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Overview of targeted therapies in 2020: the NEJM prism
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e Capmatinib in MET Exon 14-Mutated or
M S e S MET-Amplified Non-Small-Cell Lung Cancer

KRAS Inhibition with Sotorasib in Advanced Solid Tumors
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Tepotinib in Non-Small-Cell Lung Cancer Efficacy of Larotrectinib in TRK Fusion- Overall Survival with Osimertinib in Untreated,
with MET Exon 14 Skipping Mutations Positive Cancers in Adults and Children EGFR-Mutated Advanced NSCLC
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First-Line Lorlatinib or Crizotinib
in Advanced ALK-Positive Lung Cancer




Inmunoterapia

 |IT: KNO24: datos a los 5 anos

Actualizaciones + QT-IT: KN189: andlisis final

 Empower Lung 1: cemiplimab

Mismas estrategias, diferentes farmacos * ORIENT 12.
« ONO 453852/TASUKI

« ORIENT 11.

e CM227.

e CMILA

e CCTB734: durva-treme-QT
* (Cytiscape

e WJOG10718L atezo-bev.

Otro tipo de nuevas estrategias




KN189

Platino-pem-pem. Analisis final

B. OS by PD-L1 TPS

PD-L1 TPS 250%

Median (85% CI)

PD-L1TPS 1%-49%

Median (95% CI)

PD-L1 TPS <1%

Median (95% CI)

Events, % OS, mo Events, % 0S8, mo Events, % 08, mo
Pembro + chemo 50.8% 27.7 (20.4-NR) 67.2% 21.8(17.7-25.9) 70.8% 17.2 (13.8-22.8)
Placebo + chemo 67.1% 10.1(7.5-22.0) 79.3% 121 (8.7-18.4) 88.9% 10.2 (7.0-13.5)

100
HR (95% CI1),0.58 (0.40-0.86) 90

HR (95% C1),0.66 (0.46-0.88) 90

100

HR (95Y% C1),0.51(0.36-0.71)

A OS Median (95% CI)
& Events, % 0S, mo
100 Pembro + chemo 62.9%  22.0 (19.5-24.5)
90 - Placebo + chemo 79.1% 10.6 (8.7-13.6)
80 69.8%
:48.0% HR, 0.56 (95% ClI, 0.46-0.69)
70
3 60 [45.7%
g B s s n e "7 . R G o S R R
30+
20
10
0 I I | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
No. at risk: Time, months
Pembro 410 347 283 234 184 86 12 0
+ chemo
Placebo 206 149 98 72 55 25 5 0
+ chemo
C. PFS Median (95% Cl)
Events, % 0S, mo
100 Pembro + chemo 82.2% 9.0 (8.1-10.4) 100
90 Pla.cebo + chemo 95.6% 4.9 (4.7-5.5) 90
80 © HR, 0.49 (95% CI, 0.41-0.59) 80
70+ : 70 4
e 60| 2 60+
g jg_ .................................. ................................ ﬁ 50 |
122.0% o 404
30 $3.4% 30
204 3 20
109 - 10 A
0 T T T T T T T T T T 1 0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 0
Time, months
No. at risk: No. at risk:
Pembro 410 270 154 107 80 32 2 0 Pembro 410
+ chemo +chemo
Placebo 206 83 33 13 6 3 0 0 Placebo 206
+ chemo + chemo

Pembro + Placebo +

. Pemb Placeb
Time, months Cromo  Chemo  Ghemo.  Ghemo.
236 253 184 145 7 1 0 (N=410)  (N=208)  (N=132) (N=70)
All Patients  TPS 250%
137 83 51 32 12 1 0

80 4 80 80
. 70 4 70 70
s> 60 60 60
8 50 - 50 50
40 4 40 40
30 < 30 30
20 20 20
10 10 10
0 T T ] T ] T L] 0 1 ] 1 ] 1 1 T 1 O T T T T T T L} 1
0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42 0 6 12 18 24 30 36 42
Time, months Time, months Time, months
No. at risk:
Pembro 132 85 87 5 128 91 56 3 127 79 43 3
+ch
Placobo 70 34 26 4 58 29 18 0 63 29 g 0
+chemo
Median (95% Cl)
Events, % PFS2, mo 1004
Pembro + chemo 67.6% 17.0 (15.1-19.1)
Placebo + chemo 86.9% 9.0 (7.4-10.4)
y . 80 621
jg?; i HR,0.50(35% Cl, 0.41-0.61) _ (633-70.4) o Outcomes in Patients Who Completed 35 Cycles of
4 ; ‘\i o 483 (41.0-50.0) Pembrolizumab
P (43.4-53.2)
e M gg gy 3 334 e 56 patients in the pembrolizumab plus pemetrexed-
i_ i PR sy B2 platinum arm completed 35 cycles (~2 years) of
g B (H2-534) 13 pembrolizumab treatment
" } (B — ORR was 85.7% (4 complete response, 44 partial
response, 8 stable disease)
T 7 T T T T T T T T T 1 — Median OS was not reached (95% ClI, not reached)
6 9 12 15 18 21 24 27 30 33 36 39 42 o

Pembro + Placebo+  Pembro + Placebo +

Chemo  Chemo Chemo  Chemo
(N=128) (N=58)  (N=127) (N=63)
TPS 1%—49% TPS <1%

Rodriguez Abreu D ASCO 2020



Treatment Duration and Time to Response?
Second Course of Pembrolizumab®

KNO24

N =12¢
®a Alive at data cutoff, n (%) 8 (67)
m y m — * Objective response during 4(33)
e rO ’ZU a oA > second course, n (%)
R CR Best objective response, n (%)
. oou A PR Complete response 0
KEYNOTE-024 StUdy De3|gn (NCT02142738) N o A sp Partial response 4(33)
Second-Course SrAm@uD- @ FD Stable disease 6 (50)
Pembrolizumab® e * o NE - .
Key Eligibility Criteria Pembrolizumab Pembrolizumab oA * #& End of First Course Progressive disease 1(8)
« Untreated stage IV NSCLC 200 mg IV Q3W. = 200 mg Q3W oA - Second Course Ongoing .
« PD-L1 TPS 250% 35 cycles (2 years) 17 cycles (1 year) =< % Completed Second Course At_ data_cutoff, 5112 p_ament§ (42%) were
+ ECOG PS 0-1 c ‘ u <> Discontinued Second Course :2::::[:1he°n‘:t PD per investigator
+ No activating EGFR mutatio| rossover Q0 i
ALK translogation Pembrolizumab - Eec::ved Subsequent Therapy 3 (25%) did not receive subsequent
. I T T T T T T T T T T eal
- No untreated brain metastases Platinum-Doublet PD¢ Pembrolizumab 0 6 12 18 24 30 36 42 48 54 60 therapy

* No active autoimmune disease
requiring systemic therapy

End Points
Primary: PFS (RECIST v1.1 per blinded,
independent, central review)

Key secondary: 0s

Overall Survival@

Chemotherapy? -
(4-6 cycles)

Pemetrexed + carboplatin®
Pemetrexed + cisplatin®

Paclitaxel + carboplatin
Secondary: ORR, safety, PFS (RECIST v1.1 Gemcitabine + carboplatin

per investigator review) Gemcitabine + cisplatin
Exploratory: DOR

200 mg Q3W.
(2 years)

Time, months

NE, not evaluable. 2Dark green bars indicate first course treatment duration and light green bars indicate second course treatment duration. Follow-up was defined as the time to

progression or last non-progression 1t by in R

was

experienced treatment-related AEs during second-course treatment, all grade 1-2; 1 was an i

Data cutoff: June 1, 2020.

by RECIST version 1.1 per investigator review. ®°For a maximum of 17 cycles. °5 patients (42%)

AE (grade 1 hypo! idism).

1004 Events, n HR
o0 N (%) (95% Cl)
e Pembrolizumab 154 126 (81.8) 0.50
= 5 (0.39-0.65)
100+ Events, n HR % 70 Median 5% C1) Chemotherapy 151 141 (93.4)
90 N (%) (95% Cl) @ 604 7.7 mo (6.1-10.2 mo)
Pembrolizumab 154 103 (66.9) 0.62 N S A S
80 . : &
Median (95% Cl) Chemotherapy® 151 123 (81.5) (0.48-0.81) S 404

= 701 26.3 mo (18.3-40.4 mo) : : g
= 13.4 mo (9.4-18.3 mo) ‘ : 5 301
2 601 9
2 o 204
é GO I i T Y. R L/ SO S 10-
S 40- 0 : . . : . i ; . . : .
g 0 6 12 18 24 30 36 42 48 54 60 66
O 30- : Time, months

20- g

10- :

0 . . . . . . ; . ; . .
0 6 12 18 24 30 42 48 54 60 66 72
Time, months
Brahmer JR ESMO 2020
Pembrolizumab 154 121 106 89 78 73 62 54 51 20 0 0
Chemotherapy 151 108 80 61 48 44 33 28 26 13 3 0

aTT population.




