Poster CML 532 Introduction

@ - e TKiIs that inhibit BCR::ABL1 are the standard of care for adult and pediatric patients with CML-CP'- e CML accounts for 2% to 3% of leukemias in children <15 years old and 9% in adolescents aged e Here, we present the ongoing ASC4KIDS phase 1b/2 trial (NCT04925479) evaluating the PK and safety
Nobuko Hljlya’ nh2636@cumc.columbia.edu 15 to 19 years old’ profile of asciminib in pediatric patients to identify a safe pediatric formulation dose

- 6 TKls are approved in Europe for adults: imatinib, dasatinib, nilotinib, bosutinib, ponatinib,
and asciminib*® e Growth retardation in the pediatric population has been reported with imatinib, dasatinib, and nilotinib™-'2

ASC4KI DS: A mUIticenter, Open-label, - 3 TKIs are approved in Europe for pediatric patients: imatinib, dasatinib, and nilotinib”? e The longer life expectancy of pediatric patients likely necessitates longer exposure to TKls, which can
p h ase 1 b/2 Stu dy to d ete rm i n e increase the risk of morbidities and decrease quality of life'

the dose and safety of asciminib

In pediatric patients with chronic
myeloid leukemia in chronic phase

Asciminib overview Study design and methods

(C M L_ C P) e Asciminib is approved in the following countries/regions: o ASC4KIDS is a phase 1b/2 multicenter, open-label, single-arm study to determine the appropriate dose e Study objectives and endpoints are summarized in Figure 4
- In the US, for the treatment of adults with Ph+ CML-CP previously treated with >2 TKils (at 40 mg of asciminib (pediatric formulation) in pediatric patients aged >1 to <18 years with Ph+ CML-CF, who are e Key eligibility criteria are summarized in Table 1
BID or 80 mg QD), as well as those with Ph+ CML-CP and the T315I mutation (at 200 mg BID)™ resistant to or intolerant of >1 prior TKI (Figures 3a and 3b) _ o _
. . . . 5 14 e In the adult f Iati dol t patient iahing >40k | : iminib 40 BID Figure 4. Study objectives and endpoints
Presenter: Andrea Damon _ In the EU, for the treatment of adults with Ph+ CML-CP previously treated with >2 TKIs (at 40 mg BID)® n the adult formulation group, adolescent patients, weighing >40kg, will receive asciminib 40 mg
— In other countries including the United Kingdom and Switzerland (see local prescribing information for under fasting conditions and can switch to the pediatric formulation once part 1is complete 1 % iy PX oorormctons o ascimint
’ : 5 : S 4 specific indications)5:5 e |n the pediatric formulation group, patients will receive body weight—-adjusted pediatric asciminib BID diatric pationt ,e e gpe oo e _ AUC,__ and AUC, .

Nobuko HU lya, Mallorie Heneghan’ Shruti KapOOr’ Vishal Dhamal’ (in parts 1 and 2) or QD (in part 3) doses with food the ::e:iilz'iac?:rriuvl\gtion §3sla(iﬁ£f§3 .l.tftr;? *  Secondary PK parameters of asciminib

. - - . . . . . . . . imini = Coe Thax Ctrouh
Matthias Hoch,> Laurence Descamps,® Ana Paula Cardoso,’ Novel mechanism of action ~ In part 1 (dose determination), 4-6 participants will be enrolled to determine the dose of asciminib t0 40 mg BID in adult pationte (in & fastod state) o Tt 81 G
Jessica Pollard’ e Asciminib is a potent and specific allosteric inhibitor of BCR::ABL1 that works by Specifically Targeting the comparable to adults taking asciminib 40 mg BID under fasting conditions. The initial starting dose will
- ABL Myristoyl EOCket (STAMP) (Figure 1)16'18 be based on bOdy Welght and administered BID with food 2 Secorwlaryolojec:tiwas— Endpoints to achieve this goal
'Columbia University Irving Medical Center, New York, NY: 2University of Utah, Salt Lake City, UT: 3Novartis — Asciminib’s specificity is intended to avoid off-target effects from inhibition of other kinases, potentially ~ In part 2 (cohort-expansion BID), 20 participants will be enrolled including participants from part 1. 1O assess phar-rr‘amdy?amic- markers of . Hema.t OIOgl.C ane mOIGCUIa.r.reSponseS - |

