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We are not curing our patients...

Resistance mechanisms to first-line osimertinib

Resistance mechanisms to second-line osimertinib
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Real-World Landscape of EGFR C797X
Mutation as a Resistance Mechanism to

Osimertinib in NSCLC

Suresh S. Ramalingam'!, Nicole Zhang?, Junhua Yu?, Carin
Espenschied?, Teresa Green?, Joshua Infantine?, Brenton G. Mar?

'Emory University, Atlanta, GA, United States, 2Guardant Health, Redwood City, CA, United

States, 3Blueprint Medicines Corporation, Cambridge, MA, United States

Real world data integrating Guardant360 cfDNA and INFORM data

aNSCLC with ctDNA =
* INFORM is an aggregated commercial payer 65,273

claims database with de-identified records of S
over 174,000 U.S.-based advanced cancer ! 1

Y
. . " % EGFR L858R EGFR Ex19del |l Other EGFR driver |l No EGFR driver
patients with clinical cfDNA* results. detected = 60349

——

) ) With Osimertinib
- = Diagnosis treatment record = 4288
2 Y
g 0 With G360 results after
iRy Treatments Osimertinib = 2050
€ 2 (94.1%)
Patients receiving clinical 1 | Il 4
gcl Bl dalal Procedures l ¥
cfDNA testing g 0 Median Received Received Median
'E g follow-up Osimertinib in 1L = Osimertinib in 2L = follow-up
= 8 g = Demographics 21 months il (5'2%) = (4'8%) 26 months
|
8 C797X detected after C797X detected after
Osimertinib = 87 Osimertinib = 99
- g Pathology (6.5%) (13.9%)

Ramalingam S, et al. MA 07.03




Early vs late resistance

MET amp is most common acquired resistance mechanism in 1st year EGFR C797X is the most common on-target or off-target resistance
of 1L osimertinib, while EGFR C797X is most common after the 1st year mutation, cumulatively, after osimertinib treatment
6-month Incidence of Common Acquired Resistance Mutations after osimertinib Cumulative incidence of common resistance mutations after osimertinib initiation®
o “%1 After 1L osimertinib (n=1337) 0% After 2L osimertinib (n=713)
Atter 1L osimertinib (n=1337) After 2L osimertinib (n=713) —

4% o EGFR C797X § . -
o 0 : 3
- £ g
g a0 T30% 2100 orcrox 2 100%
§ MET a EGFR C797X 33 § ;
g , 8 0 50%] 3 50%
Q 15% / ©15%
> / /\ 5

o \\ ~ 0.0% L T;rie siz:ce 3(; initaigtion4(2mor:tf1) ol L T18 2 30.. % 2 4:; “

0\ 5 0 0 P S S PP F P NI o ,Q’ 3 @ %, N ime since Osi initiation (month)
@,‘,@o N '?fq' fff% 'b"% %‘y &5}* i @6 &@6“0 VAT ~°’W ‘f"b 5"% '& @ W %“6 ——EGFRC797 «~CCNE1amp™ ——MET amp* ==PIK3CAE545 ==eEGFRL718 ==mPIK3CA E542 ~—BRAF V600
¢ St ol N 6 month intervals + The cumulative incidence of EGFR C797X in a subset of likely 1L osi progressors (n=600) was 12.5%*
e==EGFRC797 ===METamp ~-——BRAFV600 ~——EGFRL718 CCNEfamp ===PIK3CAE542 =mmmPIK3CA E545 *Including pts who were sequenced anytime after osimertinib. éWhen analysis limited to those who discontinued osimertinib within 60 days of G360 (likely progressors).

T a— "Including focal MET amp, per clinical reporting. “‘including both focal and aneuploidy of CCNE1 amplification, per clinical reporting.

