reduced
suspended until toxicity by 1 dose level
resolves to <Grade 1.
Any grade that requires Dose MUST be Dose MUST be reduced
hospitalization suspended until toxicity by 1 dose level
resolves to <Grade 1.
Persistent or recurrent” Dose MUST be Dose MUST be reduced
Grade 2 (=3.0-5.0xULN), | suspended until toxicity by 1 dose level
or Grade 3 (=5.0- resolves to baseline or
ALT/AST Increased 20.0xULN)? Grade 1.
Grade 4 (=20.0=<ULN) Abemaciclib freatment Abemaciclib treatment
MUST be discontinued MUST be discontinued
ALT/AST Increased with | ALT/AST =3 0xULN Abemaciclib treatment Abemaciclib treatment
increased total bilirubin, with total bilirubin MUST be discontinued. MUST be discontinued.
in the absence of =2xULN
cholestasis
Grade 2 that persists® or Dose MUST be Dose MUST be reduced
recurs despite maximal suspended until toxicity by 1 dose level
supportive measures and | resolves to either baseline
D/ niitis does not return to baseline | or <Grade 1.
pheumo or Grade 1 within 7 days
Grade 3 or 4 (severe Abemaciclib freatment Abemaciclib treatment
11 D/pnenmonitis) MUST be discontimed. MUST be discontinued.

Abbreviations: ALT = alanine aminotransferase; AST = aspartate aminotransferase; IL.D = interstitial hing disease;
ULN = upper limit of normal

a2 Additional guidance for hepatic and renal monitoring is in Section 8.2.1.1 and Section 82.1.2.

b Determination of persistent events will be at the discretion of the investigator. Recurrent toxicity refers to the
same event occurring within the next 8 weeks (as measured from the stop date of the preceding event).

¢ Diarrhea is a known overlapping toxicity of abemaciclib and ininotecan. This guidance is for diarrhea attributed
to abemaciclib. Innotecan has been reported to cause acute/cholinergic diarrhea and late diarthea (=24 hours
post-infiision). Refer to the label and institutional practice for dose modifications for diarrhea attributed to
innotecan See Section 6.5.2 for descriptions of descriptions of irinotecan-induced and abemaciclib-induced
diarthea and supportive management.

d  Grade =3 ALT increased is a trigger for additional assessments and possibly hepatic monitoring. See
Section 8.2.1.1 for additional guidance for hepatic monitoring.

6.6.1.2. Dose Modification Guidance due to Toxicities Considered to be Atiributed to

Irinotecan

For mndividuals receiving innotecan who expenence elevated bilirubin or impaired
glucuromdation, the followmg gmdance 1s suggested for all study Parts:
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Elevated bilirubin: For patients with bilirubin ranging from 1.5 to 3 times the ULN, a
reduced dose of innotecan should be considered. For patients with bilirubin beyond

3 times the ULN, irinotecan should not be used.

Impaired glucuromdation: Patients known to have reduced UGT1A1 activity (whether
preexistent substance-induced, disease-mnduced, due to an mherited disorder [e.g. Gilbert
syndrome, Crigler-Najjar syndrome], or induced by trial therapy) may have increased rnisk
of hematological toxicity and/or diarrhea. These participants should be carefully
monitored for hematologic toxicities and diarrhea. A reduced mnnotecan starting dose
should be considered for patients who have expenenced prior hematologic toxicity or
significant diarrhea with previous treatment.

For Grade 4 therapy-related diarthea that develops despite maximal anti-diarrhea
medications and prophylactic antibiotics, reduce innotecan by 25% (1.e., 37.5
mg/m?/dose) in subsequent cycles.

See Section 6.6.1.3 dose modification tables for gmdance specific to Part C.

6.6.1.3.

Part C-Specific Dose Modifications

For any toxicity attributed to abemaciclib that 1s not listed m the tables below, refer to
tables 1n Section 6.6.1.1 for dose modifications of abemaciclib.

For any toxicity attributed to irinotecan that 1s not listed in the tables below, refer to
Section 6.6.1.2 for dose modifications of rinotecan.

All dose reductions should be calculated from the starting dose level.
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Part C Dose Modifications for Hematological Toxicities
See Section 6.6.1.4 for GM-CSF dose modifications
Patients known to have bone marrow involvement are not evaluable for hematological toxicity, and dose
modification decisions will be investigator's discrefion
Abemaciclib Irinotecan | Temozolomide | Dinutuximab
Hold until ANC
1 Event =750/mn1 - No change No change No change
may reduce dose
Lasting =7 | g4 until ANC
d?;;; ﬂﬁlﬁ =750/ mm’ Reduce 25% | Reduce25% | Reduce25%
Crade 4 days must reduce dose
rade .
Neutropenia Recurrent Hold until ‘%NC
Grade 4 =750/ mm’ - Reduce 25% Reduce 25% Reduce 25%
must reduce dose
Recurrent
cycle delay
=14 days Discontinue all study drugs
despite dose
reduction®
Hold until ANC
P,,Grgfﬂi =750/mm - No change No change No change
may reduce dose
Hold until ANC
m =7 SO/ - No change No change No change
Febrile must reduce dose
Neutropenia Hold until ANC
Grade 4 =750/mm’- Reduce 25% Reduce 25% No change
must reduce dose
Hold until ANC
m >750/mm’> Reduce 50% | Reduce 50% | No change
further reduce dose
Hold until platelets
1% Event >75.000/mm’ No change Reduce 25% No change
Grade 4 may reduce dose
Thrombocytopenia Recurs
despite dose Discontinue all study drugs
reduction
Hold until platelets
Thrombocytopenia 1% Event E]‘srgg{}_.-'ma Reduce 25% Reduce 25% No change
(Any Grade) then reduce dose
Associated Cycle Recurs
Delay =14 Days* | despite dose Discontinue all study drugs
reduction

Abbreviations ANC = absolute nentrophil count.
*  Delay of =14 days indicates more than 36 days from Day 1 of previous cycle.
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Part C Dose Modifications for Diarrhea
Abemaciclib Irinotecan | Temozolomide Dinutuximab
Hold umntil Hold umntil
=Grade 1 =Grade 1
st = . = ]
Crade 2 1% Event may reduce may reduce No change No change
(1]
Does not Resolve to Persiots dose 25%
<Grade 1 Within | - CISISH d‘:spﬂe Holduntil | Hold until
24 hours ECurs I =Grade 1, =Grade 1, i 1
s ive then nmst may reduce No e No €
PI reduce dose 25%
measures
Hold until Hold until
. - =Grade 1, =Grade 1,
Grade 3 Diarrhea then reduce may redoce No change No change
dose 25%
Eggd‘ﬂl Hold until
1 Event - y =iGrade 1, No change No change
then reduce
reduce 25%
dose
Recurs despite Eggd‘ﬂl Hold until
abemaciclib ﬂ;m e duc,e =Grade 1, No change No change
reduction reduce 50%
. dose
Grade 4 Diarrhea Hold unfil
Recurs despite Hold until “Grade 1
abemaciclib =Grade 1, th_ﬂnremnﬁ No chan Reduce to
and irinotecan | then resume e 8¢ | 13.13 mg/m?/dose
reduction reduced dose
dose
Recurs despite
maxinmm dose Discontinue all study drogs
reductions

*  Deternunation of persistent events will be at the discretion of the investigator. Recurrent toxicity refers to the

same event occurring within the next 8 weeks (as measured from the stop date of the preceding event).
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Part C Dose Modifications for Vomiting and Dehydration
Abemaciclib | Irinotecan | Temozolomide Dinuinximab
Persistent or
recurrent Hold uatil
Grade 2 that “Grade 1
does not — ’ No change No change No change
. then reduce
resolve within 7 dose
days to baseline
or Grade 1
Hold until
. “Grade 1,
Vomiting Grade 3 No change No change No change
. : then reduce
Despite Maximum dose
Supportive Care Hold unfil
Grade 4: “Grade 1, Reduce o
1% Event then reduce 25% Reduce 25% No change
dose
Grade 4-
Recurs despite
supportive care Discontinue all study drogs
and dose
reductions
= Grade 3 4 ) a
T 1%t Event No change Reduce 25% | Reduce 25% No change
Persisting > 3 Days
Not Associated with | Recurs despite ) )
Vomiting or dose reductions R y drugs
Diarrhea

? Determination of persistent events will be at the discretion of the investigator. Recurrent toxicity refers to the same
event occurring within the next 8 weeks (as measured from the stop date of the preceding event).
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Part C Dose Modifications for Hepatotoxicity

Abemaciclib Irinotecan | Temozolomide Dinutuximab
Hold until
153z ULN No change =Grade 1, No change No change
e may reduce
Elevated Bilirubin
-3x ULN Disconfinue all study dmgs
Persistent or Hold umntil
Recurreni? Persistent or =Grade 1, ] ] i
Grade 2 recurrent then reduce - ee - ee - e
AST/ALT Increase dose
Hold until
) =Grade 1,
=7 days then reduce No change No change No change
dose
Hold until
Grade 3 .
e N Persists = 7 “iGrade 1, Reduce to
AST or ALT days thenreduce | N change | Nochange | ;343 0mdg0ce
Increase® do
se
Hold until
Rde ite =Grade 1, No No Reduce to
SPt thenreduce | 1O change No change 8.75 mg/m%/dose
reductions
dose
Grade 4
(=20x ULN
AST or ALT) 1% Event Discontinue all study drugs
Any Duration®
ALT Increase o Modify per Reduce to
(Any Grade) Event | ootiong611 | Nochange | Nochange | 1313 noimdigose
Causing Cycle Recurs despite
Delay dimrtuximab Disconfinue all study dmgs
=14 daysP* dose reduction

Abbreviations: ALT = alanine aminotransferase; AST = aspartate aminotransferase; ULN = upper limit of normal.

Determination of persistent events will be at the discretion of the investigator. Recurrent toxicity refers to the
same event occurring within the next 8 weeks (as measured from the stop date of the preceding event).

Grade =3 ALT increased is a tngger for additional assessments and possibly hepafic monitoring. See
Section 8.2 1.1 for additional guidance for hepatic monitoring.
Delay of =14 days indicates more than 35 days from Day 1 of previous cycle.
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Part C Dose Modifications for Miscellaneous Toxicity
Abemaciclib Irinotecan | Temozolomide Dinntuximab
Persistent or
recumrent? Hold until Hold until
Grade 2 despite “Grade 1 “Grade 1 ] i
LD maximal then reduce then reduce No £e No e
or supportive dose dose
Pnenmonitis care”
Grade 3 or 4 Disconfinue all study dmgs
s | o
Nonhematologic Persistent cln]r then red No change No change No change
. . recurrent™
Toxicity not dose
Otherwise Hold until Hold until Hold until
Described Above =Grade 1 =Grade 1 =Grade 1
e then reduce then reduce then reduce R
dose dose dose
Any AFE-Associated
Cycle Delay of =21 1% Event Discontinue all study drugs
Days*

Abbreviations: AE = adverse event; IL.D) = interstifial lung disease.
*  Deternunation of persistent events will be at the discrefion of the investigator. Recurrent toxicity refers to the
same event occurring within the next 8 weeks (as measured from the stop date of the preceding event).

® Does not resolve with maximal supportive measures within 7 days to baseline or Grade 1 unless deemed
clinically insignificant by the investigator.

¢ Delay of =21 days indicates more than 42 days from Day 1 of previous cycle. Exceptional circumstances may be
allowed upon approval by CRP/CRS.

6.6.1.4. Part C-Specific Dose Modification Guidance due to Toxicity Attributed to GM-

CSF
White blood cell (WBC) count elevation

e If total WBC count 1s >50,000/uL, hold GM-CSF.

¢  When WBC count returns to <20,000/uL, resume GM-CSF at 50% of dose.

e In subsequent cycles, use full dose of GM-CSF, but adjust dose again 1f the WBC count
>50,000/uL..

Localized skin reaction

GM-CSF can be confinued when skin reactions are localized and nuld.

Rotation of injection sites 1s recommended.

Use of IV mfusion, insuflon, or other subcutaneous mjection port 1s not recommended.
If >Grade 3 injection site reaction occurs, permanently discontinue GM-CSF.

First-dose reaction
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A syndrome characterized by respiratory distress, hypoxia, flushing, hypotension, syncope,
and/or tachycardia has been reported following the administration of the first dose of GM-CSF
within a cycle. This generally resolves with symptomatic treatment and does not recur in the
same cycle.
s If “first dose reaction” occurs, reduce the next GM-CSF dose to 50%.
e If a similar reaction occurs at the 50% dose, permanently discontinue GM-CSF.
e If the 50% does not cause recurrent symptoms, escalate subsequent doses to 100%.
o If there are recurrent severe symptoms, then all future doses will be reduced to
50% without any further attempts to escalate.
o If 50% 1s tolerated, that dose should be admimistered for all subsequent protocol
treatment for that patient.

6.7. Intervention after the End of the Study

The end of study definition 1s provided in Section 4. 4. Investigators will continue to follow the
SoA (Section 1.3) until notified by Lilly that the end of study has occurred.

6.7.1. Treatment after Study Completion

Study completion will occur following the final analysis of pnmary and secondary objectives, as
determuned by Lilly. Investigators will continue to follow the SoA (Section 1.3) for all patients
until notified by Lilly that study completion has occurred.

6.7.1.1. Continued Access

Participants who are still on study intervention at the time of study completion may continue to
recerve study intervention if they are experiencing clinical benefit and no undue risks. The
continued access period will apply to this study only 1f at least 1 participant 1s still on study
intervention when study completion occurs. Lilly will notify investigators when the continued
access period begins. Lilly may allow patients to enroll in a “rollover” protocol to provide long-
term continued access for patients enrolled in this study.

Participants or their legal representatives are not required to sign a new ICF/assent (as
applicable) before treatment 1s provided during the continued access period; the imitial ICF/assent
(as applicable) for this study mncludes continued access under this protocol.

The participant’s continued access to study intervention will end when a criterion for
discontinuation 1s met (Section 7). Continued access follow-up will begin when the participant
or legal representative, if applicable, and the investigator agree to discontinue study intervention
and lasts approximately 30 days. Follow-up procedures will be performed as shown in the
Continued Access Schedule of Activities (Section 1.3).

During the continued access period, all AEs and SAEs will be reported on the CRF. Serious
adverse events will also be reported to Lilly Global Patient Safety (see Section 8.3). In the event
that an SAE occurs, Lilly may request additional information (such as local laboratory results,
conconutant medications, and hospitalizations) in order to evaluate the reported SAE.
Investigators will perform any other standard procedures and tests needed to treat and evaluate
patients; however, the choice and timing of the tests will be at the investigator’s discretion. Lally
will not routinely collect the results of these assessments.
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Participants who are in short-term follow-up when the continued access period begins will
continue in short-term follow-up until the 30-day short-term follow-up visit 1s completed.

In all cases, no follow-up procedures will be performed for a participant who withdraws
informed consent/assent unless he or she has explicitly provided permission and consent/assent.
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7. Discontinuation of Study Intervention and Participant
Discontinuation/Withdrawal

7.1. Discontinuation of Study Intervention

If a clincally sipmficant finding 1s 1dentified after enrollment, the investigator or qualified
designee will determine 1f the participant can continue in the study and if any change in
participant management 1s needed. Any new clinically relevant finding should be reported as an
AE.

Possible reasons leading to permanent discontinuation of mvestigational product:

e the participant or the participant’s designee, for example, parents or legal guardian,
requests to discontinue mvestigational product.

e progressive disease

e cycle delay =21 days due to study drug-related AEs, unless an exception has been granted
upon consultation with the Lilly CRP/CRS for an exceptional circumstance

e the patient becomes pregnant during the study

e the patient 1s sigmficantly noncompliant with study procedures and/or treatment

e enrollment in any other clinical tral nvolving an investigational product or enrollment 1n
any other type of medical research judged not to be scientifically or medically compatible
with this study

e sponsor or mnvestigator decision

e the patient, for any reason, requires treatment from another therapeutic agent that has
been demonstrated to be effective for treatment of the study mndication. Discontinuation
from abemaciclib will occur prior to introduction of the new agent

e the patient experiences unacceptable toxicity

Participants discontimung from the mvestigational product prematurely for any reason should
complete AE and other follow-up procedures per Section 1.3 (SoA), Section 8.3 (Adverse Events
and Serious Adverse Events), and Section 8.2 (Safety Assessments) of the protocol

7.2. Participant Discontinuation/Withdrawal from the Study
Participants will be discontinued mn the following circumstances:
e enrollment in any other clinical study involving an ivestigational product or
enrollment in any other type of medical research judged not to be
scientifically or medically compatible with this study

e participation in the study needs to be stopped for medical, safety, regulatory,
or other reasons consistent with applicable laws, regulations, and good clinical
practice (GCP)

e participant decision
o the participant or the patient’s designee, for example, parents or legal
guardian requests to be withdrawn from the study
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Participants discontimung from the study prematurely for any reason should complete AE and
other safety follow-up per Section 1.3 (SoA), Section 8.3 (Adverse Events and Serious Adverse
Events), and Section 8.2 (Safety Assessments) of this protocol.