Orient 11:

Sintilimab

2020 Presidential . vents % C1 p
Symposiu ORIENT-11 Study Design 17 —— Y

<0.00001
. (0.362, 0.643)
AUGUST 8, 2020 | WORLDWIDE flechemo . om%
- Sint+Chemo
2 0.75 \ A
= N === PL+Chemo
Key Eligibility Criteria 8 \
« Untreated nsq-NSCLC (Stage IIIB/C ineligible for g 0.5
surgery or local therapy and IV ) - r
m mPFS 1
* No EGFR or ALK genetic alteration % 5.0 mo (4.8, 6.2) 1
« ECOG PS 0ot E] —
A 0254 oy
+ Provision of a sample for PD-L1 assessment ’ o =
Stratification Factors:
« Gender (male vs. female) crossover
=< Sintilimab 200mg Q3W | I I T T T T 1
* Platinum (cisplatin vs. carboplatin), and for up to 24 months 0 2 4 6 8 10 12 14 16
+ PD-L1 expression (TPS<1% vs 21%) Piwber ot flak (Cumndnive Commonsd Numbern) Months
~ SintsChemo 266(0) 21(8) 20022) 143(46)  63(101) amﬂ N181) 3181) 0(154)
PL+Chemo 13%0) 106(4) T7(13) 42(21) 193 4 (42) 1145) as) 0(45)
Endpoints Analysis Population '
« Primary Progression-free survival by independent radiologic review commitlee (IRRC) « Efficacy: Intention-to-treat (ITT)
« Secondary. Overall survival, Response rate, Duration of resp Time to resp and Safety « Safety. Al patients who recelved 21 dose of study 1T
medication —— Sint+Chemo
PLChemo
2 0.754
Tg g TTTEETY
® + —t
TPS <1% TPS 1%-49% TPS 2 50% & os :
T e il A, e B
el \ M oCheme 1 s [epr— e Events 6-mo OSrate MR (95% CI) ¢
1 - - - | A 025 Swischemo  102% 80.6% 0008 s
) =Y HR,0.664 s — HR,0.503 L HR,0.310 Plichemo  298%  804%  (04000826)
. Y (95%C1:0.406, 1.086) ! i (95%C1:0.276, 0.918) ° 77 = \ (95%C1:0.197, 0.489)
> o 2 z - T T T T T T T T
2 mPFS,7.3 mo 3 \ mPFS.7.1mo 3 \ Y ¢ 24 & & _ @& W 1 M 126
g o0s4 (95%C1:6.2, NR) g os | (95%C1:6.2,9.2) ﬁ 054 e e o N (Comdane Comacred i Mot
= e = I_.A; B mPFS, NR P — 00) w0200 Mx) 0NN 1Y TR e a o
B | SO— 4 £ 95%C1:9.2. NR PLeCrama ST am0) 100 wu) 0N 1E BB 101 o)
3 3 1 3 ' ’
0254 n.':.«La 0184
S5 . mPFS 4 ) PES 5.0 mo
’ .4 (@5%CI12.5.8 (95%C1:4.36.8
A I = O N EREENREEEEL - :
0 - & 8 10 0 2 4 6 v i) 12 ) ] |
; o 018 o o Zhang Li WCLC symposium 2020
bombar wt Fisk (Cumuniive Cormored Number) Numbser wt Rab (Cumustin Consored Narbsr | Nurber st sk (Comualtve Consared Number)
seChemo S50 G3IN GO 47 23022 LI 20400 2180) 014D SinteChemo T4 620 S20 MO0 1300 406 o SeteChemo 107 (0 LODCE) SO 64009 2740 106D 1470 1TD ot
Chemo 44101 3T 26 16M UL 14T 00U 00K 008 PusChemp 26 (0 150 2w 6(5 am 1% o1 P+Cheme 61N S1IN 39Q) 06 T3 206 17 oOam oM




Orient 12
Sintilimab+ platino/GMZ.

Randomized, double-blind, Phase 3

. ongress
- N EEFMD "™ PROGRESSION-FREE SURVIVAL
Key Eligibility Criteria .

» Chemo-naive sqNSCLC (Stage IIB/C Vol PO cker ety T Interim analysis by IRRC . Interim analysis by investigators
ineligible for surgery or local therapy or of for up 10 2 years \.\ T, e o, 8 Evenien (0] YOI L]
Stage /) Zors NN mPS.monte (MNCH) S1(ARST) APMAL0 Zo7s mPFS, mons (90NCH 89 (50.89) 43(48 50

| R @NCH D621 DATIOANE) 3 HR @5%CH 5 (043 071

+ 18-75 years old g Pusiim 00008 g W 2 0008

« ECOGPSOor1 _:os \\\ 3 (X =

= Atleast 1 measurable lesion per § o e 5025 \

RECIST vi.1 Ess—— -

*Tisiy e alhie for FOLY Placebo D1+ 2 ) 2 " 0 2 ‘ Ly 10 2 e
assessment Gemcitabine 1.0 g/m* D1,8+ Ly~ 8 ) Pumbacat Rk Cumbate Cormres i) b )
Stratification factors Cisplatin 75 mg/m? o Placebo Q3W u;m':n ,m:;,arl,, eGP WO A0 ney 5 omy o Sr W) 8 NE) SME) WET EOW OBy oE

* Disease stage (NIB / HIC vs V) Carboplatin AUC 5D1 muim ) e, ST Updated analysis by IRRC 1T R Updated anaiysls‘bx investigators

+ Platinum (cisplalin vs carboplatin) Q3W for 4 or 6 Jo N fieneQp = .\_ v (%] G 66 @3]

\_-_PD-L1 expression (TPS<1% vs 21%) ) = SRS § 0rs - LS ] ] $om .«““Z&‘y“' it~ - o
HR 95%L1) QEMP 422 08T Paskm 900001
é 05 - A—— E 05 '
Endpoints 3 \ :
: |\ g . s §
+  Primary: Prog free survival by indep logic review (IRRC) 3p 1o 2 s @ 025 I pa @025 M
+ Secondary: overall survival (OS), objective response rate (ORR), duration of response (DOR) and Safety B
Analysis Population EECEE R e 2 4 E g0 7 ou o w W
« Efficacy: Intention-to-treat (ITT) Murntee at Rk, (Cumaatm Censnmd Nambrer)
« Safety: All patients who received at least 1 dose of study treatment e o SeeeGP IPED) AN 4002) BNID SN1K) 1R N S "
Overall survival (Interim analysis) Objective response by IRRC
1 Sint + GP (N=179) PL + GP (N=178)
7 i
. .‘“
e Best of response — no. (%)
5 g o, - no. (%
£ 0759 - o T ——
\
g s ensne CR 1(0.6) 0
R SR I L L L g S e PR 79 (44.1) 63 (35.4)
=
3 Snt+GP PLs
Evants.n (%) 2B (156) 46258) SD 74 (413) 80 (44.9)
0.251 mOS, months (95%C1) NR(NR, NR) NR(NR,NR)
HR (95%C1) 0.557 (0.353, 0.909) PD 18 (101 ) 25 (140)
P-vaue 0.01701
| — T —T ORR, % (95%Cl)  44.7(37.3,52.3) 354 (284, 42.9)
Months
Number at Risk (Cumulative Censored Number)
SmteGP 1790)  1780)  1S7(15) 11947)  7483)  28(123) 3148)  O(151) DCR, % (95%Cl) 86.0 (80.1, 90.8) 80.3 (73.7, 85.9)

Zhou C ESMO 2020




ONO-4538-52/TASUKI-52

Nivolumab+ Carbo-taxol-bevacizumab i

Nivolumab Arm Placebo Arm

N = 275 N = 275
Median PFS, 12.1 8.1
z mo (96.37% Cl)  (9.8-14.0) (7.0-8.5)
=< 80 Events (%) 133 (48.4) 173 (62.9)
3 12-mo rate HR (96.37% Cl) 0.56 (0.43-0.71)
§ 60 ! 50.1% P value <0.0001
g 40 A
g
cgn 20 Nivolumab Arm
[\
H Placebo Arm
0 T T T T T $ T T T T T T T T T 1
Key Eligibility Criteria Nivolumab / Carboplatin / : 0 4 8 12 16 20 24 28 32
Treatment-naive stage IlIB Paclitaxel / Bevacizumab? Nivolumab / Time since randomization (month)
g 3 Bevacizumab No. at sk
/ IV non-squamous NSCLC NIVO : 360 mg IV q3w SD, PR, CR NvobmabAm 275 226 1S 79 s 15 : 0 0
patients
° iz Treatment was continued until
;‘E : eaazl:lazt:zgsEGFR o -’9- PD, unacceptable toxicity
* PD-L1 all comer
« ECOG PS 0-1 Placebo / Carboplatin / Placebo / Nivolumab Arm Placebo Arm
Paclitaxel / Bevacizumab? Bevacizumab .t 14 NE210
N =550 SD, PR, CR 100 7 Median OS, 25.4 24.7
mo (95% Cl)  (21.8-NR*)  (20.2-NR*)
* Pri int: ~ 80- Events (%) 82 (29.8) 93 (33.8)
Pn_mpaFré ::sdezzglc:.b IRRCY) Stratification Factors £ HR (95% Cl) 0.85 (0.63-1.14)
y * PD-L1 (IHC 28-8) : 2 50%, 1%~49%, < 1% or indeterminate S 601 * not reached
* Secondary Endpoint: - ECOGPS:0,1 § Placebo Arm
- 08, ORR, Safety - Sex : Male, Female g 40
>
6 5
0 T T T T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32
No. at risk Time since randomization (month)

