@ Xue Gao | xue.gao@novartis.com MSR143

MATCHING ADJUSTED INDIRECT COMPARISON KEY FINDINGS & CONCLUSIONS
OF ASCIMINIB VS FLU MATINIB AS FIRST'LINE « Asciminib demonstrated significantly higher odds of
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molecular response (EMR, MMR) vs flumatinib.

« Safety profile favored asciminib with a significantly lower risk

I N C H I NA of discontinuation due to AEs.

« ESS remained stable after weighting, supporting robustness

f the MAIC.
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Baseline Comparison Before and After Weight Adjustment

INTRODU CTI ON « Table 1 presents the key baseline variables from the ASC4FIRST and FESTnd trials, both before and
after weight adjustment in the IPD from the ASC4FIRST trial, to match the baseline variables of the

« Asciminib, an inhibitor specifically targeting the ABL myristoyl pocket, has demonstrated FESTnd trial for conducting MAIC.

superior efficacy and safety versus ATP-competitive tyrosine kinase inhibitors (TKIs) in newly Table 1. Aggregated baseline summary after IPD weight adjustment for asciminib and
diagnosed patients with Philadelphia chromosome-positive chronic myeloid leukemia in imatinib from ASC4FIRST with flumatinib and imatinib from FESTnd.
chronic-phase (Ph+ CML-CP) in the ASC4FIRST trial. ASCAFIRST Trial i““““““““““. """"" i
Flumatinib remains a China-exclusive second-generation BCR::ABL TKI and has not been | | ' Before Matching |  After Matching : ASSULE UiEL i
used as a comparator in the global, registration studies of asciminib. Baseline Variables i Asciminib  Imatinib i e T o et SR reraest SR i
Since no direct comparative evidence between these agents is available, we conc?cucted an Sample size i 200 100 i 184.78 62.56 | 196 197 i
hored matching-adjusted indirect comparison (MAIC) usin lent-level rom N | | - l
igCC4FIRST [2] angd ag;gregate data from FI;ESTnd([ﬂ to )e::mgtga:[:]ee :eIZti?/edea]}f?cac(:)y and AGE E 2200 >490 5 #9.59 +9.76 E #9.99 +9.99 i
safety of asciminib versus flumatinib in newly diagnosed CML-CP patients in China. T | D88 Digis | DieA 000 S L
PLATELET* - 391.00 386.00 ' 413.66 41817 1 414.00 417.00
WBC* 2500 3530 | 2425 2027 | 2400 2000
M ETH ODS *median values; **proportion
 An anchored MAIC [3] was performed using imatinib as the common comparator across the two Abbreviations: WBC: White blood cells
trials_ (Fig_ure 1). IndivIduaI patient QaIa (IPD) from AS(_34FIRST [2] were r_eweighed and matched RESU LTS
to align with the baseline characteristics of FESTnd using entropy balancing.
» Based on insights from clinical experts and data from publications, the key variables included as Efﬁcacy Outcomes:
clinically relevant prognostic factors and effect modifiers were age, sex, platelet count, and white « Compared to flumatinib, asciminib achieved significantly better efficacy as it was 1.95 times more
blood cell count (WBC). likely to achieve EMR at 12 weeks (95% CIl 1.05-3.73; p=0.0289) (Figure 3 and 4(a)).
» Weighting and Balance: To match the baseline characteristics of FESTnd patients, weights were * After MAIC, asciminib demonstrated significantly superior efficacy compared to flumatinib, with
applied to ASC4FIRST patients to create a pseudo-comparable population from ASC4FIRST [1] . patients being 1.79 times (95% Cl 1.17-2.75; p=0.0056) more likely to achieve MMR at 48 weeks.

Effective Sample Size (ESS) was monitored to assess weight stability; for asciminib, ESS was

. S . . . Figure 3. Summary of comparative analysis of efficacy outcomes
184.78 (7.6% reduction), indicating robust matching without extreme weights.
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Abbreviations: EMR: Early molecular response; MMR: Major molecular response.