MET amplification is the most common initial resistance mutation in the first year of 1L osimertinib, but EGFR C797X
mutations subsequently emerge and are the most common resistance after the first year

Cumulatively, EGFR C797X mutations were 1.25 times more common than MET amplification after 1L osimertinib and
2.4 times more common after 2L osimertinib
In patients likely progressing after 1L osimertinib, the cumulative incidence of EGFR C797X was 12.5%

Ramalingam S, et al. MA 07.03




4th GENERATION EGFR TKI: JIN-AOS
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P The antitumor efficacy of JIN-A02 in xenograft mouse model

JIN-A02, a Highly Effective 4th Generation | o e s 77

3000 2000 & Vehicle, PO, QD, n=16
» . —o—  Osimertinib, 25mg/kg, PO, QD, n=16
- -~ JIN-A02, 10mgkg, PO, QD, n=16
EGFR-TKI, Targeting EGFR C797S Triple fuo fro e
£ < —&  JIN-A02, 50mglkg, PO, QD, n=16
M 0 ° N S C L C E1800— §1200- _g—  JIN-A02+ Osimertinib, 30+25mglkg, PO+PO, QD+QD, n=16
t t 3 3
utation in -
'E' s
2 600— E 400-
o)
------------------- 1

0 7 14 A
Days after the start of treatment

Byoung Chul Cho ;
Yonsei Cancer Center
Korea

Days after the start of treatment

P Conclusions: JIN-A02 showed robust activities against EGFR resistant mutations including C797S and T790M and
sensitizing mutations. JIN-A02 is a potential best-in-class fourth-generation EGFR TKI with high potency and selectivity.

JIN-A02 showed robust activities against EGFR resistant mutations including

C797S and T790M and sensitizing mutations.

Cho et al. MA 07.08




4th GENERATION EGFR TKI: BBT-176
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Baseline Characteristics of Enrolled Patients

PK Profile by Dose Level on Cycle 2 Day 1

Duration of Treatment and Tumor Response, All Patients by Dose Level

Correlation between Molecular Response’ and Radiologic Response*

CHARACTERISTIC ALL PATIENTS (N=25) 10000 P i I - % :
; a [T 102003
i — E e s 4
£ b > | DTC + compiex|
- E psssss s s s s s s e s s s e MR e
Asian 25(100%) g S =iCy for LTC/IDTC — - R g i
9, 9 = B Stave Dsease (S0) ] T
ECOGPS (0, 1) 7 (28%), 18 (72%) o . =ICy forLTCDTC S e 5
Number of prior systemic anticancer regimens é : : : 2:::::;« ; "
1(%) 2(8%) 5 '- § s 3 o
] e w - Coninusd Treatment #0055 00
2 (%) 7(28%) g § wese] . ]
2 (%) 16 (64%) ; wee! N p. I P pre—
T . M, ‘
Prior EGFR TKI treatment 25 (100%) oy . = ‘ o ifi:; 0.+ comper] - 'fnz”:?’Wx
Prior Gefitinib, Erlotinib, Afatinib or Dacomnitinib 25 (100%) 0 6 . 12 18 24 -. s sHerialinglly P oS LS
Prior Osimertinib or Lazertinib 20 (80%) Time (hour) R
. ; ; b 3 £ i i | 0 Treatment-related adverse events 2 grade 3 occurred from
Brain metastasis, stable (%) 10 (40%) W g ) S0 g =2) o G0 g =) L e e S 2 320mg QD
ayesian Logistic Regression Mode! -
EGFR mutation detected by ctDNA (19del, L858R) 14 (56%), 9 (36%)" =+ 320 mg (n=3)~+ 480 mg (n=3) O Intra-patient dose escalation was ) '= 0 Some patients withheld dosing due to diarrhea or nausea
allowed after the first cycle g >
containing C797S 8 (32%) O BBT-176 shows apparently dose-proportional increase in exposure . 0 Common treatment-emergent AE's (2 10% of total patients)
; - - i B e iy AR R N are nausea, diarrhea, vomiting, anorexia, constipation,
In'two patients, EGFR mutation was not detected from repeated assessment of ctDNA O BBT-176 achieves ICq, efficacy levels (in vitro Ba/F3 cells of EGFR triple mutation) 'ND = ot detected by CDNA Mk et R 221 ook dizziness, dyspepsia and platelet count decrease
at 160 mg QD or higher Jata cutoffon May 23%, 2022

Preclinical efficacy of next generation TKIls noted in both double

and triple mutant models
Clinical efficacy to date modest

Lim et al. MA 07.09




Amivantamab+Lazertinib+Platinum based CT in relapsed EGFR mut NSCLC
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Amivantamab and Lazertinib + Carboplatin/Pemetrexed (LACP)
+ Amivantamab? is an EGFR-MET bispecific antibody with immune cell-directing activity'3 and lazertinib is a highly selective,

Am iva ntam ab and I aze rti n i b in Com b i n ation with brain-penetrant, third-generation EGFR TKI with efficacy in activating EGFR mutations, T790M, and CNS disease*®