Nivolumab Arm 275 257 234 161 102 57 23 8 0
Placebo Arm 27¢ 58 )3

Lee JS ESMO 2020




Empower-Lung 1

Cemiplimab

PD-L1250% T

104 104 ~ -~
084 384 143(95% 82 | 161 280 112-175) |
/ S HR, 068 (35% C1, 0.53-0.87); P=0.0022 B o HR, 0.57 [95% I, 0.42-0.77) P=0.0002
R— o / \ z
Key Eligibility Criteria A Optional § o] < ¥
« Treatment-naive advanced NSCLC Am A tinuation of § 05 § 067
con on
« PD-L1250% Cemiplimab monotherapy IV e 3 054 1 . 3 054 '
y : 350 mg Q3W Eomiging + 4 3 04 ' —_— 3 g, |
* No EGFR, ALK or ROS1 mutations mg les of z ] z '

Treat until PD or 108 weeks aese F 031 ! M Cremamermy Z 031 - S
+ECOGPS 0 or1 : chemotherapy 3 3 021 | MEwea %] cromaxd - Cremameracy
« Treated, diinically stable CNS metastases  — - ] - & w : w .

o) 2 557 (482-817 297(183-41 539 45 2-81 (13745
and controlled hepatitis B or C or HIV 0 Tt b 0 T 1
were allowed (O' g 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 3 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 X
¢ TnM| ?r?swbw' Io. ot risk Month No. at fisk
cycles of investigator's choice 0 cemiplima emgimal 25 B T 48 =mpimat 44 200 177 154 108 "
Stratification Factors: ”"GV“O"T‘QQ estigalor's cho monoﬁlperq:y hemothesapy 354 303 254 83 T3 R 41 27 12 7 4 3 Chemotherapy 280 233 198 153 125 &7 S7 1§ ¢4 2
. chemotnerapy
Histology (squamous vs non-squamous) ~ Median duration of follow-up: Median duration of follow-up:
e Regnn (Eu'we. ASIa or ROW) Cemiplimab < 13.1 months (range: 0.1-319) Cemiplimab <> 10.8 months (range: 0.1-3139)
\ Chemotherapy = 13.1 months (range: 0.2-32.4) Chemotherapy <> 10.2 months (range: 0.2-29.5)
Endpoints:
N=710 « Primary: OS and PFS
Five interim analyses were prespecified per t » Secondary: ORR (key), DOR, HRQoL and safety
Median PFS (35% O
10 smpimat 62 (% 104 e s
0s PFS o Chemaherapy 354 55 (35% CL45-6.1 bl I oty = e
104 104 o'a_ HR, 0.59 (35% C1, 0.48-0.72); P<0.0001 ola- HR, 054 (35% CI, 0.43-0.58); P<0.0001
094 094 3 B0
08 2 084 071 207+
8 074 & 074 s 506_ 12:m0 PFS (95% C1), % 33 12moPFS (5% CI). %
2 05- > 051 £3 . £8 »
2 0s- £ 5] = 5051 18-mo PFS (35% CI), % 3 2051 18-mo PFS (5% C ), %
20 2 5504' . 1.7-4 590‘. 278 (19.4-36.7
e 044 s 041 g8 v s 3 2
e 034 o 034 §'03- 38 (18-75 503-
024 024 = 5024 5024
0.14 014 ) ] ‘
w+—r—T—TrrrTrrrrrTrrTrT7 W+ T T T 7T 1T o at Chemotesapy ]
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 o—r—r—r—TTt+rrT+TTT T
Month Month 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 3 32 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 R
No. af risk Month No. at risk Month
w—— Comiplimab: PD-L1 290% w— Chemotherapy: PD-L1 280% mpimab s M 5 e 2 4
e Cemiplimab: PD-L1 >80 I <00% e Chemotherapy. PD-L1>60 to <00% Chemotherapy 354 0 9 6 3 0 0 0 2 20 8 4 3 0 0

w— Cemigiimad: PD-L1 250 1o <60% w— Chemotherapy: PD-L1 250 to S60%

Sezer AESMO 2020




CheckMate 227 parte 1

Nivolumab + ilipilumab: datos a 3 anos

Part 1a
PD-L1
Key Eligibility Criteria —>| expression
+ Stage IV or recurrent NSCLC z 1%
* No prior systemic therapy N=1189
* No sensitizing EGFR mutations
or known ALK alterations Iy Y N R
* No untreated CNS metastases
« ECOG PS 0-1 Part 1b
PD-L1
Stratified by SQ vs NSQ —p| expression
<1%
N = 550

NIVO + IPI®
n =396

3-year update: OS with NIVO + IPI vs Chemo vs NIVO + Chemo (PD-L1 < 1%)

Independent primary endpoints:

NIVO + IPl vs chemo'

« PFS in high TMB (2 10 mut/Mb)
population’

« 0OSinPD-L1 2 1% population?

NIVO + IPI®

NIVO® + chemo©
n=177

LSBT 44/, ITYEGI UPUGLE

3-year update: OS with NIVO + IPI vs chemo (PD-L1 > 1%)

Part 1a
e
Lt NIVO + IPI Chemo Chemo
(n =396) (n =397)
Median OS, mo 17.1 14.9
s HR (vs chemo) 0.79
63% (95% Cl) (0.67-0.93)
60
.
8
40
NIVO + IPI
20
Chemo
0 T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk

NIVO + IPI 396 341 295 264 244 212

190 165 153 145 132 124 121 97 67 27 5 0
64 14 126 112 y 8 63 2 13 4 0

Part 1b

NIVO « 1Pt
100 NIVO + IPI NIVO + chemo Chemo | Chomo |
(n=187) (n=177) (n=186) MIVO ¢ chemo
WMedian 05, mo 7.2 5.2 72
80 AR (vs chemo) _ 0.64 0.82

60% (95% C1) 0.51-0.81  0.66-1.03

- 60 §

R ! 40% 3%

4

v 51% ! 35%

S 0 ' 20%
1
H

20 i NIVO + IPI
: : l Chemo
1] 1
‘ ' ' NIVO + chemo
0 T T T ; L Ll L ; T L T : L L T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
No. at risk Months 3-year update: OS with NIVO + IPl vs Chemo vs
NVO+IPI 187 165 142 120 110 100 8 8 73 69 65 ¢ NIVO+Chemo (PD-L1<1%)
159 139

NIVO + chemo 177 19 102 88 78 67 60 48 Ly 39 34 25 15 4 0 0

Suresh Ramalingam ASCO 2020




CheckMate 227 parte 1

Nivolumab + ilipilumab: datos a 3 anos

FDA approves nivolumab plus ipilimumab for
first-line mNSCLC (PD-L1 tumor expression
=1%)

f Share | w0 i | im Unkedin | % Email = & Print

On May 15, 2020, the Food and Drug Administration approved the combination of
nivolumab (OPDIVO, Bristol-Myers Squibb Co.) plus ipilimumab (YERVOY, Bristol-Myers
Squibb Co.) as first-line treatment for patients with metastatic non-small cell lung cancer
whose tumors express PD-L1(>1%), as determined by an FDA-approved test, with no
epidermal growth factor receptor (EGFR) or anaplastic lymphoma kinase (ALK) genomic
tumor aberrations.

Today, the FDA also approved the PD-L1 IHC 28-8 pharmDx (Agilent Technologies, Inc.)
as a companion diagnostic device for selecting patients with NSCLC for treatment with
nivolumab plus ipilimumab.

Efficacy was investigated in CHECKMATE-227 (NCT02477826), a randomized, open-
label, multi-part trial in patients with metastatic or recurrent NSCLC and no prior
anticancer therapy. In Part 1a of the trial, 793 patients with PD-L1 tumor expression >1%

were randomized to receive either the combination of nivolumab plus with ipilimumab
(n=396) or platinum-doublet chemotherapy (n=397).




