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Anladikca Hedefledikce Akciger Askimiz Biraz Daha Artti
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Yontemlerde Gelisme Klasik = Az Materyal Az Yontem

Hedef-> Coklu Sonuc

Tissue Biopsy Specimens quu"ld. Biopsy
Variant Type Specimens
IHC FISH 1 PCR2 NGS?3 PCR 2 NGS 2
EGFR mutations (sensitizing and T790M) — — oo oo oo’ oo
Established ALK ﬁlsio‘ns 5 oo o ° oo . oo
Targets ROS1 fusions S oo ° IS . oo
NTRK fusions S oo . oe — °
BRAF mutations o6 J— oo 'Y oo Y
EGEFR exon 20 insertions — — ° oo . oo
EGFR resistance mutations (excluding T790M) — — oo oo oo oo
MET exon 14 skipping mutations — — e o ° ™
KRAS G12C mutation —_ — oo oo e oo
HER?2 mutations — — oo oo . o
U,II,’ dated RET fusions — oo . S . °
I z;rgt.et MET amplification -7 oo — .o — .
nclusion ALK mutations —_ — ' ) . oo
ROS1 mutations —_ — oo oo ™ oe
BRAF fusions — oo — ) — .
MET fusions — oo — oo — °
NRGI fusions 7 Y — e — .

1 FISH using break-apart probes is not informative regarding the specific fusion partner. 2 PCR will not detect unknown or novel fusion partners. For EGFR
exon 20 insertion mutations, PCR only detects a small number of the known insertion mutations. 3 Limitations are capability and sensitivity of NGS assays. 4
ddPCR is a suitable method 5 Oncogenic fusions resulting from gene rearrangements. 6 For V600E variant.7 IHC assays are in development.

*: lower clinical utility. *=: higher clinical utility.



Genel Sag kalim: Mutasyon Varligi ve Tedaviye Gore

Driver mutasyonu olan ve hedefli
tedavi alan hastalarda OS 3.5 yil
iken almayanlarda 2.4 yil.

Driver mutasyonu olmayan
hastalarda ise OS 2.1 yil.

Median OS sureleri

EGFR+ hastalikta 30-39 ay (KT kombine
52 ay)

ALK+ hastalikta 100 ay
ROS1+ hastalikta 52 ay
BRAF + hastalikta 25 ay
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Sagkalim olasihigl

024

Hedefe yonelik
t

Hedefe yonelik
tedavi

edavi yok

Log-rank P<.001

0

Riskli hasta sayis| 0
Onkojenik stirtictist olan hastalar
Hedefe yonelik tedavi almayan 318
Hedefe yonelik tedavi alan 260

Onkojenik stiriclisti olmayan hastalar 360

: ¢ Stire (yil) ? " ?
205 110 64 43 20
225 143 72 36 23
250 122 5% 36 23

Journal of Clinical Oncology 2013 31:15_suppl, 8019-8019




Exon 19 deletion

Exon 20 Insertion

Exon 19/L858R — 85% -, osimertinib, osi/chemo, Amivantamab/lazertinib
G719X, L861Q, S768I — 8-10% - afatinib, osi (off label)
Exon 20 - 5-7% - Amivantamab/chemo; second line TKIs




EGFR Mutasyonu Pozitif Hastalarda Osimertinib

EGFR T790M Patients (AURA EGFR TKI Naive Patients
3) - at resistance! (FLAURA)

No.of  Median Progression-free Survival

Patients (95%CI)
w310 - mo

T R '::zgl':: & Osimertinib 279 189 (15.2-214)
p Patients gSurvivaI 5 03 Standard EGFR-TKI 277 102 (9.6-11.1)
g o soc @ = Hazard ratio for disease progression or death,
3 mo (95% 0 i 3
g - ey v 0.46 (95% Cl,0.37-0.57)
bE Osimertinib _ Osimertinb 279 101 (8.3-12 0w 0,64 P<0.001
ég 0.6 Platinum-pemetrexed 140 4.4 (42-5¢ E’% Osimertinib
gm 0.4+ Hazard ratio for disease progressi “5 U?) 0.4
- or death, 0.30 (95% CI, 0.23-0. z
< P<0.001 E
0 ; 2 024
& Platinum-pemetrexed k|

" 0 Standard EGFR-TKI

I 0 3 b 9 1]2 15 18 < 00 ! J [

1 | I | | |
0 3 6 9 12 15 18 21 24 727
Month

Month

RR: 71% vs. 31%; p < 0.001 RR: 80% vs. 76%; p = 0.24

High rate of CNS activity including in brain metastases and leptomeningeal carcinomatosis

Mok et al. NEJM 2017; Soria et al. NEJM 2018; Goss et al. Ann Oncol 2018; Yang et al. ASCO 2016



Final Analiz: Genel Sag Kalim
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Genel sagkahm olasihgn

0.3

0.2

0.1

%89

Medyan GS, ay (%95 GA)

N 38.6 (34.5-41.9)
- Osimertinib
- Komparatar EGFR-TKi 31.8 (26.6-36.0)
%14 HR (%95.05 GA) 0.80(0.64, 1.00); p=0.046
N

\_\ Veri kesme tarihinde 556 hastada 321 6liim: %38 veri olgunlugu

%47 Cross-

0.0

Risk altindaki hasta sayisi

E over

r 1. 1 r 1 T 1T 1 1 T 1T 1 T T T I T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Randomizasyondan itibaren gegen siire (ay)

Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 86 50 17 2 0
Komparatdr EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0

FLAURA veri kesme tarihi: 25 Haziran 2019.

Istatistiksel anlamliik igin, O'Brien-Fleming yaklagimiyla belirlenen 0.0495'en kilgik bir p dederine itiyag duyulmustur.

GA = giiven aralidi: EGFR-TKI = epidermal biiyiime faktdril reseptdrii-tirozin kinaz inhibitdril; HR = tehlike orani; GS = genel sagkalim.

74" Ramalingam SS etal. N EnglJ Med. 2020; 382:41-50.

Table 1. Overall Survival and Continuation of First-Line Trial Drug.*

Osimertinib ~ Comparator EGFR-TKI

Variable (N=279) (N=277)
Overall survival — % (95% Cl)
At 12 mo 39 (85-92) 83 (77-87)
At 24 mo 74 (69-79) 59 (53-65)
At 36 mo 54 (48-60) 44 (38-50)
Patients continuing to receive first-
line trial drug — no. (%)
At 12 mo 194 (70) 131 (47)
At 24 mo 118 (42) 45 (16)
At 36 mo 78 (28) 26 (9)

* In the comparator group, patients received one of two tyrosine kinase inhibi-
tors of epidermal growth factor receptor (EGFR-TKI): gefitinib or erlotinib.




Sonuc Olarak

o SR Pt —>mPFS 18,9 ay mOS 38,9 ay
& N N Toksisiteler =2 Dokiintd,
; Diyare, Paronisi,Qtc uzamasi,
2 5 %\ ILD (nadir) GO iyi tolere edilir
§ 0.34 Median(m:’Survinl Compam-TKl

N N, —Intrakranial penetrasyon iyi
ol Oral kullanim, Cogu hastam 2
000 ; ; ; 12 1§ 118 2'1 214 217 }10 3‘1 ;6 )5 42 AYS 4‘8 S‘l 514 ayd a 1 ge | iyo r

Months since Randomization

No. at Risk
Osimertinib 279 276 270 254 245 236 217 204 193 180 166 153 138 123 8 50 17 2 O
Comparator EGFR-TKI 277 263 252 239 219 205 182 165 148 138 131 121 110 101 72 40 17 2 0




Lazertinib

Treatment =+ Lazertinib =+ Gefitinib

C

PFS, months
Events Median (95% Cl)
1.0 Lazertinib (n =129) 69 20.6 (16.7-26.1) 1.0
Gefitinib (n=129) 102 9.7 (8.3-12.3)
0.8 HR, 0.46 (95% CI: 0.34-0.63) 0.8
w < 0.001 4]
& g &
S 0.6 1] 0.6
I e o e g |
g 04 g 04
£ £
£ £
0.2 0.2-
0 T T T T T T T T T | 0
0 3 6 9 12 15 18 21 24 27 30 0
Time from randomization (months)
No. at risk No. at risk
Lazertinb 129 117 109 98 87 77 57 29 15 1 0 Lazertinib 39
Gefitinib 129 117 91 72 53 40 26 13 7 0 0 Gefitinib 31

PFS, months

Events  Median (95% ClI)

Lazertinib (n=39) 21 20.7 (14.8-26.1)
Gefitinib (n = 31) 28 9.5 (6.7-10.9)

HR, 0.33 (95% Cl: 0.18-0.58)
p<0.001

9 12 15 18 21 24 27
Time from randomization (months)
37 34 32 27 23 18 10 4 0
27 22 16 9 7 5 1 0 0



Rilertinib

IRC-assessed median PFS was significantly longer in the rilertinib group
than the gefitinib group, with values of 19.3 months (15.2-22.3) versus 9.8
months (7.1-12.6), respectively (HR, 0.46; 95% CI, 0.33-0.65; P < 0.0001)

IRC-assessed median DoR was significantly longer in the rilertinib group
than the gefitinib group, with values of 20.7 months (14.0-23.4) versus 11.1
months (6.9-12.6), respectively (HR, 0.46; 95% Cl, 0.31-0.68; P <0.0001)

60 -
& 100
T 40
804
204
604
g
0 -
T T T T T T T T T T T T T T -
0 3 6 9 12 15 18 21 24 27 0 kx} k] 39 404
Time Since Random Assignment (months)
No. at nsk 20
Rilertinib 162 142 122 100 82 69 50 Lk} ki) 28 2 7 | 0 =
Gefitinib 83 1l 57 39 32 2] 13 9 7 6 3 3 0 0 ‘
Log-tan
04 "Resa
T

T T T T T T T T T T T T
0 3 6 G 12 15 18 A 24 2 30 k< %
Time Since Random Assignment (months)
No. at risk

Rilertinib 118 109 95 n 63 50 38 29 2 15 6 | 0
Gefitimb 65 58 40 32 23 12 9 7 5 5 3 2 0



» Bitiin TKI lar Benzer mi?



Lazertinib vs Osimertinib in 1L EGFR-mutant
Advanced NSCLC: A Randomized, Double-blind,
Exploratory Analysis From MARIPOSA
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Mariah Ennis?2, Joshua M Baumi?2, Shun Lu?®
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ORR and DoR by BICR

ORR and median DoR were comparable between lazertinib and osimertinib

P=0.57 BICR-assessed
100 [ 1 response, n (%)? Osimertinib (n=429) | Lazertinib (n=216)

85% 83%
80 - S RS (95% CI, 81-88) (95% CI, 77-88)
76% 75%
z CONMTNO NSPORSNN: oune i, 74-80) (95% Cl, 68-80)
2 60 - Best response®
3 CR 15 (4) 9 (4)
€ 40 - PR 335 (81) 168 (79)
o SD 42 (10) 23 (11)
PD 11 (3) 9 (4)
20 A NE 11 (3) 5(2)
) 16.8 mo 16.6 mo
C
NoSGin o (95% Cl, 14.8-18.5)  (95% Cl, 14.8-20.2)
0 Ongoing responses 151 of 314 (48) 77 of 160 (48)

Osimertinib Lazertinib



PFS by BICR (

1L EGF

PFS was comparable between the lazertinib and osimertinib arms
100 - Median PFS
-~ Median follow-up: 22.0 mo (95% CI)
X -
T Lazertinib 18.5 mo (14.8-20.1)
$ 80 Osimertinib 16.6 mo (14.8-18.5)
5 HR, 0.98 (95% Cl, 0.79-1.22); P=0.86
3
® 604
(=]
o
Q.
e I
© 40 | .
o | Lazertinib
g : I — ! Osimertinib
|
g 20 - : :
S ' l
[ I 1
a | |
I [
0 | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
azertinib 216 200 174 157 134 103 83 41 19 6 2 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0

« PFS was comparable between lazertinib and osimertinib among prespecified subgroups including Asian race? and EGFR mutation subtype® |
*HR, 1.02 (95% CI, 0.77-1.35). *Exon 19 deletion: HR, 1.03 (95% CI, 0.78-1.37); L858R: HR, 0.91 (95% CI, 0.65-1.28) |



»
PFS by High-risk Subgroups Ly
High-risk features, such as brain metastases, ctDNA shedding, and baseline TP53 co-mutations are B
common in patients with EGFR-mutated NSCLC."-* PFS results in these groups were comparable across arms

With brain metastases? With detectable ctDNA at baseline?® With TP53 co-mutations@?
100 Median follow-up Median PFS 100 Median follow-up Median PFS 100 Median follow-up Median PFS
& 22.0 mo (95% Cl) - 220mo (95% Cl) = 220 mo (95% CI)
e Lazertinib 16.4 mo (12.9-19.4) § Lazertinib 18.4 mo (14.6-20.2) ": Lazertinib 14.6 mo (11.0-19.4)
g 80 Osimertinib  13.0 mo (12.2-16.4) £ 80+ Osimertinib ~ 14.8 mo (12.9-16.6) g 804 Osimertinib 129 mo (11.1-14.7)
§ [HR, 0.90 (85% Cl, 0.65-1.25); P=0.54 § [HR, 0.88 (95% Cl, 0.66-1.17); P=0.38]  § [HR, 0.85 (95% Cl, 0.58-1.23); P=0.38]
[ w "
§ 60 g 60 - § 60
g 3 g
Q Q Q
£ 40 & 404 - § 40
g Osimertinib % Lazertinib g Lazertinib
% 20 ‘3 20 Osimertinib g 20 . e
S Lazertinib 2 8 Osimertinib
e ¢ a
0 1 T T 1 1 1] i 1 | 1] 1 0 1 1 1 1 1 1 1 1 1 1 1 0 ] 1 1 1 1 1 1 1 | 1 1
0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 27 30 33 0 3 6 9 12 15 18 21 24 271 30 33
Months Months Months
No. at nisk No. at risk No. at risk
Lazetinb 86 80 72 62 52 v 28 12 5 1 0 0 Lazerinib 115 107 963 82 70 52 40 21 12 4 1 0 Lazertinb 62 57 47 &« 3 25 19 9 5 2 0
172 164 146 126 95 64 47 21 " 6 1 0 274 257 224 202 161 118 93 2 N 19 6 0 144 132 16 101 76 49 u 1] 7 2

PFS was comparable for patients without a history of brain metastases (lazertinib: n=130, osimertinib: n=257; HR, 1.01 [95% CI, 0.75-1.35]), without detectable ctDNA at baseline (lazertinib: n=31, osimertinib: n=42; HR, 1.32 [95% CI, 0.99-1.75]), and for patients with
wild-type TP53 (lazertinib: n=84, osimertinib: n=172; HR, 0.95 [95% CI, 0.71-1.26]). *Pathogenic alterations were detected with the Guardant Health G360% panel

Cl, confidence interval, ctDNA, circulating tumor DNA, EGFR, epidermal growth factor receplor, HR, hazard ratio, PFS, progression-free survival, NSCLC, non-small cell lung cancer
1. Gray JE, et al. Clin Cancer Res, 2023,29(17).:3340-3351. 2. Ma 8, et al. Transl Lung Cancer Res. 2021;10(1):326-339. 3. Takeyasu Y, et al. JTO Ciin Res Rep. 2024,5(2):100636. 4. Sona JC, et al. N Engl J Med. 2018,378(2):113-125




Interim OS 5\3

MARIPOS
1L EGFR+ NS!

