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1. Introduction

On 28 July 2025, the MAH submitted a completed paediatric study for Sprycel, in accordance with
Article 46 of Regulation (EC) No1901/2006, as amended.

A short critical expert overview has also been provided.

2. Scientific discussion

2.1. Information on the development program

The MAH stated that CA180226 is a stand-alone study.

Dasatinib is approved in the EU (and US) for the treatment of paediatric patients with Ph+ CML in CP
and newly diagnosed Ph+ ALL in combination with chemotherapy.

As part of the approval, long-term safety post marketing commitments in paediatric subjects were
included in the dasatinib EU-RMP3 to monitor growth, development, and bone mineral metabolism
disorders through:

- Five-years post-treatment follow-up in CML and Ph+ ALL paediatric studies (CA180018,
CA180204, CA180226, and CA180372)

- Growth and development assessments in Study CA180226, specifically for subjects on
treatment in Cohort 3, that enrolled subjects < 11 years old, continuing until 18 years of age

Long-term follow-up (FU) data for studies CA180018, CA180204, and CA180372 for clinical evaluation
of disorders of growth and development and of bone mineral metabolism in paediatric subjects were
submitted and assessed by the EMA, fulfilling the commitment for these 3 studies.

Therefore, the first part of the commitment was removed from the dasatinib RMP.

Long-term FU data for Phase 2 study CA180226 (EudraCT number 2008-002260-33) assessing
dasatinib treatment in children and adolescents with CML or with Ph+ leukaemias resistant or
intolerant to imatinib, was collected from Cohort 3 (included subjects < 11 years old, continuing
through 18 years old). At the time of ad hoc analysis (cutoff date: 14-Oct-2022), 5 of the 130 total
subjects were still on the study, and the additional long-term safety data to be collected until the last
of these subjects reached 18 years of age was not expected to impact the current safety profile.
Therefore, the EMA agreed to the MAH proposal to satisfy the RMP commitment and close the study by
the first quarter of 2025 with a closeout CSR, as sufficient data on the safety profile of dasatinib had
been gathered. The study was completed (LPLV: 27-]Jan-2025) 5 years earlier than planned based on
the revised commitment in the RMP.

2.2. Information on the pharmaceutical formulation used in the study

The formulation used is the authorised presentation of film-coated tablets and powder for oral
suspension and thus suitable for the paediatric population.

2.3. Clinical aspects

2.3.1. Introduction

The MAH submitted a final report for Cohort 3 of:
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Study CA180226 A PHASE II STUDY OF DASATINIB THERAPY IN CHILDREN AND ADOLESCENTS WITH
NEWLY DIAGNOSED CHRONIC PHASE CHRONIC MYELOGENOUS LEUKEMIA OR WITH PH+ LEUKEMIAS
RESISTANT OR INTOLERANT TO IMATINIB

2.3.2. Clinical study

CA180226 is a phase II study of dasitinib therapy in children and adolescents with newly diagnosed
cronic phase chronic myelogenous leukemia or with PH+ leukemias resistant or intolerant to imatinib

This CA180226 open-label, multi-center, Phase 2 study was designed to help establish the safety and
efficacy of dasatinib in children and adolescents with CML who are treatment-naive and in subjects with
Ph+ leukaemias who were resistant or intolerant to imatinib. It consisted of 3 cohorts.

Enrolment in Cohort 2 was permanently closed due to poor treatment response rate based on interim
analysis and recommendation from DSMB. The primary objectives for Cohort 1 (MCyR rate > 30%) and
for Cohort 3 (CCyR rate > 55%) were met. Results from PK sub-study of dasatinib PFOS (90 mg/m?2)
neither showed clinically relevant safety concerns nor new safety signals reported in paediatric subjects.
The exposures were similar to the previous model -predicted PPK exposures in paediatric subjects,
providing supporting evidence for the dasatinib PFOS 90 mg/m2 dose justification in paediatric subjects.

Long-term FU until subjects are 18 years old was requested by EU HA, particularly for Cohort 3 (N = 40) in
which subjects were < 11 years old when enrolled. In Cohort 3, at the time of an ad hoc analysis (data
cutoff: 14-0Oct-2022), 10 subjects were still on the study: 8 ongoing on study treatment and 2 in follow
up. The MAH submitted a Clinical Overview to the EMA to propose the completion of the study; at the
time of CO submission, 2 subjects turned 18 years old and discontinued the study, 3 subjects
discontinued study therapy and entered FU, and 5 subjects remained on study drug. The MAH believed
that the currently available long-term safety findings were adequately robust to support the safe use of
dasatinib in the paediatric population. Therefore, the EMA agreed to the BMS proposal to satisfy the
PMR commitment and close the study by quarter 1 of 2025 in view of sufficient data on the safety profile
of dasatinib, contingent upon the submission of a final closeout CSR.

The purpose of this closeout abbreviated CSR is to provide the final update on safety and efficacy of
dasatinib in Cohort 3 based on the final analysis (LPLV:27-Jan-2025), which will be submitted to the EMA.

Methods

The study consisted of the following periods: screening (within 2 weeks), treatment, safety FU and
survival FU (yearly up to 5 years).

Three cohorts of subjects received dasatinib in the following doses and schedules:

- Cohort 1 (N=29): Children and adolescents with CP-CML who were resistant or intolerant to
imatinib received dasatinib tablets at 60 mg/m2 QD on a continuous oral regimen.

- Cohort 2 (N=17): Children and adolescents with Ph+ ALL, AP-CML or BP-CML who were resistant
or intolerant to, or relapsed after imatinib therapy, received dasatinib tablets at a dose schedule
of 80 mg/m2 QD on a continuous oral regimen.

- Cohort 3 (N=84): Children and adolescents with CP-CML who were treatment-naive received
dasatinib tablets at 60 mg/m2 QD or PFOS at 72 mg/m2 QD on a continuous oral regimen.

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMADOC-1700519818-2348379 Page 5/28



Study CA180226 was initially designed for subjects resistant or intolerant to imatinib and was

subsequently amended in December 2009 to add a cohort (Cohort 3) in the treatment-naive population.

Cohort 3 was comprised of 2 sub-cohorts:

- Cohort 3A: tablet at 60 mg/m2 (maximum dose of 100 mg for subjects with higher BSA)

- Cohort 3B: PFOS at 72/90 mg/m2 (maximum dose of 120/150 mg for subjects with higher BSA)
for a minimum of 12 months post which subjects continuing in the study were allowed to switch
to take dasatinib tablet formulation if they chose. Previous pharmacokinetic studies showed
lower bioavailability of dasatinib in PFOS formulation than tablet formulation. Hence, a higher
dose of dasatinib was considered for PFOS formulation than for tablet formulation.

Subjects were treated for a minimum of 24 months. A single dose escalation was allowed for subjects
who were tolerating their therapy but did not achieve an acceptable response. Dose reductions were to

be performed for excess toxicity.
Objective(s)

Outcomes/endpoints

Closeout Clinical Study Feport CA180226
BMS-354825 dasatinib
Table 2-1: Cohort 3 Objectives and Endpoints
Objective Endpoint Endpoeint Description Analysis
Primary
To estimate CCyR rate to dasatinib therapy in children proportion of all treated CyF. cnteria was based on the percentage of Pht metaphases Section 7.5.2
and adolescents with newly d*ignosed CP-CML whoare  subjects who achieve a CCyR.  among = 20 analyzed metaphases in BMA. of SAP
treatment-naive on study
i CyR. category

- % Phrt metaphases in BMA: CCyR 0%, PCyR. = 0 to 35%,

Minor = 35 to 63%, Minmmal = 63 to 93%. and None = 93 to

100%.

- MCyR was defined as CCyF. or PCYR
Secondary
To assess the safety and tolerability of dasatinib in Incidence, severity, and AEs were graded according to NCT Common Terminology Section 7.6
children and adolescents with newly diagnosed Ph+ CP- relationship of death, AEs, Cntena for Adverse Events (CTCAE) version 3.0. of SAP
CML who were treatment-naive. SAEs, AE leading to Frequencies were calculated for the on-study and post-treatment

discontinuation, AESL, late period.
toxicities Late toxicities were defined as dasatinib-related AEs with an

onset date = 30 days of the last dose.