CheckMate 9LA

Nivolumab + ipililulamb + 2 ciclos de doblete de platino

Primary endpoint (updated): Overall survival®

Key Eligibility Criteria NIVO 360 mg Q3w + IPI 1 mg/kg Q6W 100 NIVO + IPl + chemo  Chemo
g n =361 ' (n=361) (n = 358)
» Stage IV or recurrent NSCLC + -
g - 81% Median 0S, mo 15.6 10.9
* No prior systemic therapy N =719 Chemo? Q3w (2 ccles) Until dlsgase 80 (95% Cl) (13.9-20.0) (9.5-12.6)
+ No sensitizing EGFR mutations progression, HR (95% CI) 0.66 (0.55-0.80)
or known ALK alterations unacceptable 1
toxicity, u !
6 1 ~ 60
RS or for 2 years ® E |
Stratified by Chemo* Qiw (4 cycles) for immunotherapy g | oS NIVO + IPI + chemo
PD-L1b (< 1%¢ vs 2 1%), i s A Ade——A
sex, and h"SW'OSY (5:1 vs)NSQ) PRELTY With optional pemetrexed maintenance (NSQ) 40 ' 1 47%
: ) o000 Chemo
20 + ! '
i i
Primary endpoint Secondary endpoints : :
« 0OS * PFSby BICR® 0 T 1 T T T T T T T 1
*+ ORR by BICR® 0 3 6 9 12 15 18 21 24 27 30
« Efficacy by tumor PD-L1 expression No. at risk Months
NIVO + IPI + chemo 361 326 292 250 227 153 86 33 10 1 0
Chemo 358 319 260 208 166 116 67 26 11 0 0
Overall survival by histology Overall survival by PD-L1 expression level
100 PD-L1 < 1% 100 1 PD-L1 2> 1%
NSQ NSCLC? SQ NSCLCP 79% 82%
80 1 ) HR 0.62 (0.45-0.85%) 80 - HR 0.64 (0.50-0.82%)
NIVO + IPI + chemo Chemo NIVO + IPI + chemo  Chemo = 60 - 70% 1 = 60 - 74% |
(n = 246) (n = 246) (n = 115) (n=112) 3 J ! i 3 ' RIVO « IP1 + chemo
100 - Median 0S, mo 7.0 1.9 100 Median 0S, mo 14.5 9.1 8 40 i " S 40 - 1 P
(95% Cl) (14.0-NR) {9.9-14.1) (95% Cl) (13.1-19.4) (7.2-11.6) s o i 4
83% HR (95% CI) 0.69 (0.55-0.87) HR {95% CI) 0.62 (0.45-0.86) 20 4 . H 20 1 : !
801 80 o +——— N —— ot . .
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
' % Months Months
a? 60 | a? 60 |
< } < L 100 7 PD-L1 1-49% 100 PD-L1 > 50%
v ' ' 7 . NIVO + IPI + chemo - 3 B84% T i
O 40- : ' O 404 : . RN 80 4 HR 0.61 (0.44-0.84%) 80 4 " = HR 0.66 (0.44-0.99)
1 1 | ] ) 63%
! ! -y ! ! F 60 : F 60 h |
1 fl ] ] & ' ' & 1 [} NIVO + 1P| + chema
o ' ' NIVO + 1P| + chemo 1
20 : : 20 : : L - 2%
| 1 ! ! ' ' | ' ™
i i | I 20 1 : : S 20 : |
i ' ' ) L
0 —i——t——y——7 7 0 . A S SN S S S R 0 A——————————————— 0 A
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30 0o 3 6 9 1 ‘5h B U 7 0 0 3 6 9 12 ‘5h B U w7 N
{0. at risk Minimum follow-up: 12.7 mc:nths.mmt > o
Nehemo 246 224 204 170 ‘th)‘r;:hs 62 20 6 0 0 115 102 88 80 73 Mo:‘eths 24 13 4 1 0 oo ReCk M ASCO 2020 r
+ chemo
Chemo 246 223 180 152 122 87 53 18 9 0 0 112 9 8 56 44 29 14 8 2 0 0



CheckMate 9LA

Nivolumab + ipililulamb + 2 ciclos de doblete de platino

FDA approves nivolumab plus ipilimumab and
chemotherapy for first-line treatment of
metastatic NSCLC

f Share | W Tweel | in Linkedin | % Email | & Print

On May 26, 2020, the Food and Drug Administration approved the combination of
nivolumab (OPDIVO, Bristol-Myers Squibb Co.) plus ipilimumab (YERVOY, Bristol-Myers
Squibb Co.) and 2 cycles of platinum-doublet chemotherapy as first-line treatment for
patients with metastatic or recurrent non-small cell lung cancer (NSCLC), with no
epidermal growth factor receptor (EGFR) or anaplastic lymphoma kinase (ALK) genomic
tumor aberrations.

Efficacy was investigated in CHECKMATE-gLA (NCT03215706), a randomized, open-
label trial in patients with metastatic or recurrent NSCLC. Patients were randomized to
receive either the combination of nivolumab plus ipilimumab and 2 cycles of platinum-
doublet chemotherapy (n=361) or platinum-doublet chemotherapy for 4 cycles (n=358).
The trial demonstrated a statistically significant benefit in overall survival (OS) for
patients treated with nivolumab plus ipilimumab plus chemotherapy compared to those

who received chemotherapy. Median OS was 14.1 months (95% CI: 13.2, 16.2) versus 10.7
months (95% CI: 9.5, 12.5), HR 0.69; 96.71% CI: 0.55, 0.87).




CCTG BR.34

Durvalumab+ tremelitumab +/- QT basada en platino

Metastatic squamous or non-squamous NSCLC:
Stage IVA (high risk) or IvB*
No prior chemotherapy for Stage IV
EGFR wild type, ALK fusion negative**
ECOGPSOor1
Adequate organ function
No prior autoimmune disease

No untreated CNS metastases
Measurable disease (RECIST 1.1)

Stratification factors:

* Squamous Versus non-squamous
* StagelVAvsB
* Never vs current vs former smoker

Primary Objective:

RANDOMIZED

7

18 Durvalumab + Tremelimumab

Durvalumab 1500 mg IV + Tremelimumab 75 mg IV q28 days x 4
then Durvalumab 1500 mg IV until Disease Progression

J

1:1 Crossover between treatment arms not permitted

-
m Durvalumab + Tremelimumab + Chemotherapy

Durvalumab 1500 mg IV + Tremelimumab 75 mg IV + Platinum
Doublet Chemotherapy” IV q21 days x 4, then Durvalumab
1500 mg alone (squamous) or plus Pemetrexed 500 mg/m? IV
(non-squamous) q28 days until Disease Progression

\

N

* To compare overall survival (OS) between patients receiving durvalumab plus tremelimumab and
durvalumab, tremelimumab plus platinum chemotherapy in patients with advanced NSCLC

Median PFS, months {95% C.1.)

100 4~
— 0T 3.2(27,51)
% DT + Chemotherapy 7.7(55,8.5)
HR (stratified) 0.67 (0.52, 0.88)
log-rank p value~0.0035
0 -
& w04
20 +4
0 T T T T T T T
o 4 L) u 16 20 24 red

@ A Bk 0T 150 o o
0T + O 151 ” 3

Time (monthsi

n 1 ) 2 0
= »n . s %

100

Percentage

40

20

* A Risk OT

DY » Chema

Median OS, months (90% C.1.)

— or 14.1(10.6, 18.3)
| 1 DT + Chemotherapy 16.6 (12.6, 19.1)
HR (stratified) 0.88 (0.67, 1.16)
log-rank p value=0.46
T T T T T T T
0 4 8 12 16 20 24 28
Time (months)
150 15 L (3] ” 1u 1 1
1 129 100 » a4 18 L] 2

Natasha Leighl ASCO 2020




WJOG10718L.

Atezolizumab bevacizumab PDL1>50%.

WJOG10718L; A single arm, open label, multi-institutional study

Advanced Non-Sq NSCLC

* PD-L1 TPS > 50% (Dako 22C3)

+ w/o EGFR/ALK/ROSI alterations
« ECOG PS=0-1

* No prior therapy

+ Fit fo anti-angiogenesis therapy

Atezolizumab 1200mg

+

Bevacizumab 15mg/kg

Until PD
or intolerable toxicity

Every 3 weeks
Up to 2years

JapicCTI-184038

et e | N |

CR 0 0

PR 25 64.1

sD 1 28.2

PD 3 7.7

NE 0 0
CR+PR 25 64.1
90% CI 49.69-76.83
95% CI 47.18-78.80

n=39

Sample size: 38
Threshold-Expected ORR: 40-62%.
One sidea=0.051-p=0.8

Primary endpoint: ORR (IRC)
Secondary endpoints: PFS (IRC), DoR (IRC), OS, Safety

Progression Free Survival

0.75

05

0.25 -

1 Progression Free Survival (month)

Median 15.9
95% CI 5.65-15.93

2)4 (month)

Sample size: 38
Threshold-Expected: ORR: 40-62%.
One sidea=0.051-p=0.8

Seto T ESMO 2020



CITYSCAPE

Tiragolumab plus atezolizumab

1L Stage IV NSCLC
* EGFR/ALK wild-type

* Tumor PD-L1 TPS 2 1% by
22C3 IHC by local or 11
central assay

N=135

Stratification Factors:
* PD-L1TPS (1-49% vs = 50%)

* Histology (Non-Squamous vs
Squamous)

* Tobacco use (yes vs no)

* Updated Analysis
Follow-up performed to assess safety and efficacy
Cutoff date of 02 December 2019
Median follow-up of 10.9 months

Updated Investigator-Assessed PFS: ITT
-

Tiragolumab 600 mg IV q3w +

Atezoli b 1200 mg IV g3
ezolizuma mg IV g3w No PD or loss

of clinical

crossover ;
benefit

Placebo 600 mg IV q3w +

Atezolizumab 1200 mg IV q3w

- Co-Primary Endpoints: ORR and PFS

Key Secondary Endpoints: Safety,
DOR, OS, Patient-reported outcomes (PROs)

Exploratory Endpoints: Efficacy analysis by
PD-L1 status

— 10 Median (95% CI) __ HR (95% C1)
s Tira+ Atezo  5.55 mo (4.21-10.4) 0.58*
S 801 Placebo + Atezo  3.88 mo (2.73-4.53)  (0-38-0.89)
g l *stratified HR
w 60‘
[<}]
E ——————————————
£ .
£ a0 :
s A
a |
E 207 J é‘
) ] i
o .
N 07 : :
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
No. at risk Time (months) Events
T+A 67 64 49 48 45 38 31 30 30 22 20 10 9 1 1 0 41 (61%)
P+A 68 61 45 38 32 22 20 15 15 10 9 7 7 1 1 0 55 (81%)