Early data demonstrated comparable survival outcomes between lazertinib and osimertinib
Median OS
Median follow-up: 22.0 mo (95% CI)
o Lazertinib NE (NE-NE)
_ Osimertinib NE (NE-NE)
£ g- HR, 1.00 (95% Cl, 0.73-1.38); P=1.00
o
g Lazertinib
g 60 - Osimertinib
1]
0
©
JO: 40 -
3
2
8
§  20-
[+
0 T T T T T T T l T T l
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
Lazertinib 216 207 201 191 179 164 133 91 55 23 5 0
Osimertinit 429 416 409 395 372 349 280 186 110 54 13 0

0
o
3

Cl, confidence interval, HR, hazard ratio, NE, not estimable; OS, overall survival E



Rilertinib vs Osimertinib

v

Osimertinib 279 18.9 (15.2-21.4)

Standard EGFR-TKI 277 10.2 (9.6-11.1)

Hazard ratio for disease progression or death,
0.46 (95% Cl, 0.37-0.57)

P<0.001
100 -
1.0+
:
c
80 2 0.8
@
§_
= & o 0.6+
; &S Osimertinib
R Sa 04
=
20 4 E 0-2-
» o Standard EGFR-TKI
o T - - : . : : - - ; - o 0.0 T T T T 1 T T T !
0 3 6 9 12 15 18 21 24 27 30 a3 % 3 0 3 6 9 12 15 18 21 24 27
Time Since Random Assignment (months)
No. at nsk MOﬂth
Rilertimb 162 142 122 100 82 () S0 43 M 28 22 7 ] 0 :
Gefitinib 83 7 §7 19 32 pJ] 13 9 7 6 3 3 0 0 No. at RlSk

Osimertinib 279 262 233 210 178 139 71 26 4 0
Standard 277 239 197 152 107 78 37 10 2 0
EGFR-TKI

Anwen Xiong, WCLC 2024 Flaura Soria JC Nejm 2018



 Kombinasyonda yeni neler var?



OSIRAM-1 (TORG1833): PFS (Primary Endopoint)

Key patient inclusion criteria

Progression-free survival (%)

Untreated advanced non-Sq NSCLC
harboring EGFR activating mutations
ECOGPSO0, 1

At least 1 measurable target lesion
Absence of symptomatic brain
metastases

Osimertinib monotherapy
(80mg, daily)

Osimertinib (80mg, daily)
+

Ramucirumab (10mg/kg, q2w)

Treatment
until PD
or
unacceptable
toxicity

>

100 — Osi mono Osi + Ram
(n=58) (n=57)
90 — Osi
80 — e Median PFS  24.0 mon. 20.0 mon.
— OSi + Ram (95% CI) (15.8-30.5) (15.9-28.3)
70—
1.054 (0.674-1.648)
60— HR (95% C1) P = 0.4621
50 — Median follow-up 36.0 mon.
40 —
0=
20—
10
0 1 1 I 1 1 1 | | 1 I 1 1 | | 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51



associated with statistically significant improvement in

1.0
0.9 -
0.8 -
0.7 -
0.6 -
0.5+
0.4+

Probability of PFS

0.2 -
0.1+
(0}

FLAURAZ2Z Phase lll study design

Safety run-in period (N=30)
Published in ESMO Open, 20217

Osimei

Patients with untreated locally I
advanced / metastatic EGFRm NSCLC rr q
Stratification by:

Key inclusion criteria:

= Aged =18 years (Japan: =20 years) —

= Pathologically confirmed
non-squamous NSCLC

- Ex19del / L858R (local / central test) test)

- WHOPSO/1

= No prior systemic therapy for advanced

NSCLC

- Stable CNS metastases were allowed*
- Brain scans at baseline (MRI/ CT)

- Race (Chinese Asian / treatments)

non-Chinese Asian /
non-Asian)
= EGFRm (local / central

- WHO PS (0/ 1)

inib 80 mg (QD)
rexed 500 mg/m?
oplatin AUCS5 Maintenance @
latin 75 mg/m? osimertinib 80 mg (QD)
for 4 cycles for + pemetrexed (Q3W)t
tinum-based Follow-up:
= RECIST 1.1 assessment at
6 and 12 weeks, then every I
Randomization 12 weeks until RECIST 1.1
1:1 (N=557) defined radiological disease

Osimertinib 80 mg (QD)

progression or other withdrawal
criteria were met

= Primary endpoint: PFS by investigator assessment per RECIST 1.13§

- Sensitivity analysis: PFS by BICR assessment per RECIST 1.1
- Secondary endpoints: OS, ORR, DoR, DCR, HRQol, safety (AEs by CTCAE v5) and PFS2%

FLAURAZ2: 1L osimertinib plus chemotherapy was

PFS vs. osimertinib monotherapy

Overall maturity: 51%

Median follow-up for PFS*, months (range):

0.3+ Osimertinib + platinum-pemetrexed, 19.5 (0—33.3)

Osimertinib monotherapy, 16.5 (0—33.1)

PFS per investigator!

0

No. at risk:
279
278

21 24 27 30 33

133 84 42 21 3

T T T T T T
3 6 9 12 15 18
Time from randomisation (months)
254 241 225 207 187 165
246 227 203 178 148 119

o4 67 48 21 1

Median PFS, months (95% CI)

Osimertinib + platinum-pemetrexed

Osimertinib monotherapy

25.5 (24.7, NC)
16.7 (14.1, 21.3)

HR (95% ClI)

0.62 (0.49, 0.79); p<0.0001

1.0+
0.9+
0.8+
0.7 -
0.6+
0.5+

PFS per BICR!?

Overall maturity: 43%

Probability of PFS

. 1
gg . Median follow-up for PFS*, months (range): a7% :
0'2 i Osimertinib + platinum-pemetrexed, 19.4 (0—33.2) 1
- Osimertinib monotherapy, 14.6 (0—33.2) 1
0.1+ 1
0 L) L] L L) L] L) L) : L] L L) a
0 3 6 9 12 15 18 21 24 27 30 33 36
. Time from randomisation (months)
No. at risk:
- 279 255 242 223 207 184 158 128 81 39 20 3 (o]
278 247 218 195 169 139 116 88 59 42 18 2 (o]

— tel:279%20254%20241%203%200
rmrc a1, Mmonths (95% Cli)

Osimertinib + platinum-pemetrexed 29.4 (25.1, NC)
Osimertinib monotherapy 19.9 (16.6, 25.3)
HR (95% CI) 0.62 (0.48, 0.80); p=0.0002

Median PFS associated with osimertinib monotherapy was consistent across FLAURAZ2 (16.7 months [95% Cl 14.1, 21.3])

and FLAURA (18.9 months [95% Cl 15.2, 21.4])1.2




SSS Metastazi ve EGFR Mutasyon Durumu

With CNS metastases Median PFS*, months (95% Cl) 1o- Ex19del Median PFS, months (95% Cl)
" 1.0 Osi +CTx 24.9(22.0, NC) " Osi CTx 27.9(25.1,NC)
% 0.8 Osi mono 13.8(11.0, 16.7) % 0.8 Osi mono 19.4(16.5,27.6)
z 061 HR (95% CI) 0.47 (0.33, 0.66) z 067 HR (95% Cl) 0.60(0.44,0.83)
% 0.4 4 2 0.4+
5 3
& 0.2 1 & 0.2 -
0 L] L] L] 1 L] L] L L L L} L} 1 o T T T T T T T T T T T 1
. o 3 6 ) 9 12 15 -18. 21 24 27 30 33 36 6 9 12 15 18 21 24 27 30 33 36
No. at risk: Time from randomisation (months) No. at risk: Time from randomisation (months)
116 101 98 93 84 77 70 58 34 19 8 0 172 159 150 142 131 120 103 86 53 23 9 3 0
110 95 84 73 60 50 37 32 21 13 5 0 169 152 144 135 117 96 79 63 48 33 16 1 0
w 1.0- Without CNS metastases Median PFS*, months (95% Cl) 1.0 L858R Median PES, months (95% Cl)
E 0.8 - Osi+CTx 27.6(24.7, NC) E 0.8 + Osi + CTx 24.7(19.5,27.4)
o * [
= 0.6 Osi mono 21.0(16.7, 30.5) ; 0.6 - Osi mono 13.9(11.1,19.4)
% ’ HR (95% Cl) 0.75(0.55, 1.03) 2 HR (95% Cl) 0.63 (0.44, 0.90)
2 0.4 - o 0.4 = _
g - ]
* 024 & 0.2 - S
0 ] ] I I I L ] I 1 1 L} 0 L Ll L 1 L) 1 1 I 1 I 1 1
0 3 6 9 12 15 18 21 24 27 30 3 36 0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk: Time from randomisation (months) No. at risk: Time from randomisation (months)
- 163 153 143 132 123 110 95 75 50 23 13 0 106 95 91 8 76 67 62 47 31 19 12 0 0
168 151 143 130 118 98 82 62 46 35 16 0 107 92 82 68 61 52 40 31 19 15 5 0 0

Planchard, Janne et al., NEJM 2023

I FDA approved in the US Feb 15, 2024 ! I
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OS HR=0.75 (95% Cl 0.57, 0.97); p=0.0280"1 Median OS, months (95% ClI)

— Osimertinib + CTx (n=279) NR (38.0, NC)
36.7 (33.2, NC)

1.0 -MP/ — Osimertinib mono (n=278)
0
Overall maturity: 41%
89% 80% Median follow-up for OS, months (range):

» Osimertinib + platinum-pemetrexed, 31.7 (0.1-43.3)
2 72% 64% Osimertinib monotherapy, 30.5 (0.1—43.0)
© 06 A
=
o 50% Rk AN
8 04 -
2
o

0.2 A

0 1 1 1 1 ] 1 || 1 1 1 || 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk: Time from randomization (months)

B 279 267 258 253 245 240 236 226 218 190 169 121 71 31 5 0
B 278 267 260 257 251 244 228 213 195 170 142 102 64 34 7 0

Data cut-off: 08 January 2024. HR was calculated by a stratified log-rank test. Figure from Valdiviezo N, et al. Presented at: ELCC 2024 (40)
TA p-value of <0.000001 was required for statistical significance at this second interim analysis

Valdiviezo N, et al. ESMO Open 2024;9:102583
Cl, confidence interval; CTx, chemotherapy; HR, hazard ratio; mono, monotherapy; NC, not calculable; NR, not reached; OS, overall survival



Yan etkiler erken donemde cok olsa da zamanla azalma

egiliminde

* Inthe osi + CTx arm, the onset of 2Grade 3 AEs reduced by ~50% between 0-3 mos (n=135; 49%) and 3-9 mos (n=62; 24%)

’
8;§jnertinib + platinum-pemetrexed (safety analysis set) cies [N T O

40 - Grade 3 - -
2 35 Grade 2 0
- Grade 1
> Months* 0—3mos 3—9mos  >Imos
£ 2] (n=276)  (n=256)  (n=228)
S
D
o 15 - _—

10 + = . i |

. = _m=R_

Anaemia  Thrombocytopenia Neutropenia Diarrhoea Fatigue Rash Dry skin Paronychia Pruritus
Haematological toxicities Selected non-haematological toxicities Skin and nail toxicities

ZEN I Ne PN (E(range 0.7-4.1); 211 pts (76%) completed 4 cycles of platinum-based CTx
SC G COERT A (range 0.7-33.8); median 12 cycles (range 1-48)

O AL ) (range 0.1-33.8)

Median total
duration of exposure

Induction Maintenance
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. . . . . FLAURA2
A Progression-free Survival According to Investigator Assessment (full analysis set) e —— : = .
Median (95% C1) Platinum-Pemetrexed/Osimertinib vs. Osi mono
Osimertinib+ Platinum-Pemetrexed 255 (ZT:—NC) * MPFS 25.5 months (HR vs. Osi, 0.62)’
3 10 Osimertinib dng.uuil—n.s) « mOS (279 interim analysis)3: NR vs 36.7 mos, HR 0.75
2 ifference, 8.8 mo : "
@ g:: Hazard ratio for disease progression or death, 950/0 Confldence lnterval 057—0971 p=00280*)
.ﬁ_ ] 0.62 (95% C1, 0.49-0.79); P<0.001 *Did not reach prespecified level of statistical significance
: 7%  Osimertinib+
- platinum-pemetrexed L. . . .
& g: Osimertinib Toxicities: Myelosuppression, diarrhea, nausea, anorexia, rash
£ o
S 03
g Key Factors:
§ oo B—— - « Requires IV administration q21 days
0 3 6 9 12 15 18 21 24 27 30 33 36 : 2
Monthe s Randomimt « Median pemetrexed exposure was 8.3 months
ontnhs since Kandomization . . . . .
n—  More intracranial CRs and lower risk of intracranial
e, TMEBEERBEBRERE &AL progression with Osi/chemo suggest potential benefit in
pemetrexed patients with CNS disease?.

