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BACKGROUND

* ROS1 fusions are detected in 1-3% of patients with NSCLC, and treatment with ROS1 TKis is standard of care.1
— However, currently approved ROS1 TKIs are limited by their ability to address drivers of disease
progression and to support long-term tolerability at therapeutic doses.
— Of note, CNS adverse events associated with off-target TRK inhibition and Gl toxicities have been
observed.

« Zidesamtinib, a ROS1 TKI designed to have activity against ROS1 resistance mutations, penetrate the CNS, and
have selectivity for ROS1 over TRK, is approved by the FDA for the treatment of adult patients with locally
advanced or metastatic ROS1+ NSCLC who received a prior ROS1 kinase inhibitor.*

ARROS-1 STUDY DESIGN & POPULATIONS

ARROS-1 DESIGN AND PRO METHODS
* ARROS-1 is a global, single-arm, first-in-human Phase 1/2 clinical trial of zidesamtinib in advanced ROSI-positive
(ROS1+) NSCLC and other solid tumors (NCT05118789).
* PRO data were collected using the EORTC QLQ-C30 questionnaire; analysis focused on scores for all functional,
symptom, and global health domains and key neurocognitive (concentration, irritability, memory) and G|
(nausea, vomiting, constipation, diarrhea) items.

* Score changes from baseline were summarized for 28-day cycles throughout the first year of treatment with
zidesamtinib

+ 327 patients with advanced ROS1+ NSCLC treated with zidesamtinib contributed PRO data and were included
in the analysis.

PATIENT CHARACTERISTICS & TREATMENT HISTORY
« 264 pts were ROS1 TKI pretreated +/- chemo [range 1-5 prior ROS1 TKIs], of which 133 had received only
prior crizotinib or entrectinib (1 prior C/E) +/- chemotherapy. 63 additional patients were TKI-naive
+/- chemotherapy.

- ROS1TKI Pre-Treated 1 Prior C/E TKI-Naive
N=264 N=133 N=63
Age, median (range) 57(26-84) 58 (30 -84) 58 (26 -81)
Female 160 (60.6%) 82 (61.7%) 36(57.1%)
Never smoker 175 (66.3%) 90 (67.7%) 36 (57.1%)
Geographic Region
Asia Pacific 114 (43.2%) 66 (49.6%) 23(36.5%)
Europe 92 (34.8%) 43(32.3%) 15 (23.8%)
North America 58 (22.0%) 24 (18.0%) 25(39.7%)
ECOG PS
0 116 (43.9%) 60 (45.1%) 40 (63.5%)
1 148 (56.1%) 73 (54.9%) 22 (34.9%)
>1 0(0%) 0(0%) 1(1.6%)
Brain metastasest 141 (53.4%) 73 (54.9%) 14(22.2%)
Secondary ROS1 G2032R mutation 51(19.3%) 16 (12.0%) 0(0.0%)
"Brain metastases at baseline per BICR
Ty PRO Analysls P;pulatlon
Prior anticancer therapy, median (range) 1(1-6)
Prior chemotherapy 165 (50.5%)
TKI naive. 63 (19.3%)
Prior ROS1 TKIs + chemotherapy. 264 (80.7%)
1 prior (crizotinib or entrectinib) 133 (40.7%)
Crizotinib 86(64.7%)
Entrectinib 47(35.3%)
1 prior (lorlatinib, repotrectinib or taletrectinib) 11(3.4%)
22 prior 120 (36.7%)
Lorlatinib, repotrectinib, or taletrectinib 99 (75.6%)
Lorlatinib 66 (60.0%)
Repotrectinit 37(33.6%)
Taletrectinib 18 (16.4%)

ATable 1. ARROS-1 PRO Analysis Population All data shown as n (%) unless otherwise specified
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QLQ-C30 GLOBAL HEALTH STATUS/QOL SCORES: CHANGE FROM BASELINE RESULTS

CHANGE IN QLQ-C30 GLOBAL HEALTH STATUS/QOL SCORES OVER TIME
from baseline in

Each of the TKI pre-treated, TKI pre-treated (1 prior C/E), and TKI-naive i imp

mean Global Health Status/QolL scores after one month of zidesamtinib treatment (Cycle 2) (Figure 1).