Long-term safety assessment evaluated the effects of dasatinib

therapy on growth and development and bone metabolism.
To evaluate additional measures of efficacy m children
and adolescents with newly diagnosed CP-CML or
subjects with relapsed or refractory Ph+ leukaemias
treated on a given regimen of dasatimb including:

Duration and time to MCyR. Proportion of all treated For details see above Section 7.5.2
subjects who achieve a of SAP
complete or partial CyE. on
study

Thration and time to CHE. Proportion of all treated Cohorts 3 (NCF): WBC = 10,000/mur*, Platelet coumt Section 7.5.1
subjects who aclieve a 450,000/mm’, Penpheral blood basophils < 5%, no blasts or of SAP
confirmed CHE. on study promyelecytes (myelocytes + meta-myelocytes) = 5%

peripheral blood, and no evidence of extramedullary leukaemia,
including no splenomegaly or hepatomegaly

PES Proportion of achieving PFS PFS was defined as time from the first dosing date until the time ~ Section 7.5.4

progressive disease was first documented by the mvestizator or of SAP

Aaath  Azeazead neing KM tachniana
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Table 2-1: Cohort 3 Objectives and Endpoints
Objective Endpoint Endpoint Description Analysis
DES Proportion of achieving DFS ~ DFS defined as time from CCyR. until the time progression 1s Section 7.3.5
first documented by the investigator or death from any cause. of SAP
Assessed using KM techmique
05 Duration of 0% 05 was defined as time from the first dosing date wntil the time Section 7.5.6
of death. Assessed using KM technique of SAP
Rates of MCyR Proportion of subjects with The rate MCyE. at any time was defined as the proportion of all Section 7.5
MCyR treated subjects who achieve a complete or partial cytogenetic of SAP
response on study.
Best cytogenetic response Proportion of subjects with For details see above Section 7.3
GR of SAP
Rates of CHR. Proportion of subjects with The CHF. rate was defined as the proportion of all treated Section 7.5
CHE subjects who achieve a confirmed CHE. on study. of SAP
Rates of ME. (assessed by quantitative PCE) Proportion of subjects with The MP. rate was defined as the proportion of all treated subjects ~ Section 7.3
MR who met criteria for MF. on study. of SAP
To describe the spectnum of the BCR-ABL mmtations at Number of subjects with Treatment fallure was defined as progression, death or lack of Section 7.7
baseline, at progression, treatment failure, or end of nmtation response of SAP
treatment, and to explore the role of mutations as
predictors of response.
Exploratory
To describe growth and development and bone mineral Assessment of weight, height  Long-term safety assessment was evaluated for the effects of Section 7.7
content BMI hormones, and bone dasatmib therapy on growth and development and bone of SAP

metabolism suggesting
climcal abnormality

metabolism.

This CSR presents only Cohort 3 objectives/endpoints. Results from Cohorts 1 and 2 were presented in previous CSRs.

Source: Protocol (Appendix 16.1.1) and SAP (Appendix 16.1.9)

123

Efficacy was assessed by cohort and sub-cohort for all treated subjects. Safety of dasatinib was reported
for all treated subjects. The effects of dasatinib on growth and development and bone metabolism were
assessed annually until age 18. Subjects were followed yearly for survival up to 5 years after treatment
discontinuation. LTGD parameters were assessed annually for up to 5 years for subjects discontinuing
from study treatment.

Sample size

In Cohort 3, 84 subjects enrolled in the study. The all-treated population set included subjects who
received at least one dose of dasatinib.

In Cohort 3 (84 subjects), 51 subjects from Cohort 3A and 33 subjects from Cohort 3B were included in
the all treated population set.

Randomisation and blinding (masking)

N/A for an open-label study

Results

Participant flow

Of the 145 subjects enrolled in the study, 84 treatment-naive subjects with CP-CML were treated in
Cohort 3. At the time of LPLV (27-Jan-2025), all subjects were off study treatment and off study. Half of
the subjects were off study treatment, primarily because they reached the age of 18 years. Around half
of the subjects (56%) entered the FU period and 29.8% subjects completed the FU period. The most
common reason for not completing FU period was due to other reason: SAE due to drug, reached 18
years of age, Pl decision, toxicity FU complete, and progression.
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Table 4.1-1: Subject Status Summary for Cohort 3 - All Treated Subjects

CHRONTC ML
NCP-3R HCE-3B Total NCP
SUBJECTS TRELTED 5L 33 24
i TRERTMENT (%) 1 (z.0)? 0 1 (t.2)?
CFF TREATMENT (%)
DISELSE EROGRESSION 5 (9.9) 2 (6.1) 7 (8.3)
STUD¥ DRIG TOXICITY 2 (2.9) 2 (6.1) 4 (4.8)
DEATH 0 0 0
SUBJECT BEQUEST TO DISCONTINUE
STUDY TRERIMENT 3 (5.9) 3 (9.1) 6 (7.1)
SUBIECT WITHIREW CCHSENT 1 (2.0) 1 (3.0) 2 (2.4
MEXTMM CLINICLL BFWEFTT 2 (3.9) 3 (9.1) 5 (6.0)
PCOR/NCH-COMELIRNCE 1 (2.0) 0 1 (1.2)
PEEQTNCY 1 (2.0) 0 1 (1.2)
SUBIECT MO LOMER MEETS STUDY
CRITERTA 3 (5.9) 1 (3.0) 4 (4.8)
ATMINISTRATIVE REASCH BY
SEONECR & (11.8) 3 (9.1) 9 (10.7)
OTHER™ 24 (47.1) 12 (54.5) 42 (50.0)
MOT REEORTED 2 (3.9) 0 2 (2.4
ENTERED FCLLCW-UP 27 (52.9) 20 (60.6) 47 (56.0)
BELSCH FCR END CF FULLCW-UP
COMETETED 14 (27.5) 11 (33.3) 25 (28.3)
SIBIRCT WITHIREW CCHSENT 3 (5.9) 2 (6.1) S (£.0)
DEATH 0 0 0
10ST TO FOLLOW-UP 0 0 0
CTHER 3 (5.9) 4 (12.1) 7 (3.3)
MISSTNG — ATMINISTRATIVE
REASCHS IN EIUSSIL 3 (5.9) 1 (3.0) 4 (4.8)
NOT FEECRIED 2 (7.9) 2 (6.1) & (7.1)

This subject was discontinued from the treatment. The data could not be corrected in the database as the site was
closed.

In 2019, sites were mstmucted to stop collecting long-term FU data for subjects who reached 18 years of age. The
majority of discontinuations in this cohort were due to subjects reaching the age of 18 years and being transitioned
to commercial dg.

Other reasons for discontimung study treatment were: transitioned to commercially available drug. transitioned to
post study dreg access, reached 18 years of age, sponsor decision, loss of efficacy /PI decision, suboptimal response,
completed the study, closure of country level activity, administer HSCT, EDd malignancy, poor compliance, and
T3151 mutation

Source: Table 14.1.1.1

Efficacy results

The primary endpoint of CCyR rate (> 55%) was achieved by 6 months.
The OS was 100% as there was no death.

The PFS rate was 87.7% (77.5%, 93.4%) at 72 months.

The DFS rate was 91.0% (81.1%, 95.9%) at 66 months.
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Table 6-1: Cumulative Response Rate in Cohort 3 - All Treated Subjects

Cohort 3A Cohort 3B Cohort 3
Parameters (N=51) (BN=33) (N=84)
n (%) 9504 CI n (%) 9509 CI n (%) 959 CI
By 15 months 49 (96.1) 86.5-99.5 30(90.9) 75.7-981 79(94.0) 86.7-98.0
By 24 months 49 (96.1) B86.5-99.5 30(90.9) 75.7-981 79(94.0) 86.7-98.0
At any time 49 (96.1) 86.5-99.5 30(90.9) 757-981 79(94.0) 86.7-98.0
Secondary Objective: MMR
Rate
By 12 months 29 (56.9) 42.2-70.7 15(45.5) 28.1-63.6 44(524) 41.2-634
By 24 months 38 (74.5) 60.4-857 21(63.6) 451-79.6 59(70.2) 59.3-79.7

By 90 months/At any time 46 (90.2) 78.6-96.7 25(75.8) 57.7-889 71(845) 7T50-91.5

MR4 rate
By 24 months 22 (43.1) 203-57.8 10(30.3) 156-487 32(38.1) 27.7-493
Af any time 32(62.7) 48.1-759 17(51.5) 335-692 49(58.3) 47.1-69.0
CMR Rate
By 24 months 17 (33.3) 20.8-479  4(12.1) 34-282 21(25.0) 16.2-35.6
Af any time 25 (49.0) 348-634 11(33.3) 18.0-51.8 36(429) 32.1-54.1

Source: Table 14.2.1.1, Table 14.2.1.3. Table 14.2.1.4, and Table 14.2.1.5.
Cytogenetic Response (Primary endpoint)

In Cohort 3, the majority (67.9%) of subjects achieved CCyR rate by 6 months (Table 6-1). Most of the
subjects achieved CCyR rate by > 12 months which was maintained up to 24 months:

- Cohort 3A: 96.1% subjects by 12 months
- Cohort 3B: 90.9% subjects by 15 months

Cytogenetic testing was not mandated per protocol after Month 24 and was only performed at
investigator’s discretion.

