ALK and ROS1 Fusions and BRAF Mutations in NSCLC
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ALK and ROS1 Fusions and BRAF mutations in NSCLC

Driver mutations in lung cancer

sensitising
17%

— NTRK ~1%
— PIK3CA 1%
— MEK1 <1%

Tsao et al JTO 2016. J. Mazieres et al. Annals of Oncology
2019

Driver mutations and Response to PD(L)1
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ALK and ROS1 Fusions and BRAF Muations in total
represent ~10% of NSCLC-adenocarcinoma

ALK and ROS1 fusions mainly never/light smoking history

BRAF mutations- maybe older, more likely than ALK or
ROS1 Have a smoking history.

BRAF mutant NSCLC may benefit from ICI. ALK and ROS1 no
clear benefit to PD-(L)1



ALEX Study design

4 )

(KEY ELIGIBILITY A Alectinib ENDPOINTS
o ALK+ by central IHC R 600 mg BID PO * Pnmary
) — PFS (RECIST 1.1), by
testing A investigator review
e Advanced or metastatic N
ALK+ NSCLC D NO CROSSOVER * Seconadary
. (0 — PFSby IRC
5 per protocol
® Treatmentnaive M — Time to CNS progression
e ECOGPS0-2 | _ ORR, DOR
e Measurable disease E Crizotinib ~ 0S
e Asymptomatic brain 250 mg BID PO - Saf_ety and tolerability
metastases allowed — Patient-reported
K ) Stratification factors: outcomes
ECOG PS (0/1 vs 2)
Race (Asian vs non-Asian) \ /

Brain metastases (present vs absent)

ALK, anaplastic lymphoma kinase; IHC, immunohistochemistry; NSCLC, non-small-cell lung cancer; ECOG PS, Eastern Cooperative Oncology Group Performance Status; PO, by mouth;
PFS, progression-free survival; IRC, independent review committee; CNS, central nervous system; ORR, objective response rate; DOR, duration of response; OS, overall survival
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Updated Results: ALEX Trial

Alectinib Crizotinib
— Alectinib (n=152) EieRls > &
100 e CriZOtinib (n=1 51) ?Aﬁdian duratior;]Of 37.8 23.0
- - ollow up, months B _
9 e (0.5-50.7) (0.3-49.8)
g 80 —
=
» 60— .
g L """"""""':"%
g ; | HR=0.43
S ; ; (95% Cl: 0.32-0.58)
® . ; ! 34.8 mo p-value (log-rank) <0.0001
S £10.9 mo ; ——H
o ! i
0 | | I I | I 1 |
0 6 12 18 24 30 36 42 48

Time (months)

T. Mok et al. ESMO 2019



ALEX: Secondary Endpoint: KN024 Pembrolizumab 5-

OS (Updated)

0S (%)

Number at risk
Alectinib
Crizotinib

yr OS PD-L1 High

Median (95% Cl)
26.3 mo (18.3-40.4 mo)
13.4 mo (9.4-18.3 mo)

43.7%
24.7%
35.8% 31.9%
19.8% 16.3%

100 ~
—— Crizotinib (n = 151) 90-
—— Alectinib (n = 152)
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i $ o0
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HR 0.67 (95% CI 0.46-0.98) 0
P =0.0376 0
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152 142 131 127
151 141 128 116

Time (months)

120 111 103 98 94 94 88
104 100 93 84 73 7 67

87
63

81
60

81 81 80 77 62
59 55 51 48 35

46
18

No. at risk
Pembrolizumab 154
Chemotherapy 151

23
12

Alectinib

Crizotinib

Median OS

Not reached

57.4 months

5-year OS

62.5%

45.5%

Mok et al. Ann Oncol. 2020;31(8):1056

6 12 18 24 30 36 42 48 54 60 66 72

Time, months
121 106 89 78 73 66 62 54 51 20 0 0
108 80 61 48 44 35 33 28 26 13 3 0