7.3. Lost to Follow up

A participant will be considered lost to follow-up if he or she repeatedly fails to return for
scheduled visits and 1s unable to be contacted by the study site. Site personnel or designee are
expected to make diligent attempts to contact participants who fail to return for a scheduled visit
or were otherwise unable to be followed up by the site.
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8. Study Assessments and Procedures

e Unless otherwise stated in the subsections below, all samples collected for specified
laboratory tests will be destroyed within 60 days of receipt of confirmed test results.
Certain samples may be retained for a longer period, if necessary, to comply with
applicable laws, regulations, or laboratory certification standards.

e Study procedures and their timing are summanzed in the SoA (Section 1.3).

e Immediate safety concerns should be discussed with the sponsor immediately upon
occurrence or awareness to determune if the participant should continue or
discontinue study intervention.

e Adherence to the study design requirements, including those specified in the SoA
(Section 1.3), 1s essential and required for study conduct.

e All screening evaluations must be completed and reviewed to confirm that potential
participants meet all eligibility criteria. The investigator will maintain a screening log
to record details of all participants screened and to confirm eligibility or record
reasons for screeming failure, as applicable.

e Procedures conducted as part of the participant’s routine clinical management (e.g
blood count) and obtained before signing of the ICF may be utilized for screening or
baseline purposes provided the procedures met the protocol-specified critenia and
were performed within the time frame defined in the SoA (Section 1.3).

¢ Repeat or unscheduled samples may be taken for safety reasons for technical 1ssues
with the samples.

8.1. Efficacy Assessments

Tumor assessments will be performed for each patient at the times shown in the SoA
(Section 1.3).

Response Evaluation Criteria in Solid Tumors v1.1 (Eisenhauer et al. 2009) and RANO for CNS
tumors (Wen et al. 2010) will be applied as the primary cniteria in Parts A and B, and INRC
(Park et al. 2017) 1n Part C for assessment of tumor response and date of tumor progression. For
patients with evaluable disease only, response assessments should be made according to RECIST
v1.1. for non-target disease only.

The method of tumor assessment used at baseline must be used consistently throughout the study.
Local tumor imaging (mvestigator assessment with site radiological reading) will be used.

Computed tomography (CT) scans, mmcluding spiral CT, are the preferred methods of
measurement (CT scan thickness recommended to be <5 mm); however, magnetic resonance
imaging 15 also acceptable in certain situations, such as when body scans are indicated or if there
1s a concern about radiation exposure associated with CT, pnmary CNS fumors, primary bone
tumors, or others. Intravenous contrast 1s required unless medically contraindicated or
unavailable due to shortage (oral contrast 1s optional).
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The CT portion of a PET-CT may be used for response assessment 1f the site can document that
the CT 1s of identical quality to a diagnostic CT.

If images of bones are present in the above scheduled scans, bones should be assessed for gross
bone abnormalities.

Refer to the SoA (Section 1.3) for additional details on imaging_

In Part C only, histologic evaluation for bone marrow imnvolvement 1s required for all patients at
baseline. For patients with known bone marrow involvement, marrow evaluation 1s also required
at the end of Cycles 2, 4, and 6 and then after every fourth cycle thereafter Bone Marrow
evaluations should mclude cytology, histology, immunohistochemustry, immunocytology and
RT-PCR as available and per institutional standards. For patients without marrow mvolvement,
reexamination should occur following Cycle 6. Note: If PD 1s documented by RECIST criteria

using fumor measurements, or by MIBG scan, then a repeat bone marrow evaluation 1s not
needed to confirm PD.

In Part C only, patients will undergo a *I-MIBG scan for the presence or absence of MIBG avid
lesions at the start of therapy and according to the SoA (Section 1.3.2). Those with MIBG avid
lesions will be evaluable for MIBG response. For all patients with MIBG-avid lesions, including
those with disease also detectable by CT/MRL serial MIBG evaluations are required per the
SoA. PET-CT may replace MIBG only for patients without MIBG avid lesions.

In Part C only, response confirmation 1s required based on a repeat assessment completed at least
4 weeks after initial response for patients with complete response, partial response, and minor

response.
See Section 9.4.6 for defimtions of the efficacy endpoints.

8.2. Safety Assessments
Planned time pomts for all safety assessments are provided in the SoA (Section 1.3).

Results from any climical safety laboratory test analyzed by a central laboratory (see
Section 10.2, Appendix 2) will be provided to imnvestigative sites by Lilly or its designee.

Refer to Section 8.3 for details on the recordng of AEs.

Lally will periodically review evolving aggregate safety data within the study by appropnate
methods.

e All enrolled patients will be continuously monitored for AEs. Dose escalation or the opening
of new dosing/expansion cohorts can occur after prior review and discussion of safety data
between the mvestigator and Lilly. The decision will be documented in writing.

e Safety data of patients enrolled in the expansion cohorts will be reviewed and discussed
between the investigators and Lilly after every third patient has completed the DLT period.

8.2.1. Clinical Safety Laboratory Assessments
e Lilly or its designee will provide the investigator with the results of safety laboratory tests

analyzed by a central vendor, if a central vendor 1s used for the climcal trial
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e See Section 10.2, Appendix 2 for the list of clinical laboratory tests to be performed and
the SoA (Section 1.3) for the timing and frequency.

e The mvestigator must review the laboratory results, document this review, and report any
clinically relevant changes occurring during the study as an AE. The laboratory reports
must be retained with source documents unless a Source Document Agreement or
comparable document cites an electronic location that accommodates the expected
retention duration. Clinically significant abnormal laboratory findings are those that are
not associated with the underlying disease, unless judged by the investigator to be more
severe than expected for the participant's condition.

e All laboratory tests with values considered climically sigmficantly abnormal during
participation in the study or until Visit 801 after the last dose of study intervention should
be repeated until the values return to normal or baseline or are no longer considered
chinically significant by the imnvestigator or medical monitor.

o If such values do not return to normal/baseline within a period of time judged
reasonable by the investigator, the etiology should be identified, and the sponsor
notified.

o All protocol-required laboratory assessments, as defined in Section 10.2,
Appendix 2, must be conducted in accordance with the SoA (Section 1.3),
standard collection requirements, and laboratory manual.

o If laboratory values from non-protocol specified laboratory assessments
performed at an investigator-designated local laboratory require a change in
participant management or are considered climeally sigmificant by the investigator
(e.g. SAE or AE or dose modification), then report the mformation as an AE.

8.2.1.1. Hepatic Safety Monitoring

In the randonuzed Phase 3 studies (MONARCH 2 and MONARCH 3), there was a hugher
mncidence of increased ALT and AST, both as TEAEs and on central laboratory analysis, in the
abemaciclib plus endocrine therapy arms than in the placebo plus endocrine therapy arms. These
were predominantly of Grade 1 or Grade 2 severity, and a concurrent increase in blood bilirubin
was infrequent. Generally, ALT and AST increases were manageable by dose adjustment or
dose suspension and resolved upon discontinuation of study treatment. Several patients had
1solated episodes of elevated ALT and AST that resolved without dose adjustment.

Laver testing (Section 10 4, Appendix 4), mcluding ALT, AST, alkaline phosphatase, total
bilirubin (TBL), direct bilirubin, gamma-glutamyl transferase, and creatine phosphokinase,
should be repeated within 2 to 4 days to confirm the abnormality and to determine 1f it 15
increasing or decreasing, if one or more of these conditions occur:
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If a participant with baseline results of... develops the following elevations:

ALT or AST <1.5x ULN ALT or AST =5x ULN or

ALT or AST =3x ULN concurrent with TBL
>2x ULN

ALT or AST =1 5xULN ALT or AST >3« baseline or

ALT or AST >2x baseline or concurrent with
TBL =2x ULN

Abbreviations: ALT = alanine aminotransferase; AST = aspartate aminotransferase; TBL = total bilirubin; ULN =
upper limit of normal

If the abnormality persists or worsens, clinical and laboratory monitoring and evaluation for
possible causes of abnormal liver tests, should be mitiated by the mvestigator in consultation
with the Lilly-designated medical momitor. At a mimmum, this evaluation should include
physical examination and a thorough medical history, including symptoms, recent illnesses (for
example, heart failure, systemic infection, hypotension, or seizures), history of concomitant
medications (including over-the-counter, herbal and dietary supplements, history of alcohol
drinking and other substance abuse). In addition, the evaluation should include a blood test for
prothrombin time-international normalized ratio; serological tests for viral hepatiis A, B, C, E,
autoimmune hepatitis; and an abdominal imaging study (for example, ultrasound or CT scan).
Based on the patient’s history and imtial evaluation results, further testing should be considered,
in consultation with the Lilly designated medical monitor, including tests for hepatitis D virus,
cytomegalovirus, Epstein-Barr virus, acetaminophen levels, acetammophen protein adducts,
urme toxicology screen, Wilson's disease, blood alcohol levels, urinary ethyl glucuromide, and
serum phosphatidylethanol. Based on the circumstances and the investigator’s assessment of the
participant’s clinical condition, the investigator should consider refernng the participant for a
hepatologist or gastroenterologist consultation, magnetic resonance cholangiopancreatography,
endoscopic retrograde cholangiopancreatography, cardiac echocardiogram, and/or a liver biopsy.

Additional Hepatic Safety Collection

Additional safety data should be collected via the CRF if 1 or more of the following conditions
occur:

In participants with baseline ALT or AST <1.5ULN

¢ Elevation of serum ALT or AST to =5= ULN on 2 or more consecutive blood tests
¢ The combination of elevated ALT or AST =3 ULN and elevated TBL =2x ULN

In participants enrolled with baseline ALT or AST >1.5x ULN

¢ Elevated ALT or AST >=3x baseline on ? or more consecutive tests
¢ The combination of elevated ALT or AST =2« baseline and elevated TBL >2x ULN

In all study participants
e discontinuation from study treatment due to a hepatic event or abnormality of liver tests
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e occurrence of a hepatic event considered to be an SAE

8.2.1.2. Guidance for Monitoring Renal Function

Abemaciclib has been shown to increase serum creatinine due to mhibition of renal tubular
transporters without affecting glomerular function (as measured by 1ohexol clearance). Increases
in serum creatinine occurred within the first month of abemaciclib treatment, remained stable
through the treatment period, and were reversible upon treatment discontinuation. If
deterioration of renal function 1s suspected, serum creatinine should not be the only measurement
used to assess a patient’s renal function.

Dose adjustments (onmussion, reduction, or discontinuation) should not be solely based on
interpretation of serum creatinine values because these may not reflect renal function. Other
measures of renal function such as cystatin C or calculated GFR. should be used as an alternative
to creatinine as creatimine 1s not an accurate method to assess renal function in this scenanio. If
deterioration of renal function 1s suspected per the investigator’s clinical assessment, dose
adjustment should follow the protocol puidance for nonhematological toxicities.

8.2.1.3. Guidance for Venous Thromboembolic Events

In the randonuzed Phase 3 studies in breast cancer patients who received abemaciclib in
combination with endocrine therapy, there was a greater number of patients who experienced
venous thromboembolic events (VTEs) in the abemaciclib plus endocrine therapy arms than in
the placebo plus endocrine therapy arms. The majonty of the events were non-serious and were
treated with low-molecular-weight heparin. Generally, these events did not result in
discontinuation of the study treatment. At this time, the mechamism underlying the association
between abemaciclib and the occurrence of VTEs 1s not known. For suspected or confirmed
VTE (e.g. deep vemn thrombosis or pulmonary embolism), treatment should occur according to
usual clinical practice.

8.2.1.4. Guidance for Interstitial Lung Disease/Pneumonitis

Interstitial lung disease/pneumonitis has been 1dentified as an adverse drug reaction for
abemaciclib. The majority of events observed in clinical trials were Grade 1 or Grade 2 with
serious cases and fatal events reported. Additional information 1s available in the IB.

Ask your patients to report any new or worsening pulmonary symptoms such as cough, dyspnea,
fever, and investigate and treat as per your local clinical practice, including corticosteroids as
appropniate. If interstitial lung disease/pneumonitis 1s suspected, investigations may include
mmaging, such as high-resolution CT scans, bronchoalveolar lavage, and biopsy as clinically
mndicated.

Refer to Section 6.6 for gmidance on dose adjustments of abemaciclib for patients with interstitial
lung disease/pneumomitis. Discontinue abemaciclib in cases of severe mnterstitial lung
disease/pneumonitis.
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8.3. Adverse Events and Serious Adverse Events

Investigators are responsible for monitoring the safety of participants who have entered this
study and for alerting Lilly or its designee to any event that seems unusual, even if this event
may be considered an unanticipated benefit to the participant.

The mvestigator 1s responsible for the appropriate medical care of participants during the study.
Investigators must document their review of each laboratory safety report.
Definition of AE

An AE 15 any untoward medical occurrence in a participant administered a pharmaceutical product
and which does not necessarily have a causal relationship with the study intervention. An AE can
therefore be any unfavourable and unintended sign (including an abnormal laboratory finding),
symptom, or disease (new or exacerbated) temporally associated with the use of a medicinal
(investigational) product, or mvestigational combination product, whether or not related to the
medicinal (investigational) product or investigational combination product.

Events meeting the AE definition

« Any abnormal laboratory test results (hematology, clinical chemustry, or urinalysis) or
other safety assessments, for example, ECG, radiological scans, and vital signs
measurements, including those that worsen from baseline, considered climcally
significant in the medical and scientific judgment of the investigator, that 1s, not related to
progression of underlying disease.

« Exacerbation of a chronic or mtermuttent pre-existing condition including either an
mncrease in frequency and/or intensity of the condition.

« New condition detected or diagnosed after study intervention administration even though
1t may have been present before the start of the study.

« Signs, symptoms, or the clinical sequelae of a suspected drug-drug interaction.

+ Medication error, misuse, or abuse of IMP, including signs, symptoms, or clinical
sequelae.

The investigator remains responsible for following, through an appropnate health care option,
AFs that are serious or otherwise medically important, considered related to the investigational
product or the study, or that caused the participant to discontinue the imvestigational product
before completing the study. The participant should be followed until the event resolves,
stabilizes with appropriate diagnostic evaluation, or 1s otherwise explaimned. The frequency of
follow-up evaluations of the AE 1s left to the discretion of the investigator.

Lack of drug effect 1s not an AE in climical studies, because the purpose of the clinical study 1s to
establish treatment effect.

After the ICF 1s signed (and assent, 1f applicable), study site personnel will record via CRF the
occurrence and nature of each participant’s preexisting conditions, meluding climically
significant signs and symptoms of the disease under treatment in the study. In addition, site
personnel will record any change in the condition(s) and any new climically relevant conditions
as AEs Investigators should record their assessment of the potential relatedness of each AE to
protocol procedure and investigational product, via CRF.
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The mvestigator will interpret and document whether or not an AE has a reasonable possibility
of being related to study treatment, study device, or a study procedure, taking into account the

disease, concomutant treatment, or pathologies.

A “reasonable possibility” means that there 1s a cause and effect relationship between the
mvestigational product, study device and/or study procedure and the AE.

The mnvestigator answers yes/no when making this assessment.

Planned surgenes and nonsurgical interventions should not be reported as AEs unless the
underlying medical condition has worsened during the course of the study.

If a participant’s investigational product 1s discontinued as a result of an AE, study site personnel
must report this to Lilly or 1ts designee via CRF, clarifying if possible the circumstances leading
to any dosage modifications, or discontinuations of treatment.

Serious Adverse Events

An SAE 1s any AE from tlus study that results in one of the following outcomes:

¢ death

e 1mtial or prolonged inpatient hospitalization

e 3 life-threatening experience (that 1s, immediate nsk of dying)
e persistent or sigmficant disability/incapacity

e congenital anomaly/birth defect

e important medical events that may not be immediately life-threatening or result in
death or hospitalization but may jeopardize the participant or may require
intervention to prevent one of the other outcomes listed in the definition above.
Examples of such medical events include allergic bronchospasm requiring
intensive treatment in an emergency room or at home, blood dyscrasias or
convulsions that do not result in mpatient hospitalization, or the development of

drug dependency or drug abuse.

All AEs occurning after signing the ICF are recorded in the CRF and assessed for serious critena.
The SAE reporting to the sponsor begins after the participant has signed the ICF and has
recerved mvestigational product. However, if an SAE occurs after sigming the ICF, but prior to
recerving investigational product, the SAE should be reported to the sponsor as per SAE
reporting requirements and timelines (see Section & 3.1) 1f 1t 15 considered reasonably possibly
related to study procedure.

Study site personnel must alert Lally or its designee of any SAE within 24 hours of investigator
awareness of the event via a sponsor-approved method. If alerts are 1ssued via telephone, they
are to be immediately followed with official notification on study-specific SAE forms. This 24-
hour notification requirement refers to the mitial SAE information and all follow-up SAE
mnformation. Participants with a serious hepatic AE should have additional data collected using
the CRF.
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Pregnancy (during maternal or paternal exposure to investigational product) does not meet the
defimition of an AE. However, to fulfill repulatory requirements any pregnancy should be
reported following the SAE process to collect data on the outcome for both mother and fetus.

Investigators are not obligated to actively seek AEs or SAEs 1n subjects once they have
discontinued and/or completed the study (the participant disposition CRF has been completed).
However, if the mvestigator learns of any SAE, including a death, at any time after a subject has
been discharged from the study, and he/she considers the event reasonably possibly related to the
study treatment or study participation, the investigator must promptly notify Lally.

Serious adverse events, including death, caused by disease progression should not be reported
unless the investigator deems them to be possibly related to study treatment.

Suspected Unexpected Serious Adverse Reactions

Suspected unexpected serious adverse reactions (SUSARs) are serious events that are not listed
in the IB and that the investigator 1dentifies as related to investigational product or procedure.
United States 21 CFR 312.32 and European Unmion Clinical Trial Directive 2001/20/EC and the
associated detailed gmdances or national regulatory requirements in participating countries
require the reporting of SUSARs. Lilly has procedures that will be followed for the
1dentification, recording, and expedited reporting of SUSARSs that are consistent with global
regulations and the associated detailed guidances.

8.3.1. Time Period and Frequency for Collecting AE and SAE Information

Although all AEs after sigpming the ICF are recorded by the site in the CRF, SAE reporting to
Lally begins after the patient has signed the ICF and has received study drug. However, 1f an
SAE occurs after signing the ICF, but prior to receiving abemaciclib, it needs to be reported
ONLY if 1t 1s considered reasonably possibly related to study procedures.