Progression (defined as transformation, increase of WBC, loss of CHR or loss of MCyR or death) was
reported in 6/78 subjects in Cohort 3 with a CCyR at any time (Figure 6.1-1).
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Figure 6.1-1: Kaplan-Meier Plot of Duration of CCyR in Cohort 3 (Any Number of
Metaphases) - All Treated Subjects who Achieved CCyR by Month 12
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Molecular Response (Secondary endpoint)
The majority of subjects in Cohort 3 overall had the MMR p210 BCR-ABL transcript.

Molecular response rate gradually increased over time in Cohort 3. Majority of the subjects achieved MR
rate by 72 months which sustained for up to 90 months (Table 6-1):

- Cohort 3A: 64.7% (95% Cl: 50.1, 77.6) at 15 months which increased to 90.2% at 51 months
- Cohort 3B: 63.6% (95% Cl: 45.1, 79.6) at 21 months which increased to 75.8% at 72 months

MR4 rate gradually increased over time from 6 months in Cohort 3:

- Cohort 3A: 51.0% (95% Cl: 36.6, 65.2) by 39 months; majority of the subjects (62.7%) achieved
MR4 rate by 114 months
- Cohort 3B: 51.5% (95% Cl: 33.5, 69.2) by 72 months
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CMR rate gradually increased over time from > 6 months in Cohort 3 which sustained until 90 months

(Table 6-1):

- Cohort 3A: 49.0% by
- Cohort 3B: 33.3% by

72 months
78 months

Of the subjects who achieved MMR in Cohort 3 (Figure 6.2-1):

- Cohort 3A: 4 subjects reported loss of response by 42 to 45 months (MMR rate: 87.9% [95% ClI:

70.4, 95.3])

- Cohort 3B: No subject reported loss of response

Figure 6.2-1: Kaplan-Meier Plot for Duration of MMR in Cohort 3 - All Treated
Subjects who Achieved MMR
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Progression-free Survival (Secondary endpoint)

The KM estimates of PFS rate in Cohort 3 was 87.7% (77.5%, 93.4%) at 72 months (Figure 6.3-1):

- Cohort 3A: 85.1% (95% Cl: 71.2%, 92.6%) at 57 months
- Cohort 3B: 92.2% (95% Cl: 71.5%, 98.0%) at 72 months
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Figure 6.3-1: Kaplan-Meier Plot for Progression-Free Survival (PFS) in Cohort 3 -
All Treated Subjects
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Disease-free Survival (Secondary endpoint)
The KM estimates of DFS rate in Cohort 3 was 91.0% (81.1%, 95.9%) at 66 months (Figure 6.4-1):

- Cohort 3A: 88.6% (95% Cl: 74.7%, 95.1%) at 51 months
- Cohort 3B: 95.2% (95% Cl: 70.7%, 99.3%) at 66 months
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Figure 6.4-1: Kaplan-Meier Plot for Disease-Free Survival (DFS) - All Treated
Subjects who Responded (CCyR) in Cohort 3
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Overall Survival (Secondary endpoint)

The OS rate was 100% in Cohort 3 as there was no event or death achieved. Therefore, the median OS
couldn’t be obtained.

Safety results

In Cohort 3 (overall), the median (min, max) duration of exposure to dasatinib in tablet form was 81.0 (0,
169) months and in PFOS form was 12.3 (0, 130) months. The majority (85.7%) of subjects received > 24
months of dasatinib (tablet) therapy. The median (min, max) daily dose of dasatinib in tablet form was
58.5 (35, 79) mg/m2/day and dasatinib in PFOS form was 71.5 (34, 97) mg/m2/day.

The dose was either interrupted or reduced primarily due to hematologic toxicity and escalated for
subjects showing resistance to treatment (Table 5-1). There were few additional subjects who had a dose
modification since the primary CSR,2 indicating that most of adjustments occurred during the initial
months of therapy.
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In Cohort 3B, 26 (78.8%) subjects switched to dasatinib tablet formulation with a median (min, max) time
to formulation modification of 369.0 (3, 1255) days.

Table 5-1: Summary of Dose Modification in Cohort 3 - All Treated Subjects
CHRONIC ML
NCP-34 HCP-3B Total NCP
N =51 N =33 N=384
N COF SOBJECIS (%) WITH AT
1EAST 1 DOSE INTERRUPTICH 34 (€6.7) 15 (45.5) 45 (58.3)
BEASON:
HRMETOLOGIC TOKICITY 13 (25.5) £ (18.2) 19 (22.8)
NON-HEMATOLOGIC TOKICITY 9 (17.8) 5 (15.2) 14 (16.7)
DOSTNG ERROR B (15.7) 3 (9.1) 11 (13.1)
OTHER 4 (7.8) 1 (3.0) 5 (6.0)
N COF SOBJECIS (%) WITH AT
IEAST 1 DOSE REDOCTICH g (15.7) 5 (15.2) 13 (15.5)
REASON FOR FIRST DOSE REDUCTICH:
HEMRTCLOGIC TCXICITY 3 (8.9) 2 (6.1) 7 (8.3)
NOM-HEMETOLOGIC TCKICITY 2 (3.9) 1 (3.0) 3 (3.6)
DOSTHG EFROR a 0 a
COTHER 1 {2.0) 1 (3.0} 2 (2.4)
NOT REECRIED 0 1 (3.0 1 (1.2)
W OF SUBJECTS (%) WITH AT
LEAST 1 DOSE ESCRALATICH 1€ (31.4) g {27.3) 25 (29.8)
BEASON FCR FIRST DOSE ESCALATICH:
HRMATOLOGIC TCHICITY 1 {2.0) 1} 1 (1.2)
RESISIENCE 8 (15.7) 3 (2.1) 11 (13.1)
DOSTNG ERROR 0 1 (3.0 1 (1.2)
COTHER 4 (7.8) 1 (3.0 5 (g.0)
NOT REECETED 3 (5.9 4 {12.1) 7 (8.3
N OF SUBJECIS (%) WILH FEOS TO
TREIFT CHRENGE 0 26 (78.8) 26 (31.0)
BEASON FUR DOSE/FORMILATICN
MODTFICATICH:
NON-HEMATOLOGIC TOKICITY 0 1 (3.0 1 (1.2)
RESTSTENCE 0 1 (3.0) 1 (1.2)
DOSING ERROR 0 1 (3.0 1 (1.2)
CTHER a 4 (12.1) 4 (4.8
NCOT FEECETED 0 1% (57.€) 19 (22.6)
TIME TO FIRST REDUCTIONS
INTERRUETICN DUE TO TOKICITY (LAYS)®
N o(%) 24 (47.1) 11 (33.3) 35 (41.7)
MEDIEN (MIN - MEX) 82.0 (8 — 1&03) 43.0 (4 - 1366) 72.0 (4 - 1603)
LENGTH OF FIRST INTERRUETION
DUE TO TOKICITY (Cavs)®
N (%) 24 (47.1) 11 (33.3) 35 (41.7)
MEDIEN (MIN - MEX) 12.0 (2 - 35) 13.0 (4 - 45) 13.0 (2 - 45)
TIME TO FIRST REDUCTICH/S
INTERRUPTICH DUE TO
HEMRTOLOGIC TOMICITY (DCRYS)
W o(%) 17 (33.3) 7 {21.2) 24 (28.8)
MEDIEN (MIN - MEX) 72.0 (8 - 2607) 52.0 (23 - 243) 6.5 (8 — 2607)
LENGTH OF FIRST INTERRUETICN DUE
TO HEMATOLOGIC TCOMICITY (DRYS)
N (%) 17 (33.3) 7 (21.2) 24 (28.6)
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Table 5-1: Summary of Dose Modification in Cohort 3 - All Treated Subjects

CHRONIC (ML
NCP-3A NCP-3B Total NCP
N=>5 N=33 N = 84
MEDIAN (MIN - MEX) 14.0 (4 - 28) 9.0 (2 - 16) 13.0 (2 - 28)
TIME TO FORMULATICH
MODIFICATION (Davs)?
M (%) 0 26 (78.8) 26 (31.0)
MEDIAN (MIN - MEX) 0 369.0 (3 - 1255)  369.0 (3 - 1255)

a Applicable to cohort NCP-3B only.

b Tomicity: hematologic or non-hematologic.
Source: Table 14.1.5.2

Overall Safety Summary (Secondary endpoint) is shown in Table 7.1-1

Table 7.1-1: Summary of Safety Results for Cohort 3 - All Treated Subjects
Number (%) of Subjects Cohort 3A (N = 51), n(%) Cohort 3B (N = 33). n(%) Cohort 3 (N = 84), n(%)