+ Combining platinum-based chemotherapy with targeted inhibition of EGFR/MET signaling may lead to improved outcomes

platinum-based chemotherapy in relapsed/refractory
E G F R- m u t a n t N S C L C CHRYSALIS-2 (NCT04077463) LACP Cohort mjﬂf :mg:;eyea,s (range) . S5§3;31_13?5)5 )

Dosing (21-day cycle)
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Race
Eigibiy — -
. . . " = EGFR-mutated p
Melina Marmarelis', Se-Hoon Lee?, Alexander |. Spira®, Sai-Hong Ignatius Ou¢, NSCLC postTKI e 81<‘(‘:)>
Saiama Waqar’, Shengting Li¢, Meena Thayu®, Roland E. Knoblauché, Joshua M. Bauml®, (max 3 prior fines) N e | Exon19.delL856R 13(65)/7 (35)
7 : | Carboplatin (AUCS; stopped after 4 cycles ECOGPS0/1 4(20)/16 (80)
Byoung ChUI Cho Brain metastases at baseline? 10 (50)
1University of Pennsylvania Perelman Center for Advanced Medicine, Philadelphia, PA, USA; 2Samsung Medical Center, Sungkyunkwan é Primary - Safety if g“:ief " CD)VGF?" reiponse rate CP)rogr'Tlssionjfrele survival ‘E _
University School of Medicine, Seoul, Republic of Korea; Virginia Cancer Specialists Research Institute, US Oncology Research, Fairfax, VA, E Endyolnt;  (adierssventy :i e ) C::r:iac:)llgnre?eg?:ce s E 15'/_2'"'9?'_‘6’3“" RN
USA; “University of California Ivine School of Medicine, Chao Family Comprehensive Cancer Center, Orange, CA, USA; SWashington > '\ ;| Osmertinid
University School of Medicine, St Louis, MO, USA; 8Janssen R&D, Raritan, NJ, USA; 7Yonsei Cancer Center, Yonsei University College of e e e ot GO e e Y BT a1 et L T g o e i sl ey EREIRID o (e erapye
Medicine’ Seoul’ Republic of Korea mmvzeﬁﬁygwmm:&ﬂ:ﬁm or partial response, or durable stable disease (duration of 11 weeks) as defined by RECIST v1.1 (response was investigator assessed). Median follow-up = 7.1 momhs (range’ 2.4_1 0'4)

<The range of time between completion of prior platinum-based chemotherapy and LACP was 49 to 1602 days.

50% CNS+
70% post-Osimertinib

Marmarelis M, et al. MA 07.04
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Safety Profile
n=20
TEAEs (215%) by Preferred Term, n (% All grade Grade 23
EGFR-related
Rash 15 (75) 1(5)
Stomatitis 12(60) 0
Paronychia 10(50) 0
Dermatitis acneiform 7(35) 2(10)
Diarrhea 5(25) 1(5)
MET-related
Hypoalbuminemia 3(15) 1(5)
Other
Neutropenia 17 (85) 14 (70)
Infusion related reaction (IRR) 12(60) 0
Fatigue 10(50) 5(25)
Nausea 8(40) 0
Thrombocytopenia 8 (40) 5(25)
Constipation 7(35) 0
Decreased appetite 7(35) 1(5)

TEAES (215%) by Preferred Term, n (% All grade ‘ Grade 23

Other continued
Anemia 5(25) 1(5)
Epistaxis 5(25) 0
Hemorrhoids 5(25) 0
Leukopenia 5(25) 3(15)
Dyspepsia 4(20) 0
Insomnia 4(20) 0
Pulmonary embolism 4(20) 1(5)
Vomiting 4(20) 0
Weight decreased 4(20) 0
Back pain 3(15) 0
COVID-19 3(15) 0
Dizziness 3(15) 0
Hypomagnesemia 3(15) 0
Hyponatremia 3(15) 1(5)
Paresthesia 3(15) 0
Peripheral Edema 3(15) 0

+ Median follow up of 7.1 months (range, 2.4-10.4) and the median number of cycles was
10 (range, 2-15)2
+ Individual AEs were mostly low grade 1-2

+ EGFR- and MET-related AEs were consistent with previously reported data on
amivantamab + lazertinib