Medical occurrences that begin before the start of study intervention but after obtaming mformed
consent/assent will be recorded on the AE CRF.

All SAEs will be recorded and reported to the sponsor or designee immediately and under no
circumstance should this exceed 24 hours. The investigator will submit any updated SAE data to
the sponsor within 24 hours of 1t being available. Serious adverse events, including death,
caused by disease progression should not be reported unless the investigator deems them to be
possibly related to study treatment.

Investigators are not obligated to actively seek AE or SAE after conclusion of the study
participation. However, 1f the investigator learns of any SAE, including a death, at any time after
a participant has been discharged from the study, and he/she considers the event to be reasonably
related to the study intervention or study participation, the mnvestigator must promptly notify the
SpOnSor.

Care will be taken not to introduce bias when detecting AEs and/or SAEs. Open-ended and

non-leading verbal questioning of the participant and/or legal guardian 1s the preferred method to
mnquire about AE occurrences.
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8.3.2. Follow-up of AEs and SAEs

After the mmtial AE/SAE report, the investigator 1s required to proactively follow each participant
at subsequent visits/contacts. All SAEs will be followed until resolution, stabilization, the event
1s otherwise explained, or the participant 1s lost to follow-up (as defined 1 Section 7.3).

8.3.3. Regulatory Reporting Requirements for SAEs

8.34.

8.3.5.

Prompt notification by the investigator to the sponsor of a SAE 1s essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety
of a study mtervention under climcal mvestigation are met.

The sponsor has a legal responsibility to notify both the local regulatory authority and
other regulatory agencies about the safety of a study intervention under climical
mvestigation. The sponsor will evaluate the reported SAEs, ncluding confirmation of
relatedness and assessment of expectedness. The sponsor has processes for safety
reports for identification, recording, and expedited reporting of SUSARSs according to
local regulatory requurements. The sponsor will comply with country-specific regulatory
requirements relating to safety reporting to the regulatory authority, IRB/IEC, and
mvestigators.

An mvestigator who receives an investigator safety report describing a SAE or other
specific safety information (e.g. summary or listing of SAEs) from the sponsor wall
review and then file 1t along with the IB and will notify the IRB/TEC, 1f appropriate
according to local requirements.

Pregnancy

Details of all pregnancies and exposure during breastfeeding, from the time of treatment
through 120 days following cessation of study treatment, or 30 days following cessation
of study treatment if the participant imtiates new anticancer therapy.

If a pregnancy 1s reported, the investigator should mnform the sponsor within 24 hours of
learnming of the pregnancy and should follow the procedures outlined i Section 10.3,
Appendix 3.

Abnormal pregnancy outcomes (e.g. spontaneous abortion, fetal death, stillbarth,
congenital anomalies, and ectopic pregnancy) are considered SAEs.

Additional requirements for pregnancy testing during and after study intervention are
located m Section 10.3, Appendix 3.

The mnvestigator 1s responsible for review of medical history, menstrual history, and
recent sexual activity to decrease the risk for inclusion of a female with an early
undetected pregnancy.

Cardiovascular and Death Events

Not applicable.
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8.3.6. Complaint Handling

Lally collects product complamnts on investigational products and drug delivery systems used in
clinical studies in order to ensure the safety of study participants, momtor quality, and facilitate
process and product improvements.

Participants will be instructed to contact the investigator as soon as possible if he or she has a
complaint or problem with the mvestigational product so that the situation can be assessed.

8.4. Treatment of Overdose

Refer to the IB and/or Product Label for abemaciclib for available information on the signs,
symptoms, and treatment of overdose.

For dinutuximab, GM-CSF, innotecan, and temozolomude, refer to the respective Product Label
for available information on the signs, symptoms, and treatment of overdose.

8.5. Pharmacokinetics

At the visits and times specified m the SoA (Section 1.3), PK samples will be collected to
determine the concentrations of:

s abemaciclib and its metabolites M2 and M20
s irinotecan and its metabolite SN-38
s temozolomide

The PK of dinutuximab and GM-CSF will not be assessed.
To ensure comprehensive PK sampling 1n a pediatric population, Parts A and B are designed to

evaluate at least mcluding at least
If no patients and evaluable in
will be evaluated. The number of patients 18

and at least

the above groups,

years of age will be capped atj§ until patient numbers m the above age groups are enrolled.
Additionally, in Part C, at least should be in the age prou

of ape. with at least and at least

Abemaciclib dosing dates and times are required to be collected 3 days prior to the PK samples.
The date and exact time of collection of each PK sample must be recorded on the laboratory
requisition. Beyond the first dose, PK samples may be aligned to coincide with standard

laboratories when applicable, with the collection dates/times specified in the SoA (Section 1.3.3)
to be used as a gmde.

For patients recerving chemotherapy infusions, the PK samples should be drawn from a separate
line at a peripheral access site.

A maximum of 5 samples may be collected at additional time points during the study if
warranted and agreed upon between both the mvestigator and sponsor. Instructions for the
collection and handling of blood samples will be provided by the sponsor. The actual date and
time (24-hour clock time) of each sampling will be recorded.
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The PK sampling schedule 1s designed to comply with blood volume limitations in pediatric
patients. If the collection of PK samples will exceed maximum blood draw volumes for any
patient, blood samples for safety will be prioritized over PK after discussion between the sponsor
and the mvestigator.

Bioanalytical samples collected to measure mvestigational product concentration will be retained
for a maximum of 1 year following last participant visit for the study. During this time, samples
remaiming after the bioanalyses may be used for exploratory analyses (such as quantification of
circulating metabolites and/or protemn binding work).

8.5.1. Patient Diary

A diary will be provided to patients/caregivers in order to help track date and time of each dose
during cycles in which PK samples are collected. Patient diary evaluations will occur through
Cycle 3 Day 1. The diary 1s not intended for compliance momitoring. Refer to Section 1.3 for
additional mformation.

8.6. Pharmacodynamics
Pharmacodynamics will not be evaluated i this study.

8.7. Genetics

8.7.1. Whole Blood and/or Saliva Samples for Pharmacogenetic Research

Whole blood and/or saliva samples will not be collected for Parts A and B. Only whole blood
will be collected for Part C in this study. Genetic research will not be performed.

8.8. Biomarkers

If available, participants’ somatic alterations may be obtained at baseline as part of their medical
oncology history (see Section 1.3). This study may analyze somatic alterations relevant to study
intervention, mechanism of action, the variable response to study drug(s), cell cycle, and
pathways associated with cancer.

See Section 9.4.10 for biomarker analyses.

8.8.1. Biomarkers for Part C

This study will analyze biomarkers relevant to study mtervention, mechamsm of action, the
variable response to study drug(s) (including evaluation of AEs or differences in efficacy), cell
cycle, immune function, or pathways associated with neuroblastoma. Samples collected will
enable examination of these questions through the measurement of biomolecules, including
DNA, RNA, proteins, lipids, and other circulating or cellular elements. Denivatives of samples,
for example, tumor 1mages, can also be used to identify biomarkers of participant response or
resistance. Except for the cases detailed in Section 8.8.1.1 (tumor DNA sequencing without
patient-matched germline subtraction) and Section 8.8.1 2 ([circulating tumor DNA] ctDNA
sequencmng without patient-matched germline subtraction), biomarker analyses will not produce
interpretable results on germline DNA and therefore will not lead to the identification of genetic
findings. Biomarker analyses using RNA as substrate will avoid the identification of genetic
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variants and will focus on quantifying gene expression and reporting tumor somatic gene fusions
and other tumor somatic rearrangements. Biomarker analysis results may occur after the climcal
study report (CSR) 1s written and therefore a separate biomarker Data Analysis Plan will be

developed.

Samples for biomarker research will be collected as specified in the Schedule of Activities
(Section 1.3), where local regulations allow. It 1s possible that biomarker data for participants in
the study have already been generated from samples that were collected and analyzed prior to
enrolling in this trial. This may mnclude data generated from genetic analyses. If available, these
data may be requested from medical records for use in the research described in Sections 8.8.1.1
and 8.8.1.2, for mstance to understand the role of various co-occurnng alterations

Samples may be used to develop related research methods or to validate diagnostic tools or
assays, but only within the specific research scope described m this protocol. The samples may
be analyzed as part of a multi-study assessment of non-genetic factors involved in the response
to study intervention or study interventions of this class, and/or to understand study disease or
related conditions, within the scope described in this protocol.

All samples will be coded with the participant number. These samples and any data generated
can be linked back to the participant only by the study site personnel. Samples will be retamed
for a maxmmum o after the last participant visit for the study, or for a shorter period if
local regulations and/or ERBs/IRBs impose shorter time linuts, at a facility selected by the
Sponsor or 1ts designee. This retention period enables use of new technologies, response to
questions from regulatory agencies, and investigation of variable response that may not be
observed until later in the development of study treatment or after study treatment becomes
commercially available. Technologies are expected to improve during the storage period,
and therefore, cannot be specifically named. Regardless of the technology ed, data
generated will be used only for the specific biomarker research scope described in this section,
and within the hmits of this protocol.

8.8.1.1. Tissue Samples for Biomarker Research

Tissue samples for biomarker research will be collected for the purposes described in
Section 8.8.1. The following samples for biomarker research will be collected according to the
samplmg schedule in the Schedule of Activities (Section 1.3), where local regulations allow.

Submuission of tumor sample, archival or fresh, obtained prior to mmtiation of study treatment,
will be collected, when available. The most recent sample 1s desired. Relapse or metastatic

sample where available is preferred. The tumor samples will preferably be in the form of a
. If this 1s not possible, approximately il slides of
y prepared unstamed 5-micron sections may be provided. Due diligence should be used to

make sure that tumor sample, not a normal adjacent or a fumor margin sample, 1s provided.
Samples can be sent at any time during study if not subnutted at screening.

Pathology report accompanying tumor tissue will be requested. Pathology reports must be coded
with the participant number. Personal identifiers, including the participant’s name and imitials,
must be removed from the imnstitutional pathology report prior to submission. Archival blocks
will be sectioned. Sponsor has a night to retain a portion of the submutted tissue, and archival
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blocks may be returned to the study site, upon request. Tissue blocks from biopsies collected at
baseline or disease progression may be returned to sites if there 1s available tissue left over, upon
request.

Tumor DNA analysis (whole exome or panel DNA sequencing) may be performed with patient-
matched germline DNA subtraction. Germline DNA for each patient will originate from DNA
exftracted from whole blood as described in Section 8 8.1 3. Review of germline DNA
sequencimg results may be conducted, but only for data quality control purposes. At no point in
this process will germline DNA vanants be analyzed and interpreted by the research personnel.
As such, tumor DNA analysis with germline DNA subtraction will not produce interpretable
results on germline DNA | 1s not considered genetic research, and therefore, will not lead to the
1dentification of genetic incidental findings. Genetic incidental findings are vanations present in
germline DNA that are discovered umntentionally.

Tumor DNA analysis (whole exome or panel DNA sequencing) may be performed without
germline DNA subtraction. When analyzed this way, it may be considered genetic research and
the 1dentification of genetic incidental findings 1s possible. However, the methods used in this
study for biomarker analyses are not clinically validated to detect germline vanants, and
therefore, no chinical conclusions can be denived from them. As such, no genetic findings will be
reported to the patients participating in biomarker research, subject to local regulations.

Tumor RNA sequencing analyses quantitate tissue mRNA expression levels, report gene fusions,
splice varants, and other somatic rearrangements and do not detect germline variants. Therefore,
these analyses are not considered genetic research, and no genetic findings will be identified.

8.8.1.2. Plasma Samples for Biomarker Research

Plasma samples for biomarker research will be collected from participants as specified in the
Schedule of Activities (Section 1.3), where local regulations allow.

Plasma samples may also be used for ctDNA analyses. ctDNA analysis may be performed with
patient-matched germline DNA subfraction. Germline DNA for each patient will originate from
DNA extracted from whole blood as described in Section 8.8.1.3. Review of germline DNA
sequencimng results may be conducted, but only for data quality control purposes. At no point in
this process will germline DNA vanants be analyzed and interpreted by the research personnel.
As such, ctDNA analysis with germline DNA subtraction will not produce interpretable results
on germline DNA | 1s not considered genetic research, and therefore, will not lead to the
1dentification of genetic incidental findings.

ctDNA analysis may be performed without germline DNA subtraction. In this case, it may be
considered genetic research, and the identification of genetic meidental findings 1s possible.
Repardless of whether participant-matched germline DNA subtraction 1s used or not during the
ctDNA analysis, the methods used in this study for biomarker analyses are not climcally
validated to detect germline variants, and therefore, no climical conclusions can be denived from
them. As such, no genetics findings will be reported to the patients participating in biomarker
research, subject to local regulations.
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8.8.1.3. Whole Blood Samples for Biomarker Research

A whole-blood sample for biomarker research will be collected from all participants as specified
in the Schedule of Activities (Section 1.3), where local regulations allow. This sample may be
used for the extraction of DNA that allows patient-matched germline DNA subtraction during
tumor DNA analysis from tissue (Section 8 8.1.1) and ctDNA (Section 8.8.1.2).

8.9. Medical Resource Utilization and Health Economics
Health economucs and medical resource utilization parameters will not be evaluated m this study.

8.10. Product Acceptability and Palatability Assessments

The patient and/or caregiver will be asked to provide responses to questions designed to assess
the acceptability and palatability of the tablet swallowed whole, dispersed in food or liquid, or
dispersed and administered through a nasogastric or gastrostomy tube (Kozarewicz 2014). If the
patient 1s using abemaciclib oral granules, the patient and/or caregiver will be asked to provide
responses to questions designed to assess the acceptability and palatability of the oral granules
swallowed whole, placed in food or liqud, or dispersed and admunistered through a nasogastric
or gastrostomy tube. The questionnaire for tablet or oral granule acceptability will assess the
subject’s ability to swallow the drug product as designed. The questionnaire for acceptability
and palatability of the tablet or oral granules dispersed in food or liquid will assess the subject’s
experience relating to the taste, appearance, smell, mouthfeel, and aftertaste of the dispersion and
ease of preparing and taking the dispersion. The questionnaire for acceptability of the tablet or
oral granules dispersed and administered through a nasogastric or gastrostomy tube will assess
the ease of preparation and admimistration of the dispersion. The appropnate questionnaire will
be administered at the time of dosing or within approximately 30 minutes after dosing at Cycle 1
Day 1, Cycle 1 Day 15, and Cycle 2 Day 1. If a patient changes the method of abemaciclib
admimistration or formulation (tablets to granules or vice versa) at any point during the tnial, the
appropriate questionnaire corresponding to the new admimistration method or formulation should
be completed at the next clinic visit following the method change. The questionnaire will be
completed by caregivers (proxy) for patients aged <5 years. For patients =6 years old to <12
years old, both patient and caregiver will complete the questionnaires. For patients =12 years old,
the questionnaire will be self-completed.
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0. Statistical Considerations
9.1. Statistical Hypotheses
Parts A and B

Parts A and B of Study JPCS 1s designed to evaluate

e the PK safety, and tolerability of abemaciclib in combination with irnotecan and
temozolomide (Part A) and abemaciclib in combination with temozolomuide (Part B)
in pedhatric patients with relapsed/refractory solid tumors that have progressed on
standard treatment,

¢ the RP2D, and

e preliminary efficacy.
Lally hypothesizes that abemaciclib in combination with temozolomide and irinotecan (Part A),
abemaciclib in combination with temozolonude (Part B) will be sufficiently tolerable with
evidence of clinical activity to support further development.

Part C

Lally hypothesizes that abemaciclib in combination with dinutximab, GM-CSF, irinotecan, and
temozolomide (Part C) will be sufficiently tolerable and have sufficient anti-tumor activity. The
drug combination will be assessed by evaluating the PK, safety, and tolerability of the drug
combination in pediatric and young adult patients with relapsed/refractory neuroblastoma.

At the same time, the anti-tumor activity 1s assessed using Simon’s optimal two-stage design
(Stmon 1989), where the null hypothesis 1s that the objective response rate (ORR) | - and
the alternative hypothesis 1s that the DRR-

9.2. Sample Size Determination

Approximately 30 to 117 patients will be enrolled in this Phase1b/2 study, with 24 to 60 in Parts
A and B and 6 to 57 i Part C. The sample size for Parts A and B 1s primarily determuned by
DLTs (up to 6 evaluable patients at a dose level before establishing the MTD), while the sample
size for Part C depends on both DLTs and responses. The maximum sample size of 57 m Part C
15 determuned by considering dose finding and ensuring that. patients are treated on the RP2D.
The sample size of .is determined using Simon’s optimal two-stage design with a power of
80% and a one-sided type I error rate of 0.025, given a null ORR o against an alternative
ORR nf- assumed at the RP2D.

9.3. Populations for Analyses
For purposes of analysis, the following populations are defined:
Population Description
Entered All participants who sign informed consent/assent (if applicable)
Treated Patients Patients who have been assigned to study treatment and have received at least 1
{safety population) dose of any study treatment.
Screen Failures Patients or legal puardian (if applicable) who have signed informed
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consent/assent, do not meet eligibility criteria or due to AFs, physician’s
decision. etc. and are not enrolled.

Patients who withdraw from the study before recerving study drug(s) will be replaced and wall
not be included in the safety or efficacy assessments. Safety analyses will be conducted on all
patients who have been exposed to study drug, regardless of whether they are deemed evaluable
for other assessments. In Parts A, B, and Stage 1 of Part C, any patient who 1s discontinued from
the study before completing 1 cycle will be deemed DLT non-evaluable for assessment of the
combination unless the patient experiences a DLT prior to withdrawal. If a patient 1s
noncompliant during Cycle 1 or receives <75% of doses due to reasons other than drug-related
toxicity, he or she will be considered DLT non-evaluable for assessment of the combination and
may be replaced. DLT non-evaluable patients may be replaced to ensure that enough patients
complete 1 cycle unless accrual to that cohort has stopped due to a DLT.