All Grade Grade3 Grade4 AllGrade Grade3 Graded4 AllGrade Grade3 Grade 4
Any SAE 21(412)  11(21.6) 6(11.8) 12(364) 8(24.2) 1(3.0) 33(39.3) 19(226) 7(8.3)
Drug-related SAE 7(13.7) 1(7.8) 2(3.9) 4(12.1) 3(9.1) 0 11(13.1)  7(8.3) 2(2.4)
AF leading to discontinuation (DC) 2(3.9) 1(2.0) 0 4(12.1) 2(6.1) 1(3.0) 6(7.1) 3(3.6) 1(1.2)
Drug-related AE leading to DC 2(3.9) 1(2.0) 0 2(6.1) 1(3.0) 0 4 (4.8) 2(2.4) 0
Any AE 50(98.0)  18(35.3) 14(27.5) 33(100.0) 21(63.6) 3(9.1) 83 (98.8) 39(464) 17(202)
Drugrelated Any AE 42(824)  13(255) S8(15.7)  28(84.8) 11(33.3) 1(3.0)  70(83.3) 24(28.6) 9(10.7)
Drug-related late toxicity 0 0 0 1(3.0) 0 0 1(1.2) 0 0

All Grade Grade > 3 All Grade Grade >3 All Grade Grade >3
AESI 7(13.7) 2(3.9) 5(15.2) 1(3.0) 12 (14.3) 3(3.6)
Drug-related AESI 2(39) 0 2(61) 0 4(4.8) 0

Source: Table 14.3.2.2.1 (SAE). Table 14.3.2.2.2 (drug-related SAE). Table 14.3.2.3.1 (AE leading to DC), Table 14.3.2.3.2 (drug-related AE leading to DC).

Table 14.3.1.1.1 (all AE). Table 14.3.1.1.2 (drug-related AE), Table 14.3.1.1.4 (drug-related AE- late toxicity). Table 14.3.2.4.1 (AESI). and Table 14.3.2.4.2
(drug-related AEST).

Adverse Events

Most of the subjects (98.0%) in Cohort 3A and all subjects in Cohort 3B experienced at least 1 AE (all
causality) (Table 7.1-1).

The most frequently reported AEs in 2 40% subjects were (Table 7.2-1):

- Cohort 3A: diarrhoea (29 [56.9%]), headache (25 [49.0%]), pyrexia (23 [45.1%]), nausea (22
[43.1%]), and vomiting (22 [43.1%])
- Cohort 3B: diarrhoea (18 [54.5%]), headache (16 [48.5%]), pyrexia (15 [45.5%]) pain in extremity

(15 [45.5%]), vomiting (14 [42.4%)]), upper respiratory tract infection (14 [42.4%]), and rash (14
[42.4%]))
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Table 7.2-1:

Adverse Events by Worst CTC Grade with Frequencies > 20% of Total by Preferred Term in Cohort 3

- All Treated Subjects

System Organ Class (%)

Preferred Tem (%) I II III v v Unknown (1) Total
Cohort: NCP-3A (N = 51)
TOTAL SUBJECTS WITH AN EVENT 4 (7.8) 14 (27.5) 18 (35.3) 14 (27.5) 0 0 50 (98.0)
Infections and infestations

Upper respiratory tract infection 11 (21.¢) 8 (15.7) 0 0 0 0 19 (37.3)
Gastrointestinal disorders

Diarrhoea 19 (37.3) 10 (19.6) 0 0 0 0 29 (56.9)

Nausea 17 (33.3) 5 (9.8) 0 0 0 0 22 (43.1)

Vemiting 13 (25.5) g8 (15.7) 1 (2.0) 0 0 0 22 (43.1)

Abdaminal pain 14 (27.5) 5 (9.8) 0 0 0 0 19 (37.3)

Bbdominal pain upper 6 (11.8) 5 (9.8) 1 (2.0) 0 0 0 12 (23.5)

Constipaticn 10 (19.6) 1 (2.0) 0 0 0 0 11 (21.6)
Respiratory, thoracic and mediastinal disorders

Cough 17 (33.3) 1 (2.0) 1 (2.0) 0 0 0 19 (37.3)

Oropharyngeal pain 10 (19.6€) 1 (2.0) 1 (2.0) 0 0 0 12 (23.5)

Rhinorrhoea 9 (17.6) 3 (5.9) 0 0 0 0 12 (23.5)
Skin and subcutaneous tissue disorders

Rash 14 (27.5) 5 (9.8) 0 0 0 0 19 (37.3)
General disorders and administration site conditicns

Pyrexia 13 (25.5) 7 (13.7) 3 (5.9) 0 0 0 23 (45.1)

Fatigue 8 (15.7) 2 (3.9) 1 (2.0) 0 0 0 11 (21.6)
Nervous system disorders

Headache 16 (31.4) 8 (15.7) 1 (2.0) 0 0 0 25 (49.0)

Dizziness 9 (17.6) 3 (5.9) 0 0 0 0 12 (23.5)
Blood and lymphatic system disorders

Neutropenia 1 (2.0 2 (3.9) 10 (19.6) 4 (7.8) 0 0 17 (33.3)

Thrombocytopenia 3 (5.9 3 (5.9) 4 (7.8) 3 (5.9 0 0 13 (25.5)
Table 7.2-1: Adverse Events by Worst CTC Grade with Frequencies > 20% of Total by Preferred Term in Cohort 3

- All Treated Subjects

System Organ Class (%)

Preferred Term (%) I II IIL v v Unknown (1) Total

Anasmia 0 5 (9.8) 3 (5.9) 3 (5.9 0 0 11 (21.6)
Musculoskeletal and connective tissue disorders

Arthralgia 8 (15.7) 4 (7.8) 1 (2.0) 0 0 0 13 (25.5)

Back pain 7 (13.7) 5 (9.9) 0 0 0 0 12 (23.5)

Pain in extremity 7 (13.7) 4 (7.8) 0 0 0 0 11 (21.6)
Cohort: NCP-3B (N = 33)
TOTAL SUBJECTS WITH AN EVENT 2 (6.1) 7 (21.2) 21 (63.6) 3 (9.1 0 0 33 (100.0)
Gastrointestinal disorders

Diarrhoea 10 (30.3) 7 (21.2 1 (3.0) 0 0 0 18 (54.5)

Vomiting 3 (9.1 10 (30.3) 1 (3.0) 0 0 0 14 (42.4)

Abdominal pain 8 (24.2 5 (15.2) 0 0 0 0 13 (39.4)

Nausea 6 (18.2 7 (21.2) 0 0 0 0 13 (39.4)
Infections and infestations

Upper respiratory tract infection T (21.2 6 (18.2) 1 (3.0) 0 0 0 14 (42.4)
General disorders and administration conditicns

Pyrexia 7 (21.2 5 (15.2) 2 (6.1) 0 0 1 (3.0)° 15 (45.5)

Fatique 6 (18.2 2 (e.1) 0 0 0 0 8 (24.2)
Musculoskeletal and connective tissue disorders

Pain in extreamity 12 (36.4) 2 (e.1) 1 (3.0) 0 0 0 15 (45.5)

Arthralgia 7 ( 21.2) 2 ( 6.1 0 0 0 0 9 (27.3)

Back pain 7 ( 21.2) 1 ( 3.0 0 0 0 0 8 ( 24.2)
Skin and subcutaneous tissue discorders

Rash 8 (24.2) 6 (18.2 0 0 0 0 14 (42.4)

Acne 1 (3.0) 6 (18.2 0 0 0 0 7 (21.2)
Blood and lymphatic system disorders

Neutropenia 0 1 (3.0) 6 (18.2) 1 (3.0) 0 0 g (24.2)
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Table 7.2-1: Adverse Events by Worst CTC Grade with Frequencies = 20% of Total by Preferred Term in Cohort 3
- All Treated Subjects

System Organ Class (%)

Preferred Term (%) I IT ITT v v Tnknown (1) Total

Thrambocytopenia 3 (8.1) 1 (3 4 (12.1) o] 0 ] g8 (24.2)

Inasmia 3 (9.1) 4 0 o] 0 Q 7 (21.2)
Respiratory, thoracic and mediastinal discrders

Cough 9 (27.3) 3 0 o] 0 o] 12 (36.4)

Orcpharyngeal pain g8 (24.2) 3 0 o] 0 o] 11 (33.3)
Investigations

Platelet count decreased 6 (18.2 3 (8.1) 2 1 (3.0) 0 o] 12 (36.4)

Neutrophil count decrsased 5 (15.2) 2 (e.1) 1 v} 0 Q g (24.2)
Nervous system disordesrs

Headach= 10 (30.3) & (18.2) 0 o] 0 o] 16 (48.5)
Cchort: Total NCP (N = 84)
TOTAL SUBJECTS WITH RN EVENT 6 (7.1) 21 (25.0) 3% (46.4) 17 (20.2) 0 o] 83 (98.8)
Infections and infestaticns