Osimertinib 278 246 227 203 178 148 119 94 67 48 21 1 0

1. Planchard D, et al, NEJM 2023
2. Planchard D, et al, ESMO 2023
3. Valdiviezo Lama NI, ELCC 2024



( Key Eligibility Cnterla\

Locally advanced or
metastatic NSCLC

Treatment-naive for
advanced disease

Documented EGFR
Ex19del or L858R

ECOGPSO0or1

Stratification Factors

EGFR mutation type
(Ex19del or L858R)

Asian race (yes or no)
History of brain

\ metastases (yes or noy

Mariposa Calismasi

|
2:2:1 Randomization
(N=1074)

Serial brain MRIs were required for all patients

i B

Osimertinib

(n=429; blinded)

Focus of this presentation

Lazertinib

(n=216; blinded)

( Lazertinib monotherapy arm was included to \
assess the contribution of components

\\-

Primary endpoint of progression-free survival
(PFS) by BICR per RECIST v1.1:

« Amivantamab + lazertinib vs osimertinib

Endpoints reported in this presentation?:

« Intracranial PFS (icPFS)

* Intracranial DoR (icDoR)

+ Intracranial ORR (icORR)

+ Time to treatment discontinuation (TTD)

+ Time to subsequent therapy (TTST)

« PFS after first subsequent therapy (PFS2)

+ Qverall survival

3Endpoints not part of formal statistical testing;
all P-values in this presentation are nominal



Progresyonsuz Sag Kalim

100 -
9 :
% Median follow-up: 22.0 months M?:SI:/:‘;TS
o 80 - Amivantamab + Lazertinib 23.7 mo (19.1-27.7)
"é' Osimertinib 16.6 mo (14.8-18.5)
(*]
0 HR, 0.70 (95% CI, 0.58-0.85); P<0.001
o 60 -
—
(=2
o
s
o Amivantamab + Lazertinib
— 40 -
() >
2 YA . Osimertinib
3
a 20 -
c
2
L
o

0 L} T L] l L] T 1 T T 1
0 3 6 9 12 15 18 21 24 27 30 33
Months
No. at risk
Amivantamab + Lazertinib 429 391 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0

Amivantamab + lazertinib reduced the risk of progression or death by 30% and improved median PFS by 7.1 months
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D
o
1

Patients who were progression-free
intracranially (%)

Intrakranial PFS

Median icPFS

Median follow-up: 31.1mo  (95% CI)

Ami + laz 24.9 mo (20.1-34.7)

22.2 mo (18.4-26.1)

HR, 0.82 (95% CI, 0.62-1.09); P=0.165°

K1Y'9 Amivantamab + lazertinib

BT Osimertinib

40 -
20 -
0
0
No. at risk
Ami + laz 178
173

Ll | L L 1

3 6 9 12 15
164 150 138 122 110
164 150 140 123 107

21

Months

85
79

"
61

T

27

53
43

- - - -

30 33 36 39 42

36 28 4 0 0
24 1" 4

3-year landmark icPFS was double for amivantamab + lazertinib vs osimertinib (38% vs 18%)
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100

80

60

40

Patients who are surviving (%)

20

No. at risk
Ami + laz

1
1
1
1
1
]
1 ]
] 0,
! , KA A mivantamab + lazertinib
v '
1
1
1 I
1 I
1 ] 2 2 &
53% Osimertinib
y Median OS ; : 7
Median follow-up: 31.1mo  (95% Cl) : ;
Ami + laz NE (NE-NE) i :
1 37.3 mo (32.5-NE) : :
HR, 0.77 (95% CI, 0.61-0.96); P=0.019® i E
1 I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Months
429 404 390 383 375 363 343 327 307 245 173 112 51 15 0
429 416 409 396 373 353 331 310 285 224 145 91 45 13 0

OS curves separate early and widen over time favoring amivantamab + lazertinib,

with 61% of patients alive at 3 years vs 53% with osimertinib
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Most common TEAES (220%)
by preferred term, n (%)

Related to EGFR inhibition

Paronychia

Rash

Diarrhea

Dermatitis acneiform
Stomatitis

Pruritus

Related to MET inhibition

Hypoalbuminemia

Peripheral edema

Other

IRR

ALT increased
Constipation

AST increased
COVID-19
Decreased appetite
Anemia

Nausea
Hypocalcemia

Cough

1%

15%

6%

28%

30%

28%

0.5% |Eriy]

1% &S

13%

12% kA

22% &

16% Rk

20% A

BN 0.2%

8%

0.5%

1%

44%

1%

Safety profile of amivantamab +
lazertinib was consistent with prior
reports, mostly grades 1-2

EGFR- and MET-related AEs were
higher for amivantamab + lazertinib
except diarrhea, which was higher for
osimertinib

Incidence of grade 4-5 AEs was low and
comparable between arms

Rates of ILD/pneumonitis remained
low, at ~3% for both arms

Bl Amivantamab + Lazertinib: grade 1-2
B Amivantamab + Lazertinib: grade >3
B Osimertinib: grade 1-2
B Osimertinib: grade 23

100%

60% 40% 20% 0% 20%

40%

60%

80%

100%
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Median treatment duration was 18.5 mo for amivantamab + lazertinib and 18.0 mo for osimertinib

Amivantamab + Lazertinib Osimertinib

TEAE, n (%) (n=421) (n=428)
Any AE 421 (100) 425 (99)
Grade >3 AEs 316 (75) 183 (43)
Serious AEs 205 (49) 143 (33)
AEs leading to death 34 (8) 31 (7)
Any AE leading to treatment:

Interruptions of any agent 350 (83) 165 (39)

Reductions of any agent 249 (59) 23 (5)

Discontinuations of any agent 147 (35) 58 (14)

Treatment-related AEs leading to discontinuations of all agents occurred in 10% of patients treated with

amivantamab + lazertinib and 3% with osimertinib




Mariposa: Sonuc

A Progression-free Survival in the Amivantamab-Lazertinib Group as Compared with the Osimertinib Group

100 Median Progression-free
g - Survival (95% Cl)
1 - mo
3 \“'\ — Amivantamab-Lazertinib 237 (19.1-27.7)
60 . x\_\ Osimertinib 16,6 (148-185)
% o —
& e TNy, Amivantamab-lazertinib
2P w S—— e
§ Hazard ratio for disease progression or death,
9 204 0.0 (95% CI, 0.58-0.85) Osimertinib
‘f P<0.001
0- T T T T  EE— T T — T '
0 3 6 9 12 15 13 21 24 27 30 3
Months
No. at Risk
Amivantamab-lazertimb 429 391 357 332 291 244 194 106 60 33 8 0
Osimertinib 429 404 358 325 266 205 160 90 48 28 10 0

1. Cho BC, NEJM 2024
2. Felip E, et al. ASCO 2024
3. Gadgeel S, et al, WCLC 2024

MARIPOSA'

Lazertinib + Amivantamab vs. Osimertinib

mPFS 23.7 months (HR vs. Osi, 0.70)’

mOS (interim analysis, WCLC 2024). HR 0.77 (95% CI, 0.61-
0.96, p=0.019)3

Did not reach prespecified level of statistical significance

Toxicities: Paronychia, IRR*, rash, VTE

Key Factors:
« |V administration with frequent initial visits*
« Significant dermatologic toxicities (rash, scalp irritation,
paronychia)
Benefit observed across high risk subgroups?
« Detectable baseline ctDNA, HR 0.68
« TP53 co-mutations, HR 0.65
« Brain metastases, HR 0.69

*IRR less frequent with subcutaneous formulation



054 Osimertinib

No. at Risk

Osimertinib+
platinum-
pemetrexed

Osimertinib

Probability of Progression-free Survival
o
=N
L

0.2 I
1

Benzer PFS Avantajl

Mariposa

Flaura 2

Osimertinib+ Platinum-Pemetrexed 29.4 (25.1-NC)
Osimertinib 19.9 (16.6-25.3)
difference, 9.5 mo

Hazard ratio for disease progression or death,

0.62 (95% Cl, 0.43-0.80)
62% Osimertinib+

platinum-pemetrexed

0 3 6 9 12 15 18 21 24 27 30 33 36

Months since Randomization

279 255 242 223 207 184 158 128 81 39 20 3 0

278 247 218 195 169 139 116 8 59 42 18 2 0

A Prgpessionee Sunvalinthe Amvantamd-Laetind Group 25 Compared it the OsimertinhGrop

W 1 MefinPogrssonfe

: S 854 )
Ry "
' Amivanamab-Lazeind 237 13)-21)
. i Osietind 165 41-19
¢
N R o W Amivatamd-fazetnd
; 4 bt
€| Haad o dies rgesinor et ‘
U ONEHCL0848 Qsimerind
)

0

0 3 6 9 0 K B u w v N 3

No.2 sk
Amickamab-iaetied 49 M1 WM ¥ W | Ll
Osimertinid o o B W X B KW 9 4 #® 0 0




Benzer OS

Flaura 2 Mariposa
HR0.75 HR 0.77

0S HR=0.75 (95% C10.57, 0.97); p=0.0280" Median OS, months (95% Cl)
- Osimertinib + CTx (n=279) NR (38.0,NC)

10 - - Osimertinib mono (n=278) 36.7(33.2,NC)
= Overall maturity: 41%
08 - 89% Median follow-up for 0S, months (range): 9
& z Osimertinib + platinum-pemetrexed, 31.7 (0.1-43.3) :.
0 Osimertinib monotherapy, 30.5 (0.1-43.0) %
.
© 06 H 3
2z — $ !
2 %: 2 ‘T o
8 04+ o : » Median 05 5m
0 ; g Median follow-up: 31.1m0  (9s%, CJ)
o : ‘ : 3 Ami + laz NE (NE-NE)
021 : = @ 373 m0 (32.5-NE)
' ' ' || HR, 077 (95% C1,061-0.96). P=0 019"
: . 0
0 v v v v v v ' v v v v v v v v 0 3 6 4 ) 15 "® n 2 n » n ¥ 3 Q
0 3 6 9 12 15 18 2 24 21 30 3B 3B 39 4 & Months
" No. ot risk
No.at risk: Tiiofrom randomizalion penthe) 22 L 2 2 S B e el n s s

W279 267 258 253 245 240 236 226 218 190 1969 120 M 3N 5 0
W 278 267 260 267 251 244 228 213 195 170 142 102 64 MU 7 0



Regimen FDA Approved? National guidelines?

Osimertinib monotherapy Yes (April 2018) Yes
Osimertinib + Platinum-Pemetrexed Yes (February 2024) Yes
Lazertinib + Amivantamab Yes (August 2024) No

Printed by Muhammed mustafa Atc on 4/7/2025 3:40:55 PM. For personal use only. Not approved for distribution. Copyright @ 2025 Mational Comprehensive Cancer Network. Inc., All Rights Reserved.

MNational . - - . i
o Comprehensive NCCN GUIdellnes VeI’SIOI"I 3-2025 NCCNT;;;II:?::'IFHSEI:F;net:
T ﬁg{‘vﬁg:k@, Non-Small Cell Lung Cancer Discussion
EGFR EXON 19 DELETION OR FIRST-LINE THERAPY'™
EXON 21 L858R MUTATIONS™ Preferred
Osimertinibss (category 1) Progression Subsequent Therapy

Other Recommended

or
Osimertinib + pemetrexed + (cisplatin or
carboplatin) (nonsquamous) (category 1)

——|Useful in Certain Circumstances
Afatinibss (category 1)

or Dacomitinibss (category 1)
or Erlotinibs® (category 1)

— > Progression——»

discovered
prior to first-line

‘ EGFR mutation
systemic therapy

EGFR exon or Erlotinib + bevacizumabU4:vVVv
19 deletion or Erlotinib + ramucirumab

or exon or Gefitinibs® (category 1)

21 L858R

Add osimertinib to pemetrexed +
(cisplatin or carboplatin) (nonsquamous)
or

Interrupt current therapy“V“:** and start

mutations — > Progression——

Subse

lazertinib®™
or

discovered during
first-line systemic

— = (NSCL-22)

Amivantamab-vmjw + lazertinib (category 1)'* — » pProgression— s[l.:l"shcs:f?;;]"t Therapy

Systemic Therapy,
Subsequent (NSCL-K 4 of 5)

Progression—— ish'j‘sbgf_'?;;lnt Therapy

Systemic Therapy,

quent (NSCL-K 4 of 5

Subsequent Therapy

‘EGFR mutation | Osimertinib or Amivantamab-vmjw + ———» Progression —» (NSCL-22)

therapy Afatinib or Dacomitinib or Erlotinib

or Erlotinib + ramucirumab or Gefitinib

or Erlotinib + bevacizumabUY4¥-V¥ }—— Progression——» S[Nusbéﬁ-zuse]nt Thera



* Yasli, Performans disuk, tm yuka dusuk, SSS met yok veya
sinirli, toksisite korkutuyorsa = OSIMERTINIB

e Tam tersi = OSIMERTINIB + KT

 Amivantanab + Lazertinib data guzel ama Uygulama ??
Maliyet?? Toksisite ?7?



 PEKI 3. JENERASYON KULLANDIK
* SONRA????