Response (95% Cl)

Updated Confirmed Overall Response Rate (ORR)

ITT
(n=135)
90+
80-
70-
60+ 37%

Placebo +

Tiragolumab +
Atezolizumab Atezolizumab

PD-L1 TPS 2 50%
(n=58)
90+ 66%

Placebo +

Tiragolumab +
Atezolizumab Atezolizumab

PD-L1 TPS 1-49%
(n=77)

o 1e% 18%

Tiragolumab+  Placebo +
Atezolizumab Atezolizumab

(n=67) (n=68) (n=29) (n=29) (n=38) (n=39)
Updated Investigator-Assessed PFS: PD-L1 TPS 2 50%
— 1001 Median (95% Cl)  HR (95% Cl)
§ ] Tira + Atezo NE mo (5.49-NE) 0.30*
.g 801 Placebo + Atezo 4.11 mo (2.07-4.73) (0.15-0.61)
g 4 *unstratified HR
@ 60
v
L7 S B =
firs
& 407
2 |
A
o 207
o0 1
g
o 01
0 | 2 3 4 5 6 7 8 9 10 11 12 13 14 15
No. at risk Time (months) Events
T+A 29 28 26 26 26 23 19 18 18 12 10 4 3 0 12 (41%)
P+A 29 24 20 17 13 8 8 6 6 5 4 3 3 1 1 0 24 (83%)

Melissa Johnson ASCO 2020




EGFR

Referente: Flaura: SLP 18.9 m y SG 38.6 meses

Tkis 3° gen |:> o Alflutinib:

RT =) - SINDAS:

NEJO026: bev + Erlotinib
Tki+ Antiangiogenicos  Active: Apatinib + Gefitinib
WJOG9715L Fase IlI: osi+ bev

CHRYSALIS: amivantomab + lazertinib
Patritumab deruxtecan:
Osimertinib-gefitinib

Nuevos farmacos o
combinaciones




Alflutinib

Abstract ID: 9602

Contact
8 Yuankai Shi. MD

2 syuankai@cicams.ac.cn

Background:
Alflutinib (AST2818) is a third generation EGFR-TKI tar-

Efficacy and safety of Alflutinib (AST2818) in patients with T790M mutati
positive NSCLC: A phase IIb multicenter single arm study

ve, Yiping Zhs

Yuankai Shi*", Xingsheng Fiu*, Shucai Zhang"

Jifeng Feng®,

Background

= Alflutinib (AST2818) is a newly developed, oral, irrevers-

geting both sensitizing EGFR and EGFR T790M
This phase ITh, multicenter, single arm study (ALSC003,
NCT03452592) aimed to assess the efficacy and safety of

ible third ion Epidermal growth factor receptor
(EGFR) Tyrosine kinase inhibitor (TKI) targeting both
sensitizing EGFR and EGFR T790M mutations.

Alflutinib in patients with EGFR T790M | 11
cell lung cancer (NSCLC).

Methods:
Patients with centrally confirmed EGFR T790M mutation in
tumor tissue, locally advanced or metastatic NSCLC who
prog 1 after first d ion EGFR-TKIs or pri-
mary EGFR T790M mutation positive received 80 mg Al-
flutinib orally once daily. The primary endpoint was objec-
tive response rate (ORR). Secondary endpoints included dis-
case control rate (DCR), progression-free survival (PFS),
overall sunm al (0S) and safety. Efficacy was assessed by
diological review i (lRRL)pcr
REC]ST 1.1. Safety was assessed by NCI CTCAE version
4.03.

Results:
From Jun 4, 2018 to Dec 8, 2018, 220 patients were
enrolled. Patients were representative: median age 61, stage
1V 96.4%, ECOG PS 1/2 77.3%/4.1%. CNS metastatic
39.5% (by IRRC). By Jan 29, 2020, the median follow-up
time was 9.6 months, The ORR was 74.1% (163/220 [95%
CI 67.8-79.7]). The DCR was 93.6% (206/220). The median
PFS was 9.6 months (95% C1 8.2-9.7). Median OS was not
yel rl:xahcd By Nov 6, 2019, 19 (65 5%) of 29 patients with
CNS had an ial objective
response, and the median PFS was 11.0 months (95% C1
8.3, NA). By Nov 6, 2019, 214 (97.3%) patients had at lcast
one adverse events (AEs), which were mostly grade 1 or 2.
The most common AEs were cough (49 [22.3%]), increased
aspartate aminotransferase (37 [16.8%]), and upper respira-
tory tract infection (37 [16.8%]). Grade > 3 AEs occurred in
53 (24.1%) patients. Drug related > Grade 3 AEs assessed
by investigator occurred in 22 (10.0%) patients.

Conclusions:

Alflutinib has promising efficacy and acceptable safety pro-
file for the treatment of EGFR T790M mutated NSCLC
patients,

« Preclinical studies revealed alflutinib had potent antitumor
activity comparable to that of osimertinib (data on file).

« The phase /11 study (NCT02973763, NCT03127449) of
aluflutinib has shown alflutinib is clinically effective with
an acceptable safety profile in patients with EGFR T790M
mutated advanced non-small cell lung cancer (NSCLC) ,
even in those with central nervous system (CNS)
metastascs,

« This phase IIb, multicenter, single arm study (ALSC003,
NCT03452592) aimed to further assess the efficacy and
safety of Alflutinib in patients with EGFR T790M mutated
NSCLC.

« This is a phase [1b, multicenter, single arm study conduct-
ed at 46 centers in China.
«Eligible patients were aged 18 years or older, had histologi-
cally or cy! y confirmed locally ad d or meta-
static NSCLC, not suitable for surgery or radiotherapy. ra-
diologically progressed after first or second generation
EGFR TKI with centrally confirmed EGFR T790M muta-
tion, or with primary EGFR T790M mutation, had measur-
able disease ding to Resp Eval Criteria in
Solid Tumors (RECIST) version 1.1, Patients with asymp-
tomatic, stable CNS mctastases not requiring steroids for at
least 4 weeks before the first dose of alflutinib were allowed
to be included.
« Eligible patients received alflutinib 80mg orally per day
until disease progression or intolerable toxicity. Efficacy
was evaluated every 6 weeks in the first 48 weeks, then
every 12 weeks in the following weeks by independent ra-
diological review committee (IRRC) using RECIST 1.1.
Safety was assessed by NCI CTCAE version 4.03.
* The primary endpoint was ob_lcclwc response rate (ORR)
by IRRC. § dary included p ion free
survival (PFS), overall survnnl (0S). durauon of response
(DOR), disease control rate (DCR), clinical benefit rate
(CBR) and safety.

1ooieall

!, Qitao Yo, Lin Wu', Li Liw
Hui Z , Jingzhang Lt
The affiliations of authors are listed below

. Chunling Liu®,

« From Jun 4, 2018 to Dec 8, 2018, 220 patients were
cnmllod in lo(al.

Zhiyong M:
L Ling Li*. Yong J

Hongrai Niu*, Dong V

Result

Table 2. Summary of response to alffutinib assessed by IRRC T:bk 3. Tmlmn( emerged adverse events (TEAL& n=220)

‘ N

istics of 1

were
tive: median age 61, stage IV 96. 4%, EC‘OG PS 172
77.3%/4.1%., CNS metastatic 39.5% (Table 1).

=220

Table 1. Baseline patient characteristics

Median (range)

61 (29-80)
Sex Mak 99 (45.0%)
Female 121 (55.0%)
Stage mn 8 (3.6%)
v 212 (96.4%)
Smoking history Smoker 60 (27.3%)
Non-smoker 160 (62.7%)
Prior lines 0" 6(2.7%)
of therapy 1 162 (73.6%)
2 38(17.3%)
3 9(4.1%)
4 4(1.8%)
»5 1(0.5%)
EGFR mutations T790M 220 (1002%)
in tumor 19del 133 (60.5%)
L8S8R 81 (36.8%)
19del + L858R 3 (1.4%)
others 3 (1.4%)
ECOG PS 0 41 (18.6%)
1 170 (77.3%)
2 9(4.1%)
CNS metastases Yes 87 (39.5%)
by IRRC No 133(60.5%)
Efficacy

« At the data cut-off (DCO, Jan 29, 2020), the ORR
and DCR by IRRC was 74.1% (163/220) and 93.6%
(206/220) respectively (Table 2). At the DCO, the
median follow-up of PFS was 9.6 months, the median
PFS was 9.6 months (95% CI 8.2, 9.7) (Figure 1)

« Of the 220 lled p 87 had bl
and/or CNS and 29 had
one or more ble CNS d by

IRRC. At DCO of Nov 6, 2019, the CNS ORR and
DCR in patients with one or more measurable CNS
lesions was 65.5% and 100% respectively. Median
CNS PFS was 11.0 months (95% CI 8.3, NA) in pa-
tients with measurable and/or non-measurable CNS
lesions.