+ Median cycles of carboplatin / pemetrexed were 4 and 7.5 respectively

+ Rates of cytopenias were numerically high and mostly occurred within the 1st cycle however

small sample size, scheduled testing on C1D8 and C1D15, and heterogenous prior
freatments limit interpretation

+ No patients had pneumonitis/ILD
+ 1 grade 5 AE - sudden death, not attributed to any of the study drugs
+ No new safety signals identified

, 2022 World Conference
on Lung Cancer
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Best Antitumor Response

Prior therapy

Best Change from Baseline in
50D of Target Lesions (%)

1 [BesiOreniResporse W PR 1 50 W 70 NGUWK

( For all patients (n=20): \

* ORR is 50% (95% Cl, 27-73)
- CBR® is 80% (95% Cl, 56-94)

+ In those with baseline brain
metastases (n=10):

* ORR is 50% (95% Cl, 19-81)

+ 2 out of 5 patients with prior platinum-based chemotherapy had a PR

\ + CBR®is 80% (95% Cl, 44—9y

+ Ofthe 2 PRs, 1 responded to prior chemotherapy and 1 did not; the remaining 3 did not respond to prior chemotherapy
+ Of the 6 patients who received 1%//2-gen EGFR TKI without osimertinib, 5 of 6 (83%) had a PR; 5 of 6 tested negative for T790M

+ Ofthese 5 PRs, 1 tested positive for the rare T790! mutation

Amivantamab in combination with lazertinib and
chemotherapy is being evaluated in the ongoing

phase 3, randomized MARIPOSA-2 study
(NCT04988295) in post-osimertinib settings

Marmarelis M, et al. MA 07.04



Osimertinib+Necituzumab+Trastuzumab in refractory EGFR mut NSCLC
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Phase 1b/2 study of combined HER inhibition in refractory EGFR-
mutated metastatic non-small cell lung cancer (NSCLC)

J. Goldman' HK.T. Huang', A. Cummings', Z. Noor!, S. Slomowitz', E. Kirimis', O. Olevsky',
K. Arzoo', S. Ashouri', B. DiCarlo', E.H-L. Hu', D.J. Wong', J. Chauv',
E.B. Garon', Y. Yarden?, D. Slamon'

'David Geffen School of Medicine at UCLA, Los Angeles/CA/USA
2\\eizmann Institute of Science, Rehovot/IL

University of California, Los Angeles (UCLA), USA
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Trial Introduction, Objectives and Design e
Trial Background: B

Preclinical models (A, western blot; B, orthotopic murine model) show that osimertinib, cetuximab, and i
trastuzumab overcome osimertinib resistance. Necitumumab was substituted for cetuximab due to higher
binding affinity and lower hypersensitivity reactions. (Romaniello, Yarden, et al. Ciin Can Res, 2018)

Key Objectives:

+ Determine the recommended phase 2 dose (RP2D), safety, tolerability, and preliminary efficacy of the
combination of osimertinib, necitumumab and trastuzumab (ONT).

Exploratory endpoints include patient reported outcomes (PRO-CTCAE) and quality of life (FACT-L) data. ‘Z'E

Study Design: I ——
In phase 1b, we utilized an accelerated dose-escalation to determine the RP2D. 60— - = | KT
In phase 2, a Simon’s two-stage optimum design will be used to treat up to 20 patients at the RP2D. “‘E“"’“
55-‘E]Tubu|m
Dose Level | Osimertinib (mg) Necitumumab (mg) Trastuzumab (mg/kg) B. s  2XmAbs
1 40 qd 400 2w 6, followed by 4 q2w LU
1 40 qd 600 g2w 6, followed by 4 q2w 400
2 80 qd 600 2w 6, followed by 4 q2w 200
3 80 qd 800 g2w 6, followed by 4 q2w ;