9.4. Statistical Analyses

94.1. General Statistical Considerations

Statistical analysis of this study will be the responsibility of Lilly or its designee. The analyses
for this study will be descriptive, except for possible exploratory analysis as deemed appropriate.
Data analyses will be provided by study part, dose group, and for all study patients combined
wherever appropniate. For continuous variables, summary statistics will include number of
patients, mean, median, standard deviation, mumimum, and maximum. Categorical vanables will
be summarized using number of patients, frequency, and percentages. Missing data will not be
imputed, except for missing date of barth for analysis purpose. If birth year and month 1s
available and date 1s not available or missing, date will be imputed to the 15th of that month.
Refer to the statistical analysis plan for this study for further detail.

The interpretation of the study results will be the responsibility of the mmvestigator with the Lilly
CRP/CRS, pharmacokineticist, and statistician. The Lilly CRP/CRS and statistician will also be
responsible for the appropriate conduct of an internal review for both the final study report and
any study-related matenial to be authorized by Lilly for publication.

Any change to the data analysis methods described in the protocol will require an amendment
ONLY if it changes a principal feature of the protocol. Any other change to the data analysis
methods described n the protocol, and the justification for making the change, will be described
i the CSR. Additional exploratory analyses of the data will be conducted as deemed
approprate.

9.4.2. Analysis Population

All entered patients will be used in summarnizing patient disposition. All treated patients (safety
population) will be used in analyzing patient charactenistics and safety and efficacy data.

9.4.3. Participant Disposition

A detailed description of participant disposition will be provided. It will include a summary of
the number and percentage of patients entering the study, treated, reasons for discontinuation
from study treatment, and reasons for discontinuation from study. Reasons of discontinuation
from study treatment and study will be listed.
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All clinically relevant protocol deviations will be listed by pre-determined categories (e.g.
mnclusion/exclusion criteria, non-compliance with protocol procedures, drug dosage/intervention,
use of excluded treatments, informed consent/assent process, contimung after meeting
withdrawal criteria, or other).

944. Patient Characteristics

Patient charactenistics will include a summary of the following:

Patient demographics

Baseline disease characteristics
Prior disease-related therapies
Concomuitant medications

Other patient characteristics will be summarized as deemed appropnate.

9.4.5. Safety Analyses

All patients who have received at least 1 dose of any study treatment will be evaluated for safety
and toxicity.

Safety analyses will mclude summaries of the following:

Adverse events, mcluding seventy and possible relationship to study drug

Dose adjustments

Vital signs

Dose-limiting toxicities

Laboratory values

9.4.6. Efficacy Analyses

The study was not designed to make an efficacy assessment 1n Parts A and B?F
I 7 oving ey

measures will be listed and summarized where appropriate.

9.4.6.1. Parts A and B Efficacy Analyses

Parts A and B will not have a formal efficacy assessment. The following efficacy measures are
important secondary endpoimts measured using RECIST v1.1 or RANO critenia.

Objective Response Rate (ORR): The ORR 1s the percentage of patients with a best response
of complete response [CR] or partial response [PR]

Duration of Response (DoR): The DoR 1s defined only for responders (patients with a CR. or
PR). It 1s measured from the date of first evidence of a CR or PR to the date of objective
progression or the date of death due to any cause, whichever 1s earlier.

Disease Control Rate (DCR): The DCR is the percentage of patients with a best response of
CR, PR, or stable disease (SD).

Clinical Benefit Rate (CBR): The CBR 1s the percentage of patients with a best response of CR
or PR, or SD for at least 6 months.
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Progression-free survival (PFS): Progression-free survival 1s measured as the time from first
dose of any study drug to progressive disease or death, whichever occurs first. The PFS rate wall
be calculated at appropriate time intervals (e.g. at 3 and 6 months).

9.4.6.2. Part C Efficacy Analyses

In Part C, the primary efficacy measure 1s mvestigator-assessed tfumor response as defined by
INRC. The primary endpomt ORR will be based on the 2017 INRC (Park et al. 2017) as
described mn Section 9.4.6.2.1. The primary analysis of ORR. will occur 6 cycles after last patient
has entered freatment, 1 order to ensure adequate response and durability of response data 1s
available at the time of analysis. The pomt estimate of ORR with a two-side exact 95%
confidence mterval will be provided, and one-sided exact p-value will be reported.

94.6.2.1. 2017INRC
For Part C, efficacy will be evaluated using the 2017 INRC (Park et al. 2017).
A responder 15 defined as any patient who exhibits a CR, PR, or MR_

The response criteria integrate the response of all lesions using CT/MRI and/or MIBG/FDG-PET
lesions, and assessment of bone marrow disease.

Primary tumor (soft tissue) response is as follows:
* Complete Response (CR):
o <10 mm residual soft tissue at primary site AND
o complete resolution of MIBG-avid tumors or FDG-PET uptake (for MIBG-
nonavid fumors) at primary site
s Partial Response (PR):
o =30% decrease n longest diameter of primary site AND
o MIBG-avid tumors or FDG-PET uptake (for MIBG-nonavid tumors) at primary
site 15 stable, improved, or resolved
e Stable Disease (SD): Neither PR nor PD at the primary site
* Propressive Disease (PD):
o >20% mcrease in longest diameter taking as reference the smallest sum while on
study, mncluding baseline sum if that 1s the smallest, AND
o nunimum absolute mecrease of 5mm 1n longest dimension
o Note: a lesion that does not meet PD measurement criteria but has fluctuating
MIBG avidity will not be considered PD

Soft tissue and bone metastatic disease tumor response is as follows:
e Complete Response (CR): Complete resolution of all disease sites defined as:
o nonprimary target and nontarget lesions <10 mm AND
o lymph nodes 1dentified as target lesions decrease to a short axis <10 mm AND
o MIBG-avid update or FDG-PET uptake (for MIBG-nonavid tumors) of
nonprimary lesions resolves completely

e DPartial Response (PR): >30% decrease in sum of diameters® of nonprimary target lesions
compared with baseline AND all of the following:

LY2835219 128
Approved on 18 Jul 2023 GMT



CONFIDENTIAL Protocol I3Y-MC-JPCS(f)

o Nontarget lesions may be stable or smaller in size AND

o =50% reduction in MIBG absolute bone score (relative MIBG bone score =0.1 to
=0.5) or =50% reduction in number of FDG-PET-avid bone lesions®® AND

o No new lesions

e Progpressive Disease (PD): Any of the following:

o Any new soft tissue lesion detected by CT/MRI that 1s also MIBG avid or FDG-
PET awnid

o Any new soft tissue lesion seen on anatomic imaging that 1s biopsied and
confirmed to be neuroblastoma or ganglioneuroblastoma

o Any new bone site that 1s MIBG-avid

o A new bone site that 1s FDG-PET avid (for MIBG-nonavid tumors) AND has
CT/MRI findings consistent with tumor OR has been confirmed histologically to
be neuroblastoma or ganglioneuroblastoma

o >20% imcrease in longest diameter taking as reference the smallest sum on study
(this includes the baseline sum if that 1s the smallest on study) AND minimum
absolute increase of 5 mm in sum of diameters of target soft tissue lesions

o Relative MIBG score = 1.2¢

e Stable disease (SD): Neither PR nor PD of nonprimary lesions

Sum of diameters is defined as the sum of the short axis of discrete lymph nodes (ie, cervical, axillary nodes)
added to the sum of the longest diameters of non—lymph node soft tissue metastases. Masses of conglomerate
nondiscrete lymph nodes will be measured using longest diameter.

For patients with soft tissue metastatic disease, resolution of MIBG and/or FDG-PET uptake at the soft tissue
sites 1s not required; all size reduction criteria mmst be fulfilled.

MIBG scoring of bone lesions will consist of @ sectors (cranio-facial, cervical and thoracic spine,
ribs/stermum/clavicles/scapula, lnmbar and sacral spine, pelvis, upper arms, lower arms and hands, fepmurs, and
lower legs and feet). Each sector will be scored from 0-3 (0=no sites; 1=1 site; 2= more than 1 site; 3=massive
involvement [=50% of segment]) using the Cune scoring method (maximum absolute score of 27). The score of
each sector will be collected in the CRF. Relative MIBG score is the absolute score for bone lesions at time of
response assessment divided by the absolute score for bone lesions at baseline before therapeutic inferventions.
The same scoring method (eg, Curie) must be used at all assessment time points. MIBG single-photon emission
computed tomography (SPECT) or MIBG-SPECT/CT may be used for scoring purposes, but the same imaging
methodology should be used for all evaluations.

Bone marrow response 1s determuned by cytology (recommended to be accompamied by
mmmunocytology)/histology (accompanied by immunohistochemistry [Burchull et al. 2017]). Use
the bone marrow sample with the highest percentage of tumor infiltration to assess response.
Grading 15 as follows:

e Complete Marrow Response: No tumor infiltration on reassessment, independent of
baseline tfumor imnvolvement

e Progpressive Marrow Disease: either
o bone marrow without tumor mnfiltration that becomes > 5% tumor infiltration on
reassessment, or
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o bone marrow with tumor nfiltration that increases by >2 times and has >20%
tumor mnfiltration on reassessment
e Mmimal Disease (MD): any of the following:
o =5% tumor infiltration at baseline and remains > 0 to <5% tumor infiltration on
reassessment, or
o no tumor infiltration at baseline and <5% tumor infiltration on reassessment. or
o >20% tumor infiltration at baseline and =0 to <5% tumor infiltration on
reassessment
s Stable Marrow Disease: Persistence of 5% tumor infiltration on reassessment that does
not meet the criteria for CR, MD, or PD.

Overall response 1s as follows:

e Complete Response (CR): All components meet critenia for CR
e Partial Response (PR):
o PR in =1 component AND
o ALL other components are either CR, MD (bone marrow only), PR (soft tissue or
bone), or NI (site not involved at study entry remain uninvolved) AND
o No component with PD
e Mmor Response (MR):
o PR or CR 1n =1 component AND
o SDn =1 component AND
o No component with PD
# Stable disease (SD):
o SDin =1 component AND
o No better than SD or NI (site not involved at study entry and remains
umnvolved) AND
o No component with PD

e Propressive Disease (PD): Any component with PD

The overall response based on the combined evaluations 15 summanzed in the table below. The
best response observed at any time point for each mmdividual patient will be considered that

atient’s best overall response on this study.

Primary Soft tissue or bone Bone marrow Overall
tumor metastatic disease metastatic disease response

CR | CR | CR CR

CR for one category and CR or NI for remaining categories CR

CR CR MD PR

CR PR CR PR

CR PR MD PR

CR PR NI PR

CR NI MD PR

FR CR CR PR

FR CR NI PR

PR CR MD PR
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Primary Soft tissue or bone Bone marrow Overall
tumor metastatic disease metastatic disease response
PR PR CR PR
PR PR NI PR
FR PR MD PR
FR NI CR PR
PR NI NI PR
PR NI MD PR
NI CR MD PR
NI PR CR PR
NI PR MD PR
CR CR sD MR
CR PR sSD MR
CR sD CR MR
CR sD MD MR
CR sD sD MR
CR sD NI MR
CR NI sD MR
PR CR sSD MR
PR PR sSD MR
PR sD CR MR
PR sD MD MR
FR sD sD MR
FR sD NI MR
PR NI sSD MR
sSD CR CR MR
sSD CR MD MR
sD CR sD MR
sD CR NI MR
sD PR CR MR
sSD PR MD MR
sSD PR sSD MR
sSD PR NI MR
sD sD CR MR
sD NI CR MR
NI CR sD MR
NI PR sSD MR
NI sD CR MR
sSD sD MD SD
NI sD MD SD
sD NI MD SD
NI NI MD SD
sSD sD sSD SD
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Primary Soft tissue or bone Bone marrow Overall
tumor metastatic disease metastatic disease response
sD NI sD sD
NI sD sD SD
NI sD NI SD
NI NI sD SD
PD in any single category PD
Response that is not evaluable for any single category that had Not
measurable or evaluable tumor at baseline and no PD for any aluabl
category evaluable
Response evaluation not done for one or more category Not done

Abbreviations: CR. = complete response; MDD = minimal disease; MR = minor response; NI = not involved (site not
involved at baseline and remains not involved); PD = progressive disease; PR = partial response; SD = stable
disease.

9.4.7. Pharmacokinetic/Pharmacodynamic Analyses

All patients who have received at least 1 dose of study treatment and at least 1 post baseline
evaluable PK sample will be included in the PK analysis population.

Abemaciclib, rinotecan, and temozolonude concentrations will be summarnized by analyte using
descriptive statistics. Additional analyses utilizing the population PK approach may also be
conducted 1f deemed appropnate. Relationships between exposure and measures of efficacy and
safety may be explored.

9.4.8. Subgroup Analyses

Subgroup analyses for PK, efficacy, and safety will be performed by method of adnunistration
(whole administration and alternative admimistration) of study drug when applicable.

9.4.9. Product Acceptability and Palatability

Responses from the drug product acceptability and palatability questionnaires for tablet and oral
granules swallowed whole, dispersed 1n food or liqud, or dispersed and administered through a
nasogastric or gastrostomy tube will be summarized categorically (frequency and percentage) by
age group, for each visit separately and in aggregate. In addition, general trends m acceptability
and palatability from Cycle 1 Day 1 (baseline), Cycle 1 Day 15, and Cycle 2 Day 1 will be
analyzed.

9.4.10. Biomarker Analyses

Somatic alterations related to treatment, treatment mechanism, and/or cancer may be collected
and reported. In addition, the relationship between somatic alterations and climical outcome may
be assessed.

9.5. Interim Analyses

Data will be reviewed on a cohort-by-cohort basis during the study, until the MTDs (not to
exceed 115 mg/m’ BID) are determined for Parts A and B or The purpose of
these reviews 1s to evaluate the safety data at each dose level and deternune 1f a DLT has been
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observed that would suggest the MTD for each cohort has been met or exceeded 1 the dose
finding portion. The mvestigators and Lilly study team will make the deternunation regarding
dose escalation based upon the review of the safety and tolerability data as described 1n this
protocol.

During the dose-expansion portion of each study part, interim analyses may be conducted to
review available safety, PK, and efficacy data.

DMC will conduct the first
mnterim analysis approximately 2 months (or earhier 1f deemed appropriate) after Stage 1°s last

patient begins Cycle 1. If any of the following stopping rules are met or a significant safety
signal 1s identified, the DMC may recommend ternunation of enrollment, and/or termination of
study treatment.

e Rule A- stop for toxicity 1f --::-f the DLT-evaluable patients experience DLT.

¢ Rule B: stop for intolerability l.f- patients discontinue due to a treatment-related
AF before cumplet:iﬂgl cycles.

e Rule C: stop for insufficient evidence of anti-tumor activity lf- of the. patients
are responders (1.e., have objective tumor response, including a best overall response
of complete response [CR], partial response [PR] or minor response [MR] per INRC).

If 55 mg/m’ is declared the MTD, but either Rule A or B is triggered during cohort expansion,
the DMC may recommend that subsequent patients be treated at 30 mg/m*. See Section 4.1.2.

The DMC will meet and review the overall safety and efficacy data approximately every 6
months thereafter while patients remain in the study. At the recommendation of the DMC, the
frequency of safety interim analyses may be modified. See Section 10.1 4 for further details.

Other interim analysis may be added as deemed approprniate by the sponsor.
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10. Supporting Documentation and Operational Considerations

10.1. Appendix 1: Regulatory, Ethical, and Study Oversight
Considerations

10.1.1.  Regulatory and Ethical Considerations
e Tlus study will be conducted 1 accordance with the protocol and with the following:

o

]
]

Consensus ethical principles derived from international gmdelines including the
Declaration of Helsinki and Council for International Orgamizations of Medical
Sciences International Ethical Guidelines

Applicable International Council for Harmomisation (ICH) GCP Guidelines
Applicable laws and regulations

e The protocol, protocol amendments, ICF, IB, and other relevant documents (e_g.
advertisements) must be submtted to an IRB/TEC by the investigator and reviewed and
approved by the IRB/IEC before the study 1s mitiated.

e Anyamendments to the protocol will require IRB/TEC approval before implementation of
changes made to the study design, except for changes necessary to eliminate an
immediate hazard to study participants.

¢ Protocols and any substantial amendments to the protocol will requure health authonty
approval prior to mmtiation except for changes necessary to eliminate an immediate
hazard to study participants.

e The mvestigator will be responsible for the following:

o

Providing written summaries of the status of the study to the IRB/TEC annually or
more frequently in accordance with the requirements, policies, and procedures
established by the IRB/TEC

Notifying the IRB/TEC of SAEs or other significant safety findings as required by
IRB/IEC procedures

Providing oversight of study conduct for participants under their responsibility
and adherence to requirements of 21 CFR, ICH gwdelines, the IRB/TEC,
European regulation 536/2014 for clinical studies (if applicable), and all other
applicable local regulations

Reporting to the sponsor or designee significant 1ssues related to participant
safety, participant rights, or data integrity.

After reading the protocol, each principal investigator will sign the protocol signature page and
send a copy of the signed page to a Lilly representative.

The CSR coordinating investigator will sign the final CSR for this study, indicating agreement
that, to the best of his or her knowledge, the report accurately describes the conduct and results

of the study.
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10.1.2.