Complele response (CR) 0

At least one TEAE %) | 53(24.1%)

22(10.0%)
Partial response (PR ) 163 (74.1%)
Stable disease (SD) 43 (19.5%) C.o"gh ; . ANZZINH1C g
Upper respiratory tract 37(16.8% 10,5 0
Progressed disease (PD) 12 (5.5%) infection L5, | H032)
Ine’ o ]I . 5%
;;'::“&d‘w' ::2 5%':; "“.“""m"""'ﬁ BIE 33(168%)  3(14%)  3(14%)
ORR 74.10% ';;:xﬂ:::’: 35(159%)  3(14%)  3(1.4%)
9% Cl 7.8%-79.7%
95 67.8%-79.7 e . :
- electrocardiogram QT S50 1O
B Urinary tract " %
1. e 30(13.6%) | 1(0.5%)  1(0.5%)
3 Decreased white
é blood cell count 28(12.7%) 0 0
£ Anemia 27(12.3%)  2(0.9%) i)
Increased weight 24(109%) 0 0
< Increased seum 22(100%) | 0 0

Conclusions

* Aflutinib showed promising clinical antitumor activity in
patients with EGFR T790M mutation NSCLC., including
those with CNS metastases.
* Alflutinib also showed an acceptable and manageable
safety proﬁle

1l b should be idered as a
oplmn for \JSC 1.C patients with EGFR T790M mutation.
* The randomized, double-blind phase III trial
(NCT03787992, FLAG study) comparing alflutinib versus
gefitinib as Frsl lmc therapy in EGFR mutation pomlvc.
locally ad d or ic NSCLC pati is
and the 1l has been leted,
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Figure 1. Kaplan-Meicr estimates of PFS

Safety
« At the DCO of Nov 6, 2019, the median time of
exposure to alflutinib was 9.7 months.
* 24.1%(53/220) of patients had grade = 3 adverse events
(AES), and 10.0% (22/220) had drug-related gradc >3
AEs The most common drug related grade > 3 AEs were
sed aspartate fi (three [1.4%]),
alanmc fi (three [1.4%]) and
i (three [1.4%]).
*21.4Y% o(47/220) of patients had serious AEs (SAEs) and
5.5% (12/220) had drug related SAEs.
« Only 8.6% (19/220) and 8.2% (18/220) of patients had
diarrhea and rash of all grade respectively. No grade > 3
diarrhea or rash were observed. Interstitial lung disease
was observed in 1 patient (0.5%).
* Dose interruption and reduction were reported in 11.4%
(25/220) and 2.3% (5/220) patients. Permanent discontin-
uvation of alflutinib occurred in 3.6% (8/220) patients.
* 4 patients experienced AEs with death outcome, includ-
ing CNS metastases (n=2), respiratory failure (n=1) and
unknown death (n=1). The causality between study drug
and first 3 events were assessed as probably not related
by investigators, whereas the last one could not be
determined due to the unknown cause of death.
* The detailed adverse events were listed in table 3.

goIng

Shi Y. ASCO 2020




SINDAS
EGFR oligometastasico: Tki+/- SBRT

Study Design and Enroliment

2016.1—2019.6,

Kaplan-Meier plot of PFS (A) and OS (B)

Investigator-initiated, multicenter, open label, parallel-group, phase 3 randomized clinical trial from 5

centers located indifferent provinces of China

e N=68 SBRT +TKI
(N=133) - 1
+ 1B years or older AHCYLS VORI 3 fractitns

» ECOG <2 HR 0.682(95%Cl 0.456-1.001)
ectancy of at least 6 months P<0.001

+ pathological confirmed NSCLC with

EGFRm - TKionly

—— TKHSBRT

c lesions a maximum of

®
2
2
@
E
o
g
9
a

ny 1 organ, and no

more than 5 metastasesin total

N MR e AR

10
Number at risk PFS(months) Number at risk 0S(months)

TKl only 65 52 TKlonly 65 58 19 3
TKHSBRT 68 TK+SBRT 68 65 47 19

Statistical Analysis The primary endpoint : PFS

: Randomization and Blinding
D:scriplivestatisﬁcs The secondary endpoint :
Chi-square test + Computer-generated randomization
Kaplan-Meier method and log-rank test Safety « Open-label study not blinded to the
Multivariate analyses using Cox treatment arm
regression models + Randomization assignment

SBRT=stereotactic body radiotherapy. HR=hazard ratio. (&) PFS and (B) OS. PFS,=progression-free survival; 0S,=overall survival; C= confidence interval

oo s 2020ASCO
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NEJO26

Erlotinib + Bevacizumab

Study Period Design : NEJ 026 (Phase lll study)

« Chemotherapy-naive
* Non-Sq NSCLC
- PS0-2
- Stage IlIB/IV
or postoperative recurrence
* Activating EGFR-mutations’
Ex19 del, Ex21 L858R
« Asymptomatic CNS metastases

allowed *T790M excluded

Stratification factors
Sex Smoking status
Clinical stage EGFR-mutation subtypes

BE combination

Bevacizumab 15mg/kg q3w

+

Erlotinib 150mg qd
(n=107)

E monotherapy

Erlotinib 150mg qd
(n=107)

PFS by investigator assessment
The interim analysis : 128 events

80% Median PFS (months) 166 124

0.563
(95% CI : 0.394-0.804)
0.00057

" log-rank test, two_sider >

100%

HR
60% -

124 166 Median follow up : 12.5 months

PFS probability

6 8 10 12 14 16 18 20 22 24 26 28
Time (months)

Furuya NASCO 2018
Makoto Maemondo ASCO 2020




NEJO26

Study Design : NEJ026 (Phase lll study)

*Chemotherapy-naive

BE combination

*Non-Sg NSCLC
+Stage lIB/IV

or postoperative
recurrence

+Activating EGFR mutations
Ex19 del, Ex21 L858R
- Asymptomatic CNS

metastases allowed
UMIN 000017069

Study period

Sample Tissue Pretreatment

initiation of
study treatment

collection 6 weeks after
Pretreatment i

Final Overall Survival

24

Bevacizumab 15mg/kg q3w

Erlotinib 150mg qd

E monotherapy

Erlotinib 150mg qd

Platinum + Pemetrexed (PEM)
followed by
maintenance with PEM

+

(n=107)

Platinum + Pemetrexed (PEM)
+ Bevacizumab (BEV)
followed by maintenance

(n=107) with PEM+BEV

PD2

(progression of
2nd line treatment

PD1 6 weeks after PD2

(progression of initiation of (progression of
study treatment 2nd line treatment 2nd line treatment

(progression of
study treatment

Median OS (months) 50.7 46.2

1.007
(95% CI : 0.681-1.490)

Pvalue* 0.973

BE n=112
E n=112

HR

“log-rank test

Median follow up : 39.2 months

36 60

Time (months)

e 2020ASCO

Median PFS2 (months) 28.6 24.3

0.773
(95% CI : 0.562~1.065)

Pvalue* 0.205

HR

“log-rank test

Median follow up : 23.9 months

24 36 60
Time (months)

2020ASC

ANNUAL MEETING

Makoto Maemondo ASCO 2020




WIOG9715L

Osimertinib + bevacizumab

[Kev Inclusion Criteria \
+ Advanced lung ad § Osi 80 mg/day + B kg, ongress ] ] _
Advanced lung adeno | Leadkin part g OelSemaiday By 5 malkg gaie FEESMD Kaplan-Meier curves of progression-free survival

(N=6)
. EGFR-TKI resistant Event Median PFS
* Acquired EGFR T790M Treatmentarm h
* ECOGPSo-1 (no) (months)

Osi 8o mg/day + Bv 15 mg/kg, q3w

until PD ——  Osimertinib 22 0f 42 13.5

Stratification factors
* Sex
* No. of prior chemotherapy

K Institution J

Phase Il part —— Osimertinib + bevacizumab 29 of 40 9.4

(N =81)

HR, 1.44 (95%Cl, 1.00-2.08, p = 0.20)

Osi 8o mg/day alone

Percent survival
1%}
[=]
L

until PD
40
» Primary endpoint: PFS by investigator 307
» Secondary endpoints: overall response rate (ORR), time to treatment 20+
failure (TTF), overall survival (OS) and adverse events (Aes) 104
o T T T T 1
T T : o 6 12 18 24 30
. Osimertinib Osimertinib + bevacizumab
Characteristic .
(n = 42) (n = 40) No. at risk months
AGE e Median (range) | 1........... 790482 L —— 684382 L. e O o
Sex-no. (%) Male 17 (42) 16 (40) 0.58 Osimertinib 41 29 23 9 2
.............................. Female e e 2009 2060 .
Smoking status-no. (%) Never § 20 (49) g 21 (53) 0.91 Osimertinib+Bv 40 30 16 6 1
.............................. Smokerorex-smoker: 23060, L 398
ECOG performance status-no. (%) o 17 (42) 20 (50) 0.58
.............................. S . . S L SO
Clinical stage-no. (%) b 2(5) 2(5) 0.11
I\ 26 (63) 33(83)
.............................. Recurrence . ioe.ee... 330200 5D
Number of pior cytotoxic o 34(83) 30 (75) 0.54
chemotherapy-no. (%) ... .. 2L e e 70D UUTURURIOY: 2005 i
Types of EGFR mutation-no. (%)  Exon 20 T7goM 3 41 (100) g 40 (100) ]
Exon 19del 28 (68) 22 (55) ! (19 del vs. L858R) 0.32
.............................. Bonzal88R . i..........3362 Gl 3Bls)
Prior anti-VEGF inhibitor Yes 4 (10) E 8(20) 1 0.22
No ] 36(88) : 31(78) ;
.............................. Unknown i A@ AR
Brain metastasis Yes 9(22) 12 (30) 0.46
No 32(78) g 28 (70) 3
e e e B 2R
Peripheral blood 19 (46) 18 (45)
Others 22 (54) 3 22 (55)