Uppper respiratory tract infection 18 (21.4) 14 (1e.7) 1 {1.2) o 0 o 33 (39.3)
Gastrointestinal discrdsrs

Diarrhosa 29 (34.3) 17 (20.2 1 (1.2 o] 0 o] 47 (56.0)

Vamiting 16 (19.0) 18 (21.4) 2 (2.9) o] 0 o] 36 (42.9)

Nausea 23 (27.4) 12 (14.3) 0 o] 0 o] 33 (41.7)

Ibdominal pain 22 (26.2) 10 (11.9) 0 o] 0 o] 32 (38.1)

Ibdominal pain upper 7 (8.3) 10 (11.9) 1 (1.2) o] 0 ] 18 (21.4)
Respiratory, thoracic and mediastinal disorders

Cough 26 (31.0) 4 (4.8) 1 (1.2 o] 0 o] 31 (36.9)

Orepharyngsal pain 18 (21.4) 2 (4.8) 1 (1.2) 0 0 0 23 (27.4)
Skin and subcutanscus tissus disorders

Rash 22 (26.2) 11 (13.1) 0 0 0 0 33 (29.3)
Table 7.2-1: Adverse Events by Worst CTC Grade with Frequencies = 20% of Total by Preferred Term in Cohort 3

- All Treated Subjects

System Organ Class (%)

Preferred Term (%) 1 T ITT ™ v Unknown (1) Total
General disorders and administration sits o

Eyrexia 20 (23.8) 12 (14.3) 5 (€.0) o] 0 1 (1.2) 38 (45.2)

Fatigus 14 (16.7) 4 (4.8) 1 (1.2) o] 0 o] 19 (22.€)
Musculoskslstal and comnective tissus disorders

Pain in extremity 1% (22.¢) & (7.1) 1 (1.2) o] 0 o] 26 (31.0)

Erthralgia 15 (17.9) & (7.1) 1 (1.2 o] 0 v] 22 (26.2)

Back pain 14 (16.7) 6 (7.1) 0 o] 0 v] 20 (23.8)
Blocd and lymphatic system discrders

Neutropenia 1 {1.2) 3 (3.6) 16 (19.0) 5 (6.0) 0 0 25 (29.8)

Thrambocytopenia € (7.1) 4 (4.8) 8 (9.3) 3 (3.8) 0 ] 21 (25.0)

Inasmia 3 (3.8) 9 (10.7) 3 (3.6) 3 (3.8) 0 v] 18 (21.4)
Nervous system disorders

Headachs 26 (31.0) 14 (16.7) 1 (1.2) o] 0 o] 41 (48.8)

Subjects may have more than one event within a class.
MedDRA Version: 27.1; CTC Version: 3.0

1 Toxicity reported but not graded.
Source: Table 143.1.1.1

Adverse Events by Severity

In Cohort 3, at least 1 Grade 3 AE was reported in 46.4% subjects and at least 1 Grade 4 AE was reported
in 20.2% subjects (Table 7.1-1). Neutropenia was the most frequently reported Grade > 3 AE (Table 7.2-
1):

Cohort 3A: Grade 3: 19.6%; Grade 4: 7.8%
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- Cohort 3B: Grade 3: 18.2%; Grade 4: 3.0%

In Cohort 3, none of the AEs were of Grade 5 severity.

Drug-related Emergent Adverse Events

The majority of subjects (83.3%) experienced at least 1 drug-related AE (any-grade) in Cohort 3
(Table 7.1-1). The most frequently reported drug-related AEs in > 20% subjects were:

- Cohort 3A: neutropenia (17 [33.3%] subjects), headache (12 [23.5%)] subjects),
thrombocytopenia (11 [21.6%] subjects), and diarrhoea (11 [21.6%] subjects)

- Cohort 3B: platelet count decreased (8 [24.2%] subjects), nausea, vomiting, neutropenia,
neutrophil count decreased, fatigue, and headache, each reported in 7 (21.2%) subjects

In Cohort 3, at least 1 drug-related Grade 3 AE was reported in 28.6% subjects and at least 1 drug-related
Grade 4 AE was reported in 10.7% subjects (Table 7.1-1). The most frequently reported Grade > 3 AEs in
> 5% subjects were (Table 7.2.2-1).

- Cohort 3A: neutropenia (Grade 3: 10 [19.6%)]; Grade 4: 4 [7.8%]) and thrombocytopenia (Grade
3: 4 [7.8%]; Grade 4: 3 [5.9%])

- Cohort 3B: neutropenia (Grade 3: 5 [15.2%]; Grade 4: 1 [3.0%]) and platelet count decreased
(Grade 3: 2 [6.1%]; Grade 4: 0)

Three subjects experienced drug-related pleural and/or pericardial effusion:

- Cohort 3A: 1 subject experienced Grade 2 AE of pleural effusion which resolved in 22 days and
the subject was discontinued from the study treatment.

- Cohort 3B: 1 subject experienced an SAE of Grade 2 pleural effusion and concurrently, an SAE of
Grade 3 pericardial effusion, which led to treatment interruption (37 days). These SAEs got
resolved in 8 days with treatment and the subject resumed on study treatment with reduction of
dose to 60 mg. The subject completed the study treatment and FU period. Another subject
experienced Grade 1 AE of pericardial effusion. The AE resolved in 358 days however, no action
was taken on the study treatment.

Three drug-related late toxicities (all in Cohort 3B) reported in 1 subject each were (Table 7.1-1):
anaemia (Grade 2), neutropenia (Grade 1), and AST increased (Grade 1).

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMADOC-1700519818-2348379 Page 18/28



Table 7.2.2-1:

Term in Cohort 3 - All Treated Subjects

Drug-Related Adverse Event by Worst CTC Grade with Frequencies > 20% of Total by Preferred

System Organ Class (%)

FPreferred Term (%) I IT IIT v v Tk Total
Cohort: NCP-3A (N = 51)
TOTAL SUBJECTS WITH ZN EVENT 11 (21.¢@) 10 (15.€) 13 (25.5) g2 (15.7) 0 v] 42 (82.4)
Blood and lynphatic system disorders

Neutropenia 1 (2.0) 2 (3.9) 10 (159.6) 4 (7.8) Q Q 17 (33.3)

Thrambocytopenia 1 (2.0) 3 (5.9) 4 (7.8) 3 (5.9) v V] 11 (21.8)
Gastrointestinal discrders

Diarrhosa & (11.8) 5 (9.8) 0 v] a a 11 (21.8)
Nervous system disorders

Headache 9 (17.8) 2 (3.9) 1 (2.0) v] a a 12 (23.3)
Cohort: NCP-3B (N = 33)
TOTAL SUBJECTS WITH &N EVENT 5 (15.2) 11 (33.3) 11 (33.3) 1 (3.0 ] v] 28 (84.8)
Gastrointestinal discorders

Nausea 4 (12.1) 3 (5.1) 0 v] a a 7 2

Vamiting 4 (12.1) 3 (5.1) 0 v] a v] 7 2
Blood and lynphatic system disorders

Neutropsnia v] 1 (3.0) 5 (15.2) 1 (3.0) ] o] T (21.2)
Investigations

Platelet count decresssd 4 (12.1) Z (e.1) 2 (6.1) v} Q Q g (24.Z2

Neutrophil count decreassd 5 (15.2) Z (e.1) 0 v} Q Q 7 (21.2
General disorders and administration sits conditicns

Fatigue 5 (15.2) 2 (8.1) 0 v] a a T (21.2)
Nervous system discrdsrs

Headache 5 (15.2) 2 (8.1) 0 v] a v] T (21.2)
Cohort: Total NCEP (N = 84)
TOTZL SUBJECTS WITH EN EVENT 16 (19.0) 21 (25.0) 24 (28.6) 3 (10.7) 0 0 70 (83.3)

Table 7.2.2-1:

Term in Cohort 3 - All Treated Subjects

Drug-Related Adverse Event by Worst CTC Grade with Frequencies > 20% of Total by Preferred

System Organ Class (%)

Preferred Term (%) I IT IIT ™ v Unknewn Total
lood and lynphatic system disorders
Neutropenia 1 (1.2) 3 (3.8) 15 (17.9) 5 (8.0) ] o]
Thrambocytopenia 3 (3.8) 3 (3.8) 8 (9.5) 3 (3.8) 0 a
Nervous system discrdsrs
Headachs 14 (16.7) 4 (4.8) 1 {1.2) 0 0 0 19 (22.6)

subjects may have more than one event within a class
viedDRA Version: 27.1; CTC Version: 3.0
source: Table 143.1.1.2

Serious adverse events

There were no death reported.

In Cohort 3, at least 1 SAE of any causality was reported in 39.3% of the subjects (Table 7.1-1). The most
frequently reported SAE in > 5% subjects was pyrexia (6.0%).