Safety Outcomes:
« Asciminib achieved favorable safety-results compared with flumatinib as seen in both unadjusted and

Abbreviations: IPD: Individual patient data | » | adjusted rates of discontinuations due to AE (5.5%, 5.5% vs 10.2%, p=0.0231).
Note: Solid line represents direct comparison. Dotted line represents indirect comparison.
» The risk of discontinuation due to AEs was significantly less with asciminib, 71% lower than flumatinib
Outcomes and Analysis: (Figure 4 (b)).
Outcomes Figure 4. Summary of comparative analysis of efficacy and safety outcomes outcomes

Asciminib vs Flumatinib — Efficacy: EMR & MMR
 Efficacy: Early molecular response (EMR) at 12 weeks and major molecular response (MMR) at 48 (a) Asciminib vs Flumatini ey

weeks summarized as odds ratios (OR) with 95% confidence intervals were estimated.

MMR at 48w L O | OR 1.79 (95% Cl 1.17-2.75; p=0.0056)
. Safety:. DlscontlnueItlon dug to adverse evepts (AEs) at 48 weeks summarized as relative risk ratio EMR at 12w | ! } OR 1.95 (95% Cl 1.05-3.73; p=0.0289)
(RR) with 95% confidence intervals was estimated. ;
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 Distribution of weights assigned to individual patient records from the ASC4FIRST to align their
baseline variable summary statistics with the aggregated summary statistics of patients from the
FESTnd clinical trial is presented in Figure 2. Discontinuation

- X-axis shows the range of weights assigned to each patient and y-axis shows the frequency i.e., due to AE
number of patients who received each weight

- For asciminib, after weighing, the ESS was 184.78, showing only 7.6% reduction from original
sample, indicating stable weights and reliable matching (Figure 2 (a)). Favors Asciminib Favors Flumatinib

< >
- The weights for imatinib patients showed greater variability, yielding an ESS of 62.56, a 37.4%

reduction from the original sample (Figure 2 (b)).
_ o _ J P _ (Fig (b)) _ _ Note: For efficacy (OR), values >1 favor Asciminib; value <1 favor Flumatinib ; For safety (RR), values <1 favor Asciminib; value >1
« Weight distribution histograms confirmed balanced populations post-adjustment, and the ESS favor Flumatinib

stability supported the robustness of the analysis.
DISCUSSION

* By leveraging MAIC methodology, we addressed the absence of direct comparative evidence and
adjusted for key baseline differences between trials for comparative analysis.

(b) Asciminib vs Flumatinib — Safety: Discontinuation due to AE

RR 0.29 (95% CI1 0.10-0.84; p=0.0231
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Figure 2. Weight distribution histograms for analyzing ESS
(@) Asciminib (ASC4FIRST) vs Flumatinib (FESTnd) (b) Imatinib (ASC4FIRST) vs Imatinib (FESTnd)

100+ ; ESS: 184.78 304 ESS: 62.56  The results of this MAIC demonstrate a consistently favorable efficacy and safety profile of asciminib
! %Reduction: 7.61 . %Reduction: 37.44 : .
90- | : versus TKiIs like flumatinib.
807 « These results further support the positive risk/benefit profile of asciminib when used as a first-line
e ' o201 N treatment for CML-CP.
O 60- . _ O I
c Median = 0.89 c
S 50- ] LIMITATIONS
(] (]
& 407 i 10- Median = 0 55 Given the limited data there are limitations of the cross-trial comparison, hence the anchored MAIC
307 assumes conditional constancy of relative effects which can add to substantial bias in the
207 interpretation.
10+ . . . . . . . :
) . ' x 0 « Despite careful considerations, residual confounding from unmeasured variables; including, but not
069 089 109 199 149 043 093 143 193 243 2093 343 limited to, geographic and demographic differences between ASC4FIRST (global) and FESTnd
Scaled weights Scaled weights (China-only) may also influence this comparative analysis.
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