Toi Y ESMO 2020
. e % =R - = /e




Active

Apatinib + Gefitinib

+ Locally advanced, metastatic

AG group (N=157):

EREMD
2020

PRIMARY ENDPOINT: PFS BY IRRC
(ITT POPULATION)

or recurrent non-squamous Apatinib .‘:OOmg q.d. 1(;2 1 7o
NSCLC Gefitinib 250mg q.d. _ S
+ Chemo-naive Survival & 807 \
= i T Events 103 (656%) 111 (712%)
5 mutation 70 F—
R posiiie fotow s § (s o= mPFS, mo 137 102
(exon 19 deletion or exon 21 G group (N=156): a 607 LY (95% C) (119,14.1) (10.1.119)
L8S8R) Placebo q.d. § 50 e HR (95% CI) 0.71 (0.54, 0.95)
+ ECOGPS 0-1 + s 4 102 R p(log-rank)* 0.0189
Gefitinib 250"19 qd g % L { t* . a0 4108d peaion. Wtwo-cidet < DS which masns st stcal wgnicance
g AG group e =
«  Stratified by « Primary endpoint: PFS (Independent Radiology Review Committee, IRRC) o 2 A G group e
) Secondary endpoints: 10 - t T
v EGFR gene mutation v PFS (investigator, INV), 0S, ORR, DCR, DOR, TTPD, QoL and safety
(exon 19 del vs. exon 21 L858R) E R 01 . . . . . . .
Ay wpie: 0 4 8 12 16 20 2 28
v Gender (female vs. male) v toanalyze baseline and post-progression samples for exploring efficacy Number at risk Time since randomization (months)
v ECOGPS (0vs.1) predictors and acquired resistance AGgroup 157 129 102 67 23 15 4 0
Ggroup 156 134 105 45 16 6 2 0
M i ' i
Subgroup analysis by baseline mutation status "
AG group (W= 157 G group (M 134)
'l-'-: »“‘._ l.: - "
AG group G grou u‘:__';' ::f;___- Em e -
Events/patients Events/patients Hazard ratio (95%Cl) rburet T — e
Tame e 0y sl 1 s - 0 Ems——e ne
EGFR mutation type . : _= — ’ S
Exon 19 deletion 52181 57/83 —— 0.67 (0.45, 0.99) e v — = gt
Exon 21 L858R 4974 54/73 e 0.72 (0.48, 1.09) S —] '
TP53 mutation ..:‘1.";_‘:...: ;‘.’ —— i n
No 25/43 20132 — 0.92 (050, 1.67) Pttt A—
Yes 23/30 31/40 ——t 0.56 (0.31, 1.01) A— P
Exon8 57 In  a——— 0.24 (0.06, 0.91) » " . " ? - »
Non-exon 8 18123 22129 —— 0.79 (041, 1.52) 5 7 TRE
Overall 103/157 111156 ==t 0.71 (0.54, 0.95)
s o5 1 2 4 Zhang L ESMO 2020
Favours AGgroup  Favours G group




CHRYSALIS

Amivantamab + lazertinib

RP2CD Expansion Cohorts

Key Obje S ;

! = Establish RP2CD 3 Amivantamab . - ol
3 . H 1050 mg (<80 kg) Osimertinib-
e o BRI o | Post osimertinib 1° linea
),? amivantamab + Intravenous dosing Chemo-naive R e
) - 240 mg lazertinib craw, fz* Qzw EGFR Exon19del e
240 mg lazertinib o;nL::::)R (n=20)
| Key Eligibility Criteria

Oral daily dosing

= ORR: 36% (95% ClI, 22 - 51) = ORR: 100% (95% CI, 83 — 100)

= Metastatic/unresectable

p o neeke : ﬁ ! | " lamy N
! ) ; | = Combination dose is at th ded | — i i i
|+ Measurable disease |7 monaiharany doses of soch molecue | 15 PR (1 pending confirmation) * CBR: 100% (95% CI, 83 — 100)

(expansion cohort)

. i = Proactive rash management included . . q
EGFR Exon1.9del or 4 : topicall\;ntibiolics to sun-exp(lusetljJ skin = CBR: 60% (95% Cl, 44 - 74) mDOR: not estimable
L858R mutation 1 |
,,,,,,,,,,,,,,,,,,,,,,,,,,,, g e ~
Amivantamab

(am-e-van-tuh-mab)

= Fully human bispecific (Duobody®) antibody that
targets EGFR and MET Phase 3 MARIPOSA Study (NCT04487080)

= Has immune cell-directing activity'

= Demonstrated clinical activity across diverse 28-day Cycles
EGFRm NSCLC? e e
Key Eligibility Criteria Primary Endpoint:

! PN ! |

= Granted FDA Breakthrough Therapy Designation : § Arm A Amivantamab 1050/1400 mg ! (Arm Avs Arm B) |

for EGFRm Exon20ins NSCLC post-chemotherapy i * Locallyadvancedor i & (n~400) Lazertinib 240 mg QD 3 :

; metastatic NSCLC ! é ; = PFS by BICR !

i = Treatment-naive for | oo : '

! advanced disease R ! Secondary Endpoint: |

Lazertinib |« EGFRExon19delor | & ! (Arm Avs Arm B)

i L858R mutation o2 Arm B . - ! i

N JSoos Osimertinib 80 mg QD ' = Overall survival :

= Potent 3r9-gen TKI with efficacy seen in activating T ‘ 8 (fiv=£110) ! = Objective responserate |

: ; 34 © ! = Duration of ;

EGFR mutatlons, T790M, and CNS disease Stratification E i : P;rsazlcun of response i

= Low rates of EGFR-related toxicity such as rash = EGFR mutation o i = Time to symptomatic :

: 3 (Exon19del/L858R) . ; progression '

and diarrhea e &% L, (‘I::r;og) Lazertinib 240 mg QD ! = Intracranial PFS '

= Safety profile that supports combination with = Brain metastases (yes/no) . Safety g
other anti-EGFR molecules S -

Cho BC ESMO 2020




Patritumab deruxtecan

) ) Dose Escalation?
HERS3 is expressed in most lung cancers,
(~80% of EGFR-mutated NSCLC), Metastatic/unresectable EGFR-mutated NSCLC either Patritumab deruxtecan
overexpression is associated with after progression on osimertinib or T790M-negative 5.6 mg/kg Q3W Activity according to BICR evaluation (efficacy-evaluable population)
worsened clinical outcomes’ after progression on erlotinib, gefitinib, or afatinib n=12 N = 562
Confirmed BOR, n/N (%)
1 CR 1/56 (2%)
. PR 13/56 (23%)
Dose Expansion Cohort 1° SD 25/56 (45%)
. 9/56 (16%
Patritumab Deruxtecan (U3-1402) Metastatic/unresectable EGFR-mutated NSCLC Patritumab deruxtecan ZE 8/56 §1 40/0 ;
and treatment with =2 1 EGFR TKI and 5.6 mg/kg Q3W Confirmed ORR. % (n/N: 95% CI 25% (14/56: 14 Z 384
A novel HERS directed antibody drug conjugate 2 1 prior platinum-based chemotherapy regimen n=45 on ";me . aro el ¢1Cl) °° ( SOee )
composed of the monoclonal antibody DCR_’ % (n/N; 95% CI) 70% (39/56; 55.9-81.2)
patritumab, a tetrapeptide-based linker, and a Primary Objective: Secondary Objectives: Median TTR, months (range) 2.0(1.2-2.8)
topoisomerase | inhibitor payload Antitumor activity Safety and tolerability Median DoR, months (range) 6.9 (3.0-7.0)
of patritumab deruxtecan of patritumab deruxtecan
Human HERS3 directed
1gG1 mAb
22 , S AN QLM“ ;
. . ‘ o / '— . 2 '
A ‘ AL,
o 40 N =492
DAR =8 i M % Median follow-up: 5 months
o 20

+
~ AL
o i

[ |
B T==ENEEEEE
+ 4 +
-20 + +
-30 + + + +
40 + + + +
+ + 4+ +
+

-50
-60
70 == Confirmed CR
-80 = Confirmed PR

90 = Unconfirmed PR
+ Treatment ongoing (27 of 49 patients [55%])

Best change in SoD
from baseline, %

-100
+ + +

Yu HA ESMO 2020




Osimertinib + gefitinib

)
4 §iod EGFR C797 itini
Osimertinib ‘ bl Gefitinib
7-25%
Active . .
- -/ Rapid plasma clearance of EGFR mutations
- 0
Gefitinib ’EGFR T790M Osimertinib Osimertinib + Gefitinib FLAURA*
~50% Active Rotow, ASCO 2020 #9507 Zhou, ASCO 2019 #9020
b R
100% —
Study Schema 9 (35%) 90%
Phase I/Il study, EGFR-mutated stage IV NSCLC without prior treatment 80% -
DOSE ESCALATION DOSE EXPANSION ) ) 70%:~
= Primary Endpoints 60% -
DL1 Gefitinib 250 mg + * Dose Escalation: MTD 50% -
Osimertinib 40 mg PO daily* * Dose Expansion: Feasibilit Undetectable at 40%
Cohort A v p : Y) s o
n=3 Gefitinib 250 mg + : . Baseline
Concurrent > ) Osimertinib 80 mg PO daily defm?d a.s receipt of @ Conversion o 30%
Dosing (DL2 Gefitinib 250 mg+ (n=24) combination therapy for 2 6 Pl 20% — AN,
Osimertinib 80 mg PO daily 28-day cycles 10% —
(n=3) u Detectable 0% = — - ! -
N / . Osimertinib Comparator EGFR-TKI
Secondary Endpoints 5 7
s (n=238) (n=243)
- N * Rate of G3-5 TRAEs Baseline A o-Weeks Week 3
Cohort B [ Gefitinib 250 mg, Gefitinib 250 mg, * ORR per RECIST 1.1 (n=26) @ Non-clearance = Non-detectable = Clearance*
Alternating | Osimertinib 80 mg PO daily - Osimertinib 80 mg PO daily * Progression free survival FLAURA Table courtesy of Dr. SS Ramalingam
Dosing (\Iternating monthly (n = 3)} Alternating monthly (n = 3) * Overall survival Rachel E. Sanborn, M.D.