Drug-related SAEs were reported in 11 (13.1%) subjects in Cohort 3, of which the SAEs reported in 9
subjects were of Grade 2 3 severity (Grade 3: 8.3%; Grade 4: 2.4%) (Table 7.4-1).
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Table 7.4-1:

Term in Cohort 3 -All Treated Subjects

Drug-Related Serious Adverse Event by Worst CTC with Fregquency = 1 Subjects of Total by Preferred

System Organ Class (%)

Preferred Term (%) I IT IIT v v Tnkrown Total
Cohort: NCP-32 (N = 51)
TOTAL SUBJECTS WITH AN EVENT 0 1 (2.0) (7.8) 2 (3.9) 0 0 7 (13.7)
Blood and lymphatic system disorders 0 0 1 (2.0) 2 (3.9) 0 0 3 (5.9
Inasmia 0 0 2 (3.9) 0 0 2 (3.9)
Febrile neutropenia 0 0 (2.0) 0 0 0 1 (2.00
Gastrointestinal discrders 0 0 1 (2.0) 0 0 0 1 (2.0)
Hasmatochezia 0 0 1 (2.0) 0 0 0 1 (2.0)
General disorders and administration Q0 1 (2.0} o] o] ] 1 (2.0)
site conditions
Cedema peripheral 0 1 (2.0) 0 0 0 1 (2.0)
Infections and infestations 0 0 2.0) 0 0 0 1 (2.0
Periorbital cellulitis 0 0 (Z.0) 0 0 0 1 (2.0
Investigations 0 1 (2.0) 0 0 0 1 (2.0
Thite blood cell count decreased 0 1 (2.0) 0 0 0 1 (2.00
Beproductive system and breast disorders Q0 1 (2.0} o] o] ] 1 (2.0)
Uterine hasmorrhage 0 1 (2.0) 0 0 0 1 (2.0)
Respiratory, thoracic and mediastinal 0 0 1 (2.0) 0 0 0 1 (2.0
disorders
Chylothorax 0 0 1 (2.0) 0 0 0 1 (2.0)
Cohort: NCP-3B (N = 33)
TOTAL SUBJECTS WITH AN EVENT 0 1 (3.0) (9.1) 0 0 0 4 (12.1)
Cardiac disorders 0 0 (3.0) 0 0 0 1 (3.0)
Pericardial effusion 0 0 (3.0) 0 0 0 1 (3.00
Immune systam disorders 0 0 (3.0) 0 0 0 1 (3.0
Drug hypersensitivity 0 0 (3.0) 0 0 0 1 (3.0

Table 7.4-1:

Term in Cohort 3 -All Treated Subjects

Drug-Related Serious Adverse Event by Warst CTC with Frequency = 1 Subjects of Total by Preferred

Systam Organ Class (%)

Preferred Term (%) I IT IoI v v Unkncwn Total
Infections and infestations 0 [4] 1 (3.0 0 0 0 1 (3.0
Cellulitis 0 [4] 1 (3.0) 0 a ] 1 (3.0
Infection 0 [4] 1 (3.0) 0 1} 0 1 (3.0)
Necplasms kenign, malignant and 0 1 (3.0) 0 0 a ] 1 (3.0
unspecified (incl cysts and polyes)
sukaemia recurrent 0 1 (3.0) 0 0 0 0 1 (3.0
Begpiratory, thoracic and mediastinal 0 1 (3.0) 0 0 1} 0 1 (3.0)
disorders
Pleural effusion 0 1 (3.0) 0 0 a ] 1 (3.0
Coheort: Total NCP (N = 84)
TCTRL SUBJECTS WITH I EVENT 0 2 (2.4) 7 (B.3) 2 (2.4) a 0 11 (13.1)
Blood and lymphatic system disorders 0 0 1 (1.2) 2 (2.4) 0 0 3 (3.8)
Inacmia 0 [4] 0 2 (2.4) 1} 0 2 (2.9)
Felorile neutropenia 0 0 1 (1.2) 0 0 0 (1.2)
Infections and infestations 0 [4] 2 (2.4) 0 a ] (2.4)
Cellulitis 0 [4] 1 (1.2) 0 0 0 1 (1.2)
Infection 0 [4] 1 (1.2) 0 a ] 1 (1.2)
Periorbital cellulitis 0 1} 1 (1.2) 0 1} 0 1 (1.2)
Begpiratory, thoracic and mediastinal 0 1 (1.2) (1.2) 0 a ] 2 (2.9)
disorders
Chylothorax 0 a 1 (1.2) 0 a ] 1 (1.2)
Pleural effusion 0 1 (1.2) 0 0 1} 0 1 (1.2)
Cardiac disorders 0 [4] 1 (1.2) 0 0 0 1 (1.2)
Pericardial effusion 0 [4] 1 (1.2) 0 a ] 1 (1.2)
Gastrointestinal disorders 0 0 1 (1.2) 0 1} 0 1 (1.2)
Haematochezia 0 1} 1 (1.2) 0 1} 0 1 (1.2)
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Table 7.4-1: Drug-Related Serious Adverse Event by Worst CTC with Freguency = 1 Subjects of Total by Preferred
Term in Cohort 3 -All Treated Subjects

Systam Organ Class (%)

Freferred Term (%) I II IIT v v Unkmown Total
General disorders and administration 0 1 (1.2) 0 0] U] o 1 (1.2)
site conditions

Cedema peripheral 0] 1 (1.2) 0 0 0] 0 1 (1.2)
Imrumes system disorders 0 0 1 (1.2) 0] a o 1 (1.2)

Drug hypersensitivity 0 0 1 (1.2) 0] o] 0 1 (1.2)
Investigations 0 1 (1.2) 0 0 a 0 1 (1.2)

White blood c=ll count decreased 0 1 (1.2) 0 0] o] ] 1 (1.2)
Neoplasms benign, malignant and 0 1 {1.2) 0 0 a 0 1 (1.2)
unspecified (incl cysts and polyps)

Leukasmia recurrenc 0 1 (1.2) 0 0] o] o 1 (1.2)
Reproductive system and breast disorders 0 1 §1.2) 0 0] U] o 1 (1.2)

Fterine hasmorrhage 0 1 (1.2) 0 0 a 0 1 (1.2)

Subjects may have more than one event within a class
MedDRA Version: 27.1; CTC Version: 3.0
Source: Table 14.32.2.2

Adverse Events Leading to Discontinuation of Study Drug

AEs reported in 7.1% of subjects in Cohort 3 led to discontinuation of the study drug, of which the AEs
reported in 4 subjects were of Grade 2 3 severity (Grade 3: 3.6%; Grade 4: 1.2%; Table 7.1-1). The Grade
> 3 AEs leading to discontinuation of study drug were:

- Cohort 3A: chylothorax (Grade 3) reported in 1 subject
- Cohort 3B: leukaemia (Grade 3), drug hypersensitivity (Grade 3), and leukaemia recurrent (Grade
4) reported in 1 subject each

Of the AEs leading to discontinuation of study drug, chylothorax and drug hypersensitivity of Grade > 3
severity were assessed as drug-related.

Adverse Events of special interest

AESI discussed in this section included fluid retention, respiratory disorders, cardiac disorders, bleeding
events, pediatric bone growth and development, respiratory disorders, pulmonary arterial hypertension,
diarrhea, nausea/vomiting, fatigue, myalgias/arthralgias, and rash.

AESiIs (all causality, any grade) reported in > 10% of subjects from Cohort 3 consisted of rash (53 [63.1%]),
diarrhea (48 [57.1%]), vomiting (36 [42.9%]), nausea (35 [41.7%)]), non-productive cough (31 [36.9%]),
other hemorrhage (29 [34.5%)]), arthralgia (22 [26.2%]), superficial edema (21 [25.0%]), fatigue (21
[25.0%]), chest pain (18 [21.4%]), generalized edema (14 [16.7%]), pediatric bone growth and
development (12 [14.3%]), cardiac disorders (11 [13.1%]), and myalgia (11 [13.1%)]).

Except for rash (5 [6.0%]) and vomiting (2 [2.4%]), no Grade 3-4 AESI (any causality) was reported in > 1
subject.