J. Brahmer et al. ESMO 2020

Note: J-ALEX did not show OS benefit compared to criz likely d/t crossover



Updated PFS ALTA 1L Brigatinib

Primary Endpoint: BIRC-Assessed PFS

Investigator-Assessed PFS

100 - . . 100
HR for disease progression or death, HR for disease progression or death,
90 1 0.49 (95% Cl, 0.35 to 0.68) 90 1 0.43 (95% ClI, 0.31 to 0.61)
80 P<0.0001 by log-rank test 80 P<0.0001 by log-rank test
% 70 - g 70
= 60 - £ 60
o o
%5 50 5 90
& 40 X 40
E 30 A g 30
20 o 20 A
‘0 - Brigatinib (n=137) == Brigatinib (n=137)
— Crizotinib (n=138) 109 Crizotinib (n=138)
0 ' ' ' ' ' ' ) ' | 0 | ' | | T ' | ' |
0 6 12 18 24 30 36 0 6 12 18 24 30 36
No. at risk Timei(Menths) No. af risk Time (Months)
Brigatinib 137 97 84 75 39 3 0 Brigatinib 137 102 88 78 46 4 0
Crizotinib 138 80 49 37 17 2 0 Crizotinib 138 82 46 35 14 1 0
No. (%) of Patients Median PFS 2-Year PFS, % No. (%) of Patients Median PFS 2-Year PFS, %
Treatment With Events (95% CI) (95% ClI) Treatment With Events (95% ClI) (95% Cl)
Brigatinib (n=137) 63 (46) 24.0 mo (18.5-NR) 48 (39-57) Brigatinib (n=137) 59 (43) 29.4 mo (21.2-NR) 56 (46-64)
Crizotinib (n=138) 87 (63) 11.0 mo (9.2-12.9) 26 (18-35) Crizotinib (n=138) 92 (67) 9.2 mo (7.4-12.9) 24 (16-32)




Lorlatinib > Crizotinib
Crown Primary Endpoint: PFS by BICR

100 -
! Lorlatinib  Crizotinib
90- | 12-month PFS rate:
- TBVT?E;]S% cl, ;8-%4) (n=149) (n=147)
f_g - 70 J :az(tyle)nts with event, 41 (28) 86 (59)
@2 60 : Lorlatinib ’
£F 50 | 12-month PFS rate: Median PFS,
25, | 39% (95% CI, 30-48) months Né\”ilE 9-131 1
B (95% Cl) (NE-NE) 1 (76-11.1)
2- 5 Y HR 0.28
101 flzotn (95% Cl) (0.19-0.41)
o ¢ | 1sidedP value* <0.001
0o 3 6 9 12 15 18 20 24 27 30 33  *By sfratified log-rank test.
No. at Risk Months

Lorlatinib 149 129 118 113 105 73 59 33 20 11 4 2
Crizotinib 147 120 84 62 39 19 16 8 4 2 1 0

BICR, blinded independent central review; Cl, confidence interval; HR, hazard ratio; NE, not estimable; PFS, progression-free survival

Solomon LBA#2, ESMO 2020



Comparing ALK Inhibitors By CNS Activity

Trial Therapy iORR (Measur-  iORR (Measurable
able Disease) ~ or Non-measurable)

ALEXES Alectinib 81% 59%

ALTAALE Brigatinib 78% 67%

CROWN® Lorlatinib 82% 66%

%l0RR, intracranial objective response rate.
"iPFS, intracranial progression-free surival,
"Assessed at 12-months.

iPFS at 12- or

24-months

48% (24 mos)

Cumulative Incidence
of CNS Progression

9%

3%

Lorlatinib

"~ Crizotinib

Patients without Intracranial
Progression (%)
wun
o
1

H
T

Hazard ratio for intracranial progression,
0.07 (95% Cl, 0.03-0.17)
— T T T T T T T 1

| 1
0 3 6 9 12 15 18 21 24 27 30 33
Months

No. at Risk
Lorlatinib 149 131 122 117 110 78 65 39 25 12 4 2
Crizotinib 147 115 8 65 38 21 16 8 5 2 1 0