Goldman J, et al. MA 07.05




Patient Demographics Treatment-related AEs Objective responses

« Number of patients; 15 Gender Total =15 % Figure 1 Selected Treamentlted Averse Evens AEs)Obsenvd n 22 o iR
. Male 3 20.0% Patients, grouped by Dose Level (DL) =
* Median Age: 61, Range: 54 - 82 Female m 80.0% g
Age Group Total =15 % Headache 00% 00% 0
>50& <60 7 46.7% T e — - ~ ORR 12,5% 1/8
>608&<70 3 20.0% Nasea é" g g I
>70& <80 4 26.7% Dirtes | $ @ § g b
>80 & <90 1 6.7% Masstond ¢ 9 § 3
Race Total = 15 % Vg $% $ S am 8 o
Asian 5 33.3% T —— £ “E’ £
Decline to Answer 1 6.7% Fatigue L 0
Other 1 6.7% Rashmacdopapulr g T oM
White 7 46.7% —ee § 0
Unknown 1 6.7% Fever | 0 0% 2
Ethnicity Total =15 % Aoorea O 400
Hispanic or Latino 1 6.7% Prurits -
Not Hispanic or Latino 14 93.3% Dry mouth ’ 20
Smoking History Total =15 % Dryee i
Former Smoker 3 26.7% Aoperi -000% ———
Clnaiil Smokes I A, 00 20 400% 600% 008 10006 DoseLevel 1 #Dose Level2 nDose Leve3 i
Never Smoker 11 73.3% DL3 (Grade14) L2 (Grade14) DOL1 (Grade14) WOL3 (Grade34) # DL2 (Grade34) MOL1 (Grade34)

PR #SD wPD

Goldman J, et al. MA 07.05
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Integrated Efficacy and Safety of Brigatinib Following Alectinib
Treatment in the ALTA-2 and J-ALTA Studies

Overview of Integrated Study Design

ALTA-2 (NCT03535740),
post-alectinib cohort (n=86)'
Single arm, open-label study conducted in Asia,

Europe, North America, and Australia
+ Locally advanced or metastatic ALK+ NSCLC?
« Disease progression on alectinib

« <3 lines of systemic therapy for metastatic
disease (included crizotinib prior to alectinib)

Brigatinib 180 mg QD (7-day lead-

in at 90 mg QD)

Primary endpoint:
Confirmed BIRC-assessed ORR
Secondary endpoints:
DoR, PFS, 08, safety

J-ALTA (NCT03410108),
main cohort (n=47)?
Single arm, open-label study conducted in
Japanese patients

+ Locally advanced or metastatic ALK+
NSCLC?

+ Disease progression on alectinib  prior
crizotinib

[ASLC

AUGUST 6-9, 2022 | VIENNA, AUSTRIA
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Brigatinib in alectinib resistant ALK+ NSCLC :

Results from integrated analysis ALTA2/J-ALTA
Efficacy measures by BIRC

BIRC-Assessed Progression-Free Survival

Baseline Patient Characteristics BIRC-Assessed Efficacy Integrated 1007
Integrated Population Integrated Population Population N
Characteristic, n (%) N=133 Parameters N=133 Parameters N=133 80 1
" 1 Median PFS:

Age, median (range), years 54 (22-82) Confirmed ORR, n (%) [95% Cl] 41 (31) [23-39] Confirmed ORR, n (%) [95% CI] n (31) [23-39] g - 52mo (35% CI: 37-7.3mo)
Female, n (%) 68 (51) CR 1(1) § & :

. - Not Evaluable/Not Reported 17 (13) 2 \
Brain metastases at baseline by BIRC 66 (50) PR 40 (30) : 404 A

. 0, i} L 4

Stage IV disease at study entry 131(98) SD 42 (32) Median DoR, mo (QSA’ CI) 9.2 (5'5 NE) & “—X—W‘ :
Prior anticancer therapies PD 33 (25) Median PFS, mo (95% CI) 5.2(3.7-7.3) G

Alectinib only 77 (58) Not Evaluable/Not Reported 17 (13) Patients with baseline CNS metastases, n (%) 66 (50) o4 . . . . ] | l . I |

. " - z 4 0 12 14 16 1
Crizotinib and alectinib 56 (42) DCR, n (%) [95% CI] 83 (62) [54-71] Confirmed iORR, n (%) [95% CI] 9(14) [6-24] A 0 2 iime(’fonms)z 6 18 20
Chemotherapy for metastatic disease 41(31) Median DoR, mo (95% Cl) 9.2 (5.5-NE) ::e;:;
Popuiaton 133 k) 2 1 8 3 3
2 prior therapies 53 (40 Median PFS, mo (95% CI 52(3.7-73 T . .
= = it (B ( ) Safety profile in line with previous reports

3 prior therapies 24 (18) Median OS, mo (95% CI) NE (16.2-NE) Ou S-HI, etal WCLC 2022
Duration of prior alectinib, median (range), mo 15 (1-65) Patients with baseline CNS metastases, n (%) 66 (50) 0
Best response to prior alectinib as CR/PR 96 (72) Confirmed iORR, n (%) [95% Cl] 9 (14) [6-24] O R R . 3 1 /0