Of the drug-related AESIs reported in Cohort 3, Grade > 3 AESIs were reported in 1 subject each (Table
7.6-1):

- Cohort 3A: pleural effusion, rash, Gl bleeding, and other haemorrhage
- Cohort 3B: pericardial effusion
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Table 7.6-1: Drug-Related Adverse Event of Special Interest by Worst CTC in Cohort 3 -All Treated Subjects

Wumber of Subjects (%)

NCP-3 HCP-3B Total NCP

®=51) M=33) (H=84)
RAF. Special Interest _—
Any Grade Severe (3-5) Any Grade Severe (3-5) Any Grade Severe (3-5)

PEDIRATRIC BONE FOWIH AND DEVELOEMENT 2 (3.9) 0 Z (g.1) 0 4 (4.8) 0]
FLITD RETENTICH 9 (17.8) 1 (2.0 1 (3.0 17 (20.2 2 (2.4)
SUPEFFICIAL ELEMR 5 (9.8) 0 0 10 (11.%) 0]
PIETRAL EFFUSICN 2 (3.9 1 (2.0) 0 3 (3.6) 1 (L.2
CTHER FLUID EELATED 6 (11.8) 0 1 (3.0) 10 (11.%) 1 (1.2)
GENERALIZED ETEMR 4 (7.8) 0 0 7 (8.3) 0
ASCTTES 0 0 0 0 0 0
PERTCARDIAL EFFUSICN 0 0 Z (6.1) 1 (3.0) 2 (2.4) 1 {L.2)
COMGESTIVE HERRT FATIURE/CRRDTAC
DYSEUMCTICH Z (3.9 0 1 (3.0) 0 3 (3.8) 0]
PULMIREY ELEME 0 0 0 0 0 a
PULMREREY HYFERTEMSION 0 0 0 0 0 0]
BESPIRATCRY DISCRLERS 1 (2.0} 0 3 (9.1} 0 4 [4.8) o
CHEST PATN 0 0 Z (g.1) 0 2 (2.4) 0]
NON-FRODUCTIVE (00UGH 0 0 0 0 0 0
SHORIMESS OF BEEATH 1 (2.0) 0 1 0 2 (2.4) 0]
CRRDTR2C DISCRIOFRS 1 (z.0) 0 prd a 3 (3.€) 0
PUIMINARY RRTFRTAT. HYPFRTEMSTON 0 0 1 0 1 {1.2) a
DIZRRHER 12 (23.5) 0 4 0 16 (19.0) 0
MAUSER/VOMITTTNG 9 (17.8) 0 10 0 19 (22.6) 0
HNRIJSER 7 (13.7 0 7 0 14 (le.7) 0]
VCMITITNG 5 (9.8) 0 7 0 12 {14.3) a
FRTIFE 5 (9.8) 0 7 0 12 (14.3) 0]
Table 7.6-1: Drug-Related Adverse Event of Special Interest by Worst CTC in Cohort 3 -All Treated Subjects
F\_lltﬂr of Subjects (%)
RCE-32 HWCP-3B Total WCP
M=51) (M=33) (=84)

AF Special Interest —
Ly Grade Severe (3-5) Any Grade Severe (3-5) Any Grade Severe (3-5)

MYALGIAS/ARTHRALGIAS 3 (5.9) 0 & (18.2) 0 9 (10.7) 0
MYRLGIA 0 0 3 (9.1) 0 3 (3.6) 0
ARTHRALGIA 3 (5.9) 0 4 (12.1) 0 7 (8.3 0

BLSH 11 (21.8) 1 (2.0 7 (21.2) 0 18 (21.4) 1 (1.2)

HEMORRHAGE 8 (15.7) 1 (2.0 2 (6.1) 0 10 {11.9) 1 (1.2
GI BLEEDTNG 3 (5.9) 1 (2.0 0 0 3 (3.6) 1 (1.2)
N5 BLEEDTNG 0 0 0 0 0 0
CTHER:. HEMORRHLGE 8 (15.7) 1 (2.0 2 (6.1) 0 10 (11.9) 1 (1.2)

MedDEA Version: 27.1; CTC Version: 3.0
Source: Table 143242

Haematology

The decrease in number of subjects from primary CSR was noted for few parameters. This was due to
additional data cleaning activities.

The hematological laboratory values from baseline to worst CTC grade during study in Cohort 3 were:

- From baseline Grade 0 to Grade 3-4: leucocytes (12 [14.3%]), absolute neutrophil count (5
[6.0%]), and platelet count (9 [10.7%])
- From baseline Grade 1-2 to Grade 3-4: platelet count (1 [1.2%]) and hemoglobin (13 [15.5%])

Assessment report for paediatric studies submitted according to Article 46 of the
Regulation (EC) No 1901/2006
EMADOC-1700519818-2348379 Page 22/28



Similar to the primary CSR, most subjects had some degree of cytopenia(s) during the study; however,
the majority were Grade 1 or 2. Cytopenias tended to occur within the first 8 weeks of starting dasatinib,
and most of them were short in duration. There were few new events with onset during the long-term
FU period of the study.

Serum Chemistry
The chemistry parameters from baseline to worst CTC grade during study in Cohort 3 were:

- From baseline Grade 0 to Grade 3-4: AST (1 [1.2%]), ALT (2 [2.4%)]), and hypophosphatemia (3
[3.6%])
- From baseline Grade 1-2 to Grade 3-4: total bilirubin (1 [1.2%])

There were no additional liver toxicities with longer FU as compared with primary results.
Electrocardiograms and Echocardiograms

The median QTc(F) change from baseline in Cohort 3 was 15.65 msec and none of the subjects had a
maximal QTc(F) > 500 msec:

- Cohort 3A: 17.0 msec in, and
- Cohort 3B: 11.0 msec in.

In Cohort 3, 11 (13.1%) subjects had an abnormal echocardiogram on-study, and 14 (16.7%) subjects had
cardiac-related AEs during the study:

- Pulmonary arterial pressure increased was reported in 2 (2.4%) subjects on the basis of the echo
assessments.

- In 1 case, a right heart catheterization was performed, and the diagnosis of pulmonary
hypertension was ruled out; however, due to coding rules, the PT was mapped to pulmonary
arterial hypertension.

Long-term Safety - Effects on Growth and Development

The mean (SD) BMIs at baseline in Cohort 3 (n = 84) was 18.67 (4.38) kg/m2. There were minimal
changes to BMI with the use of dasatinib.
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Figure 7.9.1.1-1:

Box Plots of BMIs Z-Scores for Cohort 3 over Time- All Treated

Subjects
Total NCP |
4
w
5 e
g 4 o o
N 17
= 27
m
-4 -
N 84 84 81 70 56 53 44 37 28 17 11 7 4 2 1 1
Avg -0.10 039 045 043 038 045 058 059 073 089 061 085 133 107 073 070
Max | 313 340 359 388 266 248 282 244 225 254 178 221 240 139 073 070
Q3 088 106 129 122 123 138 141 129 151 153 139 211 198 139 073 070
Med | -0.15 024 032 065 038 056 072 066 085 114 065 090 124 107 073 070
Q]_ -0.86 -0.37 -0.51 -0.64 -0.41 -041 -0.24 -0.24 0.06 009 -002 037 068 074 073 070
Min | -452 -2.11 -1.84 -1.66 -1.73 -1.67 -2.03 -1.39 -0.94 -0.82 -1.06 -1.14 043 074 073 070
T T I I I T T I T T T T T T T T
R N N I N N N N N N B N L

SCR=Sceening YR=Years From Start of Dasatinib

Source: Figure 14.3.4.3.2.3

The mean (SD) height at baseline in Cohort 3 (n = 84) was 147.11 (24.16) cm. Median height Z-score in
Cohort 3 decreased from the start of dasatinib treatment, with median Z-scores ranging from -0.01
(baseline) to -2.15 (YR11) (Figure 7.9.1.2-1). Results were consistent between Cohorts 3A and 3B over

time. This downward trend was sustained over time with no deeper decline with longer FU.

Figure 7.9.1.2-1:

Box Plots of Heights Z-Scores for Cohort 3 over Time - All Treated

Subjects
Total NCP
w2
(1]
o
g I .
<
> d
€
o 27
[0}]
T
-4 4
N 84 84 B1 70 56 53 44 37 25 17 11 7 4 2 1 1
Avg 0.03 -0.19 -0.30 -0.49 -0.68 -083 -096 -1.00 -1.29 -1.31 -1.72 -191 -1.20 -1.10 -0.37 -0.38
Max 247 191 193 194 143 116 093 088 086 114 -055 -059 -0.48 -0.56 -0.37 -0.38
Q3 0.68 053 041 025 0.07 -014 -035 -0.37 -0.77 -0.55 -1.17 -1.38 -0.70 -0.56 -0.37 -0.38
Med -0.01 -0.17 -0.27 -0.44 -059 -073 -0.78 -0.86 -1.25 -1.34 -166 -2.15 -1.23 -1.10 -0.37 -0.38
Q]_ -0.66 -0.76 -1.02 -1.29 -1.41 -148 -151 -1.55 -1.97 -2.25 -232 -2.37 -1.71 -1.63 -0.37 -0.38
Min -3.25 -3.21 -252 -2.46 -2.79 -343 -3.77 -3.39 -2.98 -2.57 -3.06 -2.82 -1.88 -1.63 -0.37 -0.38
T T T I T T T T T T T T T T T T
R R N N N N N N e
Co By By By B, R B B R R B R R, B, B, R
ATy 8 TTe 2T 9 Yo " Ko ¥y Yo Ny
SCR=Sceening YR=Years From Start of Dasatinib

Source: Figure 14.3.4.3.2.1

Hormones, Growth Factors, Bone Alkaline Phosphatase, Urinary N-Telopeptide
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Summary statistics for free T4, TSH, FSH, LH, IGF-1 and IGFbeta-3 levels at assessment points over time
were not indicative of any clinical abnormality associated with dasatinib in any cohort.