« Improved mean scores were seen through one year (Cycle 13) across each population — no worsening in
QLQ-C30 Global Health Status/Qol was observed at the population level.

= The level of improvement seen in the TKI pre-treated (1 prior C/E) and TKI-naive populations exceeded the established threshold
(>10 points) for clinically meaningful improvement at multiple monthly cycles throughout the first year of zidesamtinib treatment.

— TKI pre-treated (1 prior C/E) ion di d clinically i I imp! in mean Global Health Status/QolL
scores at Cycles 2, 3, 6, and 13.
— TKl-naive | d clinically i | imp! in mean Global Health Status/Qol scores at Cycles 2, 3,

and 8 through 11.

SUMMARY OF CHANGE
Each of the TKI pre-treated, TKI pre-treated (1 prior C/E), and TKI naive i ! | ! ly high baseline
functioning and low symptom burden; these levels were generally maintained or improved during the first year of zidesamtinib
treatment (Table 2).

* The TKI pre-treated i intained a | ly high baseline GHS/Qol (60.4; range of mean change from baseline from
Cycle 2 to Cycle 7: +7.3 to +10.1; range of mean change from baseline from Cycle 2 to Cycle 13: +5.1 to +10.1).

— Functioning scores were high and largely maintained or improved across monthly cycles
— Besides a slight increase in mean constipation levels at Cycle 7, levels of key symptoms were low at baseline and were further
reduced across monthly cycles; mean improvement in appetite loss at Cycle 7 was clinically meaningful.
The TKI pre-treated (1 prior C/E) i intained a mod ly high baseline GHS/Qol (61.3; range of mean change from
baseline from Cycle 2 to Cycle 7: +8.6 to +11.9; range of mean change from baseline from Cycle 2 to Cycle 13 : +6.2 to +14.7).

— Functioning scores were high and largely maintained or improved across monthly cycles
— Besides a slight increase in mean constipation levels at Cycle 7, levels of key symptoms were low at baseline and were further
reduced across monthly cycles; mean improvement in appetite loss at Cycle 7 was clinically meaningful.
The TKI naive i intained a mod
Cycle 7: +7.0 to +11.4; range of mean change from baseline from Cycle 2 to Cycle 13: +5.0 to +12.8).

ly high baseline GHS/Qol (64.3; range of mean change from baseline from Cycle 2 to

— Functioning scores were high and largely maintained or improved across monthly cycles
— Levels of key symptoms were low at baseline and were largely further reduced across monthly cycles; mean improvement in
fatigue and appetite loss at Cycle 7 was clinically meaningful.

¥ Figure 1. Descriptive Mean Change from Baseline in QLQ-C30 Global Health Status/QolL Score Across First Year of Zidesamtinib Treatment
For the Global Health Status/Qol scale, higher scores indicate better quality of life and function. Dashed horizontal lines reflect thresholds of clinically meaningful change (>10-point change); dotted horizontal lines
reflect thresholds of minimal change (5-10-point change)/ At Cycle 7, approximately 50% of each baseline sample remained on-study and had available PRO data
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¥ Table 2. Mean Baseline Scores and Mean Change from Baseline in Select QLQ-C30 Scores
All Scores are mean or mean change from BL. All scores range from 0-100. For Functional scales, higher scores indicate better quality of life and function, and positive change scores indicate improvement. For Symptom
scales, lower scores indicate lower symptom levels and negative change scores indicate improvement. A change of 10 points or more is considered the threshold for clinical meaningfulness.

TKI Pre-treated (N = 264)

TKI Pre-Treated (1 prior C/E) (N =133)

TKI-Naive (N = 63)

CLINICALLY MEANINGFUL CHANGE IN QLQ-C30 GLOBAL HEALTH STATUS/QOL
In each of the TKI pre-treated, TKI pre-treated (1 prior C/E), and TKI naive populations, the majority of patients maintained or
improved baseline score at each monthly cycle during the first year of treatment (Figure 2).