MARIPOSA 2

Amivantamab + ChT % lazertinib vs ChT in EGFR-mutant advanced NSCLC, post-osimertinib’

Key eligibility criteria
* Locally advanced or
metastatic NSCLC

» Documented EGFR
exonl9del or L858R

» Progressed on or after osimertinib

Amivantamab + ChT (n=131)

2:2:1R
(N=675)

monotherapy (as most recent fine) Amivantamab + lazertinib + ChT (n=263)

» ECOGPSOori

» Stable brain metastases were
allowed; radiation/definitive
therapy was not required
(untreated)

Stratification factors

* Osimertinib line of therapy
(1L or 2L)

* Asian race (yes or no)

* History of brain metastases
(yes or no)

I. Passaro A, et al. Ann Oncol. 2024:35;77-90;
2. Passaro A, et al. Presented at ESMO 2023: 1 BAI5.

Serial brain MRIs were required for all patientst

Dosing (in 21-day cycles):
Amivantamab: 1400 mg (1750 mg if 280 kg) for the first 4 weeks, then
1760 mg (2100 mg if 280 kg) every 3 weeks starting at Cycle 3 (Week 7)

Lazertinib: 240 mg daily starting after completion of carboplatin®

ChT administered at the beginning of every cycle:
» Carboplatin: AUCS for the first 4 cycles 2
» Pemetrexed: 500 mg/m? until PD .

ChT (n=263) Dual primary endpoint of PFSS
by BICR per RECIST v1.1

Amivantamab + lazertinib +
ChT vs ChT

Amivantamab + ChT vs ChT

Secondary endpoints

ORRS

DoR

0S§

Intracranial PFS
TTST

PFS2
Symptomatic PFS
Safety

*Data cut-off: 10 July 2023; tPatients who could not have an MRI were allowed to have CT scans; *All patients randomised before 7 November 2022 initiated lazertinib on the first day of Cycle 1; *Key statistical
assumptions: 600 patients with 350 events across all 3 arms would provide approximately 83% and 93% power for amivantamab + ChT and amivantamab + lazertinib + ChT, respectively, vs ChT to detect a HR of
0.65 using a log-rank test, with an overall 2-sided alpha of 0.05 (mPFS of 8.5 months for amivantamab-containing arms vs 5.5 months for ChT). Statistical hypothesis testing included PFS, ORR, and then OS.
17121, first/second-line; AUC, area under the curve; BICR, blinded independent central review; ChT, chemotherapy; CT, computed tomography; DoR, duration of response; ECOG PS, Fastern Cooperative Oncology
Group performance status; exonl9del, exon 19 deletion; HR, hazard ratio; mPFS, median PFS; MRI, magnetic resonance imaging; ORR, overall response rate; PD, progressive disease; PFS2, PFS after first
subsequent therapy; R, randomisation; RECIST, Response Evaluation Criteria in Solid Tumours; TTST, time to first subsequent therapy.
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Sseend Kisiinost

1 : — 100 A ;
e B Amivantamab + ChT X W Amivantamab + ChT
=R m ChT o m ChT
e 80T £ 80 -
© 9 =
o 2 s
€L e 3 60
9 1 M
= -g g - :50%
- ‘5 el '
C w ! o 1
Q Q 40 I o 40 - '
- = ! = 1 [
o D 1 1
a P : = ! 140%
(=% ' E 20 ' '
1 |_| 1 1
0 T ; L} 13%; 1 1 % 0 ; :
g 2 g M = . 1< 38 1) — 0 3 6 9 12 15 18 21 24 27
onths
No. at risk: No. at risk: Months
= 131 99 49 27 7 0 0 m 131 124 15 101 88 63 39 15 2 0
N 263 135 49 17 6 0 0 M 263 242 213 174 147 103 49 21 6 0

mPFES, months (95% ClI) mOS, months (95% ClI)

Amivantamab + ChT 6.3 (5.6-8.4)  HR, 0.48 (95% Cl, 0.36-0.64); AN EEIELRS LI 17.7(16.0-22.4) YR, 0.73 (95% CI, 0.54-0.99);
ChT 4.2 (4.0-4.4) p<0.001 15.3 (13.7-16.8) p=0.039+

Amivantamab + ChT reduced the risk of progression or death by 52% and demonstrated N
a favourable trend in OS in patients with EGFR-mutant NSCLC, post-osimertinib'-3

*PFS by BICR assessment; tMedian follow-up of 18.1 months; *P-value is from a log-rank test stratified by osimertinib line of therapy
I. Passaro A, et al. Ann Oncol. 2024:35;77-90; 2. Gentzler RD, et al. Presented at ELCC 2024: 3MO; (1L or 2L), history of brain metastases (yes or no), and Asian race (yes or no). OS was evaluated at a 2-sided alpha of 0.0142.
3. Popat S, et al. Presented at ESMO 2024: | BAS4. 1721, first/second-line; BICR, blinded independent central review; ChT, chemotherapy; HR, hazard ratio; mOS, median OS; mPFS, median PFS.
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0.1

10

Events/N
Favors amivantamab- I | I Favors Hazard ratio Amivantamab-

Subgroup chemotherapy chemotherapy (95% Cl) Chemotherapy Chemotherapy
All randomized patients O 0.48 (0.36-0.64) 74/131 171/263
Age category !

<65 years —@—i : 0.44 (0.31-0.64) 40/79 106/166
265 years —@— 0.61 (0.40-0.94) 34/52 65/97
Sex 1
Female —@— : 0.48 (0.33-0.68) 45/81 103/157
Male o, 0.54 (0.35-0.84) 29/50 68/106
Race 1
Asian ! 0.58 (0.39-0.85) 39/63 82/127
Non-Asian —@— : 0.47 (0.32-0.71) 34/64 84/129
Weight category |
<80 kg @ | 0.51 (0.38-0.68) 64/113 148/226
280 kg l——.—{-i 0.51 (0.23-1.11) 10/18 23/37
ECOG PS I
0 @ | 0.44 (0.28-0.69) 30/55 65/101
1 @ : 0.56 (0.39-0.79) 44/76 106/162
History of smoking |
Yes —o— 1 0.45 (0.27-0.76) 19/41 61/95
No @ ! 0.53 (0.38-0.74) 55/90 110/168
History of brain metastases :
Yes —@— 0.52 (0.35-0.78) 34/58 79/120
No @ | 0.48 (0.33-0.70) 40/73 92/143
Osimertinib line of therapy :
First-line @ 0.47 (0.34-0.66) 54/97 117/181
Second-line —@— 0.55 (0.32-0.93) 20/34 54/82
EGFR mutation :
Ex19del @ | 0.60 (0.44-0.83) 58/89 118/183
L858R |—.—1 . 0.30 (0.17-0.54) 16/42 53/79
1



MARIPOSA 2 Guvenlik

Most common TEAEs (>25%) by Amivantamab + ChT (n=130) ChT (n=243)

Paronychia 48 (37) 3(2) 1(0.4) 0
e h g Rash 56 (43) 8(6) 12 (5) 0
EGFR inhibition Stomatitis 41(32) 1(1) 21(9) 0
Diarrhoea 18 (14) 1(1) 16 (7) 1(0.4)
Associated with Hypoalbuminaemia 29 (22) 3(2) 21(9) 1(0.4) |
Perpherd comae 42 (32) 2(2) 15 (6) 0 ~+ Amivantamab + ChT demonstrated
Neutropenia 74 (57) 59 (45) 101 (42) s2¢2)  higher rates of EGFR- and
(AT Thrombocytopenia 57 (44) 19 (15) 72(30) 22 (9) MET-related AEs'?2
ChT Anaemia 51(39) 15 (12) 97 (40) 23 (9) ‘
Leukopenia 37 (28) 26 (20) 68 (28) 23 (9) * Haematologic AE onset and severity
IRR 76 (58) 7(5) 1(0.4) 0 - were highest in Cycle 1 and
Nausea 58 (45) 1(1) 90 (37) 2 (1) decreased over time3
Constipation 50 (38) 1(1) 72 (30) 0 1
Decreased appetite 40 (31) 0 51(21) 3(1)  Incidence of ILD was low?
Vomiting 32(25) 1(1) 42 (17) 1(0.4) |
Fatigue 36 (28) 4(3) 47 (19) 4(2)
Asthenia 34 (26) 1(1) 40 (16) 5(2)
ALT increase 26 (20) 7(5) 67 (28) 10 (4) *Grouping includes the following preferred terms: Rash, dermatitis acneiform, rash
Rash’ 92 (71) 13 (10) 30 (12) 0 it gl gy shorsehassbol b Hoeghiror{ i kgl v
AESIs by VTEt 13 (10) 3(2) 11(5) 7(3) o gl e e ey b kgl i i
grouped term venous thrombosis, embolism venous, jugular vein thrombosis, superficial vein thrombosis,
LD 2(2) 1(1) 0 0 thrombophlebitis, thrombosis.

AE, adverse event; AESI, AE of special interest; ALT, alanine aminotransferase;
ChT, chemotherapy; ILD, interstitial lung disease; IRR, infusion-related reaction;
1. Passaro A, et al. Ann Oncol. 2024:35;77-90; 2. Passaro A, et al. Presented at ESMO 2023: LBAIS5; 3. Gentzler RD, et al. Presented at ELCC 2024: 3MO. TCAE, treatment-emergent AE; VTE, venous thromboembolism.



Sonuc Olarak

( Risk stratification \/l

Patient factors {m:'n @ @ @

! 2 N
" & mPFS 18.9 months l l lu“.“hmd I mPFS 3.9-4.5 months
( e As: tic EGFR exon
Canorbndbes) bY:l“mn 1\ 19 s
(i.e. lrn?yraac GDNA 4
only, I |
| oligometastatic) negative at |
slow growing baseline
[ ‘ ’ Carboplatin/
| ADCs® [ Pemetrexed
g ]
8 Osimertinib +
8 Carboplatin/
3 Pemetrexed®
5 FLAURAZ2
. miPFS 25.5 months
. '1""; 2
r)\ Amivantamab + I
NG Lazertinib® | ADCs®
comorbidities Syym‘aﬁc EGFR LB58R ‘ mPFS 5.1 months ‘
metastasis
high burden TP53/RB1 = =
MET ) I
°",‘f,'5‘¥'j°”‘g’ & Amivantamab + i
MARIPOSA Lazertinib® Carboplatin/Pemetrexed/
MARIPOSA2 MARIPOSA Amivantamab/ [ .
mPFS 23.7 months +/- Lazertinib® Amivantamab +
‘triplet’ mPFS 6.3 months Lazertinib®

‘quad’ mPFS 8.3 months

MARIPOSA2

X9 =




NTRK rearrangement (0.23%)

RET rearrangement (1.7%)
BRAF V600E mutation (2.1%)
HER2 exon 20 insertion mutation (2.3%) \
= No actionable

ROS1 rearrangement (2.6%)

alteration
MET exon 14 mutation (3%)

ALK rearrangement (3.8%)

(=3 Other KRAS
mutation

[ KRASG12C
mutation

= Other EGFR
mutation

B EGFRexon
20 insertion
mutation

Tsao A, Tan D, JCO 2022

Outer circle: Asian populations
Inner circle: Western populations
B £GFR exon 19 deletion

and L858R mutation

Tum KHDAK’ de yaklasik %3-8 oraninda

Tum adenokarsinomlar, sigara icmemis
%22

Tum adenokarsinomlar, sigara icmemis
ve EGFR (-) %33 gorulmektedir.

Adenokarsinom (asiner veya tasl ylzuk
hiicre morfolojisi)

Perikardiyal Plevral efflizyon ile
birliktelik sik

Daha genc Medyan yas: 52 (vs. 66)

Tani aninda beyin metastazi sikligi %30
Takipte %70



ALECTINIB PFS

Patients with CNS metastases at

100 baseline! w= Crizotinib (n = 58)
T - Alectinib (n = 64)
T 80+
-
1]
. . @ -
Investigator-Assessed PFS in ITT Population r %
100 4 s
= 40 -
—— Crizotinib (n = 151) @
— Alectinib (n = 152) 5 20+ HRO40
- 4+ Censored & (95% CI: 0.25,0.64)
0 L) L] L] L] L} L) L) L) L] L}
D;ya 8 9 12 15 18 21 24 27 30
g Duration of Progression Free Survival (Months)
4 atients at Risk
o Crizotinib 58 48 66 22 17 9 6 3 1
Alectinib 64 54 41 39 36 31 24 10 4 1
Patients without CNS metastases at baseline
L 100 == Crizotinib (n = 93)
o = Alectinib (n = 88)
% 807
0 T T T T T T T w
0 6 12 18 24 30 36 42 48 D 60
Time (months) Lé
Number at risk » 40 =
Alectinib 152 135 113 109 98 84 81 81 79 76 69 68 61 49 39 14 3 g HR 051
Crizotinb 151 132 104 83 85 48 43 36 3 29 19 19 17 13 1 6 g 20 - (95% CI- 0.33, 0.80)
0 L) L] L) L] L] L] L] L] L) L
D;y3 6 9 12 15 18 21 24 27 30
Duration of Progression Free Survival (Months)
Mok T, et al. Ann Oncol. 2020;31:1056-1064; Gadgeel, Ann Oncol 2018;29:2214-2222 Patients at Risk
Crizotinib 93 84 71 62 48 37 29 13 4
Alectinib 88 81 72 70 61 50 43 25 11 2




ALECTINIB OS

Investigator-Assessed OS in ITT Population

No. (%) of Patients Median 0S 5-Year 0S,
Treatment With Events Months (95% Cl) % (95% Cl)

100
Alectinib (n =152) 51(33.6) NR 62.5 (54.3, 70.8)
80 Crizotinib (n =151) 62 (41.1) 57.4 (34.6, NR) 455 (33.6,57.4)
#
60+ T W
®
@]
40 -
- — HR 0.67 (95% Cl: 0.46, 0.98)
1 = Crizotinib (n = 151)
— Alectinib (n= 152) P <.0376 Cross over to
C d i
il AT T 1 1 T | T T T Alectinib : 21.1%
0 6 12 18 24 30 36 42 48 54 60 Ceritinib: 21.1%
Time (months) A . ' .
Number a isk Brigatinib: 9.6%
Alectinib 152 142 131 127 120 m 103 98 a4 a4 88 87 81 81 81 80 77 62 46 23 8 LOFlatlnlb 8 80/0

Crizotinib 151 141 128 116 104 100 93 84 73 n 67 63 60 59 55 51 48 35 18 12 3

Mok T, et al. Ann Oncol. 2020;31:1056-1064.