Informed Consent Process
The mvestigator or his/her representative will explain the nature of the study, including
the risks and benefits, to the participant or his/her legally authorized representative and
answer all questions regarding the study.
Participants must be mformed that their participation 1s voluntary. Participants or their
legally authorized representative (defined as the participant’s parent, guardian, or legal
representative) will be required to sign a statement of informed consent that meets the
requirements of 21 CFR 50, local regulations, ICH gmdelines, Health Insurance
Portability and Accountability Act requirements, where applicable, and the IRB/TEC or
study center.
The medical record must include a statement that legally authorized representative
(parent/guardian) consent and child/adolescent assent (1f deemed appropriate by local
ethics review) was obtained before the participant was enrolled in the study and the date
the wnitten consent was obtained. The medical record should also describe how the
clinical investigator determined that the person signing the ICF was the participant’s
legally authorized representative (parent/guardian). The authorized person obtaming
the mmformed consent must also sign the ICF.
Participants and, when applicable, their legally authonized representative
(parent/guardian) must be re-consented to the most current version of the ICF(s) during
their participation in the study.
Minor participants must be re-consented if they reach the age of majority during the
course of the study, in order to continue participating.
A copy of the ICF(s) must be provided to the participant, the participant’s legally
authorized representative, or the participant’s parent/guardian when applicable.

Participants who are rescreened and/or their legally authornized representative are required to sign
a new ICF and assent, 1f applicable.

10.1.3.

Data Protection
Participants will be assigned a unique 1dentifier by the sponsor to protect the participant’s
personal data. Any participant information, such as records, datasets or tissue samples
that are transferred to the sponsor will contain the identifier only. Participant names or
any information which would make the participant identifiable will not be transferred.
The participant must be informed that the participant’s personal study-related data will be
used by the sponsor in accordance with local data protection law. The level of disclosure
must also be explained to the participant who will be required to give consent for their
data to be used as described in the informed consent. Thas 1s done by the site personnel
through the mformed consent process.
The participant must be informed through the informed consent by the site personnel that
their medical records may be examined by Clinical Quality Assurance auditors or other
authorized personnel appointed by the sponsor, by appropriate IRB/TEC members, and by
mspectors from regulatory authorities.
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e The sponsor has processes in place to ensure information security, data integnity, and data
protection. These processes address management of data transfer, and prevention and
management of unauthorized access, disclosure, dissenunation, alteration or loss of
information or personal data. These processes include appropriate contingency plan(s) for
approprate and timely response in the event of a data security breach.

e The transfer of personal data 1s subject to appropriate safeguards through contractual
agreements and processes. The sponsor’s processes are compliant with local privacy laws
and relevant legislations mncluding the General Data Protection Regulation (GDPR).

10.1.4. Committee Structure

In Part C, after the safety lead-in, interim analyses for safety and efficacy will be conducted
under the gmdance of an independent DMC. The DMC will consist of at least 3 members,
including a chair, a physician, and a statistician. The DMC will communicate any
recommendations based on interim analysis to the Sponsor. Further details on the members,
activities, and responsibilities of the DMC can be found in the DMC charter.

10.1.5.  Dissemination of Clinical Study Data

Reports

On completion of the research, a report or summary shall be submutted to regulatory bodies
according to local law. The sponsor will disclose a summary of study information, including
tabular study results, on publicly available websites where required by local law or regulation.

Data

The sponsor provides access to all individual participant data collected during the trial, after
anonynmuzation, except for pharmacokinetic and genetic data.

Data are available to request 6 months after the mndication studied has been approved in the US
and EU and after primary publication acceptance, whichever 1s later. No expiration date of data
requests 15 currently set once data are made available.

Access 1s provided after a proposal has been approved by an independent review commuttee
1dentified for this purpose and after receipt of a signed data-sharing agreement.

Data and documents, including the study protocol, statistical analysis plan, climical study report,
and blank or annotated case report forms, will be provided in a secure data-shanng environment
for up to 2 years per proposal.

For details on submutting a request, see the instructions provided at www _vivli.org.

10.1.6.  Data Quality Assurance

To ensure accurate, complete, and reliable data, Lilly or its representative will do the following:

e provide instructional matenial to the study sites, as appropnate
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e provide sponsor start-up traiming to instruct the mvestigators and study coordinators.
This traiming will give mnstruction on the protocol, the completion of the CRFs, and study
procedures.

e make peniodic visits to the study site

¢ be available for consultation and stay in contact with the study site personnel by mail,
telephone, and/or fax

e review and verify data reported to detect potential errors.

In addition, Lally or its representative will peniodically check a sample of the participant data
recorded against source documents at the study site. The study may be audited by Lilly or 1ts
representative and/or regulatory agencies at any time. Investigators will be given notice before
an audit occurs.

The mvestigator will keep records of all original source data. This nught include laboratory tests,
medical records, and climcal notes. If requested, the investigator will provide Lilly, applicable
regulatory agencies, and applicable ethical review boards (ERBs) with direct access to original
source documents.

Data Capture System

The investigator 1s responsible for ensuring the accuracy, completeness, legibility, and timeliness
of the data reported to the sponsor.

An electronic data capture (EDC) system will be used in this study for the collection of CRF data.
The mvestigator maintains a separate source for the data entered by the mvestigator or designee

mnto the sponsor-provided EDC system. The investigator 1s responsible for the identification of
any data to be considered source and for the confirmation that data reported are accurate and
complete by signing the CRF.

Additionally, clinical outcome assessment (COA) data (e.g_ scales, self-reported diary data,
rating scales, taste and palatability questionnaire) will be collected by the participant/authorized
study personnel, via a paper source document and will be transcribed by the authonzed study
personnel site mto the EDC system/via direct data captured m the EDC system and will serve as
the source documentation.

Data collected via the sponsor-provided data capture system(s) will be stored at third-party
orgamzations. The investigator will have continuous access to the data during the study and until
decomnussioning of the data capture system(s). Prior to decommussiomng, the investigator will
recerve an archival copy of pertinent data for retention.

Data managed by a central vendor, such as laboratory test data, will be stored electromically in
the central vendor’s database system and results will be provided to the investigator for review
and retention. Data will subsequently be transferred from the central vendor to the Lilly data
warehouse.

Data from complaint forms subnutted to Lilly will be encoded and stored in the global product

complaint management system.
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10.1.7. Source Documents
e  Source documents provide evidence for the existence of the participant and substantiate

the mteprity of the data collected. Source documents are filed at the mvestigator’s site.
¢  Data reported on the CRF or entered in the eCRF that are transcribed from source
documents must be consistent with the source documents or the discrepancies must be
explained. The investigator may need to request previous medical records or transfer
records, depending on the study. Also, current medical records must be available.

10.1.8. Study and Site Closure

10.1.8.1. Discontinuation of the Study

The study will be discontinued 1f Lally or its designee judges 1t necessary for medical, safety,
regulatory, or other reasons consistent with applicable laws, regulations, and GCP.

10.1.8.2. Discontinuation of Study Sites

Study site participation may be discontinued 1f Lilly or its designee, the investigator, or the ERB
of the study site judges it necessary for medical, safety, regulatory, or other reasons consistent
with applicable laws, regulations, and GCP.

10.1.9.  Publication Policy

In accordance with Lilly’s publication policy, the results of this study will be subnutted for
publication by a peer-reviewed journal if the results are deemed to be of significant medical

importance.

LY2835219 138
Approved on 18 Jul 2023 GMT



CONFIDENTIAL Protocol I3Y-MC-JPCS(f)

10.2.

Appendix 2: Clinical Laboratory Tests
The tests detailed below will be performed as indicated in the tables below. Tests to be
performed for study Parts A and B are presented in one table, and the tests to be
performed in Part C in a second, separate table.
If there 1s an abnormal laboratory value or abnormal value for any other diagnostic or
screemung test (e.g. blood pressure increased, neutrophils decreased), this should be
entered into the CRF. Do not enter the test abnormality, enter the diagnosis or
categorical term.
Protocol-specific requirements for inclusion or exclusion of participants are detailed in
Section 5 of the protocol.
Additional tests may be performed at any time duning the study as determined necessary
by the investigator or required by local regulations.
Local laboratories must be qualified in accordance with applicable local regulations.

Investigators must document their review of the laboratory safety results.
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Clinical Laboratory Tests for Parts A and B

Hematology: local or investigator-designated laboratory

Hemoglobin Lymphocytes
Hematocrit Monocytes
Erythrocyte count Eosinophils
Leukocytes Basophils
Neutrophils, segmented and banded Platelets

Clinical Chemisitry: local or investigator-designated laboratory

Serum Concentrations of:

Sodium Alkaline phosphatase

Potassmm Creatinine

Chloride Calcium

Bicarbonate Glucose

Total bilitubin Albumin

Direct bilirubin Total Protein

Alanine aminotransferase Blood urea mtrogen (BUN) or blood urea
Aspartate aminotransferase Cystatin C

Beta-HCG* Alpha-fetoprotein®

CSF Concentrations of:

Beta-HCG* Alpha-fetoprotein®

Pregnancy Test (for female patients of childbearing potential): local or investigator-designated laboratory

Serum pregnancy test
Urine pregnancy test

CSF cytology™

*If applicable for patients who may have posifive tumor markers or cytology (done if clinically indicated and
feasible at baseline) for tumor response. See Section 1.3 for more details.
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Clinical Laboratory Tests for Part C

Hematology: local or investigator-designated laboratory

Hemoglobin Lymphocytes
Leukocytes Platelets

Neutrophils, absolute neutrophil count

Clinical Chemisitry: local or investigator-designated laboratory

Serum Concentrations of:

Sodium Alkaline phosphatase

Potassmm Creatinine

Chloride Calcium

Bicarbonate Glucose

Total bilitubin Albumin

Direct bilirubin Total Protein

Alanine aminotransferase Blood urea nitrogen (BUN) or blood urea
Aspartate aminotransferase Cystatin C*

Phosphorus Magnesium

Abbreviated Chemistry Panel (electrolytes and creatinine): local or investigator-designated laboratory

Serum Concentrations of:

Sodium Bicarbonate
Potassinm Creatinine
Chloride

Pregnancy Test (for female patients of childbearing potential): local or investigator-designated laboratory
Serum pregnancy test
Urine pregnancy test

Prothrombin time

a Cystatin C is optional
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10.3. Appendix 3: Contraceptive Guidance and Collection of Pregnancy
Information

Definitions:

Woman of Childbearing Potential (WOCBP)

A woman 15 considered fertile followmng menarche and until becoming post-menopausal unless
permanently stenile (see below).

If fertihity 15 unclear (e.g. amenorrhea in adolescents or athletes) and a menstrual cycle cannot be
confirmed before first dose of study intervention, additional evaluation should be considered.

Women i the following categories are not considered WOCBP:
1. Premenarchal
2. Female with 1 of the following:
¢  Documented hysterectomy
¢  Documented bilateral salpingectomy
¢  Documented bilateral oophorectomy

For mndividuals with permanent infertility due to an alternate medical cause other than the
above (e.g. Mullerian agenesis, androgen msensitivity), nvestigator discretion should be
applied to determunming study entry.

Note: Documentation can come from the site personnel’s: review of the participant’s
medical records, medical examination, or medical history interview.
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Contraception Guidance:
CONTRACEPTIVES2 ALLOWED DURING THE STUDY INCLUDE:
Highly Effective Methods? That Have Low User Dependency
+ Implantable progestogen-only hormone contraception associated with inhibition of ovulation®
* Intrauterine device
+ Infrauterine hormone-releasing systeme
+ Bilateral tubal occlusion
*  Vasectomized partner
¢  (Vasectomized pariner is a highly effective contraceptive method provided that the partner is the sole sexual

partner gf the woman of childbearing potential and the absence of sperm has been confirmed. If not, an
additional highly effective method of contraception should be used. Spermatogenesis cycle is approximataly

90 days.)
Highly Effective Methods? That Are User Dependent
+ Combined (estrogen- and progestogen-containing) hormonal contraception associated with inhibition of
ovulation®
o oral
o inftravaginal
o fransdermal
o injectable
*  Progestogen-only hormone contraception associated with inhibition of ovulation®
o oral
o injectable
*  Sexual abstinence

{Sexual abstinence is considerad a highly effective method only if defined as refraining from heterosexual
intercourse during the entire period of risk associated with the study intervention. The reliability of sexual
abstinence needs fo be evaluated in relation fo the duration of the study and the preferred and usual lifestyle af
the participant )

a) Contraceptive use by men or women should be consistent with local regulations regarding the use of
contraceptive methods for those participating in clinical studies.

b) Failure rate of <<1% per year when used consistently and correctly. Typical use failure rates differ from those
when used consistently and correctly.

c) Male condoms must be used in addition to hormonal contraception. If locally required, in accordance with
Clinical Trial Facilitation Group (CTFG) guidelines, acceptable contraceptive methods are limited to those
which inhibit ovulation as the primary mode of action

Note: Periodic abstinence (calendar, symptothermal, post-ovulation methods), withdrawal (coitus mntermptus),

spermicides only, and lactational amenorrhoea method (LAM) are not acceptable methods of contraception for

this study. Male condom and female condom should not be used together (due to risk of failure with friction)
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Collection of Pregnancy Information

Male participants with partners who become pregnant

e  The investigator will attempt to collect pregnancy mnformation on any male participant’s
female partner who becomes pregnant while the male participant 1s in this study. This
applies only to male participants who receive abemaciclib.

e  After obtaiming the necessary signed mformed consent from the pregnant female partner
directly, the mvestigator will record pregnancy information on the appropriate form and
submut it to the sponsor within 24 hours of learming of the partner’s pregnancy. The female
partner will also be followed to determine the outcome of the pregnancy. Information on the
status of the mother and child will be forwarded to the sponsor. Generally, the follow-up
will be no longer than 6 to 8 weeks following the estimated delivery date. Any ternunation
of the pregnancy will be reported regardless of fetal status (presence or absence of
anomalies) or indication for the procedure.

Female Participants who become pregnant

e The investigator will collect pregnancy information on any female participant who becomes
pregnant while participating mn this study. Information will be recorded on the appropriate
form and submutted to the sponsor within 24 hours of learning of a participant's pregnancy.

¢ The participant will be followed to determune the outcome of the pregnancy. The
mvestigator will collect follow-up information on the participant and the neonate and the
mformation will be forwarded to the sponsor. Generally, follow-up will not be required for
longer than 6 to 8 weeks beyond the estimated delivery date. Any termination of pregnancy
will be reported, regardless of fetal status (presence or absence of anomalies) or indication
for the procedure.

e While pregnancy itself 1s not considered to be an AE or SAE, any pregnancy complication
or elective termunation of a pregnancy will be reported as an AE or SAE. A spontaneous
abortion 1s always considered to be an SAE and will be reported as such. Any post-study
pregnancy related SAE considered reasonably related to the study intervention by the
mvestigator will be reported to the sponsor as described in Section 8 3.2. While the
mvestigator 1s not obligated to actively seek this information in former study participants, he
or she may learn of an SAE through spontaneous reporting.

e Any female participant who becomes pregnant while participating in the study wall
discontinue study intervention and be withdrawn from the study.
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10.4. Appendix 4: Liver Safety: Suggested Actions and Follow-up

Assessments

Selected tests may be obtained in the event of a treatment-emergent hepatic abnormality and may
be required n follow-up with participants in consultation with the Lilly CRP/CRS or Lilly’s
designee. Labs will be assessed by local or mvestigator-designated laboratory.

Hematology Clinical Chemisiry

Hemoglobin Total bilirubin

Hematocrit Direct bilitubin

Erythrocytes (RBCs - red blood cells) Alkaline phosphatase (ALP)
Leukocytes (WBCs - white blood cells) Alanine aminotransferase (ALT)
Differential: Aspartate aminotransferase (AST)

Neutrophils, segmented

Gamma-glutamyl transferase (GGT)

Lymphocytes Creafine kinase (CK)

Monocytes Other Chemistry

Basophils Acefaminophen

Eosinophils Acetaminophen protein adducts
Platelets Alkaline phosphatase isoenzymes
Cell morphology (RBC and WBC) Ceruloplasmin

Copper

Coagulation Ethyl alcohol (EtOH)
Prothrombin time, INE. (PT-INE) Haptoglobin
Serology Immunoglobulin TgA (quantitative)
Hepatitis A virus (HAV) testing: Immunoglobulin IgG (quantitative)

HAYV total antibody Immunoglobulin IgM (quantitative)

HAV IgM antibody Phosphatidylethanol (PEth)
Hepatis B virus (HBV) testing: Urine Chemistry

Hepatitis B surface antigen (HBsAg) Drmug screen

Hepatitis B surface antibody (anti-HBs) Ethyl glucuronide (EtG)

Hepatitis B core total antibody (anti-HBc)

Other Serology

Hepatitis B core IgM antibody Anti-nuclear antibody (ANA)
Hepatitis B core IgG antibody Anti-smooth muscle antibody (ASMA) 2
HBV DNA ¢ Anti-actin antibody D
Hepatis C virus (HCV) testing: Epstein-Barr virus (EBV) testing:
HCV antibody EBV antibody
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HCVENAC EBVDNAC
Hepatitis I virus (HDV) testing: Cytomegalovirus (CMV) testing:
HDV antibody CMV antibody
Hepatitis E virus (HEV) testing: CMVDNAC
HEV IgG antibody Herpes simplex virus (HSV) testing
HEV IgM antibody HSV (Type 1 and 2) antibody
HEVENAC HSV (Type 1 and 2) DNA €
Microbiology Liver kidney microsomal type 1 (LEM-1) antibody
Culture:
Blood
Urnine

Not required if anfi-actin antibody is tested.

® Not required if anti-smooth muscle antibody (ASMA) is tested.
¢ Reflex/confirmation dependent on regulatory requirements, testing availability, or both.
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10.5. Appendix 5: Creatinine Clearance Formula

Note: This formula 1s to be used for calculating creatinine clearance (CrCl) from local
laboratory results only.