+ A 210-point change in a score was used as the Id for clinical
= Higher scores on the Global Health Status/Qol scale reflect better quality of life

— >10-point increase in score indicates meaningful improvement in global health status/QoL

— >10-point decrease in score indicates meaningful worsening in global health status/QolL

— A change in score <10-points indicates no change or maintenance in global health status/QoL
In the TKI pre-treated population, 30.2-41.6% of patients d i clinically ingful imp
Status/Qol scores; 40.2-48.2% had no change, and 12.9-23.1% experienced worsening.
In the TKI pre-treated (1 prior C/E) population, 32.2-46.1% of patients demonstrated clinically meaningful improvement in their Global
Health Status/Qol scores; 38.1-50.9% had no change, and 10.4-21.6% experienced worsening.
In the TKI naive population, 30.0-47.5% of patients d clinically ful improvement in their Global Health Status/QolL
scores; 36.8-50.0% had no change, and 6.3-20.0% experienced worsening.

in their Global Health

CONCLUSIONS
Patients treated with zid inil intained or imp ] their y high baseline levels of fi and low
symptom burden, without ing neur: itive or Gl adverse events, as measured by the QLQ-C30

* No consistent worsening was observed with zidesamtinib treatment for all key neurocognitive and Gl symptoms and aspects
of HRQoL.

* A higher proportion of patients consistently showed clinically meaningful improvement (210 points; 30.0-50.0%) than
deterioration (6.3%-23.1%) in Global Health Status/QolL scores in each PRO analysis population across each monthly cycle
during the first year of treatment.

« TKI pre-treated (1 prior C/E) patients demonstrated clinically meaningful improvements in mean Global Health Status/QoL
scores at Cycles 2, 3, 6, and 13.

£l

* TKI-naive patients d improvements in mean Global Health Status/QoL scores at Cycles 2, 3,

and 8 through 11.

d clinically

BL Score Ch;:'g 'c'.,""' Change from BL, Change from BL, BLScore Ch;{'g@' 2’;'" Change from BL, Change from BL, BL Score Ch;["@', 'c'.,""' Change from BL, Change from BL,

=263) (GO0 Range(C2C7)  Range(2€13) (N=132) (o Range(2C7)  Range(C2C13) (N=63) () Ramge(c2.C7)  Range(C213)
FUNCTIONAL SCALES
GHS/Qol 60.4 7.3 73,101 51,101 613 9.1 86,119 62,147 64.3 9.0 70,114 50,128
Physical 77.0 4.2 40,49 20,67 78.9 5.1 3.3,59 -0.0,9.0 80.1 3.8 1.9,9.4 07,94
Role Functioning 70.6 4.1 41,76 28,76 74.0 5.6 53,64 13,99 75.1 8.1 35,115 -5.0,11.5
Cognitive Functioning ___ 84.0 1.7 17,06 4.9,-06 85.0 0.5 -0.5,05 0.7, 4.0 86.2 2.3 23,32 23,32
SYMPTOM SCALES
Fatigue 35.2 -7.4 9.5,-7.4 9.5,-2.7 320 -7.1 -89,-6.3 -89,-1.7 326 -13.8 -14.5,-11.3 -17.5,-11.3
Nausea 122 6.3 74,10 91 5.2 6.7,5.0 67,08 10.1 45 -7.0,00

as defined by Osoba et al.® Vomiting 28 37 41,13 41,09 28 26 26,13 26,16 32 0.0 35,10

Appetite Loss 18.9 -14.4 -14.6,-12.4 -14.6,-10.5 18.2 -15.1 -16.2,-12.0 -16.2,-11.4 20.6 -14.4 -15.4,-6.7
Constipation 19.7 2.6 02,26 02,29 18.6 2.1 -1.6,2.1 -1.6,3.3 11.6 -0.9 -4.4,10.7 -4.4,10.7
Diarthea 87 32 5.4, 0.5 -5.4,12 6.1 05 255,08 25,32 53 09 2.3,09 100,09

¥ Figure 2. Proportion of Patients with Clinically Meaningful Change on the QLQ-C30 Global Health Status/Qol in the TKI Pre-Treated, TKI Pre-Treated (1 Prior C/E), and TKI Naive Populations
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