BRIGATINIB PFS

’ -l
0.8 1
2
< 06
a
o
o
o 04
L
a1l
02 . LU I | |
—— Brigatinib (n = 137)
=~ Crizotinib (n = 138)
00 1 I I I T I T I 1
0 6 12 18 24 30 36 42 48 54
No. at risk Months
Brigatinib 137 97 84 75 59 53 47 30 2
Crizotinib 138 79 49 37 26 18 17 8 2
No. (%) of
Patients With Median PFS 3-Year PFS, % 4-Year PFS, %
Treatment Events Months (95% Cl) (95% Cl) (95% Cl) HR 0.48 (95%
Brigatinib 73 (53) 240(185,432) 43 (34,51) 36 (26, 46) C';,"fgb%fs)
Crizotinib 93 (67) 111(94,130)  19(12,27) 18 (11, 26) '

Camidge DR, et al. J Thorac Oncol. 2021; Camidge R, JCO 2020.

BIRC-Assessed Systemic PFS: Patients
With Any Brain Metastases at Baseline*
No. (%) of Patients Median PFS,  2.Year PFS Pr

With Events Months (96% CI) % (95% .
i Brigatinib (n = 40) 20 (50) 2401184 to NR) 43 (2510 59)
b Crizotinib (n « 41) 30 (73 56(38t094) 101210 26)
100
’E 90 4
o HR for disease progression or death
Qc.’ 80 0.25; 95% CI, 0.14 10 0.46;
= 704 P <0001 by log-rank test
S 60
5 ol
= B
- 30
L 20
a. 10
T T T T T T
0 6 12 18 24 30 36
Time (months)
No. at risk:
Brigatinib 40 32 28 25 n 2 0
Crizotinib 41 16 6 4 1 0 0
B BIRC-Assessed Systemic PFS: Patients
Without Brain Metastases at Baseline*
No. (%) of Patients ~ Median PFS,  2-Year PFS Probability,
With Events Months (95% CI) % (95% CI
== Brigatinib (n = 97) 43 (44) 24.0(15.7 1o NR) 50 (391061
= Crizotinib (n « 97 67 (69) 130(951021.1) 32(221043)
100 4
‘&7 90
s &
= 70 4
3 60+
=5
2 .
~ 30 4
w J HR for disease progression or death,
w 2 0.65; 95% CI, 0.44 t0 0.97;
o 10 P =030 by log-rank test
T L) T L) T T
0 6 12 18 24 30 36
Time (months)
No. at risk:
Brigatinib 97 65 56 50 28 1 0
Crizotinib 97 64 43 33 16 2 0




BRIGATINIB OS

0S: Patients With Brain Metastases at Baseline OS: Patients Without Brain Metastases at Baseline
1.0 1.0 -
g £
g 0.8+ g 08
= e & o5 WAL
2 2
Ug) 0.4- (% 04 -
§ 02 HR 0.43 (95% CI: 0.21, 0.89) T - HR 1.16 (95% CI: 0.69, 1.93)
> °| == Brigatinib 2 791 == Brigatinib
@ == Crizotinib O | == Crizotinib
S R S S YO8 R ® @ m % & @ s
No. at risk Months No. at risk Months
Brigatinib 40 38 35 32 29 26 26 16 - 0 Brigatinib 97 33 73 65 63 62 58 36 3 0
Crizotinib 41 27 22 21 21 9 1 0 Crizotinib 97 4
Deaths, 3-Year Survival 4-Year Survival Deaths, 3-Year Survival 4-Year Survival
Treatment No. (%) Patients % (95% Cl) % (95% Cl) Treatment No. (%) Patients % (95% Cl) % (95% Cl)
Brigatinib (n = 40) 11(28) 74 (57, 89) 71 (33, 83) Brigatinib (n = 97) 30 (31) 70 (59, 78) 64 (52, 74)
Crizotinib (n = 41) 22 (54) 55 (38, 69) 44 (28, 59) Crizotinib (n = 97) 29 (30) 55 (62, 81) 67 (56, 76)

Subsequent treatments in crizotinib arm: brigatinib (66%) and alectinib (23%)

Camidge DR, et al. J Thorac Oncol. 2021;16:2091-2108.




©Lorlatinib Versus Crizotinib in Patients With Advanced
ALK-Positive Non—Small Cell Lung Cancer: 5-Year Outcomes
From the Phase Ill CROWN Study

Benjamin J. Solomon, MBBS, PhD' (¥} ; Geoffrey Liu, MD?(%); Enriqueta Felip, MD?((); Tony S.K. Mok, MD*(1); Ross A. Soo, MBBS, PhD* ();
Julien Mazieres, MD®(%); Alice T. Shaw, MD, PhD’ (*}; Filippo de Marinis, MD?; Yasushi Goto, MD® () ; Yi-Long Wu, MD'(%);

Dong-Wan Kim, MD, PhD"' (); Jean-Frangois Martini, PhD'*(*); Rossella Messina, PhD'?; Jolanda Paolini, BS'*; Anna Polli, BS'?;

Despina Thomaidou, MS'3, Francesca Toffalorio, MD, PhD'3("; and Todd M. Bauer, MD'

'H'hl.l.“bﬁ.llD e bl il e S k Td & il bkl i il il il k% Tl ihl Wik ik kTl ek ki Nl T Tl Mo bk e e

CONCLUSION After 5 years of follow-up, median PFS has yet to be reached in the lorlatinib group

corresponding to the longest PES ever reported with any single-agent molecular
targeted treatment in advanced NSCLC and across all metastatic solid tumors.

These results coupled with prolonged intracranial efficacy and absence of new
safety signals represent an unprecedented outcome for patients with advanced
ALK-positive NSCLC and set a new benchmark for targeted therapies in cancer.




PFS (%)

90 A

80 -

70 -

60 -

50 -

30 -

20 A

10 -

Lorlatinib {n = 149) Crizotinib (n = 147)

Events, n

55 115

PFS, months, median NR (64.3 to NR) 9.1{7.41t010.9)

(95% CI)
HR (95% CI)

0.19(0.1310 0.27)

8%

T+

PROFILE 1014
Solomon et al. NEJM 2014

A Progression-free Survival

100+ Hazard ratio for progression
iy or death in the crizotinib group,
= e 045 (95% C1, 0.35-0.60)
g P<0.001 (two-sided stratified log-rank test)
@ 60
40- A
" “-.\“h Crizotinib
e
? 20-
Chemithgrlpy
0 T T T T T 3 1
0 5 10 15 2 25 30 35
Months
No. at Risk
Crizotinib 172 120 65 38 19 7 1 0

Chemotherapy 171 105 36 12 2 1 0 0

Number at risk
—— Lorlatinib 149
—— Crizotinib 147

20 24 28 32 36 40 44 48

Time (months)

g1 81 19 77
0 9 9 9

1 1 I 1 I I I

b2 56 60 64 68 72 76 80

74 67 45 26 14 4 1
8 6 4 2 0 0 0

1014 PFS HR

crizotinib  10.9 5 74 %
chemoT 7.0 I

1st Line




ve CNS Met -

c Lorlatinib (n = 114} Crizotinib (n = 109)
B Lorlatinib (n = 35)  Crizotinib (n = 38) 'IIE"vemts' ’I‘C ) " I\TH 23:;99
ime 1o prl:lgressmn,mcn 5, =
Events, n ‘ 5 26 median (95% CI) (NR to NR) (16.4 t0 30.8)
—_ ﬂ"‘;‘“ '[35%;"09';955'“"*’““"‘“5* [NRTRNH] {3?3-2"0’ = 100 HR (35% CI) 0.05 (0.02 to 0.13)
(=] 100_ median 0 5 (4] . H\ - "
= HR (95% Cl) 0.03 (0.01 to 0.13) < dhi oy Bt H—— TS TR TH T A —
c . ] .
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» ] 2 80 -
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o 40 ]1 E 40 1 33% 33% 27%
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0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80
Time (months)
. Time (monthS) Number at risk
N“mbf’fat"Sk —— Lorlatinib 114 96 90 84 77 72 70 67 67 64 64 61 60 59 55 38 22 9 3 1
— Lorlatinib 35 32 29 28 28 26 26 25 2 22 20 20 1B 1B 17 12 Crizotinib 109 86 63 41 31 21 19 18 12 12 10 10 9 8 6 4 2 0 0 0
Crizotinib 38 21 12 5 3 1 0 0 0 0 0O 0 0 O O 0 0O




Sonuc—2Yanitlar

_ Alectinib - ALEX Brigatinib - ALTA-1L Lorlatinib - CROWN

Brain metastases, % in the whole trial 40% 29% 26%
Prior radiotherapy to brain, % of patients with brain metastases 38% 13% 6%
Previous chemotherapy, % 0 21% 0
HR for PFS, BIRC (95% ClI) 0.50 (0.36 to 0.70) 0.48 (0.35t0 0.66) 0.27 (0.18100.39)
HR for PFS, investigators (95% Cl) 0.43 (03210 0.58) 0.43 (0.3100.58) 0.19 (0.13100.27)
3-year PFS, % 46.4 (inv.) 43 (BIRC) 63.5 (BIRC)
HR for PFS, patients with brain metastases at baseline 0.37 (0.23t00.58) (Inv.) 0.25 (0.14 to 0.46) (BIRC) 0.21 (0.10 to 0.44) (BIRC)
HR for PFS, patients without brain metastases at baseline 0.46 (0.3110 0.68) (Inv.) 0.65 (0.44 10 0.97) (BIRC) 0.29 (0.19 0 0.44) (BIRC)

Peters S, et al. N Engl J Med. 2017,377:829-838; Gadgee! S, et al. Ann Oncol. 2018;29:2214-2222;, Camidge DR, et al. N Engl J Med. 2018;379:2027-2039; Camidge DR, et al. J Thorac Oncol. 2021;16:2091-2108;. Shaw AT, et al. N Engl J Med. 2020;383:2018-2029; Solomon B et al., AACR 2022; Pérol M, Swalduz A, JCO 2022




Sonuc—2>Guvenlik ve Tolerabilite

ALEX® ALTA-1L CROWNE

TRAEs leading to dose
reduction, % 20.4 199 44 25 21 15

TRAEs leading
to treatment 14.5 14.6 13 9 7 9
discontinuation, %

1 0,
Anemia (5.9%), aspartate transaminase FIYPATS1OtAI 0 IR 15

Blood creatine phosphokinase (26%) Hypertriglyceridemia (20%)
> 0 d
Most common grade 2 3 - ' lipase (15%), hypertension (14%), edema (4%), weight gain (17%),
AEs vs. crizotinib alanine aminotransferase (4.6%), : : £
. 5 amylase (6%), pneumonia (5%) peripheral neuropathy (2%), cognitive
pneumonia (4.6%) effects (2%)
0

Camidge DR, et al. J Thorac Oncol. 2021;16:2091-2108; b. Mok T, et al. Ann Oncol. 2020;31:1056-1064; c. Shaw AT, et al. N Engl J Med. 2020;383:2018-2029.




" ALK pozitif hastalik artik kronik hastalik
" Yan etkiler yonetebilir

= Uygulanabilir en etkin tedavi en 6nce olmali B plani herzaman
uygulamaya koyulamayabilir

®* Yeni jenerasyon TKI lar gelistiriimeye devam ediyor = Asil effekti
= Kombinasyon ydnetilemez toksisite

= TKI sonrasi Bispesifik IO VEGF vs kombinasyonlar ?

= TKI sonrasi KT ve ADC ler gelebilir




- Hedeflenebilir mutasyonu olanda yoldan sasma
sonuna kadar mutasyon icin ugras
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National . . . o
Comprehensive NCCN GUldellneS VGl'Slon 3-2025 NCCNngllgeolil’ngi[:?ednet)s(
(el Cancer _ : :
Network® Non-Small Cell Lung Cancer Discussion
CLINICAL PRESENTATION HISTOLOGIC BIOMARKER TESTINGM"
SUBTYPE?
* Molecular testing, including:
. . » EGFR mutation (category 1), ALK (category 1),
: f‘:%’:’g:ﬁc'“"’“a KRAS, ROS1, BRAF, NTRK1/2/3, METex14 Testing
« Establish histologic : skipping, RET (category 1), ERBB2 (HER2),
subtype? with NSoLC not |  NRG1, HER2 (immunohistochemistry [IHC])°° " et 20)
adequate tissue for e » Testing should be conducted as part of broad
molecular testing specified (NOS) molecular profilingPP
(consider rebiopsy™™ » PD-L1 testing (category 1)
2rdvanced or plasma testing if
. appropriate)
metastatic| |, smoking cessation
disease counseling
* Integrate palliative - Consider molecular testing, including:99
care® (NCCN » EGFR mutation, ALK, KRAS, ROS1, BRAF,
Guidelines for s I NTRK1/2/3, METex14 skipping, RET, Testing
Palliative Care) quamouscell | ERBB2 (HER2), NRG1, HER2 (IHC)°° — »|Results
carcinoma » Testing should be conducted as part of (NSCL-20)
broad molecular profilingPP
« PD-L1 testing (category 1)
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National . . . o
Comprehensive NCCN Guidelines Version 3.2025 HCCH B idelines Incex
NCCN Itelinei8 Non-Small Cell Lung Cancer Discussion

TESTING RESULTS™MM:NN

EGFR exon 19 deletion or exon 21 L858R mutation positive NSCL-21
EGFR S768I, L861Q, and/or G719X mutation positive NSCL-24
EGFR exon 20 insertion mutation positive NSCL-25
KRAS G12C mutation positive NSCL-26
ALK rearrangement positive NSCL-27
ROS1 rearrangement positive NSCL-30
BRAF V600E mutation positive NSCL-32
NTRK1/2/3 gene fusion positive NSCL-33
METex14 skipping mutation positive NSCL-34
RET rearrangement positive NSCL-35
ERBB2 (HERZ2) mutation positive NSCL-36
NRG1 gene fusion positive NSCL-37
PD-L1 21% and negative for actionable molecular biomarkers above NSCL-38
PD-L1 <1% and negative for actionable molecular biomarkers above NSCL-39