Myall et al, Neurooncol Adv, 2021
Shaw et al, NEJM, 2020




How to Choose? FDA Approved Next Generation ALK

inhibitors for 1L Therapy: Efficacy and Toxicity

Weight gain

Alectinib Brigatinib Lorlatinib

ORR 79% 71% 76%

Med PFS | 25.7 mo 24 mo NR

by ICR

Med PFS | 34.8 30.8 NR

by IR

Med OS | >5yr NR NR

Toxicity Fatigue, Nausea, diarrhea, | Edema,
constipation, fatigue, HA, HTN, | neuropathy,
myalgia (CPK), pulm tox, cognitive
edema, transaminitis changes (mood),
transaminitis lipids, weight
(moderate) gain

Yun & Bazhenova, Cancer Manag Res, 2022




What to do for Second Line Treatment:
Data from the phase 1/2 study of lorlatinib supported its approval in the 22L setting

Efficacy’ Safety+
R n Non-crizotinib 2 ALK TKISXCT or 100 =
. e?p::atsi‘:‘ib TKICT 3 ALK TKIs*CT
010 (n=28) (n=111) S w0 |
ORR,% 42.9 39.6 2
(95% ClI) (24.5-62.8) (30.5-49.4) o 60 -

c
Median PFS,* months 5.5 6.9 % %0
(95% Cl) (2.9-8.2) (5.4-9.5) ..;? B
Intracranial ORR, % 46.2 481 = 0|
(95% ClI) (19.2-74.9) (36.9-59.5)
0 .
ORR for patients treated with 1L alectinib Hyperchole- | Hypertrigly-1 Oedema | Peripheral | Cognitive | Fatigue I
was 3 1 % 2 sterolemia ceridemia neuropathy  effects

Data cut-off: 2 February 2018
*Kaplan-Meier estimate
*Data are from all patients treated in the phase 1/2 study (n=295) 1. Besse, et al. ASCO 2018; 2. Lorlatinib US PI; 3. Bauer, et al. Oncologist 2019



EML4-ALK Variants and Resistance

Resistance
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Molecular mechanisms
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Zhang et al. Lung Cancer 2019. Lin et al JCO 2018, Horn et al JTO 2019



ALK mutation status / variants and efficacy of Lorlatinib

D 1.0 4 4+ Censored
= TUMoOr ALK mutation positive (n = 29)
Median PFS, 11.0 months (95% Cl, 6.9 to NR)
= 0.8 + = Tumor ALK mutation negative (n = 81)
E Median PFS, 5.4 months (95% Cl, 3.9 to 6.9)
o) HR, 0.47 (95% Cl, 0.27 to 0.83)
© 0.6 -
O
o
| -
£ 04 4 -
% -
L=
Q- 0.2 - -
1 ] 1 || 1 1 1 1 || 1 1 1 1 ] 1 1 1 1 1 1 1 1 1 1 1 ] 1 1
0123456 7 8 9101112131415 16 17 18 19 20 21 22 23 24 25 26 27 28
Time Since First Dose (months)
No. at risk

Tumor ALK mutation positive 29 29 26 24 24 23 20 18 17 15 14 14 12101010 8 8 7 7 3 3 3 3 3 3 1 1 0
Tumor ALK mutation negative 81 76 56 44 37 34 30 25 23 22 20 2017713 9 9 8 8 8 7 6 4 3 2 2 1 0 0 O

Lorlatinib had longer PFS in v3 patients (n= 17) compared
to v1 patients (n=12).

