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Figure 1. Process of matching based on eligibility criteria in MAICs
- e CML is a rare blood cancer characterized by the BCR::ABL1 fusion protein’ e According to methods by Signorovitch et al.®’, unanchored MAICs were conducted to adjust individual patient-level data for asciminib

'}‘@A' Ehab Atallah, eatallah@mcw.edu « The current standard of care for CML-CP is TKls that target the ATP binding site of ABL1 from the ASCEMBL trial (follow-up: =96 weeks) to published aggregate data for comparator TKls (Figure 1)
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« Asciminib, the first BCR::ABL1 inhibitor to Specifically Target the ABL Myristoyl Pocket (STAMP), - Key comparator TKils included ponatinib (PACE?: patients with >2 prior TKIs), nilotinib (Giles et al. 2010°; Ibrahim et al. 2010'°), and (eg, ASCEMBL) aggf’ergif‘;%;’{:(ig,ySVACE)

dasatinib (Tan et al., 2019"; Rossi et al., 2013'4; Ibrahim et al., 2010)

M atc h N g - adj U Sted N d 14 Ct conm pa Fisons sustained superior efficacy and better safety and tolerability compared to bosutinib in the phase 3 @
_ - _ _ ASCEMBL trial (NCT03106779) in the week 24, 48, and 96 analyses®*® * The MAICs aimed to adjust for the following key prognostic factors: number of prior TKIs, resistance/intolerance to prior TKIs, cytogenetic 'R ’ﬂ\ ><
Of asScimini b VS Other terSI ne kl nase * With no head-to-head trials directly comparing asciminib to other TKls beyond bosutinib, there is a response status, number of mutations, ECOG performance score, age, gender and race e o e o
. S0 - - - - need to further clarify treatment recommendations for patients with CML-CP after >2 prior TKls * ESS was calculated to show the degree of overlap between the adjusted asciminib population and the comparator population. ’ﬂ\ 1‘ ’n ’ﬂ‘
N h i b ItO rs In th I rd - OF Iate - I Ine Ch golglfe * Thus, MAICs were conducted to compare the efficacy of asciminib with competing TKls in CML-CP - A large reductions in ESS after adjustment indicates very little overlap between the asciminib and comparator populations e o ><
- 1 3 - after failure of >2 TKls using week 96 follow-up data from ASCEMBL * MMR rates for asciminib were compared vs ponatinib (by 6 and 12 months) and dasatinib (by 6 months). CCyR rates for asciminib were ” ‘H\ ﬂ ‘H\
mye I Ol d Ie U ke mia In Ch golplfe p h dSe compared vs ponatinib (by 6 and 12 months) and pooled nilotinib/dasatinib (by 6 and 12 months)
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* Time-to-response curves for MMR and CCyR for asciminib vs ponatinib were digitized using WebPlotDigitizer (v4.5) to capture relevant data points IH\ ﬂ\ 1\ ﬁ ? 1\

Presenter: Kejal Jadhav * An additional sensitivity analysis was conducted, where it considered the removal of 13 ponatinib pre-treated patients from the ASCEMBL trial Patients with specific characteristics are excluded from the comparator study. IPD in the
reference study are removed to match the comparator study’s eligibility criteria
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* XQ%E%SB‘LV?S cI:aIc(L;I?:]ed atter me}ttchi?gdgnd id{;s“;‘g for select baseline characteristics reported both in the Figure 2. Comparison of cumulative MMR and CCyR by 6 and 12 months for asciminib (ASCEMBL) Asciminib vs dasatinib Asciminib vs pOOled hilotinib/dasatinib
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Ibrahim et al., 2010 (prospective observational study) N=26 Figure 3. Cumulative response curves for time to MMR and CCyR for asciminib (ASCEMBL) between post-adjustment asciminib and comparator
The results of these MAICs provide insights into the relative ASCEMBL -unadjusted N=103 vs ponatinib (PACE: patients with 22 prior TKIs) Challenges and limitations
. . . FA_ a) MMR, asciminib (including ponatinib pretreated patients) vs ponatinib b) CCyR, asciminib (including ponatinib pretreated patients) vs ponatinib
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healthcare decision-making * An ESS of 53 patients was obtained for asciminib after matching and adjustment of ASCEMBL (N=103) 3 i 5 conver%e when ag/counting tor all ’Jchese characteristics Tpl)werefors the present analyses aimed to balance
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: _t t t |t I TKI * There was no statlstlcally Slgmflcant difference fO.I’ C.;(?yR, by 6 m_opths _(RR: 1.1 1; 95% Cil: 0-81, 1-52) or a) MMR, asciminib (excluding ponatinib pretreated patients) vs ponatinib b) CCyR, asciminib (excluding ponatinib pretreated patients) vs ponatinib e Studies were eligible for inclusion in the MAICs if >75% of the study population were patients
resistant to muitiple S 12 months (RR: 0.97; 95% CI: 0.73, 1.28) for asciminib vs ponatinib. (Figure 2) . : : : - : .
T T ' 00 Time to MMR %07 Time to CCyR with CML-CP and >2 prior TKls and if baseline characteristics and outcomes for this target patient
e Removal of ponatinib pre-treated patients (ESS=38) showed that asciminib had significant improvements = s0- S s0- group were available to minimize heterogeneity. Thus, some studies reporting on mixed study
in MMR by 6 (RR: 1.68; 95% CI: 1.10, 2.55]) and 12 months (RR: 1.72; 95% CI: 1.20, 2.45) and numerical °§‘ .. _— 3 0. /I/ populations with patients with >2 prior TKils, such as BYOND and OPTIC, could not be included in
improvements in CCyR by 6 (RR: 1.15; 95% CI: 0.84, 1.59) and 12 months (RR: 1.03; 95% ClI: 0.78, 1.36) > J‘J o the analysis
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vs ponatinib (Figure 2) S P S e Comparisons with nilotinib and dasatinib were informed by three retrospective studies with small sample
e Post-adjustment asciminib had favorable results for times to MMR (by 6 and 12 months) and CCyR g r N g2  pecimin GOy sizes (range: 24 to 39 patients)
by & months) vs ponatinib (Figure 3) i oo 5+ S I 5?52?"3 * Although safety and tolerability are key factors in choice of treatment for patients with patients with
e Removal of patients pre-treated with ponatinib showed that post-adjustment asciminib had favorable T T o 3 4 5 O o e 4 8 e CML-CP and >2 prior TKIls, MAICs are unsuitable for comparing these outcomes because predictive
results for times to MMR and CCyR by both 6- and 12-months vs ponatinib (Figure 3) Time (Months) Time (Months) factors for AEs are not yet established, and AE definitions greatly vary across studies
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