TESEKKURLER




EGFR, ALK Disi Mutasyonlar
Varliginda Guincel Yaklasim




Metastatik KHDAK'de Nadir Driver Mutasyonlar

>ROS Fuzyonu

> BRAF Mutasyonu

> Met exon 14 Mutasyonu
> RET Fuzyonu

> NTRK Fuzyonu

> Kras G12C Mutasyon

> Her2/EGFR 20 Mutasyonu




ROS -1 MUTANT
KHDAK :




v' Tirozin kinaz reseptoriinden farkli olarak
bir proto-onkogen

v ALK gibi insalin reseptdr ailesinden 6.
kromozomun uzun kolu 22. lokusda

v ROS rearranjmant ile fizyon geni olusur.
v KHDAK %1-2’si

v Daha geng

v’ Sigara icmemis, kadinlarda sik

v' EGFR-ALK-ROS birlikteligi yok

v" Tani aninda %30-40 SSS metastazi

ROS1 KHDAK

Present in 1% of NSCLC cases

[cora T[] ] rost ] L1 re | hess] rost |
E32 E35
[ cors Nl ] rost | | LIMAf L] rost ]
Ea4 E36
[ EZR LA ] rost | | MSN LMl ] rost |
E34 E34
| SLC34A2 L] rost ] ceoce [ | 11 Nl L] rost |
E32 .
| SLC34A2 Il ] rost || LRIG3 [l rost |
E34 E35
SDC4 ROS1 TMEM106B I H ROS1
E32 E35
[soce T L] rost | oszin [ [ L] D] rost |
E34 E33
TRmS | L] rost || EERD | ] rost |
E35 E35

Unknown
10-15%

-

-

KDELR2 (<1%)

TMEM106B (<1%)
TPD52L1 (<1%)
CLTC (<1%)

Raossi_Giulio_et al [ ung Cancer: Targets and Therapy 8 (9017)' 45




ROS1-Rearranged KHDAK: Crizotinib-PROFILE 1001 ROS1 Kohortu

" N=53 OVERALL SURVIVAL
%i 10- 13%, 0 prior regimens. BM not reported 100 ROS?-rearranged NSCLC
£ (N=53)
g o | Deaths, n % 26 (49.1
2 211 ORR: 72%. PFS: 19.3 mo. o el =
s 3 Median 0S (95% CI) 514 months (20.3-NR)
£ amt 5
o 0 IR 1-jcar 0S rate
i s 9%

=20 -
o) =
= 3 S 407
£ 3 4-year 0 rate

40- © y
- 51%

Median follow-up for 0S: 62.6 months
60 14 patients (26%) remain in follow-up
*
01 mTTR 7.9 hatta W 60 80
DoR: 24.7mo Time (months)
-100- Noatrisk 53 48 4 ¥ % 3 ¥ B 0 N w® 7 1B 9 5 4 3

NR, not reached; NSCLC, non-small cell lung cancer; OS, overall survival.

Shaw, NEJM 2014 Shaw et al.Annals of Oncology 2019




ROS1-Rearranged KHDAK: Crizotinib

“ Region PFS (mo.) | mOS / 1-year OS

PROFILE 1001, phl 53 World 19.3 51.4 mo. / 79%
OxOnc, ph I 127 East Asia 15.9 32.5 mo./ 83.1%
EUROS, pooled 32 Europe 9.1 NR

AcSé, basket trial 37 France 5.5 17.2 mo. / NR
EUCROSS, ph I 34 Spain/Germany 20.0 NR / 83%
METROS, phll 26 Italy 17.2 Not reached

Crizotinib approved by FDA (11 March 2016) and EMA (21 July 2016)

Courtesy of J.Remon

o n 2019 ASCO #ASCO19 S Shaw NEJM 2014, Shaw ESMO 2016 (1206PD), Wu JCO 2018, Maziéres JCO 2015

ANNUAL MEETING 0 re e sroveyof e o PR B e o ro-Sibilot WCLC 2018, Vassal ASCO 2018, Michels JTO 2019, Landi JTO 2017




ROS1 Rearranged KHDAK Hastalarinda Ceritinib Faz Il Calismasi (N=32)

100 - W PD 1.0 —lI Progression-free survival
ORR %62 SD 1| 9.3 months (95% ClI, 0 to 22 months)
80 — 19.3 months (95% Cl, 1 to 37 months)
DCR %81 = PR 084 Al
60 M CR ' - Crizotinib-naive

o
(=]
]

1-'1

o
i
]

o
N
1

PFS Crizotinib alanlarda 9.3 ay 2 hasta
PFS Crizotinib naive 19.3 ay 30 hasta

I I I I | I I I I 1 I

3 6 9 12 15 18 21 24 27 30 33
Duration (months)

Longest Tumor Diameters (%)

Change From Baseline in Sum of

Progression-Free Survival (proportion)

o

-100 -

Fig 1. Best percentage change from baseline in tumor volume in patients with at
least one postbaseline measurement. CR, complete response; PD, progressive
disease; PR, partial response; SD, stable disease.

Fig 2. Kaplan-Meier curve of progression-free survival in all patients and crizotinib-
naive patients.

Intrakranial hastalik kontrolii 5/8 hasta: %63

Lim_Sun Min_et al_Journal of clinical nnrnlngy 3523 (?017)' 2613-2618




ROS1 Fiizyon KHDAK-Entrectinib: ROS1 ve TRK inhibitérii

' AN
Entrectinib

In-vitro/in-vivo

tumor growth
inhibition

Inhibition of
downstream pathways
(MAPK-PI3K/AKT)

Inhibition Cell cycle
of cell arrest and
proliferation apoptosis

Inhibition
of TRK
phosphorylation

ROS1 TRKA TRKB TRKC

mlcm(nw 02 17 01 01

J/

Entrectinib SSS gecisi olan oral, guclu ve selektif
ROS1/NTRK/ALK tirozin kinaz inhibitoru

» Kirizotinibden daha guclu ve SSS gecisi daha
iyi olan ROS-1 inhibitori

=  Primer beyin tUmorlerinde ve sekonder SSS
metastazlarinda gorulen klinik aktivite ile kan-
beyin bariyerini gecmek ve SSS icinde kalmak
icin tasarlanmistir.

= Potent pan-TRK inhibisyonu




100

ROS1 Rearranged KHDAK Hastalarinda Entrektinib’in Faz | (ALKA-372-001,
STARTRK-1) ve Faz Il (STARTRK-2) Calismalarinin Kombine Analizi (N=161)

60 hasta (%37.3) tedavi naive
—

Overall response ITT

ORR %67.1 (CR %9)
mDOR 15.7 ay
mPFS 15.7 ay

25

25 —

-0 -

75 -

Best Overall Response

Primer Sonlanim:ORR, DoR
Sekonder Sonlanim:PFS, OS, IC ORR ve DoR, Giivenlik

Outcome Total CNS Disease No CNS Disease
(N=161) at Baseline at Baseline . . ..
(n = 56) (n = 105) Intrakranial aktivite: 24 hasta
ORR, n (%) 108 (67.1) 35 (62.5) 73 (69.5) IC ORR %79.2
(95% Cl) (59.3-74.3) (48.6-75.1) (59.8-78.1) IC PFS 12 ay
Median PFS, 15.7 (1.8 19.0 0S 28.3 ay
mo (95% Cl) (11.0-21.1) (6.4°T5.7) (12.0-29.6)

25

-25 4

-b0 ~

-75 4

Baseline in SLD (%)

Best Improvement From
=
o
|

M CRorPR(n=19) @ PD(n=2) MW NE(nh=1)

Bl CRorPR B SD B PD B NE/ND Dziadziuszko et al_1CO 2021




ROS1 Rearranged KHDAK Hastalarinda Lorlatinib Faz I-1l Calismasi (N=69)

80 -
70~
60
50 ~

30 ~
20

Best change from baseline (%)

-90
-100 -

-110

=10 4
20 4
-30
40 -
50 4
60 -

-804

TKI Naive 21/69 (%30)

ORR %62
mPFS: 21 ay
iC ORR %64(7/11)

Best overall response mDOR 25.3 ay

O Complete response

[ Partial response

[Stable disease

@ Objective progression

® (ff treatment or progressive disease
nnﬂu _____ H [ N } I
'UUuLUJ
I I I I I I I I I Patlie r-“:IS I I I I I I I I I ]

Crizotinib alan 40/69 (%58)
ORR %35

mPFS: 8.5 ay
iC ORR %50(12/24)
Best overall response
m Do R 1 3 8 ay O Complete refr?onﬁe
. [ Partial response
[ 5table disease
@ Objective progression

[ Indeterminate
® Off treatment or progressive disease

WUUMUUULWM

Patients

Shaw Alice T et al The | ancet Oncology 20 12 (2019)- 1691-1701.
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ROS1 REARRANGEMENT™™

FIRST-LINE THERAPY' SUBSEQUENT THERAPY'
Preferred

ROS1 rearrangement Crizotinib®®

discovered prior to or Yy Subsequent

first-line systemic Entrectinib®s:00° >Progression Therapy (NSCL-31)

therapy or
Repotrectinibss:99°

ROS1
rearrangement

Interrupt current therapy**
ROS1 rearrangement and start

discovered during e e L vy Subsequent
first-line systemic —— | Crizotinib (preferred) or —ProgressionYY —» Therapy (NSCL-31)

Entrectinib®°? (preferred) or
Repotrectinib®?? (preferred)

therapy



BRAF V600E MUTASYONU

Frequency of gene mutations in NSCLC

None

BRAF

PIK3CA
20 2%—3%

3%—4%




KHDAK’de BRAF V600E Mutasyonu: %1-2

(R smoking status

Never Bver
28% 72%

Clas I>Klas Il

Progression free survival

— EGF
= R

ROS1

RET
mPFS=4.1 mo BRAP
= META14 :
=== No mutation

p=0.61

5 MedianAge Mgl PD-L121%  °~
67 75% & Ja

Qd‘ Sex Ratio g Median TMB

=)
S

PFS (probability)

o
3y

o
8

- A TR

Female Male 2 : o : L :

61% 9% 4 /o Q : Time (months) :
Low rate brain Mets at dlagnos:s

Non-V600 _




BRAF (V600) Varyantlari

%50 BRAF V600E ya da
class 1 BRAF mutasyonu

" = S i M Class |
[ i i L1 | mClass .
155 227 457 714 Klas | 107 hasta (/045)
B Class I Klas Il 75 hasta (%32)
Ras-Binding Protein kinase domain (o]
domain KIaS I” 54 haSta (/023)
Class| | Class Il I Class Il | ¢ Number Substitution Beyin metastazi
B V600 & K601E = 1597 W G460 W G464V W GS96R & D594 m N581 W G466 W D287Y :;g 107 e Klass lI-1lI>Klas |
90 .X =
:g N BRAF mutasyonu
60 51 :g
50 I 6 V600 107 (%45)
40
"Q = O
= 2 . m: G469 | 51 (%22) /86
) I 0w
- 1._.._1 - D466 | 25 (%11)
Kinase domain
D594 19 (%8)
qul,\ ‘Ob‘ b‘éo gb‘b {,JQ: (OO.)Q) 030:’\ \l~ =
i Q Q Q Q Q Q ¥R

Clin Cancer Res 2019-25(1)158-185 doi-10 11568/1078-0432 CCR-18-2087



THERAPEUTIC TARGETING OF CLASS | BRAF MUTATIONS (V600E)¥
Strategy 1: SINGLE BRAF INHIBITION

Dabrafenib 150 mg BID Vemurafenib 960 mg BID

BRF 113928 AcSé? VE-BASKET?
Pretreated V600 (N= 78) Pretreated V600 (N=101) Pretreated/Naive V600 (N= 62)
o MedianDOR: 9.6mo 3 '3 Median DOR: 6.4 mo o Median DOR: 7.2 mo
o Median PFS: 5.5 mo 1 Median PFS: 5.2 mo : Median PFS: 6.5 mo
P Median OS OS: 12.7 mo " Median OS: 10 mo . : Median 0S: 15.4 mo
J[L ': - i § - i
i > 25
ac g I:;- wL) 3 EE\ ?EJ 0 i
4L i E 104 o © g 2=EEE::x
< F i oo 5, Reggsiiaaatil
L iy s a e
-:IL ::: 2100 4
» :9; °'eviuushf untraated Previously treated patients
ORR 33% ORR 50% (V600) M ORR37%
10 — Pafients (W= 53)

1.- Planchard D., et al, Lancet Oncol 2016; 2.- Mazieres J. et. al., Annals of Oncology 2020; 3.-Subbiah V et al., JCOPO 2019




Bascline Mes

- o
= =
5 g
z £ )% - Y YW YR W EEW FT WY T YEYT YT XYY WY W y w ow W
g i g
B
" R N s R o 3
a g =l-
J -
Z
-l u
E 2
-
¢
=0
2
-] A =
-3 4 g
-
:

THERAPEUTIC TARGETING OF CLASS | BRAF MUTATIONS (V600E)¥
Strategy 2: Double MAPK Blockade — Dabrafenib + Trametinib (BRF 113928, Phase 2 Trial)

Dabrafenib 150 mg BID + Trametinib 2 mg QD

COHORT B: Pretreated V600 (N=57) COHORT C: Treatment-naive V600 (N=36)

! ORR 68% ORR 64%

! ' mDOR 9.8 months | " mDOR: 10.2 months

U
,
Best Confmped Response I E 80| BesConfimned Resporse .
PR Z 1.4
[ [T % s
PD 3 0
NE M

Subjezt

1.- Planchard D., et al, JTO 2022




THERAPEUTIC TARGETING OF CLASS | BRAF MUTATIONS (V600E)¥ '
Strategy 2: Double BRAF/MEK Blockade — Dabrafenib + Trametinib (BRF 113928, Phase 2 Trial)

9-year update

COHORT B: Pretreated V600 (N=57)' COHORT C: Treatment-naive V600 (N=36)?