All patients were previously treated with crizotinib and
another ALK inhibitor

B Variant 1 (n = 33)

P=.023
_l Variant 3 (n = 44)
57%
P< .001
30% 32%
0%
All ALK Resistance Mutations ALK G1202R

Lin et al JCO 2018. Shaw JCO 2019




Change from baseline (%)

Bypass Tracts Also Matter in ALK TKI Resistance
and are Actionable

Early Progression on Alectinib with MET amplification and

Treatment:

Waterfall Plot

+88%

-88%

M. Lara, JW Riess, C. Blakely. WCLC 2021

J. Jiang, R. Camidge, JW Riess. CLC 2021



4th Generation ALK Inhibitors in Development

N NVL-655: a selective, potent 4G ALK TKI

TPX-0131: cellular potency =tk Lt s ferting Loneng
. . wr 0.4 50 7.4 12 39 0.8 . » ) _ )
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ROS-1 NSCLC

- Unknown physiologic role

* Fusions seen in 1-2% NSCLC

« Typically, adenocarcinoma,
occasional large cell and squamous
histologies

« Seen in younger, light/never smokers

+ ~70% homology with ALK kinase
domain

a

Adult glioblastoma (0.5%), paediatric
low-grade and high-grade glioma

CAPRIN1, CEPS5L, CHCHD3, CLIP1,
EEF1G, GOPC, KIF21A, KLC1, SART3,

ST13, TRIM24 or ZCCHCS

NSCLC (~1-2%)
CCDCé6,CD74, CEP72, CLTC,

CTNND2, EZR, GOPC, GPRCOA,

KDELR2, LIMA1, LRIG3, MSN, MYOS5C,
OPRM1, SDC4, SLC34A2, SLC6A17,

SLMAP, SRSF6, TFG, TMEM1068B,

TPD52L1, TPM3 or ZCCHCS

Spitzoid neoplasms (17%)

CAPRIN1, CLIP1, ERC1, FIP1L1,-

HLAA, KIAA1598, MYOSA,
PPFIBP1, PWWP2A, TPM3 or
ZCCHCS8

b Fusion partner frequency |

NSCLC

45
7

10

Salivary gland

| carcinoma

CEP85L

Papillary thyroid
carcinoma

-1 CCDC30

Anaplastic large
cell lymphoma
NCOR? or NFKBZ

Inflammatory
hepatocellular adenoma
APOB, PLG or RBP4

Cholangiocarcinoma
GOPC

" Gastric adenocarcinoma

SLC34A2

= CD74

= (/R

= SDC4

m SLC34A2
TPM3
ZCCHCS
Other

D

Pancreatic adenocarcinoma

| SLC4A4

rilon et al. Nat Rev Clin Oncol 18, 35-55 (2021

https.//doi.org/10.1038/s41571-020-0408-9



Phase 1 PROFILE 1001 Study: Crizotinib in ROS1-
Rearranged NSCLC—Updated Analysis

» 53 patients received crizotinib; median duration of treatment: 22.4 mo

» ROS1 status determined by FISH or RT-PCR; all patients received crizotinib 250 mg BID starting dose
 Median follow up: 62.6 mo
* ORR-72% (58-83)

* mPFS-19.3 (15.2-39.1)

100

80

60

40+

20

0

20+

40

Best Change From Baseline (%)

—60 Best overall response:
[l Complete response
—80~ M Partial response
Stable disease
-100- [l Progressive disease

Shaw AT, et al. Ann Oncol. 2019; 30(7):1121-1126.



Integrated Analysis of 3 Studies: Entrectinib in ROS1+ NSCLC

Efficacy population

53 ROS1+,
ROS1-inhibitor-naive
NSCLC patients

Safety population

355 patients have
received entrectinib
(all tumor types and

gene rearrangements)

1. https://clinicaltrials.gov/ct2/show/NCT02568267
2. Drilon, et al. Cancer Discov 2017

STARTRK-21
Integrated Phase I, multicenter, global basket study 600 mg QD, 28-day cycle
analysis

N=37 ROS1+ patients

STARTRK-12
Phase | dose escalation
N=7 ROS17+ patients

ALKA-372-0012
Phase | dose escalation
N=9 ROS17+ patients

Data cut-off 31 May 2018

Primary endpoints*
ORR and DOR

Secondary
endpoints*
PFS and OS

Intracranial ORR
and DORT

Safety and tolerability




Entrectinib in ROS7-Fusion-Positive NSCLC: Updated Analysis

Updated integrated analysis of 3 phase I/l clinical trials (ALKA-372-001, STARTRK-1, and STARTRK-2)
of entrectinib, in ROS1 fusion-positive NSCLC