IGF-1 and IGFBP-3 levels
IGF-1 and IGFBP-3 levels reflected normal human growth hormone production.

- 1subject in Cohort 3A was reported with an extremely low IGF-1 value of 6 ug/L. This subject
had a low IGF-1 value of 72 ug/L (normal range: 113 to 261 ug/L) at screening, recovered to
normal values during the whole study, until last assessment on Day 2183. An AE of growth
suppression was reported at Day 433; however, neither any treatment was given nor any action
was taken with study drug. The subject was discontinued due to study completion (Appendix
16.2.1.1). Thus, the value of 6 ug/L was presumed or likely to be an error in data entry.

TSH levels

TSH levels were normal or a mildly increased in most subjects. None required treatment with thyroid
replacement, except for 1 subject in Cohort 3B, who was diagnosed with hypothyroidism on Day 2 that
required thyroid hormone replacement. In other subjects, levels of free T4 were normal.

FSH and LH levels
Median FSH and LH levels did not suggest any clinically meaningful abnormality.
There were 2 cases of sustained high FSH levels:

- 1subject in Cohort 3B was diagnosed with hypogonadism on Day 362 and gynecomastia on Day
397 related to dasatinib, did not require therapy and dasatinib dose was not changed; the event
was ongoing at the time of study completion (5.5 years later).

- 1subject in Cohort 3A had experienced FSH elevation on Day 345 (58.6 mU/mL) which gradually
decreased by Days 1465 (8.64 mU/mL) to the ULN value. The event was not captured as an AE,
and the subject did not receive any medication for the same.

1 subject enrolled (12-Mar-2025) in Cohort 3A was discontinued from the study treatment (15-Feb-2012)
to undergo a HSCT. This subject was only followed up for LTGD data collection purposes. One year after
transplant (from Day 713 to Day 2209), the FSH values were between 94 and 101 U/L and LH values were
between 24 and 41 U/L. However, no ovarian failure or other associated AEs were reported. The stem
cell transplant was a confounding factor when assessing relationship with dasatinib and therefore
elevated FSH was likely attributable to the stem cell transplantation preparatory regimen and not
dasatinib.

Bone Metabolism

Minimal to no changes were observed for urinary N-telopeptide of type | collagen (Ntx) levels, which
were not indicative of any clinical abnormality associated with dasatinib in any cohort.

The most accurate areas to assess bone density in children were lumbar spine and whole body.

Among subjects in Cohort 3A and 3B, modest changes in median DXA Z-scores of the lumbar spine were
observed from screening to > 7 to < 8 years, with median Z-scores of -0.70 and -0.90 at screening and -
0.70 and -0.50 at > 7 to < 8 years in Cohorts 3A and 3B, respectively. The data beyond 8 years could not
be interpreted due to the limited number of subjects.
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2.3.3. Discussion on clinical aspects

Long-term FU data for Phase 2 study CA180226 assessing dasatinib treatment in children and
adolescents with CML or with Ph+ leukaemias resistant or intolerant to imatinib, was collected from
Cohort 3. The MAH provided the closeout CSR for study CA180226.

Cohort 3 included children and adolescents with CP-CML who were treatment-naive received dasatinib
tablets at 60 mg/m2 QD or PFOS at 72 mg/m2 QD on a continuous oral regimen and had 2 sub-cohorts:

Cohort 3A with 51 subjects treated with the tablet formulation and Cohort 3B with 33 subjects treated
with the PFOS.

The primary endpoint was cytogenetic response, the CCyR rate (> 55%) was achieved by 6 months, with a
CCyR rate of 94% from 15 months. Molecular response rate gradually increased over time with MMR
rate of 84.5% by 72 months. MR4 rate gradually increased over time from 6 months (MR4 any time:
58.3%). CMR rate gradually increased over time from 2 6 months, which was sustained until 90 months.
Of the subjects who achieved MMR, 4 subjects from Cohort 3A reported loss of response by 42 to 45
months. The OS was 100% and PFS rate was 87.7% (77.5%, 93.4%) at 72 months.

Long-term FU results were presented for Cohort 3 from subjects who received dasatinib tablet treatment
for a median of 81.0 months and were followed for a median of 8 years.

Assessment of weight, height, body mass index (BMI), hormones and bone metabolism suggesting
clinical abnormality was included as exploratory endpoints in the study.

Dasatinib had a negative impact on linear growth related to a normal distribution in healthy children;
even though most subjects remained above the 15th percentile. Median height Z-score in the first line
(1L) CP-CML cohort decreased from the start of dasatinib treatment, with median Z-scores ranging from -
0.01 (baseline) to -2.15 (YR11); the initial downward trend was sustained but not worsening over time
with longer FU. Impact over time on BMI was minimal and also bone density markers did not show
worrisome results as dual-energy X-ray absorptiometry Z-scores were within normal limits, and urinary
N-telopeptide did not increase. Insulin-like growth factor-1 (IGF)-1 and Insulin-like growth factor-binding
protein 3 (IGFBP-3) levels reflected normal human growth hormone production, but one subject in
Cohort 3B was diagnosed with hypothyroidism on Day 2, requiring thyroid hormone replacement. In
other subjects, levels of free thyroxine (T4) were normal. Median follicle-stimulating hormone (FSH) and
luteinizing hormone (LH) levels did not suggest any clinically meaningful abnormality. Overall these
results were reassuring as the growth impairment was anticipated and the other markers did not raise
any new concerns.

The majority of subjects (83.3%) experienced at least 1 drug-related AE (any-grade) in Cohort 3.
Neutropenia, headache, thrombocytopenia, and diarrhoea (11 [21.6%)] subjects) were the most
frequently reported drug-related AEs in > 20% subjects for cohort 3A and decreased platelet count,
nausea, vomiting, neutropenia, decreased neutrophil count, fatigue and headache, for cohort 3B
respectively.

In both cohorts at least 1 drug-related Grade 3 AE was reported in 28.6% subjects and at least 1 drug-
related Grade 4 AE was reported in 10.7% subjects. The most frequently reported Grade > 3 AEs in > 5%
subjects were neutropenia, thrombocytopenia and decreased platelet count decreased.
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3 drug-related late toxicities reported in 1 subject each were: anaemia (Grade 2), neutropenia (Grade 1),
and increased aspartate transaminase (Grade 1). 3 subjects experienced drug-related pleural and/or
pericardial effusion, whereas there had been no such events of pleural/pericardial effusion in the first
two cohorts. The proportions of subjects who had drug-related hematologic AEs and drug-related serum
chemistry AEs reported were consistent with the known effects of dasatinib in this population.

82/84 subjects in Cohort 3 did not have BCR-ABL mutations at baseline or throughout the course of the
study. 1 subject each in Cohort 3A, lost mutation by the end of the study and subject developed a T315I
mutation.

The overall safety profile of oral dasatinib QD in the paediatric population was generally consistent with
the known safety profile for dasatinib and expected AEs in children and adolescents with CML on
treatment. The choice of formulation did not impact the safety profile.

No changes or amendments to the SmPC are required.

3. Request for supplementary information

Based on the data submitted, the MAH should address the following questions as part of this
procedure:

1. For this Application the MAH submitted a final report for Cohort 3 of Study CA180226 which
includes "TABLES, FIGURES, AND LISTINGS NOT INCLUDED IN THE RESULTS SECTIONS” on page

45 of the closeout CSR. These tables and figures however could not be found in the dossier and
should be provided together with the original CSR describing the first two cohorts.

The timetable is a 30 day response timetable with clock stop.

MAH responses to Request for supplementary information
The MAH acknowledges this request and is providing the following as part of this response submission:

e The referenced tables, figures, and listings from the Cohort 3 closeout CSR. These additional
documents are being included in Module 5.

e A cross-reference leaf linking to the exact location in eCTD where the previously submitted CSRs,
describing the first two cohorts, were provided. A cross-reference leaf is proposed in accordance
with the principles of eCTD, to avoid re-submission of identical documents previously included in
the backbone.

CHMP comments

The MAH provided the tables and figures referenced as requested.
Issue resolved.

The overall conclusion in section 2.3.3 has been updated to reflect this
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4. CHMP'’s overall conclusion and recommendation

X Fulfilled:

No regulatory action required.
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