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ROS | GENOMIC ALTERATION.

ROSI is an oncogene on Chromosome 6(6q22).

ROS | rearrangements are seen in 22 different malignancies.

In Non Small Cell Lung cancer(NSCLC) ROS| rearrangements are seen in |-2%

of all cases.

Typically seen in younger patients, never or light smokers and adenocarcinoma

subtype.

Rarely seen in large cell and squamous carcinomas too.




ROS| REARRANGEMENTS IN NSCLC
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some ALK tyrosine kinase inhibitors (TKIs).

NSCLC, non-small cell lung cancer.
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ROS POSITIVE LUNG CANCER

* The kinase domains of ALK and ROS1 share 77% amino acid identity within the ATP-
binding sites. Crizotinib binds with high affinity to both ALK and ROS1.

 Crizotinib inhibits ROS cell signalling and cell vitality in-vitro.
* Hence, Crizotinib was the logical first choice for ROS +ve lung cancer.
e Crizotinib has low activity in CNS.

e CNS is the first-and at times only-site of progression in ROS +ve lung cancer patients treated

with Crizotinib(almost 50%)

* Hence a search for treatment with better CNS activity was ongoing.




TRUST STUDY-TALETRECTINIB

* Taletrectinib (AB-106 / DS-6051b) is a next-generation, potent, CNS- penetrant, selective

ROSI tyrosine kinase inhibitor.

* The TRUST study is a multicenter, open-label, single-arm, Phase 2 study of Taletrectinib in

Chinese ROS|-positive NSCLC patients who are TKI -naive or previously treated with

Crizotinib.(n=109)




TRUST STUDY-TALETRECTINIB
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Demographic and Baseline Characteristics

ROS1 TKI-Naive CarEa - Total

Category N=67 (%) Fﬂﬁ;ﬁ;’ MN=109 (%)
Sex Bale 9% (41.8) 16 (38.1) 44 {40.4)

Female 38 (58.2) 25 (61.8) 65 (50.6)
Age (years) dedian {range) 54 (26, 75) 52 (3, 77) 54 (26, 77)
ECOG Performance 0 1 (16.4) 17 {40.5) 28 (25.7)
Status

1 56 (83.6) 25 (59.5) 81 (74.3)
Histodogical Subtype Adenocarcinoma B4 (95.5) 38 (90.6) 102 (93.6)

Souarmais CRrnDIma (1 (71} 3 (Z 8}

CAMCINGMEA

NSCLG, NOS 101.5) 0 1{0.3)
Stages Locally Advanced 8 (120} 2 (4.8) 0 19.2)

Metastatic 59 (88.1) 40 (95.2) 99 (20.8) ST
Prior Anti- TKI 0 42 (100.0) 42 (38.5)
e Y Chema 15 (22 4) 14 (33.3) 29 (26.6)

Othor T {10.4) 7 (E.7) 14 (12.8)

Brain Metastasis [\Fc—n-s e tS e E (18.3)
el o a0 (8a.a) 29 (B9.0) (81.7)




Efficacy in ROS1 TKI-Naive Patients

ROS1 TKI-Maive Patients (N=67)
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= The cORR was 92.5% (62/67), including
2 complete response (CR); DCR was
95.5% (64/67).
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Efficacy in Patients with Brain Metastases

£ a summaen (|20 ROS1-Positive NSCLC wi wurable Brain
5 an Lesions by RANO-B =12)

i IC-ORR {n/N) 91.7% (11/12)

i W [95% ClIl [61.5%, 99.8%]

B ogn| o,

£ a0 IC-DCR (n/M) 100% (12/12)

i y [95% Ci] [73.5%, 100%]
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& -HHF

and the IC-ORR |C-DCR wWere 91.7%
S and 100%, respectively,

Patient Case:

= A patient with ROS1-positive NSCLC and
brain metastasis with measurable brain
lesions, No prioe ROS1 TEI treatment,

» Near-complete disappearance of target
lesions in brain and lung after 12 weeks of
taletrectinib 600mg QD.

«  Continues to receive treatment with
confirmed PR.




Efficacy in Crizotinib-Pretreated Patients

7 8o sl 77 Crizotinib-Pretreated Patients (N=38)
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Safety Profile (Pooled Data)

The Most Common (215%) TEAEs (N=190)

Adverse Event TEAE TEAE TEAE TRAE
[(Preforred Term)  Any Grade (%) 2 Grade 3(%) Grade 4 (%) (%)
: Dose reduction- in 14.2%
Charrbes N7 | 61.G] 8 4.2) 0 107 { 56.3)
AsT increased IO | 55.8) I [ 7] o 102 ({ 53.7) Dose discontinuation-5.3%
AL T increased a4 { 49.5) 121 6.3) il G4 [ 49.5)
My S0 [ 47.4) 21 11 il B2 [ 43.2)
Viormiting B [ 45.3) 11 0.5) il 771 40.5)
Arnemia g | 27 4) G0 3.2 0 411 21.8)
Dizziness 35 ( 18.4) 0 0 27 (14.2)
o i
R 33 {17.4) 1{ O5) 0 30 { 15.8)
appetite
WEBC decreased 24 [ Th3) a4 21 i) 25 [ 14.7)
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SUMMARY

* Taletrectinib has an impressive overall response rate both in naive and Crizotinib pretreated
patients with ROS| rearrangement.

* It showed efficacy against Crizotinib resistant mutations viz. G2032R solvent front mutation.

* Intracranial disease control rate is 100% making it a very important drug for patients with
CNS disease/progression.

 Taletrectinib has highly selective ROS | inhibition, hence systemic side effects are significantly
less and mild.

* Global Phase Il study underway- will be interesting to see its efficacy and safety in a large
diverse population.
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