161 patients with a follow-up of = 6 months were evaluable
Median duration of follow-up, 15.8 months
Median treatment duration was 10.7 months

= =
2 25 0 S — 25
= ORR: 67.1% T =2
— L. o
<) . = |
g < @
.S 254 E WV o5
> D
o 2 2=
o= -50- S 2 504
£ 2 S .S
<8 75 E 2 51
= (©
7]
E -100 H Best Overall Response é’ M _100
o B CRorPR M SD M PD M NE/ND

M No baseline CNS metastases M Baseline CNS metastases

Intracranial ORR: 79.2% (n = 19/24)b; median intracranial DoR: 12.9 months (12-mo rate, 55%)

Dziadziuszko R, et al. J Clin Oncol. 2021;39(11):1253-1263.



Entrectinib in ROS 71-Fusion-Positive NSCLC: PFS and OS—
Updated Analysis

-

o

o
|

(o]
o
|

60

40 A

20 A

1
77%

1
(95% ClI, 70 to 84N

55%

(95% Cl, 47 to 64)
1

= Total (N = 161)
1 Censored

Progression-Free Survival (%) 0

D

No. at risk
Total 161 131 112 85 60 46 31 23 15 9 5 4 4 2 1

Median PFS: 15.7 months
12-month PFS: 55%

12

18 24 30 36 42
Time (months)

Side effects: hyperuricemia, weight gain, dizziness/CNS
taste changes, edema, Gl side effects, AST/ALT evlevation

Overall Survival (%)

100 1 = Total (N = 161)
+ Censored
80 -
1
i
60 = 1
]
i 91% -
40 (95% Cl, 87 to 96):
! 81%
20 1 | (95% Cl, 74 to 87)
" i
1 : I I I I 1
0 6 12 18 24 30 36 42
Time (months)
No. at risk

Total 161 149 136 110 86 68 50 35 25 14 10 6 6 4 2

Median OS: NE
12-month PFS: 81%

Median duration of follow-up, 15.8 months
Dsziadziuszko R, et al. J Clin Oncol. 2021;39(11):1253-1263.



Median Time to CNS Progression With Entrectinib

* QOverall population: NE
(exploratory) progression
(exploratory end point;

» Scan-confirmed CNS

progression

e No baseline CNS mets:
3/105 (2.9%)

» Baseline CNS mets: 27/56
(48.2%)

(I
=
U —
- o=
: —
o C
- O
= on
; w
o
2 o
C O
Q_) | -
.; D_
©
o
No. at risk
Total

== Total (N =161)
— No baseline CNS metastases (n = 105)
- Baseline CNS metastases (n = 56)

+ Censored

100 -
80 -
60 -
40
20 -
0 6 12 18 24 30 36 42
Time (months)
161 138 116 86 65 49 36 25 18 11 7 6 5 3 1
No CNS mets 105 97 84 65 47 37 28 20 15 10 7 6 5 3 1
56 41 32 21 18 12 8 5 3 1

CNS mets

Dsziadziuszko R, et al. J Clin Oncol. 2021;395(11):1253-1263.



Summary of ROS1 TKis in TKI-Naive ROS1+ NSCLC

Crizotinib*

Entrectinib*

PROFILE (ALKA-372-001, Ceritinib Taletrectinib Lorlatinib Repotrectinib®
( 1001) STARTRK-1, (Korean Phase 2) (Chinese Phase 2) (Phase 1/2) (TRIDENT-1 Phase 1/2)
STARTRK-2)
N 53 161 20 15 21 22
ORR 72% 67% 67% 93% 62% 91%
(n=108)
Median 19.3 months  15.7 months 19.3 months N/A 21.0 months Not available
PFS
CNS activity N/A 19/24 (79%) 2/5 (40%) N/A 7/11 (64%) 3/3 (100%)
patients with patients with patients with patients with
measurable measurable or measurable or measurable
intracranial nonmeasurabl nonmeasurabl intracranial
disease e intracranial e intracranial disease
disease disease
Reference Shaw et al. Dziadziuszko et al. Lim et al. Zhou Cet al.,, Shaw et al. Lancet Cho et al. WCLC
Ann Oncol JCO 2021 JCO 2017 ASCO 2021 Oncol 2019 2020; ASCO 2019
2019