Patients =18 years old
Cockcroft-Gault prediction of CrCl from serum creatimne (1976)
For serum creatinine concentration in mg/dL:

CrCl= (140 — agea) x (wt) x 0.85 (if female), or x 1.0 (if male)

(mL./min) 72 « serum creatinine (mg/dL)

For serum creatinine concentration i pmol/L:

CrCl= (140 — agea) x (wt) x 0.85 (if female), or x 1.0 (if male)

(mL./min) 0.81 « serum creatinine (pmol/L)

a2 Apge in years, weight (wt) in kilograms.
Source: Cockeroft and Gault 1976.

_OR-
Patients <18 years old.

All Females and Pre-adolescent Males:

Cer (mL/min/1.73 m®) = 0.55 x Height (cm)/Ser (mg/dL)
Adolescent Males:

Ce (mL/min/1.73 m?) = 0.70 x Height (cm)/S: (mg/dL)

Note: Co= creatimne clearance and S.; = serum creatinine

Sources: Schwartz et al. 1976; Schwartz and Gauthier 1985.
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10.6. Appendix 6: Inducers and Strong Inhibitors of CYP3A4

Note: The information i this table 1s provided for gmudance to investigators. Thus list 1s not
intended to be exhaustive, but with available information contimually evolving, the status of
every relevant drug cannot be guaranteed. Please consult with the medical monitor in case of any
doubt about a potential drug-drug mteraction.

Strong Inducers of CYP3A4 Special Status

Aminoglutethimide Very limited use. Possibly available in Egypt, Lithuania
Apalutamide

Carbamazepine (daily dose exceeding 600 mg)

Enzalutamide

Fosphenytoin (see also phenytoin)

Ivosidenib

Lumacaftor

Mitotane

Phenobarbital

Phenytoin

Rifabutin

Rifampicin (rifampin)

Rifapentine

St John's wort Supplement or food/drink

Moderate Inducers of CYP3A4

Bosentan

Carbamazepine (daily dose 600 mg or lower)

Cenobamate

Dabrafenib

Danshen (Salvia miltiorrhiza) Supplement or food/drink

Efavirenz

Elagolix

Encorafenib Probable moderate inducer based on observed autoinduction

Etravirine

Genistein Supplement or food/drink

Lopinavir (alone)

Lorlatinib

Modafinil

Nafcillin (intravenous) Very limited use; Available in US

Pentobarbital Very limited use

Primidone

Sotorasib

Thioridazine Very limited use; available in US; importable into UK

Tocilizumab (atlizumab) Non-traditional mechamism: reverses the I1.-6 mediated
suppression of CYP3 A activity in patients with rhenmatoid
arthrifis

Stl'ong Inhibitors of CYP3A4

Atazanavir and cobicistat

Boceprevir
Ceritinib
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Clarithromycin

Cobicistat (see atazanavir and cobicistat)
Conivaptan

Danoprevir and ritonavir
Elvitegravir and ritonawit
Fosamprenavir and ritonawit
Grapefruit juice

Idelalisib

Indinavir and ritonavir
Ttraconazole

Josamycin

Eetoconazole

Lonafarnib

Lopinavir and ritonavir
Mifepristone

Nefazodone

Nelfinavir

Nirmatrelvir and ritonavir
Posaconazole

Ribociclib

Ritonavir

Saquinavir and ritonavir
Telithromycin

Tipranavir and ritonavir
Tucatinib

Viekirax (paritaprevir and ritonavir and
ombitasvir and/or dasabuvir)
Voriconazole

Protocol I3Y-MC-JPCS(f)

Supplement or food/drink

Outside US
Very limited use

Very limited use; Cushing’s disease in US
Very limited use; Available in US

Outside of US
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10.7. Appendix 7: Provisions for Changes in Study Conduct During
Exceptional Circumstances

Implementation of this appendix

The changes to procedures described i this appendix are temporary measures intended to be
used only during specific time periods as directed by the sponsor in partnership with the
nvestigator.

Exceptional circumstances

Exceptional circumstances are rare events that may cause disruptions to the conduct of the study.
Examples include pandemics or natural disasters. These disruptions may limat the ability of the
mvestigators, participants, or both to attend on-site visits or to conduct planned study procedures.

Implementing changes under exceptional circumstances

In an exceptional circumstance, after recerving the sponsor’s written approval, sites may
implement changes if permitted by local regulations.

Ethical Review Boards (ERBs), regulatory bodies and any other relevant local authorities, as
required, will be notified as early as possible to communicate implementation of changes in
study conduct due to exceptional circumstances. To protect the safety of study participants,
urgent changes may be implemented before such communications are made, but all changes will
be reported as soon as possible following implementation. If approval of ERBs, regulatory
bodies, or both 1s required per local regulations, confirmation of this approval will be retamned in
the study records.

In the event written approval 1s granted by the sponsor for changes in study conduct, additional
written pmdance, 1f needed, will be provided by the sponsor.

In exceptional circumstances, the flexibility measures outlined mn the SoA (Section 1.3) and this
appendix may be considered for the following visits after consultation with and prior approval by
the sponsor:

e Part A: Visits 8 and 15 of Cycles 1 and 2, short-term follow-up
e Part B: All visits in Cycles 1 and 2, and Day 1 of cycles with imaging procedures, short-
term follow-up

10.7.1. Informed Consent

Additional consent/assent from the participant will be obtained, as required by ERB’s and local
regulations. Assent will also be obtained to the same parameters, with consent for participants
reaching the legal age for consent during the tnial for continued participation, for:
e participation in remote visits, as defined below in Section 10.7.2.1,
e alternate delivery of study intervention and ancillary supplies, and
e provision of their personal or medical information required prior to implementation of
these activities.
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10.7.2. Changes in Study Conduct

Changes in study conduct not described in this appendix, or not consistent with applicable local
regulations, are not allowed.

The following changes in how study conduct will be performed (e.g. virtual vs at the
mvestigative site) will not be considered protocol deviations. Every effort should be made for
the participant to return to on-site visits as soon as reasonably possible, while ensuring the safety
of the participant and investigational site staff

10.7.2.1. Remote Visits

In source documents and the CRF, the study site should capture the method, with a specific
explanation for any data missing because of nussed in-person site visits. Remote visits will
include a combination of telemedicine and mobile healthcare as appropnate, according to the
mvestigator’s discretion and written approval by the sponsor.

Assessments may be completed by a combination of video conference (telemedicine) and may
also include mobile healthcare for the following visits:

e Part A: Visits 8 and 15 of Cycles 1 and 2, short-term follow-up
e Part B: All visits in Cycles 1 and 2, and Day 1 of cycles with imaging procedures, short-
term follow-up.

Applicable assessments include physical exam and weight, vital signs,

performance status, questionnaires, review of patient diary, imaging (see heading
elow), PK (see heading below), AE collection and grading, and concomitant medication
recording. Other assessments (such as applicable blood draws and pregnancy tests) may be
completed remotely according to local regulations by a mobile healthcare service or at a local
clinic without video conference at the investigator’s discretion. If there 1s a concemn during the
remote visit, the participant should have an on-site follow-up visit as soon as possible.

Telemedicine: Technology-assisted virtual visits, mcluding video, to complete appropriate
study assessments are acceptable.

Mobile healthcare: Healthcare visits may be performed at locations other than the study site
(for example, participant’s home) when participants cannot travel to the site due to an
exceptional circumstance. Such visits will be performed by a mobile healthcare provider tramned
on the study.

Local Imaging: In exceptional circumstances, imaging procedures required during screeming,
on-study treatment, or follow up may be performed locally at an alternate location than the study
site or designated facility. Imaging facility, image acquisition protocol, and imaging modality
should be consistent for all visits for a given patient. A different facility may be utilized after
recerving approval from the sponsor. The same image acquisition protocol and imaging
modality must reman the same across facilities.

Repardless of the type of remote visits implemented, the protocol requirements for reporting of
adverse events (AEs), serious adverse events (SAEs), and product complaints as outlined in
Protocol JPCS remain unchanged. Furthermore, every effort should be made to enable
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participants to return to on-site visits as soon as reasonably possible, while ensuring the safety of
both the participants and the site staff

Pharmacokinetics

If mn exceptional circumstances a patient 1s unable to be on-site for temozolonude or irnotecan
PK sampling, only abemaciclib PK samples should be collected remotely and the
temozolomide/irinotecan samples should be recorded as not collected on the requisition form by
the nurse.

10.7.2.2. Study Intervention and Ancillary Supplies (Including Participant Diaries)

When a participant 1s unable to go to the site to recerve study supplies during normal on-site
visits, the site should work with the sponsor to determune appropriate actions. These actions
may nclude:
e asking the participant or designee to go to the site and recerve study supplies from site
staff without completion of a full study visit,
e arranging delivery of study supplies, and
e working with the sponsor to determune how study intervention that 1s typically
admimistered on site will be admimistered to the participant; for example, during a
mobile healthcare visit.

These requirements must be met before action 1s taken:

e Alternate delivery of abemaciclib and temozolomide should be performed in a
manner that does not compromise product integnity. The existing protocol
requirements for product accountability remain unchanged, including verification of
participant’s receipt of study supplies.

e  When delivering supplies to a location other than the study site (for example,
participant’s home), the investigator, sponsor, or both should ensure oversight of the
shipping process to ensure accountability and product quality (that 1s, storage
conditions maintained and intact packaging upon receipt).

e Instructions may be provided to the participant or designee on the final disposition of
any unused or completed study supplies.

In addition, 1f study intervention will be admimistered to the participant during a mobile
healthcare visit or at an alternate location, this additional requirement must be met:
Only authorized personnel may supply study intervention. See Section 6.2.

10.7.2.3. Screening Period Guidance

If the screening period lasts for more than 35 days due to exceptional circumstances, the
participant must be discontinued because of screeming interruption due to an exceptional
circumstance. This 1s documented as a screen fail in the CRF. This screen fail due to an
exceptional circumstance 1s allowed mn addition to the main protocol screen fail. The participant
can reconsent and be rescreened as a new participant with a new participant number.
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Any screening procedures that fall outside of the required windows per the JPCS Protocol
Schedule of Screeming Activities (Protocol Section 1.3) must be repeated.

10.7.3. Documentation

10.7.3.1. Documentation of Changes in Study Conduct
Changes to study conduct will be documented:

e Sites will identify and document the details of how participants, visit types, and
conducted activities were affected by exceptional circumstances.
Dispensing/shipment records of study intervention and relevant communications,
mncluding delegation, should be filed with site study records.

e Source documents generated at a location other than the study site should be part of
the mvestigator’s source documentation and should be transferred to the site in a
secure and timely manner.
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10.8. Appendix 8: Abemaciclib Dosing Charts

Parts A and B:

BSA Ranges (m*) for each Daose Level

Daose (BID) 55 mg/m* 70 mg/m* 90 mg/m* 115 mg/m*
25 mg 0.50-0.68 0.50-0.53
50 mg 0.69-1.13 0.54-0.89 0.50-0.69 0.50-0.54
75 mg 1.14-1.59 0.90-1.24 0.70-0.97 0.55-0.76
100 mg 1.60-2.04 1.25-1.60 0.98-124 0.77-0.97
125 mg 2.05-2.49 1.61-1.96 1.25-1.52 0.98-1.19
150 mg 2.50+ 1.97+ 1.53+ 1.20+

Abbreviations: BID = twice daily; BSA = body surface area.
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Part C:
BSA Ranges (m?) for each Dose Level

Dose (BID) 30mg/m* 55mg/m*

10mg 0.30-037* 0.20
12.5mg 038-045 0.21-024
15mg 046-054 0.25-029
17.5mg 0.55-062 0.30-0.34
20mg 0.63-0.70 0.35-038
22.5mg 0.71-0.79 0.39-043
25mg 0.80-124 0.44-068
50mg 1.25-208 0.69-1.13
75mg 209-291 1.14-1.59

100mg 292+ 1.60+

Abbreviations: BID = twice daily, BSA = body surface area.

a At the 30mg/m’® dose, patients must be =0.3m’ as a smaller BSA would require a dose that exceeds their
calculated dose by =10%.
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Abemaciclib Oral Granules Dosing Chart
Daose (mg) Device Setting # Times to Dispense | # Granules per dose
10 4 1 4
125 5 1 5
15 6 1 6
17.5 7 1 7
20 8 1 8
22.5 9 1 9
25 10 1 10
50 20 1 20
75 15 2 30
100 20 2 40
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10.9. Appendix 9: Country-Specific Requirements

The country-specific addendum presented in this appendix must be performed in addition to all
procedures required by the current version of Protocol JPCS where applicable. The consolidation
of this country-specific addendum in the JPCS protocol appendix is to facilitate transition of this
trial to the Clinical Trial Information System (CTIS) under the new climcal tnal regulation in the
EU.

10.9.1. Addendum 2.3 (Country-Specific Content for the European Union)

This addendum addresses the additional requirements for Study JPCS sites in the EU. The
purpose of this addendum 1s to incorporate feedback from the competent authorities within the
EU.

The following table describes the changes being made to Protocol JPCS for participants in the
EU.

Main Protocol Section # and Name Description of Change

1.3. Schedule of Activities Added text indicating the investigators will
provide age-appropniate explanations

5.1. Inclusion Criteria Inclusion criterion 5 was modified to specify
“intact capsules™

6.1 Study Intervention(s) Admimstered Removed the allowance of other presentations
of temozolommde

6.1.2. Patients with Difficulty Swallowing Removed bullet for temozolonuide

After Imtiating Treatment

10.1.5. Dissenunation of Climical Study Data Added qualifying text to “reports” content

10.2_1. Blood Volumes Added blood volume details for Parts A and B

Protocol Revisions

For JPCS Protocol Addendum, additions have been 1dentified by the use of underscore and
deletions have been 1dentified by steleethronsh

Protocol Section 1.3 Schedule of Activities

Investigators will provide age-appropniate explanations to all children prior to any assessment or
procedure. Investigators should assess and monitor physical pain and distress at each visit.

Protocol Section 5.1 Inclusion Criteria

[5] Patients must be able to swallow_intact capsules.
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Protocol Section 6.1 Study Intervention(s) Administered

Temozolomide once daily orally on Days 1 through 5 at the dose specified in the dosing
tables below. For Part A, take temozolomide approximately 1 hour prior to irnotecan
mnfusion. Temozolomide can be taken at the same fime as the first abemacichib dose.
Temozolomide should be taken on an ﬂnpty stomach. Temc-znlom:Lde should be takeﬂ by
oral adlmmsiratmn acmrdmg to_label-standa: Hon-6-1-1- RO

Protocol Section 6.1.2. Patients with Difficulty Swallowing After Initiating Treatment

If a patient has difficulty swallowing after imtiating study treatment, the following should be
considered. In all cases, the method of admimstration should be documented on the CRF.

e For abemamchb refer to the Medication Alternative Adnnmstratmn gl.ude

Protocol Section 10.1.5 Dissemination of Clinical Study Data

Dissemination of study data will be performed according to all applicable Lilly and international
policies.

Reports

On completion of the research, regardless of whether the trial 1s terminated prematurely or there
are unfavourable results_ a report or summary shall be submutted to regulatory bodies and ethics
commuttees according to local law within 6 months. In addition, Fthe sponsor will disclose a
summary of study information, including tabular study results, on publicly available websites
where required by local law or regulation within 6 months

Protocol Section 10.2.1. Blood Volumes

The highest volume of blood planned to be drawn from patients for pharmacokinetics
safety labs m one day is

Additionally, the highest volume of blood planned to be drawn from
patients for PR and safety labs 1

EreIore

these volumes are less than the maximmum linits calculated using the safe weight-based limt

formula for a 10ke patient. which 1s the smallest patient allowed to enroll on this study.
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Blood Draw Volumes Per Visit (mL) — Part A

Baseline® Cycle 1 Dav 1 Cvycle 1 Dav 8 Cvycle 1 Dav 15 Cvecle 2 Dav 1
Cvycle ! Dav 2 Cvcle ; ;m’ 8 Crvycle ! Dav 15 Crycle ! Dav1 Crycle i'! Dav 8

4 3
= Cvcle 4 and Cvcle 4 and Cvcle 4 and _
_— onward Dav 1 onward Dav 8 onward Dav 15 R

| | I [ ¥ |

Renal Monitoring Hepatic Tumor Markers | [EE I

Monitorin: | :
i CCl i i

* If applicable some patients may have additional blood draws for tumor markers (alpha-fetoprotein and beta-
HCG).

-
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Blood Draw Volumes Per Visit (mL) — Part B

Protocol I3Y-MC-JPCS(f)

Baseline® Cyvcle 1 Dav 1 Cyvcle 1 Dav § Cycle 1 Dav 15 Cvcle 2 Dayv 1
Crycle i! Dav 2 Crycle ; ;m’ 8 Cycle ] ;a}' 15 Crycle ! Dav1 Crycle i'! Dav 8
= Cvcle 4 and Cvcle 4 and Cvcle 4 and _
— ;Da — onward Dav 1 onward Dav 8 onward Dav 15 ‘IS:%
Renal Monitoring Hepatic Tumor Markers | [EE I

Monitoring

2 Ifapplicable some patients may have additional blood draws for tumor markers (alpha-fetoprotein and beta-

HCG).

-
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10.10. Appendix 10: Abbreviations and Definitions

Term Definition

abuse Use of a study intervention for recreational purposes or to maintain an addiction or
dependence

ADCC antibody dependent cellular cytotoxicity

AE adverse event: Any untoward medical occurrence in a patient or clinical investigation

subject administered a pharmaceutical product that does not necessarily have a causal
relationship with this treatment. An adverse event can therefore be any unfavorable and
unintended sign (including an abnormal laboratory finding), symptom, or disease
temporally associated with the use of a medicinal (investigational) product, whether or
not related to the medicinal (investigational) product.