: : » : : . e : _ s Participants will receive the dose determined in part 1 BID asciminib’s anti-leukemic activity e Questionnaire on acceptability and palatability after the first dose
Pharmaceuticals Corporation, Bast Hanover, NJ; Novarts Healtheare Private Limiled, Hyderabad, Indie; Novartis leading to reduced toxicity P P To assess acceptability and palatability of the and after 4 and 52 weeks
nstitute for BioMedical Research, Basel, Switzerland; ®Novartis Pharma SAS, Rueil-Malmaison, France; "Dana-Farber . . . . - In part 3 (cohort-expansion QD), 10 patients will be enrolled to receive the same total daily asciminib BT el EL . i i i
Boston Children’s Cancer and Blood Disorders Center, Boston, MA - Targeting this novel site may help overcome resistance to approved TKls doFs)e A i(n oart 2 bu'?[ given gD) P 4 To assess the safety and tolerability O TEAES and other safaty data 25 considered approprits,
of asciminib, including long-term safety including growth and sexual maturation assessments

Figure 1. Asciminib Specifically Targets the ABL Myristoyl Pocket (STAMP) Figure 3a. ASC4KIDS study design

4-6 patients from either
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Normal Conditions In CML In CML With Asciminib
http://bit.ly/HijiyaCML532 nactive ABLY Constituively active BCR:ABL1 Inactive BOR:ABL formulggg: arou —— :
- Wi -terminus dinding WIth 10SS OT N-terminus WIth ascimini INaing reatmen ura ion: years i ] o ] ]
Scan to obtain: o - o ——— >14 to <18 years’ , : Table 1. Overview of eligibility criteria
e Poster Copies of this poster obtained through Quick Response (QR) ATP-binding site - . Displaced BCR . target the Asciminib 40 ma BID under | |
code are for personal use only and may not be reproduced BCR N-terminus - % ATP-binding site g Bib U ! Can switch to pediatric formulation after completion of part 1 | . : L . -
without permission of the authors . ~ B - - fasted conditions l i Key inclusion criteria Key exclusion criteria
. _ _ e ) 6 v '
- ~  Myristoylated i . . .
g & g . N-terminus B C . .. . | e Pediatric formulation group: >1 and <18 years of age
- 3.~ Kihase! ABL1 58 ABL1 Pediatric Dose determination Dose expansion ! _ _ . |
P W . : lati | e Adult formulation group: >14 and <18 years of age and e Known presence of the T315] mutation prior to study entry
PR Sy 2 - L Asciminib ormulation group Part 1¢ | body weight of >40 kg at study entry
» Myristoyl pocket " | Asciminib targets the >1 to <18 years® 1.3 ma/ka BID Part 2 Part 3 i _ | | .
Myristoyl pocket yristoyl p myristoyl pocket > MY/kg Expansion cohort BID regimen Expansion cohort QD regimen [l e Prior treatment with >1 TKI e Known second CML-CP after previous progression to AP/BC

Native ABL1 is tightly regulated by the In the BCR::ABL1 fusion protein, the ABL1 Unlike ATP-competitive TKis, by Specifically

e Treatment failure (adapted from the 2020 ELN guidelines)

® Previous or planned intention to undergo hematopoietic

interaction of its N-terminus with the N-terminal region is replaced with BCR, and this Targeting the ABL Myristoyl Pocket (STAMP), Asciminib (mini-tablets) . _ . .
- myristoyl pocket, which helps regulate loss results in a constitutively open/active asciminib restores inhibition of BCR::ABL1 age- and body weight-ad- | Fm:;lt anIaIyS|s or mtolergnc? of the most recent TKI therapy S TS stem cell transplantation
C O n c I u S I O n S and control cell proliferation in the conformation leading to uncontrolled preventing unregulated cell proliferation? ustics) come BT n=20 (10/age category) ap aet';e?:t of screening
bone marrow6:19-2! roliferation of immature abnormal blood cells®* : I : : : : : : C :
. i with food ! completes * Evidence of typical BCR::ABL1 transcripts at screening e Cardiac or cardiac repolarization abnormality
n=30 (15/age category) week 260

. e History of acute pancreatitis within 1 year of study entry or
e Performance status at screening:

= S o - - = = | im PK and saf | im PK and saf Pri lysi Primary analysis combined I ' I 1t
Asciminib efflcacy and safety in adults with CML-CP after >2 Prior TKls b analysis 1 i analysis 2 - 'BID regimen BID and QD regimens — Karnofsky >50% for patients >16 years of age Ir?nes;zldhgr ?:ﬁ;ﬁs:zn; Z?snece:sezt’:::t may significantly
After =4 patient After last patient in After last patient After last patient from QD part : ¢
‘ i The ongoing ASC4KIDS study will support the development of asciminib for e |In the phase 3 ASCEMBL study, asciminib 40 mg BID demonstrated significantly superior efficacy and are ovaluable eachegrc?jppcaoripleted completed week 52 ” comploted week 52 — Lansky >50 for patients <16 years of age alter the absorption of study drug
oediatric patients (>1 to <18 years old) with Ph+ CML-CP (without T315I) and better safety and tolerability compared to bosutinib 500 mg QD in adults with CML-CP after >2 prior TKils cey S8 part <
res|stant tO or mtolérant Of >1 pr|or TKI (Figure 2)23,24 2 Patients must weigh >40 kg; ? At least 15 participants will be enrolled in each pediatric formulation age group, for a total of at least 30 patients; “Part 1 may be conducted multiple times to refine dose by exposure.
e Asciminib was administered in the fasted state (defined as without food for 2 h before and 1 h after Figure 3b. Decision tree for parts 1, 2, and 3 C u rre nt Statu S

taking asciminib)’s

The PK profile of asciminib in pediatric patients will be characterized with Part 1: Dose determination

. . L . . - : e Enrollment into ASC4KIDS is ongoing for parts 1-3
the goal of identifying the pediatric formulation dose in a fed state that Figure 2. Efficacy and safety results from the phase 3 ASCEMBL study>* ) — . - - .
Ieadgs o asciminigefposu'rge comparable to 40 mg BID in adult patients Recruitment with aim to have 4 to 6 evaluable patients at the initial dose for interim PK and safety analysis e As of 22 May 2023, 4 and 6 patients, respectively, have been enrolled in the adult and part 1-pediatric
(in a fasted state) / Asciminib had superior efficac Asciminib had fewer AEs and fewer formulétlon grouPS | | | | |
O up y treatment discontinuations due to AEs 2 DLTs in the first 2 patients e The estimated primary completion date is September 14, 2026, and the estimated study completion date is

October 4, 2030
e 30 study sites in the 14 countries shown in Figure 5 are participating

The results of this study will be used to support extrapolation of asciminib MMR rates at weeks 24 and 96 Overview of AEs by week 96

data from adults to the pediatric setting Continue recruitment until

B Asciminib (n=157) Bl Bosutinib (=76) B Asciminib (n=156)° B8 Bosutinib (n=76) >4 evaluable patients? SESUIME S Eliee

Figure 5. Participating countries

A : .. Ahili £ : ] Interim PK and safety analysis 1
Asciminib, the first BCR::ABL1 inhibitor to work by Specifically Targeting the o,  Primary 50 - Key secondary 80 - 50 - .
. . : endpoint endpoint PK comparable with 40 mg BID in adults using Refine the dose
ABL Myristoyl Pocket (STAMP), has the potential to overcome resistance to ~dult formulation®
TKls and minimize AEs as a prospective new treatment option for pediatric 40 - 40 - 60 - 40 -
. . (=) A (=)
patients with CML-CP =5 X
@ 30- 30 - .. % 30 - Part 2: Cohort expansion BID regimen
= : 21.7% £ 40-
) () : : : .
B 20 - 12 29, 20 - - 20 - Enroll 220 patients, including those who were included
o £ 70 v in part 1. There will be 10 patients per age group: 1 to
20 - <12 years and 12 to <18 years : )
10 A 10 - 10 - Part 3: Cohort expansion QD regimen¢
0 - 0 - 0 - 0 - Interim PK and safety analysis 2 Af - :
. : , = _ urther 10 participants will be enrolled to make
Week 24 Week 96 Grade 23 AEs AII-grade AEs |ead|ng Review of safety profile of asmmwb and prellmlnary 5 toF’:aI of 20 study participants
to discontinuation assessment of the PK and the primary endpoint of (5 per age group: 1 to <12 years, and 12 to <18 years)
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