*FDA-approved

#granted FDA breakthrough therapy designation in 2020 for ROS1 TKl-naive NSCLC




ROS1-Dependent Resistance to ROS1 TKis

Detection of ROS1 G2032R

S1986F S1986F/L2000V
D2033N s " 1a /w A j\
G2032R/L2086F/S1986F M/\V\ ‘ k\ //\'V\ ‘ﬁ\/\ VY
0.9 Chest wall Medlastmal Lymph
G2032R/L2086F
: A f :
" [ \ \
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Lin JJ et al., Clin Cancer Res 2021;27:2899-909 Awad MM et al., N Engl J Med 2013 368:2395-401



Addressing ROS1-Dependent Resistance:
ROS1 TKls in Crizotinib/TKI-Pretreated ROS1+ NSCLC

Lorlatinib Repotrectinib Taletrectinib
(Phase 1/2) / (Real World*) (TRIDENT-1 Phase 1/2) (Chinese Phase 2)
Patients N=40/N=80 N=72 N=5
ORR 35%/45% 30-39% 60%
(depending on prior Tx
history)
Median PFS 8.5 months /(7.1 mo*) Not available Not available
CNS activity 12/24 (50%) patients with Reported to have CNS activity Reported to have CNS activity
measurable or in patients with baseline CNS  in patients with baseline CNS
nonmeasurable intracranial metastases metastases
disease — TN
Clinical ROS1 Response in 0/6 (0%) Responses in 8/15 (53%) Response in 1/3 (33%)
G2032R activity patients with a baseline patients with a baseline ROS1 atients with a baseline ROS1
ROS1 G2032R in plasma G2032R G2032R
Reference Shaw et al., Lancet Oncol 2019/N. Lin et al., Zhou C et al., ASCO 2021
Girard et al. ESMO Open 2022

* LORLATU Real World Retrospective Cohort. N Girard et al. ESMO Open 2022.



Pemetrexed Based Chemotherapy and in

ROS1+ NSCLC

Table 1 Summary of ROS1 Cases

PFS During
Age, Pemetrexed
Case | Sex | years Treatment Treatment (mo)
1 F 35 CPB x 6 — >36
PB x 21 —
P x >14°
20 M 64 CPB x 6 — >47
PB x 37 —
P x >19°
3 F 56 CP x4 — 18
Px18 —
crizotinib
4° F 65 C-Pac x 4— 24
Px 24

Abbreviations: B = bevacizumab; C = carboplatin; F = female; M = male; P = pemetrexed;
Pac = paclitaxel; PFS = progression-free survival.

*Bevacizumab discontinued because of nonspecific neurologic complaints.

®Case 2 initially stage IIB at diagnosis and received concurrent chemoradiation with biopsy
proven recurrence 1 year later.

“Bevacizumab discontinued because of proteinuria.

dCase 4 is the only patient who received pemetrexed as second-line treatment. She died from
treatment-related complications, not progression.

JW Riess et al. CLC 2013.