I Lo{ 4

o] N Median PFS: 10.2 months o | Median PFS: 10.8 months
AT T Median OS: 18.2 months . Median OS: 17.2 months
T i %
é ) E (84 l
7 o - 4y.0S 26% ] o |
g o3 ‘ i E 034
i T — (s 9

02| i i YOS 19% 024

. A

= T T I T T | I
6 9 RBBANTNDBBNQSEEINHNTOHGEONS B D360 N RANTNNRYILELIATORGEOHNS B S

Time from First Dose (Months) T'me from Farst Dose (Moaths)

1.- Planchard D., et al, JTO 2022




THERAPEUTIC TARGETING OF CLASS | BRAF MUTATIONS (V600E)¥
NEW COMBOS — Encorafenib + Binimetinib (PHAROS Trial)

Encorafenib 450 mg QD + Binimetinib 45 mg BID

Pretreated V600 (N=39) Treatment-naive V600 (N=59)
ORR4G%  =ovme L ORR 75% el
s ]
““: 4/8 IC responses
Patient Patient

Median DOR: 9.0 months Median DOR: 10.4 months
Median PFS: 9.3 months Median PFS: NE
Median OS: NE Median OS: NE

1.- Riely GJ et al ASCO 2023; 2.- Riely GJ et al JCO 2023




BRAF nonV600 Mutasyonlari (Vemurafenib)- Klas Il ve llI-Faz Il

Mean Bayesian Estimated Success rate : 5.9% ; credibility 95%CI : [0.2%; 20.6%]
Prob ORR < futility bound (10%): 81.5% - study stopped

Response rate: 0%

12

10

10

2

(

: |

0
(R

\J

a
' m

|
D PD

Death before
firsteval

1.0+

oad

Survival Probability

02-

00-

AtRisk

PFS: 1.8 m. [1.4;2.1]

o
E

+ Censored

) | 1 T
15 20 25

JMaziereset al 201
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BRAF V600E MUTATION™"

BRAF V600E
mutation
discovered

prior to first-line
systemic therapy

BRAFVG00E
mutation

BRAF V600E
mutation
discovered
during first-line
systemic therapy

FIRST-LINE THERAPY'

Preferred

Dabrafenib + trametinibSs
or

Encorafenib + binimetinib3s

Useful in Certain
Circumstances
Dabrafenibss:994 or

}—b Progression—

Vemurafenibss.999

Other Recommended
Systemic Therapy,
Adenocarcinoma
(NSCL-K 1 of 5)

* Progression—»

— Progression—»

or Squamous Cell Carcinoma

(NSCL-K 2 of 5)

Complete planned
systemic therapy, including
maintenance therapy, or
Interrupt current therapy
and start Dabrafenib +
trametinib999 (preferred) or
Encorafenib + binimetinib
(preferred)

— Progression —»

SUBSEQUENT THERAPY'

Systemic Therapy, Adenocarcinoma
(NSCL-K 1 of 5) or

Squamous Cell Carcinoma
(NSCL-K 2 of 5)

Dabrafenib + trametinib999
or
Encorafenib + binimetinib

-

Progression

Systemic
Therapy,
Subsequent
(NSCL-K 4 of 5)

Systemic Therapy, Adenocarcinoma
(NSCL-K 1 of 5) or
Squamous Cell Carcinoma

(NSCL-K 2 of 5)




RET FUSIONS IN SOLID TUMORS

A very rare disease
RETfuslons Non-small cell lung cancer (2%)

Papillaryand other
thyroid cancers (10-20%)

-

RET fusions are reported in about 1-2% of patients with NSCLC

; Pancreatic cancer (<1%)
% _ Salivary gland cancer (<1%) \
g Sptz tumors (<1%) AGE g ® I I I .
0 | A YOUNG EQUAL NEVER  Poorly differentiated  LOW TMB
Ovarian cancer (<1%) <60y DISTRIBUTION SMOKERS  Mostly adenocarcinoma
| | Wiyeloproliferative disorders {<1%) Signet-ring cells
‘ | Many others (<1%) “ -
5; | 2000 o o . ]
| 9745 |\ G Distinct clinical profile: YOUNG, NON-SMOKERS
I | | T T eoeee

S| | & KIF5B (most commen in lung cancer)
| | CCDC6 or NCOA4 [most common in thyrokd cancer

1.- Alexander Drilon at 2018 ASCO Annual Meeting




LIBRETTO-431: Study Design

" |nternational, randomized, open-label phase Il trial

Stratified by geography (East Asia vs non—East Asia),

brain metastasis (Y/N or unknown), choice of *Randomization ratio was initially 1:1 but
chemotherapy with pembrolizumab later amended to 2:1.
Patients with unresectable B *Included-investigator"s choi.ce of 2
5 Selpercatinib 160 mg BID carboplatin AUC 5 or cisplatin 75 mg/m?,
stage IlIB, IlIC, or stage IV v (n = 159) plus pemetrexed 500 mg/m2.
nonsquamous NSCLC with /Rv n=

Optional

RET fusion; no prior systemic 2:1%
: Platinum-Based Chemotherapy’ [

therapy for metastatic Selpercatinib
: + i
disease; ECOG PS 0-2 R (upon BICR-confirmed PD)

(N = 261) (n=102)
=  Gated primary endpoints: PFS by BICR in ITT-pembrolizumab and ITT populations

— ITT-pembrolizumab = patients stratified by investigator intent to receive pembrolizumab with
chemotherapy; had to comprise 280% of ITT population per protocol (n =212 randomized)

= Secondary endpoints: OS, ORR, DoR, CNS ORR, CNS DoR, CNS TTP, safety, PROs

Loong. ESMO 2023. Abstr LBA4. Zhou. NEJM. 2023;[Epub].




LIBRETTO-431: PFS by BICR (Primary Endpoint)

= Selpercatinib yielded statistically significant improvement in PFS vs control arm in both
ITT-pembrolizumab and ITT populations, meeting both primary endpoints

100- ITT-Pembrolizumab Population

804
) - Selpercatinib
2\’ o0 mPFS: 24.8 mo
2L
o 40'

20+ —| Control

HR: 0.46 (95% Cl: 0.31-0.70; P <.001) mPFS: 11.2 mo
O 1 1 T 1 T 1
0 6 12 18 24 30 36
Mo

Patients at Risk, n

Selpercatinib 129

105

72

Loong. ESMO 2023. Abstr LBA4. Zhou. NEJM. 2023;[Epub].

2 0
control 1BNib adso yiebded PsFS beaneflt vs cond

ITT Population

80+
—_ Selpercatinib
X 60+ mPFS: 24.8 mo
i
40+
o Control
20 mPFS: 11.2 mo
HR: 0.48 (95% Cl: 0.33-0.70; P <.001)
O I I I I I 1
0 6 12 18 24 30 36
Mo
Patients at Risk, n
Selpercatinib 159 130 90 52 18 3 0
control peEplasmed seibgroaps 7 1 0
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RET REARRANGEMENT"™"

FIRST-LINE THERAPY'

Preferred
RET rearrangement PralsetinibSs
discovered prior to or
first-line systemic Selpercatinibss
therapy (category 1)
RET
rearrangement
RET rearrangement Interrupt current

discovered during
first-line systemic
therapy

therapy** and start
Pralsetinib (preferred) or
Selpercatinib (preferred)

ProgressionYY —»

ProgressionYY —»

SUBSEQUENT THERAPY'™

Systemic Therapy,
Adenocarcinoma

gNSCL-K 1 of 5) or
quamous Cell Carcinoma
(NSCL-K 2 of 5)

or
Cabozantinib— Progression —»

Systemic Therapy,
Adenocarcinoma
(NSCL-K 1 of 5) or
Squamous Cell
Carcinoma

(NSCL-K 2 of 5)

Systemic Therapy
Adenocarcinoma
ghISCL-K 1 of 5) or
quamous Cell Carcinoma .
(NSCL-K 2 of 5) Systemic Therapy,
or Adenocarcinoma

- . gNSCL-K 1 of 5) or
Cabozantinib —Progression —>|g.,,20us Cell
Carcinoma

(NSCL-K 2 of 5)



MET Mutasyonu

MET MET MET kinase MET MET
physiologic signaling Exon 14 skipping domain mutations amplification/over expression fusions




KHDAK’ de MET-Mesenchymal Epithelial Transition Factor Yolagi

olarak KHDAK’de

e 1 ﬂ [ X \
> Primer siiriicii mutasyonu |y ﬂSema ﬂ —[j

HGF L 1l .
- Amplifikasyon (%2-5) sl
| l % IPlasma membrane

 Exon 14 skipping mutasyonu
(%3-4)

Juxtarpembrane I A aa 963-1.009] "‘ 2| Fusion
> MET sekonder driver/co-driver i g ‘ "°"“"” i & CTR
. . r1234 s
O|al'ak EGFR TKI dlrenCI Tzr1235 0 Catalytic domain 0 I 01(':;-(?2
Tyr1349 (B) ' Docking site l I ®) l
«  Amplifikasyon (%6-19) B , ®
[ Point mutations ] | Amplification ] l Exon 14 skipping | l Fusions I

L I Tyrosine kinase constitutive activation J - —/J

[ MET inhibitors |-—| l

[ Oncogene addiction I

. Pl 1. DAL 1L2L D - £ 2601010941 Q.
COHIOgHO T'IVI T dl INalUI'C RCVICW L dllCCl ZU16,16.091—006.



KHDAK'de MET-Mesenchymal Epithelial Transition Factor Receptor

Normal roli embriyogenezis, yara iyilesmesi ve karaciger A Normalekleme

rejenerasyonu

MRNA

D\ g W— — e

METex14 MET'in degradasyonundan sorumlu reseptorin pemena ottt

juxtamembran bolgesini  kodlar. Nokta mutasyonlari, | e mile
juxtamembran alanin gergeve i¢i silinmesine neden olarak, 0ONA S T e
artan stabilite ve yapisal kinaz aktivasyonu ile sonuglanir. Bl

B Anormal ekleme ve ekzon 14 atlamasi

insidans
mMRNA

Non-skuaméz KHDAK %3-4 T > —
Sarkomatoid akciger kanseri %8-30 oo e T

5' ekleme bolgesi
Klinikopatolojik ozellikleri DIA WX’LI}_{_Q_}
Daha ileri yas 3' ekleme bolgesi
K>E MET

Hic sigara icmeyen hasta orani daha az
Diger driver mutasyonlar ile mutually exclusive

DNA bazli NGS ile karsilastirildiginda RNA bazli NGS ile
daha fazla saptanma oranina sahip

HGF
MET
©
e
.l. CBL o=
Asagi yonlu
sin_yal akis v
aktivasyonu Degradasyon
..O,' Oy 0§ §©

| ey ey ey
W ownw

l CBL

Asag! yonlu

sinyal akig

aktivasyonu Azalmis
degradasyon

8. Anormal ekleme ile MET ekzon 14 atlamasi1 ve sonuglar1 (Copyright © An

Drilon et al. J Thorac Oncol . 2017 January ; 12(1): 15-26.




Tyrosine kinase Inhibitors

" Cabozantinib ®

Nonselektif

Crizotinib® *

MET Kinaz Hedefli Tedaviler

Capmatinib ®

Multikinase
Selective

" Merestinib ®

E

o F N.
o 7 NH
St N HN 0, o=
- < /S Q
\ o
e B X fN e s
g w N

@® HGF

a-chain B-chain

't

Sema domain

PSI domain

IPT domain

Juxtamembrane
domain

Kinase domain

Multifunctional
docking site

Monoclonal Antibodies

" Specific HCF

1N LS
o} JJ:\:\T% -

gy (W
- /@

Specific-MET
A

7N

"7 L

&Q\”/L

o A
Bispecific ¢» 2 €»  MET-MET
o MET-EGFR
Antibody £ MET-
< others

Antibody-
drug
conjugate

N
e




Months

ORR

= K €@ O

CRIZOTINIB? CAPMATINIB? TEPOTINIB* SAVOLITINIB?
PROFILE 1001 GEOMETRY mono-1 VISION CHINA
RWD?
22 24.6 20.8
20.5 - 19.8
P e ——— o e
18
" 13.6
12
10--——- B DR - - BN __
8
54
6
4
2
0
No MET MET Any line Cohort 5b Cohort 4 Treatment Naive Pretreated
inh inh (n=65) Treatment Naive 1L Pretreated 2/3L (n=69) (n=83)
(n=28) (n=69)
32% 68% 41% 51% 43%

1.- Awad MM et al, Lung Cancer 2019; 2.- Drilon A et al, Nature Medicine 2020; 3.- Wolf, J et al, ASCO 2021; 4.- Thomas M et al, WCLC 2022; 5.- Shun Lu et al, ELCC 2022
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METex14 SKIPPING MUTATION™"

METex14 skipping
mutation discovered
prior to first-line
systemic therapy

METex14

skipping
mutation

METex14 skipping
mutation discovered
during first-line
systemic therapy

FIRST-LINE THERAPY'™

Preferred
Capmatinib®s |

or
Tepotinibss I
Useful in Certain

Circumstances
Crizotinibss

Y

ProgressionYY —»|

Y

or

Systemic Therapy,
Adenocarcinoma

(NSCL-K 1 of 5)

ProgressionYY —»|

or Squamous Cell
Carcinoma

(NSCL-K 2 of 5)

Interrupt current

therapy** and start
—|Capmatinib (preferred)
or Tepotinib (preferred)

or Crizotinib

nn Princinlas ~fF Malacolar and Rinmarkar Analoeie (RIS _HY

* Progression —»

SUBSEQUENT THERAPY'™

Systemic Therapy,

Adenocarcinoma

(NSCL-K 1 of 5) or
Squamous Cell Carcinoma

(NSCL-K 2 of 5)

Preferred
Capmatinib
or
Tepotinib

Useful in Certain
Circumstances
Crizotinib

Systemic
Therapy,
Subsequent
(NSCL-K 4 of 5)

— Progression —=

Systemic Therapy,

Adenocarcinoma

—ProgressionYY —|(NSCL-K 1 of 5) or

Squamous Cell Carcinoma

(NSCL-K 2 of 5)