ALT alanine aminotransferase

ASCO American Society of Clinical Oncology

AST aspartate aminotransferase

authorized IMP Applicable fo the EU only: a medicinal product authorized in accordance with

Regulation (EC) No 726/2004 or in any Member State concerned in accordance with
Directive 2001/83/EC, irrespective of changes to the labelling of the medicinal product,
which is used as an investigational medicinal product

AUC area under the curve

BID twice daily

BSA body surface area

CBC complete blood count

CBR clinical benefit rate

CDK cyclin-dependent kinase
CDK4 cyclin-dependent kinase 4
CDK6 cyclin-dependent kinase 6
CNS central nervous system
COA clinical outcome assessment
complaint A complaint is any written, electronic. or oral commumication that alleges deficiencies

related to the identity, quality, purity, durability, reliability, safety or effectiveness, or
performance of a drug or dmug delivery system.
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compliance

CR
CrCl
CRF

CRP/CRS

CSF
CSR
CT
ctDNA
CTCAE
CYp
DBP
DCR
DLT
DoR
EDC

enroll

enter

ERB
FDG
GCP
G-CSF
GD2
GDPR

GFR

LY2835219
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Adherence to all study-related, good clinical practice (GCP), and applicable regulatory
requirements.

complete response

creatinine clearance

case report form

clinical research physician/clinical research scientist: Individual responsible for the
medical conduct of the study. Responsibilifies of the CRP/CRS may be performed by a
physician, clinical research scientist, global safety physician or other medical officer.
cerebrospinal flmd

clinical study report

computed tomography

circulating tumor DNA

Common Terminology Criteria for Adverse Events

cytochrome P450

diastolic blood pressure

disease control rate

dose-limiting toxicity

duration of response

electronic data capture

The act of assigning a parficipant to a treatment. Participants who are enrolled in the
study are those who have been assigned to a treatment.

Participants enfered into a study are those who sign the informed consent form directly
or through their legally acceptable representatives.

ethical review board

fluorodeoxyglucose

good clinical practice

gramilocyte-colony stimmulating factor
disialoganglioside belonging to b-series ganglioside
EU General Data Protection Regulation

glomerular filtration rate
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GM-CSF
H1

H&E
HCG
HER2-
Hogb
HR+

HVA

ICF
ICH
IEC
IHC

ILD

IMP

Informed consent

INRC

interim analysis

investigational
product

IRB

LY2835219
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gramilocyte macrophage colony stinmlating factor
H1 histamine receptor

hematoxylin-eosin stain

human chorionic gonadotropin

human epidermal growth factor receptor 2 negative
hemoglobin

hormone receptor-positive

homovamillic acid

Investigator’'s Brochure

informed consent form

International Council for Harmonisation
Independent Fthics Committee
immunohistochemistry

interstitial lung disease

intramuscular

Investigational Medicinal Product (see also “investigational product™)

A medicinal product which is being tested or used as a reference, including as a placebo,
in a clinical frial

A process by which a participant volmtarily confirms his or her willingness to
participate in a particular study, after having been informed of all aspects of the study
that are relevant to the participant’s decision to participate. Informed consent is
documented by means of a written, signed and dated informed consent form.

International Neuroblastoma Response Criteria

An inferim analysis is an analysis of clinical study data, separated into treatment groups,
that is conducted before the final reporting database is created/locked.

A pharmaceutical form of an active ingredient or placebo being tested or used as a
reference in a clinical trial, including products already on the market when used or
assembled (formulated or packaged) in a way different from the authorized form, or
marketed products used for an unauthorized indication, or marketed products used to
gain further information about the authorized form

Institutional Review Board

Intravenous
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MATE

medication error

MIBG

misuse

mRNA
MTD
MTDa
NCI

NIMP

ORR
PD
PET
PFS
PK

PO

LY2835219
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multidrg and toxin extrusion protein

Errors in the prescribing, dispensing, or administration of a study intervention,
regardless of whether or not the medication 1s administered to the parficipant or the error
leads to an AE. Medication error generally involve a faiture to uphold one or more of the
five “rights” of medication use: the right participant, the right dmg, the right dose. right
route, at the right fime.

In addifion to the core five nghts, the following may also represent medication errors:
* dose omission associated with an AF or a product complaint
= dispensing or use of expired medication
= use of medication past the recommended in-use date
= dispensing or use of an improperly stored medication

= use of an adulterated dosage form or administration technique inconsistent with the
medication's labeling (for example, Summary of Product Characteristics, IB, local
label, protocol), or

= shared use of cartridges, prefilled pens. or both.
metaiodobenzylguanidine

Use of a study intervention for self-treatment that either is inconsistent with the
prescribed dosing regimen, indication, or both, or is obtained without a prescription

messenger RNA

maxinmm folerated dose

Part A maximum tolerated dose
National Cancer Institute

Non-investigational Medicinal Product.

A medicinal product used for the needs of a clinical trial as described in the protocol, but
not as an investigational medicinal product. Examples include rescue medication,
challenge agents, agents o assess endpoints in the clinical frial, or background
treatmemnt.

I
objective response rate
progressive disease

positron emission tomography
progression-free survival
pharmacokinetic(s)

orally
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PR partial response

PREC packed red blood cell

PRO/ePRO patient-reported outcomes/electronic patient-reported outcomes

QD daily

RANO Response Assessment in Neuro-Oncology

RB retinoblastoma

RECIST Response Criteria in Solid Tumors

RP2D recommended phase 2 dose

SAE serious adverse event

SBP systolic blood pressure

screen The act of determining if an individual meets minimm requirements to become part of
a pool of potential candidates for participation in a clinical study.

SD stable disease

SoA Schedule of Activities

SUSAR suspected unexpected serious adverse reaction
Refers to an adverse event that occurs in a clinical trial participant, which is assessed by
the sponsor and or study investigator as being unexpected, serious and as having a
reasonable possibility of a cansal relationship with the study intervention.

TBL total bilirubin

TEAE Treatment-emergent adverse event: An untoward medical occurrence that emerges
during a defined treatment period, having been absent pretreatment, or worsens relative
to the pretreatment state, and does not necessarily have to have a causal relationship
with this treatment.

UGT1A1 uridine diphosphate-glucuronosyl transferase 1A1

ULN upper limit of normal

VGPR very good partial response

VMA vanillylmandelic acid

VTE venous thromboembolic event

WBC white blood cell

WOCBP woman/women of childbearing potential
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10.11. Appendix 11: Protocol Amendment History

The Protocol Amendment Summary of Changes Table for the current amendment 1s located
directly before the Table of Contents (TOC).

Amendment (e): 11-Jul-2022

This amendment 1s considered to be substantial

The amendment 1s considered to be substantial because it 1s likely to have a sigmficant impact on
the

e safety or the nghts of the study participants, and
e the quality or safety of any investigational medicinal product used in the study.

Overall Rationale for the Amendment:

The primary reason for amending the JPCS protocol 1s to add study Part C. Part C will evaluate
abemaciclib in combmation with dinutuximab, granulocyte macrophage colony-stimulating
factor (GM-CSF; sargramostim), irnotecan, and temozolomide in pediatric patients with
relapsed/refractory neuroblastoma_

Section # and Name Description of Change Brief Rationale
1.1 Synopsis; 1.2. Schema; 132 Addition of Part C to Study Design See Overall Rationale for
Schedule of Activities for Part C; 4.1. Amendment

Owverall Design: 4.1.1. Dose Escalation
Method for Parts A and B: 4.1.2. Two-
stage Design for Part C; 6.1. Study
Intervention(s) Administered; 6.5.
Concomitant Therapy; 8.1. Efficacy
Assessments; 8.5.1. Biomarkers for
Part C; 8.8.1.1. Tissue Samples for
Biomarker Research; 8.8.1.2. Plasma
Samples for Biomarker Research;
8.8.13 Whole Blood Samples for
Biomarker Research; 9.1. Statistical
Hypotheses; 9 3. Populations for
Analysis; 9.4 6. Efficacy Analyses;
9462 Part C Efficacy Analyses;
10.2. Appendix 2: Clinical Laboratory

Tests
1.1. Synopsis; 3. Objectives and Updated objectives for Part C; specified Updated for Part C;
Endpoints abemaciclib for acceptability/palatability clarifications
objective and endpoint; removed plasma
from PK endpoint
1.1. Synopsis; 4.1. Overall Design: 92 | Updated total mmmber of patients fo be Updated for Part C
Sample Size Determination enrolled

13.1. Schedule of Activities for Parts | Added pregnancy test to list of laboratory Flexibility for patients
AandB assessments at screening that do not have to
be performed at the clinical trial site

13.1. Schedule of Activities for Parts | For anatomic radiologic imaging, edited Clarification
text regarding performance of imaging as
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Section # and Name Description of Change Brief Rationale
AandB part of routine clinical care

1.3.1. Schedule of Activities for Parts | Added clarifications for when Clanification

A and B; 8.10. Product Acceptability questionnaires are needed

and Palatability Assessments

1.3.1. Schedule of Activities for Parts | Added age specifications for Clarification

AandB Lansky/Kamofsky performance status

131 Schedule of Activifies for Parts | Added line for participant returns study Clarification for
AandB drgs compliance assessment
131 Schedule of Activities for Parts | Removed ECG and Cystatin C from Not necessary
AandB postireatment follow-up procedures

1.3.1. Schedule of Activities for Parts | Added option for laboratory and pregnancy | Flexibility for patients

Aand B

tests to be collected locally for all patients
at any time in the study, removed notes

requiring patient to go to local laboratory
close to patient’s home if not performed at

the investigative site

1.3.3. Pharmacokinetic Sampling and
Study Drug Dosing Schedule

Reformatted table; added details for Part C

Clarification; update for
Part C

2.1. Smdy Rationale; 2 2. Background;
2.2 4 Dinutuximab; 2.2 5. GM-CSF

Updated to include content for Part C

Update for Part C

2.2.1. Temozolomide; 2.2.2.

Mowved temozolomide and innotecan

Moved to improve

Innotecan: 4.3.2. Temozolomide; content to subsections under Dose readability
4.3.3. Innotecan Justification
2.2 6. Preclinical and Clinical Section number changed and updated Clarification
Rationale figure caption for AG673 Ewing’'s sarcoma

CDX model in mice
2 3. Benefit/Risk Assessment Added content for Part C Update for Part C
4.1.1. Dose Escalation Design for Parts | Modified DI T-evaluable defimtion; Update for Part C/
AandB Removed MTD definition from section readability
4.1.1. Dose Escalation Design for Parts | Reworded details of intrapatient dose Clarification
AandB escalation not being permitted
4.1.1. Dose Escalation Design for Parts | Moved statement of enrollment being Clarification / readability
A and B; 413 Dose-Limiting suspended in the event of Grade 5 AFE to
Toxicity Determination and Maximmm | Section 4.1 3; Moved statement DLT
Tolerated Dose Definition declaration in the event of significant

foxicities
412 Two-stage Design for Part C Added details of design for Part C Update for Part C
413 Dose-Limiting Toxicity Revised statement that investigators and Reworded for clarity;
Determination and Maxinmm Lilly CRP/CES can declare a DLT if added to broaden DLT
Tolerated Dose Definition patient experiences dose-limiting toxicity; definition

Added statement that if a patient receives

=75% of any planned Cycle 1 study dg

doses due to drug-related toxicity, the

toxicity will be declared a DLT
4.1.3. Dose-Limiting Toxicity Added statement that all Grade =3 Reworded for clarity
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Section # and Name Description of Change Brief Rationale
Determination and Maxinmm nonhematological AFs outside of listed
Tolerated Dose Definition exceptions will be considered a DLT
413 Dose-Limiting Toxicity Changed “subsequent course™ to Clarification
Determination and Maxinmm “subsequent cycle” under hematological
Tolerated Dose Definition events
4.1.3. Dose-Limiting Toxicity Reworded acute irinotecan-associated Clarification
Determination and Maxinmm diarthea definition
Tolerated Dose Definition
413 Dose-Limiting Toxicity Added “Crycle Delay™ to first Clarification
Determination and Maxinmm Hematological events bullet
Tolerated Dose Definition
413 Dose-Limiting Toxicity Updated language regarding the Toxicity Operational
Determination and Maxinmm Documentation Form
Tolerated Dose Definition
43.1. Abemaciclib Revised abemaciclib dose justification Improved readability;
Update for Part C
432 Temozolomide; 43 3. Added sections Added to provide
Innotecan; 4.3 4. Dinnhiximab and justification for doses in
GM-CSF respective study parts
4 4 End of Smdy Defimtion Added text describing study completion in | Update for Part C
the EU and US for Parts B and C,
respectively
5.1. Inclusion Criteria Added Part-specific requirements in Update for Part C
Criteria 1 and 3
5.1. Inclusion Criteria Removed Inclusion 2 Combined age/weight
requirements in Inclusion
Criterion 1
5.1. Inclusion Criteria Inchusion 6: Modified table of previous Update for Part C
treatments and added clanifications
5.1. Inclusion Criteria Inclusion 7: Added specifications for Parts | Update for Part C
A B, and C where applicable
5.1. Inclusion Criteria Inchusion 9: Updated contraceptive Update with most recent
requirements abemaciclib guidance
5.1. Inclusion Criteria Added Inclusion 28 and 29 Update for Part C
5.2 Exclusion Criteria Exclusion 14: specified that COVID Clarification
vaccines that do not contain a live virus are
permitted
5.2 Exclusion Criteria Removed Exclusion 16 Alignment with safety
guidance
5.2. Exclusion Criteria Exclusion 21: Removed “severe renal Redundant with Inclusion 7
impairment”
5.2. Exclusion Criteria Added Exclusion 26, 30, 31 Update for Part C
5.2 Exclusion Criteria Removed Exclusion 27 Sponsor strategy decision
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Section # and Name Description of Change Brief Rationale
6.1. Study Intervention(s) Added dosing instruction specifications for | Update for Part C
Admimistered Parts A, B, C as applicable
6.1. Study Intervention(s) Added clarification for participants taking Clarification
Admimistered oral granules should follow provided
instructions
6.1.1. Detailed Administration Added Sections Update for Part C
Guidelines (Part C Only); 6.1.1.1.
Monitoring Guidelines During
Dinutuximab Infusion (Days 2-5)
6.1.2. Patients with Difficulty Added details for oral gramle Update for Part C
Swallowing After Inifiating Treatment | administration/dispersion
6.1.3. Criteria to Begin Subsequent Edited first bullet to clarify G-CSF use in Update for Part C;
Cycles of Treatment Parts A and B; specified G-CSF is not clarification
permitted in Part C; clarified “any
nonhematologic toxicity deemed related to
study treatment™
6.1.4 Premedication; 6.1 4.1 Nausea; | Moved text from 6.1 4 to 6.1 4.1; Moved Clarification / readability
Section 6.5.2. Supportive Management | text regarding vomiting associated with
for Dharrhea diarrhea to Section 6.5.2
6.2. Removed reference to Pharmacy Manual Operational
Preparation/Handling/Storage/ Account
ability
6.4. Study Intervention Compliance Replaced compliance text with content Modified for timing
addressing study intervention
administration and compliance assessment
6.4. Study Intervention Compliance Added text for oral granules Update for Part C
6.4. Study Intervention Compliance Added “unless dose holds are necessitated Clarification
by AE ™ to statement regarding percentage
of doses needed for compliance
6.5. Concomitant Therapy Deleted “Seasonal flu” vaccines, and made | Clarification
it general “Vaccines™
6.5.1. Palhiative Medicine and Added text in second bullet in Supportive Update for Part C
Supportive Care Care subsection clarifying that G-CSF use
is permitted in Parts A and B; however, G-
CSF is not permitted i Part C
6.5.1. Palhiative Medicine and Added bullet regarding nisk of PCP in Alipnment with current
Supportive Care participants receiving irinotecan and safety
temozolomide, and that PCP prophylaxis is
encouraged
6.5.2. Supportive Management for Specified that loperamide should be readily | Clarification
Diarrhea available to begin treatment of late diarrhea
prior to first irinotecan infusion
6.5.3. Supportive Management of Added section and subsequent subsections | Update for Part C

Anficipated Dinutuximab-Associated
Toxicities (Part C Only)

6.5.3.1 through 6.5.3.11

LY2835219

Approved on 18 Jul 2023 GMT

169




CONFIDENTIAL

Protocol I3Y-MC-JPCS(f)

Section # and Name

Description of Change

Brief Eationale

6.6. Dose Modification

Changed “study treatment™ to
“abemaciclib™; Modified title and table
values in “Starting Dose and Adjustments
for Abemaciclib-Related Toxicities™.
Changed dosing units from mg/m? to mg;
added language and subsections for Part C

Clarifications; update for
Part C

6.6.1. Dose Modification Guidance Updated section to align with DLT Alignment with DL.T
due to Toxicity guidance and provide additional guidance / clanfications
clarifications / better readability
6.6.1.1. Dose Medification Guidance Deleted all but the first sentence of footnote | Deleted because Grade 3
due to Toxicities Considered to be “a” below the dose modification guidance hematological toxicity is
Attnibuted to Abemaciclib table for hematologic toxicities considered | not listed in this table
to be attributed to abemaciclib except febrile neutropenia
6.6.1 2. Dose Modification Guidance Updated section to align with safety Clarification / update with
due to Toxicities Considered to be guidance and provide additional innotecan safety
Attnbuted to Ininotecan clarifications information
6.6.1 3. Part C-Specific Dose Added sections Update for Part C
Modifications; 6.6.1.4. Dose
Modification Guidance due to Toxicity
Attributed to GM-CSF
7.1. Discontination of Study Deleted portion of final bullet point “._.or a | Due to new options to dose
Intervention DLT at the lowest dose level under reduce based on strength
investigation.™ (mg) rather that dose level
(mg/m’)
7.2.1. Disconfinuation of Inadvertently | Removed section Operational
Enrolled Patients
8212 Guidance for Monitoring Edited wording regarding measures of renal | For clanty
Renal Function function
8.4 Treatment of Overdose Added overdose text for interventions other | Update for Part C/
than abemaciclib clarification
8.5. Pharmacokinetics Added details for Part C Update for Part C
8.5.1 Patient Diary Added statement that the patient diary is Clarification
not intended for compliance monitoring
8.7.1. Whele Blood and/or Saliva Added text clanfying that whole blood Update for Part C