Pem/Platinum combination or single Pem, any lines

1.0
——— ROS1 fusion (N=19)
- —=—  EML4-ALK fusion (N=32)
‘g 0.8— ——— Quadruple-negative (N=97)
= | g 0 weeee- EGFR mutation (N=102)
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e
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o 12 24 36 as 60 72

Progression free survival (months)

HR (95% CIl), compared to quadruple negative cohort:
ROS1 fusion HR 0.48 (0.28 - 0.83), p=0.008
EML4-ALK fusion HR 0.96 (0.64 — 1.45), p=0.852
EGFR mutation HR 1.29 (0.96 - 1.72), p=0.083

YF Chen et al JTO 2016




Advanced ALK/ROS1 Fusion+ NSCLC.:

My Treatment Paradigm

ALK

Alectinib (consider lorlatinib in
select situations (CNS disease
burden)

ROS1

Entrectinib (CNS Disease) or
Crizotinib

Lorlatinib vs. Platinum/pemetrexed +/-
Plasma ctDNA .
evaluation bevamzun_lab )
Tissue biopsy in Other ALK TKI depending on mutation
select patients (heat map or crizotinib with MET amp

resistance)

Plasnlla ?DNA Next-gen TKI (Lorlatinib)
evaliuation . .
TR or Platinum/Pemetexed +/- Bev_amzumab

mutation




BRAF in NSCLC: It’s In a Different Class

A = V600E B = V600E peecoes sesessseee e e s e e
u G469A = Non-V600E mutations ITITELY, TR TS R I T PR VI TS 5051

D594G g

1% 7%

\')% “

39%

SHPO9S
—_—

v | B
93% v e Q-
Class Il [ omoss 1 Class Il [ errose
RMC-4550 i O RMC-4550
~ GTP RAS
« ~2-3% NSCLC gor | TS .

* More Frequent in Adenocarcinoma

* More likely than EGFR/ALK to have smoking (@Q a Rasienies (I";"'"‘,J'_ abrafenit { "”"'"*:)" ——

history l * ‘ OR/+ ' OR
 Different distribution than melanoma I;\\l P Temennis II Py oot 2 S

» Different Classes of BRAF mutations have
therapeutic implications
* Maybe responsive to PD(L)1 ICI

Cell proliferation Cell proliferation Cell proliferation

P Palk et aI. JCO 2011 + Survival + Survival i + Survival

J. Bracht et al Cancers 2019 J. Bracht et al Cancers 2019



MEKi Improved Clinical Outcomes When Added
to BRAFI In BRAF V6OOE mutant NSCLC
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Dabrafenib Alone in Previously Treated BRAF V600E NSCLC zgg[zfemb Trametinib in Previously Treated BRAF VG0OE
N=78 N=57
ORR = 33% o
() ORR =64%
mPFS 5.5 mo
mPFS 9.7 mo
mDoR 9.6 mo
mDoR 9 mo

D. Planchard et al Lancet Onc 2016



Maximum reduction from baseline measurement (%)

BRAFI + MEKI in BRAF V60OOE NSCLC
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0 e = — -
Single-arm, multicenter, open-label study
10
Screening period
204
Patients with BRAF'*®-mutant
metastatic NSCLC
-30 - s -- . +ECOG PS0or 1
+«No EGFRm, ALK fusion, or ROS7 _ :
rearrangement ScoIve t-line treatment with a
0- «No more than 1 prior line of treatment d : st
-4 in the advanced setting 2 st nG Radiographic disease
«No prior treatment with BRAFi + MEKi ) assessments until PD P - —
«No symptomatic brain metastases o FVe00E: a e ]
-50 (n=3
Overall survival
BRAF mutation testing
-60+ + Determined locally by PCR or NGS- oo nane o satondiin
based assay; sent to central laboratory treatment (BRAF mutations other S by inves ); DOR, DCR, and PFS (all by IRR and
«Pleural fluid, fresh tissue, archived, FNA than BRAFY%%) estigator); OS; incidence of AEs
-70 (n=10)
Best confirmed response
-804 O Complete response
[ Partial response
Stable disease . . « o e o .
2 ved PHAROS Trial - E fenib plus b tinib
[ Progressive disease ria ncorarenip pius pinimetinio In
Not evaluable
-100

BRAF V600E/K NSCLC
Dabrafenib + Trametinib in Untreated BRAF V600E
NSCLC
N=39
ORR = 64%
mPFS 10.9 mo

mDoR 10.4 mo D. Planchard et al Lanet Onc 2017. G. Riely et al Fut Onc 2021.
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