NTRK FUZYONU

Glioma (0.2-3.1% : - "% Glioma (0-6.3%)
: X AdUIt Pedlatrlc " high grade glioma in infants <3 years (40%)

Secretory carcinoma of salivary gland*t
(42.9-100%) ~ Spitzoid neoplasm (16.4%)

Secretory breast cancer? (66.7-100%) @ P

- Papillary thyroid cancer (8.6-25.9%)
Pancreatic adenocarcinoma (0.1-0.6%)

Cholangiocarcinoma (0-3.6%) Infantile fibrosarcomat (90.9-100%)

NSCLCS (0-2.6%)

with adenocarcinoma 1 out of >4000 affected

Papillary thyroid cancer (0-35.7%) I @ Congenital nephromatt (41.5-92.9%)
@ Secretory breast cancer#(66.7-100%)

GIST (0.5-3.2%
2 Mesenchymal tumor# (0.4-8.4%)

CRCT(0.1-2.0%)

Cutaneous melanoma (0.2-1.3%) 0%
>90%
Soft-tissue sarcomat (0-2.9%)

NTRK fusion frequency

@ Langerhans cell histiocytosis (1.1%)

Lipofibromatosis-like neural tumor (71.4-100%)




Low prevalence (< 1%) across tumors...but up to 90% in rare cancers

9 Brain cancers {glioma, GBM, astrocytoma)
Salivary [MASC)
1] ‘ Thyroid cancer

RV [cXo.\\[W3:@ m Common cancer with low

0) TRK fusion frequency
<1% [

(<1%)

Gliomas
K Thyroid cancer

Lung cancer | Infantile fibrosarcoma
Congenital nephrom . 3
- ) e Rare ca rwcer with high (>80%)
‘k_(hohnglacamnoma GisT TRK fu5|0n frequency

Sarcoma [multiple)

Colon VAR S

4 Melanoma

>80 fusion
Sacoma e partners identified to date™ TRK GENE FUSIONS
TPM3 \ NTRK1 (exons 9-17)
i _————— — ARE FOUND IN'UP TO —
,‘ ‘ ETV6-NTRK3 I | TkDomain
B I ETV6 (exons 1-5) | NTRK3 (exons 13-18) o
LMNA l NTRK1 (exons 11-17
Lung cancer most LhaNTR _-Jil 0
common NTRK1 e \ o
TPR NTRK1 (exons 10-17)

reniroc: | | KOS

OF RARE CANCERS

1.- Figure adapted from Planchard, ESMO Oncology_PRO 2019; .- 2.-Amatu, et al. Ann Oncol 2019; 3.- Wu, et al. Nat Genet 2014; 4.- Joshi, et al. Leukemia 2019; 5.- Rosen, et al. Clin Cancer Res 2020; 6.-Solomon, et al. Ann Oncol 2019




CONSISTENT RESULTS IN NSCLC HARBORING NTRK FUSIONS ¥
Updated data in NSCLC

Larotrectinib’
NTRK+ NSCLC (all n=30, BM n=12)

Entrectinib?
NTRK+ NSCLC (all n=51, BM n=20)

Efficacy All patients
- IRC-eligible patients, n 27 1004
£ ORR, % (95% Cl) 74 (54-89) b 75
§ —_— Best overall response, 1 (%) E
e : Complete respones 3(11) 3 %4
0 40 - Parial response 17 (63)
& Stable diseasn 4(15) 5 -
T 2 Progressive demsse 2(7)
5‘ Nol evaluable 1(4) g
z
£
g ndrocual patients
= # With base Ing CNS metastazes B CRPR(N=31) S0 (=5 PO n =3 M Non CRPD{n=1|MNE(n=1)
ORR 74% ORR 63%
Intracranial ORR 80% Intracranial ORR 67%
PFS median 33 months PFS median 28 months
OS median 39 months OS median 41.5 months

1.-Lin J etal. ASCO 2023; 2.- Cho et al. Lung Cancer 2024
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NTRK GENE FUSION""
FIRST-LINE THERAPY'™ SUBSEQUENT THERAPY'™
Systemic Therapy,
— Adenocarcinoma
Repotrectinib
Preferred (if not previously }—»Progression i (S'\:‘Sugan-c})(uL %fesu) or
Entrectinibss g:_ven) Carcinoma
or : (NSCL-K 2 of 5)
P . Systemic Therapy,
I(;?rotrectlmb Progression—» Arenocarciioma S
i (NSCL-K 1 of 5) or
SS
N:,in”:-/gn Repotrectinib Squamous Cell Therapy,
g. ivis " Carcinoma Subsequent
iIScovere ) ) (NSCL-K 2 of 5) (NSCL-K 4 of 5)
prior to first- Useful in Certain Repotrectinib
line systemic Circumstances (if not T
shorRY i%if&:rli?‘%r;gy’ Entrectinib previously [~ Progression
(NSCL-K 1 of 5) or - i . gtven)
Squamous Cell Progression—+|Larotrectinib Progression — |or
Carcinoma or o Systemic
NTRK1/2/3 (NSCL-K 2 of 5) Repotrectinib Therapy,
gene fusion Subsequent
(NSCL-K 4 of 5)
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>Mutasyon ya da amplifikasyon olabilir.
>KHDAK %20-30, KRASG12€ %13
>Sigara ile iligkill

>Kotu prognoz




KRYSIAL-1 Study Design CodeBreaK100 Study Design

Screening/ Phase 2: Screening/ Phase 2: Safety and Long-
Enroliment Monotherapy Treatment Enroliment Monotherapy Treatment Term Follow-Upf

Key Higibility Criteria

W Locally advanced or

metastatic NSOLC .
L | KRA8512CImutation as SOtora_s'b orally
. assessed by central administered at
Adagrasib % testing of tumor 960 mg QD until
600 mgBID 4 biopsies disease
W Progressed on .
standard therapiesd progressione
Stable brain
metastases were
allowed
Endpoints Endpoints
Primary: ORR(RECIST1.1) by independent central Primary: ORR(RECIST1.1) by independent central
review review
Key Secondary: DOR, PFS, OS, safety, MTD, PK, RP2D Key Secondary: DOR DCR, TTR PFS, CS, safety

Exploratory: Evaluation of biomarkers Exploratory: Evaluation of biomarkers




Adagrasib Response in KRASG12c-Mutated NSCLC
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Sotorasib Response in KRASG12c-Mutated NSCLC
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Median follow-up 15.3 mo.

Bvaluable Patientsd

Skoulidis, NEJM 2021




/ Key sligibiity criteria:

* KRAS G12C mutation as assessed by

Clinicaltrials.gov identifier: NCT03600883

Sotorasib was orally administered at 960 mg once daily >
until disease progressiont

* Locally advanced or metastatic NSCLC Radiographical scan every 6 weeks up to Week 48 and once
every 12 weeks thareafter

Screening/enrolment

central testing of tumour biopsies

Primary endpoint: ORR (RECIST 1.1) by blindad independent central review \
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+ No active brain metastases P ¥

+ Progressed on prior standard therapies® Key secondary endpoints: DOR; disease contral rate; TTR; PFS; OS; safaty

juation of biomarkers (PD-L1, g

e 126 hasta, %81 Platin bazli KT ve D

e mPFS 6.8 ay
e mOS 12.5 ay

10
09 Sotorasib, 960 mg QD, N = 124
08 mPFS: 6.8 months

Event-Free Probability
Survival Probability
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HER2 mutasyonu

KHDAK %2-4

HER-2 Ekzon 20 in-frame insersiyonu
en sik

Kinaz domain Her2 mutasyonu
devamh yapisal aktiviteye sebep olur.
NGS

HER?2 Gen Amplifikasyonu
HER?2 gen kopya sayisinda artis
EGFR TKI Naive hastalarin %3
EGFR TKI rezistan %10

FISH yada NGS

HER?2 protein overekspresvonu

[HK +++) %3-6

Her2+ mKHDAK

HER2 protein
overexpression
2.4%-38%

| Pertuzumab |

» Trastuzumab
» T-DM1
» DS-8201a

Y

« Cisplatin-based

chemotherapy (++)

» Pemetrexed-based

chemotherapy (++)

*» T-DM1 (-)

*» Trastuzumab plus

chemotherapy (++)

-, ORR < 10%

+, ORR 10%-20%
++, ORR 20%-40%
+++, ORR 40%-60%
++++, ORR > 0%

~J —— /
ﬂlmnﬂ\

@‘/\ & )

’%’%

HER2 gene mutation
2%-4%

\ 4

HERZ2 gene amplification

10%-20%

g g

,/‘ PLCy ¢

Y

TKls:

» Lapatinib (-)

* Neratinib (-)

« Afatinib (+)

* Dacomitinib (+)
* Pyrotinib (+++)

* Poziotinib (+++)

Antibody:

* Trastuzumab (-)
» Pertuzumab (-)
* T-DM1 (+++)

+ DS-8201a (++++)

* T-DM1 (+++)

* Dacomitinib (=)

Pillai Cancer. 2017;123(21):4099-105. Li J Thorac Oncol. 2016;11(3):414-9. Zhao JCO Precision Oncology 2020 :4, 411-425.




Her2+ mKHDAK’li Hastalarda Hedefli Tedaviler

Agent Phase of Study Sample Size HERZ2 Mutation ORR, % PFS Dose Reduction Rate, %
Kinase inhibitors
Afatinib'® Il i Exon 20 7 15.9 weeks NA
Afatinib!’ [l 7 All 0 17.0 weeks 44
Dacomitinib'® [l 26 Exon 20 11.5 3 months 17
Neratinib'® [l 26 All 3.8 5.5 months NA
Neratinib plus temsirolimus?° I 7 All 355 NA 30
Pyrotinib®! I 60 All 30 6.9 months NA®
Poziotinib*® [l 30 Exon 20 27 5.5 months %3
Poziotinib*® [l 90 Exon 20 insertion 27.8 5.5 months 77
Monoclonal antibodies
Trastuzumab plus pertuzumab plus docetaxel®? [ 45 Exon 20 29 6.8 months NA
Trastuzumab plus pertuzumab?® 1 14 Activating® 21 NA NA
ADCs
TDM-12¢ [l 18 All 44 5 months 0
TDM-1%7 [ 7 Exon 20 insertion 14.3 NA 27
T-DXd?® 1 91 Activating® 55 8.2 months 34

Abbreviations: ADC, antibody-drug conjugate; HERZ2, human epidermal growth factor receptor 2; NA, not applicable; ORR, objective response rate; PFS,
rogression-free survival; TDM-1, trastuzumab emtansine; T-DXd, trastuzumab deruxtecan.

2Dose reduction rate reported only for diarrhea (5%).

®Includes exon 20 insertions, deletions around amino acids 755-759, and several nonsynonymous amino acid substitutions.

°Includes extracellular, transmembrane, and kinase domain mutations.




DESTINY-Lung01: Her2 Overekspresyon Metastatik KHDAK Trastuzumab
deruxtecan, Multicenter, Faz Il Calisma

Key eligibility criteria Primary end point

* Unresectable/metastatic
nonsquamous NSCLC

* Relapsed from or is refractory
to standard treatment

Cohort 1: HER2-overexpressinge
(IHC 3+ or IHC 2+)

—lp T-DXd 6.4 mg/kg q3w

N =49

Cohort 1a: HER2-overexpressinge
(IHC 3+ or IHC 2+)
T-DXd 5.4 mg/kg q3w
N =41

* Confirmed ORR by ICR¢?

Secondary end points
« DOR

* Measurable disease by * PFS

RECIST v1.1 + OS

. + DCR

< A t tic CNS

mi‘{?sﬁalngs ;(t: “eeinee Cohort 2: Cohort 2 expansion: * Safety

HER2-mutated HER2-mutated

+ ECOGPSofOor1

Locally reported HER2 N =42 N =49 :

: * Biomarkers of response
mutation (for Cohort 2)b

Data cutoff: May 3, 2021
* 91 patients with HER2m NSCLC were enrolled and treated with T-DXd

« 15 patients (16.5%) remain on treatment to date
« 76 patients (83.5%) discontinued, primarily for progressive disease (37.4%) and adverse events (29.7%)

aPatients with asymptomatic brain metastases not requiring ongoing steroid or anticonvulsant therapy were allowed to enroll *"HER2 mutation documented solely from a liquid biopsy
could not be used for enrolment °HER2 overexpression without known HER2 mutation was assessed by local assessment of archival tissue and centrally confirmed 4Per RECIST v1.1

DCR, disease control rate; DOR, duration of response; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; ICR, independent central
review; IHC, immunohistochemistry; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; PS, performance status; q3w, every 3 weeks; RECIST v1.1,
Response Evaluation Criteria in Solid Tumours version 1.1.




DESTINY-Lung01: Her2 Mutant Metastatik KHDAK T-DXd

Trastuzumab

A Best Percentage Change in Sum of Largest Tumor Diameters

40‘! Location 0' HER2 Mutation: Kinase domain Extracellular domam

Deruxtecan

Percentage Change from Baseline

ol N=91
| Platin bazli KT ve i0 %62.6

HERZ Mutation 202020 0  X0202020202019 20202020202019202020202020202020202020202020202020 202020202020 20202020 20 mo !020!)& 202019202020202020202020202020202019 202020202020 2¢
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HER2

Expression
HER2

Amplification

n | 1 ] ! ! ! | M@

Previous HER2 TKI -.|n‘r-. NN ninin NINININININ Y dn NiN INNERRE.-—-- NNBEIN N NN N N

Therapy (111 ‘ ‘ ‘ |

ORR: 55% DESTINY-Lung02 trial: ORR 42.9% (6.4 mg/kg)
mPFS: 8.2 mo 53.8% (5.4 mg/kg)
mOS: 17.8 mo (18.6 mo update ESMO 2022) (Goto et al. ESMO 2022)

Safety: common AEs gastrointestinal and hematologic events,

decreased appetite, and alopecia FDA approval Aug 2022

26% drug-related interstitial lung disease
Lietal N Engl]Med?2022: 386:24]1-25]
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