CR, t ; CI, confidence interval; CNS, central tem; DCR, di trol rate; iORR, i
o e et il ek ol P vl s P, et Pt ) s inracranial CRIPR O/36) MPFS 5.2m

Aicnman

ICORR 14%

Oul, etal. MA 13.03



Entrectinib in ROS1 NSCLC: Updated efficacy and safety analysis
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Patient demographics and baseline characteristics

Overall efficacy population

Entrectinib in Patients with cy TET—
ROS 1 FUSiOﬂ-POSitiVE NSCLC: Median age, years (range) 54.5 (20-86) 55.07(‘33—86)

Updated Efficacy and Safety Analysis e B —
ECOG PS, n (%)
0/1/2 66 (38.4)/90(52.3)/16(9.3)  25(37.3)/37(55.2)/5(7.5)
Yun Fan," Alexander Drilon,2 Chao-Hua Chiu,® Daniel W. Bowles,* Herbert H.F. Loong,® Salvatore Siena,57 Smoking status, n (%)
Koichi Goto,® Maciej Krzakowski,? Myung-Ju Ahn,® Haruyasu Murakami,'" Rafal Dziadziuszko,'? Harald Zeuner, " Never smoker / Previous or current smoker 111 (64.5)/ 61 (35.5) 42 (62.7)125(37.3)
Bethany Pitcher,' Diarra Cheick,'> Matthew G. Krebs'® . : : —
Prior lines of systemic therapy in metastatic setting, n (%)
1. Zhejiang Cancer Hospital, Hangzhou, China; 2. Memorial Sloan Kettering Cancer Center, and Weill Comell Medical College, New York, NY, USA; 3. Taipei Veterans 0/1/22 67 (39'0) /65 (37'8) /40 (23'3) NA
General Hospital, Taipei, Taiwan; 4. University of Colorado, Aurora, CO, USA; 5. The Chinese University of Hong Kong, Hong Kong SAR, Hong Kong; 6. Niguarda Cancer I i i
Center, Grande Ospedale Metropolitano Niguarda, Milan, Italy; 7. Université degli Studi di Milano, Milan, Italy; 8. National Cancer Center Hospital East, Kashiwa, Japan; CNS metastases at baseline by |nvest|gator, n (%)
9. Maria Sklodowska-Curie National Research Institute of Oncology, Warsaw, Poland; 10. Samsung Medical Center Sungkyunkwan University School of Medicine, Seoul, Yes / No 60 (34.9)/ 112 (65.1) 26(38.8)/41(61.2)

Republic of Korea; 11. Shizuoka Cancer Center, Shizuoka, Japan; 12. Medical University of Gdansk, Gdansk, Poland; 13. F. Hoffmann-La Roche Ltd, Basel, Switzerland;
14. F. Hoffmann-La Roche Ltd, Mississauga, Canada; 15. Genentech, Inc., South San Francisco, CA, USA; 16. The University of Manchester and The Christie NHS Data cut-off: 02 Aug 2021, *Patients who had not received any prior ines of systemic therapy in the metastatic seffing
Foundation Trust, Manchester Academic Health Science Centre, Manchester, United Kingdom CNS, central nervous system; ECOG PS, Eastem Cooperative Oncology group performance status; NA, not applicable
*Currently at Taipei Cancer Center and Taipei Medical University Hospital, Taipei, Taiwan

Fan et al. MA 13.04
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Entrectinib demonstrated robust and durable responses regardless Entrectinib demonstrated intracranial efficacy in patients Entrectinib demonstrated prolonged survival in patients with
of baseline CNS status with ROS1 fusion-positive NSCLC ROS1 fusion-positive NSCLC
] ] Firs : Overall efficacy Baseline CNS No baseline CNS
20 overall | Baseline | Nobaseline Intracranial efficacy Overall efficacy population (n=51)* | irst-line cohort sopidicn nelastases S
g dficcy | CONS | CNS IG-ORR, () 95% C1] 25 (49.) 48-634) 14(809) [385-803] (N=172) (n=80) (n=112)
a . I Pt vho rceived entecib n 2L+ population | metastases® | mefastases* ‘ —
. ok Nt | o) | (nettz) (SO R 8(157) 3(130) 188[122-24] 18[12-157) 2%2[157-366] 117[118-394]
o9 n ‘ PR 17(33) 1478)
£ ORR:n (4] L I L 2 HA01NE BA[T0446] NE [418-NE] 417 [32NE]
iy CORON (09744 (99754 [2780] (552794 i) 0 0
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Entrectinib demonstrated robust and durable responses regardless of baseline CNS status
1st line cohort:

mDoR 35.6m, mPFS 17.7m, mOS 47.7m
iIc-ORR:60.9%, ic DoR 12.9m, icPFS 15.6m

Fan et al. MA 13.04
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Tepotinib is a once daily and highly selective MET TKI approved for METex14 skipping NSCLC
based mainly on Cohort A of the multi-cohort Phase Il VISION study?

Tepotinib in patients with MET exon 14 skipping

Cohort A*
. . I P Primary:
N SC LC : P rl m a ry a n a Iys I s Of th e co nfl rm ato ry Qﬁ;i;;:?gui?s&;éggfmm } MET‘(*;:;S:;I;P'“Q Tepotinib Objective response by IRC (RECIST v1.1)
+ Central confirmation of 5?"':89* Secondary:
VISION COhort C METex14 skipping by liquid e DOR, PFS, OS, Safety
and/or tissue biopsy y Exploratory RANO-BM analysis®:

BOR per RANO-BM (patients with 21 evaluable post-
baseline tumor assessment): disease control was
defined as CR/PR/SD, or non-CR/non-PD )

+ First, second, or third line

Michael Thomas," Marina C. Garassino,23 Enriqueta Felip,* Hiroshi Sakai,® Xiuning Le,® Remi Veillon,” chberny

Egbert F. Smit 8 Julien Mazieres,® Alexis B. Cortot,'® Jo Raskin,! Santiago Viteri,'2 James CH Yang,"® Myung-Ju 0
Ahn, " Yi-Long Wu, " Rui Ma,8 Jun Zhao,"” Aurora O'Brate, '8 Karin Berghoff, *® Rolf Bruns,? Gordon Otto,?! Paul K. Here, we report the primary analysis (>3-months’ follow-up) of the independent confirmatory
Paik?2% data cut-off February 20, 2022t

Thomas M, et al. OA 03.05
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Patients in the confirmatory Cohort C had a median age of 71 years,
about half were male, about half had smoking history, and most had adenocarcinoma histology

Baseline characteristics

Median age, years (range)

Sex, %

Race, %

ECOGPS, %

Smoking history, %

Histology, %

Brain metastases at baseline, %
Line of therapy, %

METex14 skipping detection®

Male

White/Asian

0o

Yes

Adenocarcinoma

Yes

Treatment-naive/previously freated

T+L+

710(82-91)
15
540422
UBT45
135
752
21
50.0/41.0
T4549.1

2L:

Cohort A
(N=152)

731 (41-94)
520
714250
270730
520
82
151
154546
5790651

AUGUST 6-9, 2022 | VIENNA, AUSTRIA

Overall efficacy in Coho

t Cand Cohort A was robust and durable across therapy lines

DOR i Ut
f a+ -
(T+andlor L+ (Ttandorls) [ Ll

1151 0SEaNTIDSRCERINTAR

ORR, 600 470 e [sr—

SO (49 ) it

Median DOR, ne 126

months (5% CI) (134, ne) (8.1,ne)

Megian PFS, 169 121

months (35% CI) (104, ne) (6.9, ne)

Medlanos 2 188 1iiltEi2ATIns3CE4s ‘ls'é!LV’léigﬁélvilii

months (5% CI) (127, ne) (135, ne) o Pogsce sl et - Pogessints el s

ERBANENTIIEONODLON genavEsd21E0 100 00N 00D

eABSEXIDEIBERCNTESE53 20 elB@Ox2ZER2EEE 432332211010

Wmemttmmnmﬂ\Hm later fan 21+

1L firstine; 2L d-orlater i DOR L+, NETexld e, ot estimabie; ORR, objecti e raie; 0, overallsunvival, PFS, progression-fee survival

T+, METex!4 skippng delected in nm biopsy.
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Tepotinib showed promising intracranial activity in patients with brain metastases

(RANO-BM analysis)

+ Tepotinb crosses the blood brain barrier o a signficant extent,
leading to concenirations of unbound tepotinib i the brain of 25%
compared {o plasma (Kp,,.=0.25), within a similar ange fo other
CNS-penetrant TKIs'

