POSTER # 2825

Quality-adjusted Time Without Symptoms of Disease or Toxicity (Q-TWIST) of
Ponatinib Versus Imatinib, Administered in Combination with Reduced-Intensity Chemotherapy,
In Patients with Newly Diagnosed Philadelphia Chromosome-Positive Acute Lymphoblastic Leukemia

Ajibade Ashaye, MD, MBA, MPH, MSc', Ling Shi, PhD?, Ibrahim Aldoss, MD?3, Pau Montesinos, MD, PhD#, Pankit Vachhani, MD>, Cristina Papayannidis, MD, PhD®, Jessica T. Leonard, MD’, Maria R. Baer, MD3, Jose-Maria Ribera, MD, PhD?,
James McCloskey, MD', JianXiang Wang, MD", Sujun Gao, MD'%, Deepali Rane, MBBS, MPH?', Shien Guo, PhD?

'"Takeda Development Center Americas, Inc., Cambridge, MA, USA; 2Evidera/PPD, Wilmington, NC, USA; 3City of Hope National Medical Center, Duarte, CA, USA; *Hospital Universitari i Politécnic La Fe, Valencia, Spain; ®University of Alabama at Birmingham, Birmingham, AL, USA; SIRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ematologia “L. e A. Seragnoli,” Bologna, Italy; “Oregon Health and Science University, Portland, OR, USA;
8University of Maryland Marlene and Stewart Greenebaum Comprehensive Cancer Center, Baltimore, MD, USA; °ICO — Hospital Germans Trias i Pujol, Josep Carreras Leukaemia Research Institute, Badalona, Spain; "®Hackensack University Medical Center, Hackensack, NJ, USA; "Institute of Hematology & Blood Diseases Hospital of CAMS & PUMC, Tianjin, China; '?The First Hospital of Jilin University, Changchun, China

Background

* In the phase 3 PhALLCON trial, ponatinib + reduced-intensity chemotherapy
(chemo) demonstrated superior efficacy vs. imatinib + chemo in patients with
newly-diagnosed Philadelphia Chromosome-Positive Acute Lymphoblastic
Leukemia (Ph+ ALL)." At the end of induction, patients taking ponatinib had:

— A higher minimal residual disease-negative complete response rate (primary
endpoint)’

— Longer progression-free survival (PFS)’

— Comparable rates of grade 3—4 treatment-emergent adverse events (TEAES)
vs. those taking imatinib’

* For clinicians and patients to make informed treatment decisions, it is important to
understand whether the longer PFS and thus longer time on treatment with
ponatinib came at the cost of more TEAEs and worse quality of life.

Objective

» To evaluate the net clinical benefits of ponatinib + chemo vs. imatinib + chemo,
considering jointly the benefits of prolonged PFS and the possible impact of
treatment-related toxicities on quality of life.

Study design and participants

« We conducted a post-hoc quality-adjusted time without symptoms of disease or
toxicity (Q-TWIiST) analysis?* based on PhALLCON.'

* In PhALLCON, adults (age =218 years) with newly-diagnosed Ph+ ALL were
randomized 2:1 to receive ponatinib + chemo or imatinib + chemo through twenty
28-day cycles, split into induction (cycles 1-3), consolidation (cycles 4-9), and
maintenance (cycles 10-20) phases.! Following cycle 20, patients continued with
single-agent ponatinib or imatinib.’

« This analysis used data from PhALLCON start through August 12, 2022, the data
cutoff used in the primary endpoint analysis.’

Q-TWIiST method and base-case analysis

« Each patient’s survival time in the study was partitioned into three mutually
exclusive health states (Table 1).

« Q-TWIiST was calculated by weighting time in each state by the utility value for
that state (Table 1).56

« Gains in Q-TWIST were calculated for ponatinib relative to imatinib. A relative Q-
TWIST gain of 210% was considered clinically important.”

Results

Baseline characteristics

 The Q-TWIST analysis included all 245 patients who were
randomized in the PhALLCON trial (Table 2).

« Demographics and baseline disease characteristics were
generally balanced between arms (Table 2)."

Table 2. Baseline characteristics

Ponatinib Imatinib
(n=164) (n=81)

Age in years
Median (range) 54 (19-82) 52 (19-75)
>60 37% 37%
Female 95% 93%
Extramedullary disease 6% 4%

Cardiovascular comorbidities
>1 56% 64%
>2 28% 33%

Base-case analysis

 Mean TWIiST was longer with ponatinib than imatinib by 214
days (95% CI: 70, 359 days; p=0.004) (Figures 1-2).

 Mean Q-TWIiST was longer with ponatinib than imatinib by 113
days (95% CI: 22, 203 days; p=0.015) (Figure 2).

* The longer Q-TWIST with ponatinib was driven by significant
improvements in TWIST and relapse with ponatinib relative to
imatinib and accounted for the slight numeric increase in
duration of toxicity with ponatinib (p=0.228) (Figures 1-2).

* The relative Q-TWIST gain was 10.98%, exceeding the pre-
specified threshold of 10% for clinical meaningfulness.

Threshold sensitivity analysis

« Q-TWIST gains with ponatinib, relative to imatinib, were positive
for all possible combinations of toxicity and relapse utility values
(Figure 3).

* When the relapse utility was less than approximately 0.47,
Q-TWIST gains with ponatinib over imatinib were statistically
significant for all toxicity utility values examined (Figure 3).

Base case results

Figure 1. Partitioned survival curves for ponatinib and imatinib. Figure 2. Duration of each health state and Q-TWiST.
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With ponatinib, relative to imatinib...

Absolute Relative

TWIST Relapse Toxicity Q-TWIST Q-TWiST

gain +113 days® gain +10.98%

+214 days** —176 days * +19 days (n.s.)

Values are estimated at the maximum follow-up timepoint (1247 days). Asterisks in Figure 2 and summary graphic indicate significant differences between ponatinib and imatinib: *: p<0.05; **: p<0.01. Abbreviations: Cl, confidence interval; n.s., not significant; OS, overall survival; PFS, progression-free survival; Q-TWiST,
quality-adjusted TWIST; TWIST, time without symptoms or toxicities.
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