Samples for Pharmacogenetic
Research

and/or saliva samples will not be collected
in Parts A and B, but that whole blood but
not saliva will be collected in Part C. Also
added text stating that genefic research
would not be performed

8.10. Product Acceptability and
Palatability Assessments

Moved text from under Section 8.1 to new
Section 8.10; added text for acceptability
and palatability of abemaciclib oral

gramiles

Clarification; update for
Part C

9 3. Populations for Analysis Deleted sentence at end of section Remove redundancy
regarding replacement of patients to ensure
adequate PE
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Section # and Name Description of Change Brief Rationale
9461 Parts A and B Efficacy Specified that Parts A and B will not have a | Clarification
Analyses formal efficacy assessment
94621 2017 INRC Added description of INRC response Update for Part C
grading and summarization used in Part C
9.4 7 Pharmacokinetic / Clarified that abemaciclib, ininotecan, and | Clarification
Pharmacodynamic Analyses temozolomide concentrations will be
summarized by analyte
9.4 8 Subgroup Analyses Added “when applicable™ at the end of the | Clarification
sentence.
949 Product Acceptability and Added “oral granules” to first sentence. Update for Part C
Palatability
9.5. Interim Analyses Added text to clanfy interim analyses and Update for Part C
MTD in Paris A and B and confirming
safety in Part C; added details of DMC in
Part C
10.1.1. Regulatory and Fthical Added final bullet: “Reporting significant Per new EMA guidance
Considerations issues related to participant safety, related to EU CTE
participant rights, or data integrity” 536/2014
10.1.4. Committee Structure Added details of DMC for Part C Update for Part C
10.6. Appendix 6: Inducers and Strong | Edited table of inducers and strong Update for current
Inhibitors of CYP3A inhibitors of CYP3A abemaciclib guidance
10.7. Appendix 7: Provisions for Added shori-term follow-up to the Part A Indicates the visits for
Changes in Study Conduct During and Part B bullets which flexibility would
Exceptional Circumstances apply
10.8. Appendix 8: Abemaciclib Dosing | Updated table for Parts A and B, added Updated rounding for
Charts table for Part C consistency; update for Part
C
Throughout the protocol Minor formatting and editorial changes Minor, therefore not
detailed

Amendment d: 04 March 2021

This amendment 1s considered to be nonsubstantial based on the criteria set forth in Article 10(a)
of Directive 2001/20/EC of the European Parliament and the Council of the European Union
because 1t netther significantly impacts the safety or physical/mental ntegrity of participants nor

the scientific value of the study.

Overall Rationale for the Amendment

The purpose of this amendment 1s to incorporate regulatory agency feedback and make nunor
clarifications for consistency within the document.

Section # and Name

Description of Change

Brief Eationale

1.3 Schedule of
Activities; Appendix 2:

Specified lumbar puncture at baseline
should be performed if climically indicated

Repulatory agency

LY2835219

Approved on 18 Jul 2023 GMT

171




CONFIDENTIAL

Protocol I3Y-MC-JPCS(f)

Section # and Name Description of Change Brief Rationale

Chmnical Laboratory Tests and feasible feedback

1.3 Schedule of Activiies Removed blank footnote Editonal

5.1 Inclusion Criteria Specified contraceptive guidance for study Repulatory agency
drugs must follow label, removed feedback, editorial
typographical error correction

8.3 Adverse Events and  Clanfied that SAE statement applies to Clanfication

Serious Adverse Events  study treatment

10.7.2.1 Remote Visits

Added short-term follow-up to list of visits Consistency with SoA
allowing remote visits to match text in
Section 1.3

LY2835219
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Amendment c: 15 January 2021

This amendment 1s considered to be substantial based on the criteria set forth i Article 10(a) of
Diarective 2001/20/EC of the European Parliament and the Council of the European Union.
Overall Rationale for the Amendment:

The purpose of this amendment 1s to provide additional operational flexibility for sites and
participants.
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Section # and Name

Description of Change

Protocol I3Y-MC-JPCS(f)

Brief Eationale

1.1. Synopsis; 1.3. Schedule of Added RANO criteria for CNS  RANO added to provide more accurate
Activities; 3. Objectives and tumors to secondary objective;  response assessment of CNS tumors
Endpoints; 8.1. Efficacy updated imaging guidance and

Assessments; 9.4.6. Efficacy analysis language throughout

Analyses document

1.3. Schedule of Activities; Added appendix and guidance  Site and patient flexibility

Appendix 7: Provisions for

for exceptional circumstances

Changes 1n Study Conduct and eligibility for remote visits
During Exceptional
Circumstances
1.3 Schedule of Activities; 8.8. Added language for potential Addition of analysis
Biomarkers; 9.4.10. Biomarker analyses if available
Analyses
1.3. Schedule of Activities Added/modified collection time  Site and patient flexibility; alignment
and visit windows for physical  with required on-site visits
exam and weight,
vital signs,
Lan arnofsky performance

status, patient diary review, and
lab assessments

1.3. Schedule of Activities

Added lumbar puncture to

Alignment with potential analysis for

schedule for applicable patients  applicable patients
1.3. Schedule of Activities Clanfied that short-term follow- Clarification
up lasts for 30 days from the
last administration of study
drugs
2.2.1. Temozolomide Clanfied temozolomide doses Clanfication
in Part A and Part B of study
2.3.1. Benefit/Risk Assessment Added language describing Provided rationale for conducting study

of COVID-19

benefit'misk assessment of tnal
activities during the COVID-19
pandemuc

during COVID-19 pandemic

4.1.2. Dose-Limiting Toxicity
Determination and Maximum
Tolerated Dose Definition

Modified hematological events;
added gmidance for completion
of Toxicity Documentation
Form

Modified to provide more clanty for
hematological events and to allow G-
CSF; guidance added to provide clarity
to investigators

5.1. Inclusion Criteria

Added language outlining
requirements for evaluable
lesions, CNS tumors, and
histological verification of
malignancy

Provided clarity to ensure patient
population 1s accurately enrolled

5.2. Exclusion Critenia

Added specification of somatic
or germline RB mutation to
criterion 27

Clanification

6.1. Study Intervention(s)

Added new appendix and

Guidance added for determining if a
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Section # and Name

Description of Change

Protocol I3Y-MC-JPCS(f)

Brief Eationale

Admimistered; Appendix 8:

guidance in 6.1; added guidance

change in BSA necessitates a change in

Abemaciclib Dosing Chart for missed or vomited doses of  abemaciclib dosing; added instructions
abemaciclib and temozolomide  in case of missed or vomited dose
6.1.2. Critenia to Begin Removed hemoglobin =8 g/dl.  Correction
Subsequent Cycles of
Treatment
6.2 Modified requirement for Admimistrative
Preparation/Handling/Storage/  storage condition confirmation;
Accountability added supply. preparation, and
administration flexibility for
authonzed study personnel
6.5. Concomitant Therapy Clanfied that live vaccines Clanification
following treatment with other
study drugs should be
administered according to label
6.5.1. Palliative Medicine and  Updated gmdance for G-CSF Allowance of G-CSF 1in order to

Supportive Care

increase sUPpPortive care measures

6.5.2. Supportive Management
for Diarthea

Changed “after each loose
stool” to “at the first sign of
loose stools™

Revised guidance to align with
Investigator’s Brochure

6.6.1.1. Dose Modification
Guidance due to Toxicities

Updated abemaciclib dose
modification instructions

Updated to align with Investigator’s
Brochure and to make dose adjustments

Considered to be Attributed to for hematological toxicity
Abemaciclib
7.3. Lost to Follow up Added “or designee” to follow  Administrative
up instructions
8. Study Assessments and Femoved “Protocol waivers or  Admmmistrative
Procedures exemptions are not allowed™
8.2.1. Clhinical Safety Rewvised laboratory report and Admimistrative
Laboratory Assessments source document language
10.1.1. Regulatory and Ethical  Clanfication on investigator Administrative
Considerations oversight
10.1.5. Data Quality Assurance Rewvised COA data collection Admimistrative
requirements
Appendix 2: Clinical Added language specifying Admimistrative; beta-HCG., alpha-
Laboratory Tests local laboratory must meet fetoprotein, and CSF cytology added to
qualifications according to local assess tumor response for applicable
regulations; changed “each patients
laboratory safety report™ to “the
laboratory safety results™;
added beta-HCG, alpha-
fetoprotein, and CSF cytology
testing for applicable patients
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Section # and Name Description of Change Brief Rationale
Appendix 4: Liver Safety: Updated table of tests Updated to align with safety gunidance
Suggested Actions and Follow-
up Assessments
Throughout Minor editonial and formatting  Minor, therefore not detailed
changes
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Amendment b: 08 July 2020

This amendment 1s considered to be nonsubstantial based on the criteria set forth in Article 10(a)
of Directive 2001/20/EC of the European Parliament and the Council of the European Union

because 1t neither significantly impacts the safety or physical/mental integrity of participants nor
the scientific value of the study.

Overall Rationale for the Amendment:

This amendment incorporates changes according to regulatory agency feedback in addition to
edits made to provide improved clanty for sites.

Section # and Name Description of Change Brief Rationale
Title Page Added regulatory agency identifier Per regulatory agency
numbers feedback
Section 1.3 Schedule of = Removed vital signs evaluation on Cycle Editonal error, Day 15
Activities 5-n Day 15 evaluation did not align
with instructional text
Section 1.3 Schedule of  Update to physical exam details Per regulatory agency
Activities feedback
Section 1.3 Schedule of  Update to radiologic imaging notes Per regulatory agency
Activities feedback
Section 2.3 Benefit/Risk  Correction to focus the benefit on the Per regulatory agency
Assessment primary objective feedback
Section 4.3 Justification =~ Added CYP3A maturation on abemaciclib  Per regulatory agency
for Dose PK exposure background feedback
Section 6.1 Study Added drug sourcing information Per regulatory agency
Interventions feedback
Section 8.1 Efficacy Added details on assessing for gross bone  Per regulatory agency
Assessments abnormalities feedback
Section 8.2.1.2 Update to renal function monitoring Consistency with
gmdance Investigator’s Brochure
Section 10.1.3 Data Added clanfication that sponsor will verify  Per regulatory agency
Protection that participants have consented, in wniting, feedback
to direct access to thewr medical records for
trial-related monitoring, audit, IRB/ERB
review, and regulatory inspection
Section 10.1 4. Added language regarding the subnussion  Per regulatory agency
Dissemination of Climical of a report or summary of research to feedback
Study Data regulatory bodies
Section 10.1.8 Added descniption of publication policy Per regulatory agency
Publication Policy feedback
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Section # and Name Description of Change Brief Rationale

Throughout Minor editorial and formatting changes Minor, therefore not
detailed
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Amendment a: 17 April 2020

This amendment 1s considered to be substantial based on the criteria set forth i Article 10(a) of
Diarective 2001/20/EC of the European Parliament and the Council of the European Union.

Overall Rationale for the Amendment:

Protocol I3Y-MC-JPCS(f)

This amendment incorporates changes according to regulatory agency feedback in addition to
edits made to provide improved clarity for sites.

Section # and Name

Description of Change

Brief Eationale

Section 1.1. Synopsis
(Intervention Groups and
Duration), Section 1.2.
Schema, Section 6.1.
Study Intervention(s)
Administered

Updated cohort labels and descriptions

Added clanty to dosing
cohorts

Section 1.3. Schedule of
Activities, Appendix 2:
Chnical Laboratory Tests

Per regulatory feedback

Section 1.3. Schedule of
Activities

Split vital signs from physical exam row;
provided additional collection gmdance

Created new row and
detailed instructions for
clarity

Section 1.3. Schedule of
Activities

Added wvisit windows to physical exams,
Lansky/Karnofsky performance status,
pregnancy tests, and lab assessments

Windows added to
provide flexibility

Section 1.3. Schedule of
Activities

Revised notes for adverse event
collection/CTCAE grading in the

Continued Access Period

Clarification of when
vital signs and laboratory
tests should be
performed

Section 1.3. Schedule of
Activities

Added timepont to collect questionnaire if
method of abemaciclib adnmimstration 1s
changed at any point during the trial

Additional timepoint for
more robust data set

Section 1.3. Schedule of
Activities

Revised notes for diary completion

Clanfication that
caregivers can complete
the diary if needed

Section 1.3. Schedule of
Activities

Amended mstructions for hematology,
clinical chemistry, cystatin C, and serum or

urine pregnancy test

Clanfication on timing of
samples

Section 2.2. Background

Added a sentence about the 5-year
postrelapse survival rate for pediatric sohid
tumors to emphasize unmet need for this

study

Clarification
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Section # and Name Description of Change Brief Rationale
Section2.2.1. Amended a tumor type targeted by Correction and
Temozolomude temozolomide in pediatric patients clarification

Section 2.2 4 Prechinical Added clanification of climically relevant Per regulatory feedback
and Climical Rationale range for abemacichib

Section 2.3. Benefit/Risk  Added language clanfymg additional Clanfication

Assessment

potential benefit of combination targeted
therapies

Section 4.1.1. Dose

Revised DLT-evaluable description

Description revised for

Escalation Method consistency
Section 4.1.1. Dose Added details of safety reviews within Per regulatory feedback
Escalation Method dose escalation and expansion cohorts n

the event of Grade 5 AEs. Also added

considerations for starting Part B at a dose

of 55 mg/m’.
Section 4.1.1. Dose Added statement regarding enrollment Per regulatory feedback
Escalation Method suspension in the event of any Grade 5

adverse event
Section4.1.2. Removal of climically nonsignificant, Per regulatory feedback
Dose-Limiting Toxicity  treatable, or reversible laboratory
Deternunation abnormalities; removal of electrolyte

abnormalities responsive to

supplementation within 7 days; revised

Grade 3 diarrhea event; revised electrolyte

abnormalities event; added clarification for

Grade =3 amylase or lipase event; removed

platelet count; added Grade =3

thrombocytopema with chinically

significant bleeding; added Grade >4

neutropenic fever
Section 4.3. Justification = Prowvided additional justification for dose Per regulatory feedback
for Dose levels m Part B of study
Section 5.1. Inclusion Modified Inclusion Criterion 3 to specify ~ Modified for clanty
Cnteria that the criterion applies to the study part

currently enrolling
Section 5.1. Inclusion Added residual peripheral sensory Clanfication of eligible
Cnteria neuropathy as an exception to Inclusion population

Cnterion 6
Section 5.2. Exclusion Removed reference to randomuzation and  Clanfication

Criteria

replaced with Cycle 1 Day 1 from
Exclusion Criterion 14
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Section # and Name Description of Change Brief Rationale
Section 5.2. Exclusion Added Exclusion Criterion 26 related fo Per regulatory feedback
Cnteria bowel obstruction
Section 5.2. Exclusion Added “or strong mnhibitors of UGT1A1™  Per regulatory feedback
Cnteria to Exclusion Crniterion 22
Section 5.2. Exclusion Removal of “(4 months for studies Clanfication of eligible
Cnteria conducted in Japan)” from Exclusion population
Crterion 25
Section 5.2. Exclusion Added Exclusion Criterion 27 Exclude patients with
Cnteria known retinoblastoma
mutation
Section 6.1. Study Added statement directing reader to an Study tool provides
Intervention(s) abemaciclib dosing chart based on patient’s assigned dose
Adnmmstered BSA level
Section 6.1. Study Removed statements regarding sourcing of Sourcing covered in
Intervention(s) study drugs other documents outside
Admimstered protocol
Section 6.1.1. Patients Added new section to provide gmidance for Per regulatory feedback
with Difficulty patients having difficulty with swallowing
Swallowing After
Imtiating Treatment
Section 6.1.2. Cnitertato  Added cniterion related to weight and BSA  Ensures patients are still
Bepgin Subsequent Cycles within size requured in
of Treatment eligibility critenia
Section 6.5. Concomitant Revised cannabis and cannabis product use  Clanfication of
Therapy language; language regarding CYP enzyme acceptable concomitant
substrates and dexamethasone therapy therapy
added
Section 6.5. Concomutant Added cautionary language regarding use  Per regulatory feedback
Therapy of strong mmhibitors of UGT1A1
Section 6.6.1.2. Dose Dose modification gmidance for innotecan  Per regulatory feedback
Modification Gudance added
due to Toxicities
Considered to be
Attributed to Innotecan
Section 8.1.1. Product Added language 1f patient changes method  Additional timepoint for
Acceptability and of abemaciclib adnumistration at any pomnt  more robust data set
Palatability Assessments  during the trial
Section 8.2. Safety Provided additional details regarding Per regulatory feedback
Assessments momnitoring and review of safety data
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Section # and Name Description of Change Brief Rationale

Section 8.5.1. Patient Added reference to caregiver Clanfication

Drary

Appendix 2: Chinical Removed reference to reconciling local and Clanfication and

Laboratory Tests central labs and regulatory feedback,
respectively

Appendix 6: Inducers Added footnote a and updated Moderate Clanfication and removal

and Strong Inhibitors of  Inducers of CYP3A of item from list to align

CYP3A with most recent
gmdance

Throughout Minor editorial and formatting changes Minor, therefore not
summarnized
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