+ Across Coorts A#C, 43 patients vith brain metastases were
evaluable by RANO-BM (1L, n=23; 2L+, n=20)

+ 30 patients (69.8%) received prior brain radiotherapy or surgery

+ In patients vith target or non-target lesions (n=43), itracranial
disease control rate was 88.4% (95% CI: 74.9,9.1) with

intracranial mPF$ of 20.9 months (35% CL 5.7, ne)

+ |n patients with arget lesions (n=15), intracranial ORR was 66.7%
(95% Cl- 38.4, 88.2) ith intracranial mDOR ne (95% CI: 0.9, ne)

AL frtfing; 21+, seoond-or-te ing; ), O, CR oo DOR d

Intracranial response in patients with target lesions (n=15)

=
atara (%)

Ei

v Sarm

Best overall response
[ [}
[ 134
- 1w
1]

bbb o

Percent cha
of Target Leston

u

Itracranial duration of response
Intracranial mDOR.

months (35% C)
T ne0d,re)
Tl } Responders N=10
1
1
]

1
gl
L
G
*l
iu
i
31

u

3 i s t 5 [] ]
fesig Durzion s respoes: )
[T ‘ 1 H H H ' 1

m, median; ne, ot estimable; ORR, ovesal

0,
response rafe; PD, progressive disease; PFS, progression-Fee sunival; PR, partal response; RANO-BAL Rew Assessmentin \bm(m«n Brain Metasizses; SO, state disease; TKL tyrosine kinase inibior

1. Friese:Hamm M, et al Lung Cancer. 2022163776,

1L: ORR 60%. mDOR NE mPFS 15.9m. mOS 21.1m

ICORR 66.7%, icPFS 20.9m

ORR: 47% mDOR 12.6m, mPFS 12.1m mOS 18.8m
Brain:

Thomas M, et al. OA 03.05




Tumor Volume (mm?3)

TASO0493/HMO6
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TAS0953/HMO6 is Effect

ECLCS5B (TRIM33::RET) LUAD-0C

-8~ Vehicle
HM06 25 mglkg BID
—+ HMO06 50 mglkg QD
=+ HMOo6 50 mglkg BID
-# Vandetanib 100 mglkg QD
1000 y o~ HMO6 100 mglkg QD 1250

)
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|
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10004
750 1

~

o
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The 5 Ws of vepafestinib

on Lung Cancer

V.

itinib in the CNS

Study of RET Inhibitor TAS0953/HMO6 in Patients With Advanced Solid

Tumors With RET Gene Abnormalities ((MARGARET)) = Selpercatinib 10 mg/kg BID

& 28 S m TAS0953/HM06 50 mglkg BID
STATUS END DATE PARTICIPANTS NEEDED SPONSOR
Recruiting Aug 5, 2024 202 Helsinn Healthcare SA

—
o
o

P=0.001

~
o

1
]

Probabillity of Survival
o
o
[ |

Ph.1
* Solid Tumors RET abnormalities - sl * [Pk B, Bltsiand RECD j
« ECOG P 0-1 . THSOSEIHNOG . Ph.I:ORR,DCR, TTR,PFs, |§ 2 257 .|
Ph. | Exp - Ph. I +  Orally starting dose 20 mg TTP, DOR, OS, CNS ORR, - 0 T M
* RET +NSCLC w/wo prior RET-TKIs BID, until RD2 dose, . U5 CNS PD ) 0 30 60 90 120
+  BMs/leptomen. disease allowed santinuaus dailydosing o Jipen s) Time of Death (days)
* Measurable disease cycles lasting 21 days : )
cenetrwatch.com; clinicaltrials.gov;

TAS0953/HMOG is effective in preclinical

model of RET-resistant NSCLC

Odintsov et al. MA 13.05




SOME NOTES TO CONCLUDE

= Multiple ongoing strategies to overcome EGFR TKI resistance (Amivantamab
combinations, 4th generation TKI...)

= |n VISION —the largest clinical trial of a MET TKI in METex14 skipping NSCLC —the
Cohort C primary analysis provided confirmation for robust and durable efficacy of

tepotinib, with comparable or improved outcomes across endpoints compared to
Cohort A

= Brigatinib could be an option after alectinib failure
= Entrectinib confirms its efficacy even in untreated ROS1+ patients
= |n RET+ NSCLC, new strategies are needed at selpercatinib or pralsetinib failure