» cfDNA clearance
* Genomic alterations at
progression

Cohort B enrollment terminated July 2018 following FDA approval of first-line
osimertinib, excluded from present analysis

“Intrapatient dose escalation to osimertinib 80 mg po daily following study
amendment NCT03122717

i

Julia Rotow ASCO 2020
Sanbom RE ASC02020
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e ALTA 1: correlacion molecular




Alectinib: Alex

Figure 1. OS in the ITT population

100

0s (%)

20 {  HR0.67 (95% CI 0.46-0.98)
p=0.0376

— Alectinib (n=152)
~ Crizotinib (n=151)

0 8 12 18 24 30 36 42

Time (months)
No patents at nsk-

Alectinic 152 142 131 127 120 111 103 88 94 94 88 87 81 8! 81

Crzotinib 151 141 128 116 104 100 83 B84 73 71 67 63 60 59 55

Figure 2. OS event-free rate in the ITT population

08 (%)

1year 2 years 3 years 4 years
No. patients at risk.
Alectinib 120 84 81 7
Crizotinib 104 7 50 48

80 77 €2 46 23 8

91 48 36 w8 12 3

Peters S ASCO 2020

Brigatinib: perfil molecular

ALK Mutations
d g
Table 1. ALK Fusions Detected in Plasma
Brigatinib Crizotinib
n=124 n=127
ALK fuslon detected at screen, n (%) 68 (548) 71(85.5)
EML4-ALK fusion detected at screen, n (%) 57 (46.0) 84(50.4)
EML4-ALK vanant detected
V1 25 (439, 30 (46.9)
V2 6(105) 5(7.8)
V3 23 (40.4) 21(32.8)
V5 1018 0
V5 2(35) 7(10.9)
EMLA-ALK variant undetermined 0 1{1.8)
N 5,
& N
Table 2. Efficacy in Patients With Known EML4-ALK Fusions by Variant at Baseline
EML4-ALK variant Brigatinib Crizotinib P value, log rank
vin 25 30
ORR, % 840 (63,9-955" 733 (54/1-87.7)
mPFS, mo NR (18.0-NR") 130 (7.4-24.0 0.0143
vz n 6 5
CRR, % 83.3 (35.9-99.6°) 60.0 (147-8477)
mPFS, mo 16.0 (6.3-NR?) 1.0 (7.4-NRY) 06561
Vi n 23 21
ORR, % 826 (61.2-85.0") B6.7 (43.0-85.4")
mPFS, mo 16.0 (7. 6-NR" 7.4(37-120% 0.0019
*85% Cl
- A

Camidge DR ASCO 2020



eXalt3

Ensaritinib

——{ Ensartinib 225 mg QD |

Stratified by:

* Prior chemotherapy .
. ECOG PS No crossover allowed

« Asia Pacific vs ROW * Trial fully accrued as of Nov
* Brain metastases at BL 2018

NCT02767804 —P[ Crizotinib 250 mg BID ]

Objetivo principal: PFS (BIRC) en la poblacién por ITT

Horn, WCLC, 2020




eXalt3

Objetivo principal: PFS (BIRC) en la poblacion por ITT

Median follow-up

Crizotinib
(n=147)

Ensartinib
(n=143)

mPFS (95% Cl), mo

Hazard ratio (95% Cl)
P value (log-rank test)

25.8 12.7
(21.8-NR)  (9.2-6.6)

0.51 (0.35-0.72)
.0001

100 (range), mo
Ensartinib 23.8 (0-44)
801 Crizotinib 20.2 (0-38)
60 -
N
w
L
[
40
20
O I I I I I I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk Time, months
Ensartinib 143 125 107 98 8 78 72 54 30 21 10 5 1 1 1 0
Crizotinb 147 124 94 75 56 43 32 23 10 6 2 1 1 0 0 0

Horn, WCLC, 2020

BIRC-assessed confirmed systemic ORR: ensartinib = 75%; crizotinib = 67%

CR rates: ensartinib = 14%; crizotinib = 6%



eXalt3

Supervivencia global

100+

80

60 -

Survival, %

40-

201

Ensartinib Crizotinib
(h=121)  (n=126)

0 I 1 I 1 I 1 I 1 I I I 1

1 1 1 |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
. Time, months
No. at risk

Ensartinib 121 117 114 111 104 98 93 85 63 38 12 8 2 1 1 1 0
Crizotinib 126 121 120 114 112 105 100 8 60 34 12 7 4 1 0o 0 O

NR NR
(NR-NR) (NR-NR)
Hazard ratio (95% Cl) 0.88 (0.52-1.50)

P value (log-rank test) .6470

Median OS (95% Cl), mo

24-mo 0S (95% Cl), % 78 (69-84) 78 (69-84)

Horn, WCLC, 2020



Crown

Lorlatinib

EREMD "  CROWN Study Design

Key Eligibility Lorlatinib 100 mg QD Primary endpoint
« Stage IlIB/IV ALK+ NSCLC —> n=149 » PFS* by BICR
* No prior systemic treatment Secondary endpoints
. . ngn I
oarsny ey « PFS by investigator
» Asymptomatic treated or rovenos DI DIAN MESIEses I .ORR by BICR and
Randomized (yes vs no) investigator
untreated (?NS metastases 11 « Ethnicity - IC-ORR, DR and IC-DR
were permitted (Asian vs non-Asian) by BICR
* 21 extracranial measurable « |C-time to progression
target lesion (RECIST v1.1) by BICR
with no prior radiation * OS
required — Crizotinib 250 mg BID * Safety

n=147 * QoL

No crossover between treatment arms was permitted

Solomon, ESMO, 2020




Primary endpoint

* PFS* by BICR

100 :
60 - | 12-month PFS rate:
| 78% (95% Cl, 70-84)
80 .
: i
JEH :
‘;E B0 - Lorlatinib
=5 50 ' 12-month PFS rate:
2% 39% (95% C, 2048
55_ 40 ( )
g  30-
[«
20 e
, Crizotirub
10 - '
0 T T T T T T T T T T
6 3 6 9 12 15 18 2 24 27 33 3
Mo. at Risk Months
Loratinib 149 128 118 113 105 73 5 33 20 11 4 2
Crizotinib 147 120 84 62 39 19 16 &8 4 2 1 0
Lorlatinib
(n=149)
CR, n (%) 4 (3)
PR, n (%) 109 (73)

Patients with event,
n (%)

Median PFS, months
(95% CIj

HR
(95% CI)
1-sided P value*

*By stratified log-rank test.

Crizotinib
(n=147)
0 (0)
85 (58)

Lorlatinib

(n=149)

41 (28)

NE
(NE-NE)

(7.6-111)

0.28

Crizotinib

(n=147)

86 (59)

93

(0.15-0.41)

<0.001

Median duration of follow up for PFS was 18.3 months and 14.8 months,

‘All patients
Presence of Brain Metastases*

Ethnic Origin

Solomon, ESMO, 2020



Crown

lorlatinib

ongress . . .
EERESMD™“™"  Intracranial-OR by BICR FESESMD Intracranial Time to Progression by BICR

Patients with measurable or ’ . . 100 +—+g . o
non-measurable brain Patl?,:l:fa:tl;gge;s:ar:z:ﬁ, :ra'" o0 T Lorlatinib  Crizotinib
metastases at baseline (n=149) (n=147)

80
Lorlatinib Crizotinib Lorlatinib Crizotinib - Patients with event,
(n=38) (n=40) (n=17) (n=13) g n (%) 5(3) 45 (31)
§ £ 601

IC-responders, n (%) 25 (66) 8(20) 14 (82) 3(23) 82 o Median time to CNS " s

(95% Cl) (49-80) (9-36) (57-96) (5-54) §§ 40+ Crizotinib progression, months (NE-NE) (11 1;NE)

: = (95% Cl) :

Odds ratio (95% Cl) 8.41 (2.59-27.23) 16.83 (1.95-163.23) 27 5
IC-CR, n (%) 23 (61) 6 (15) 12(11) 1(8) 20 HR 0.07
Median DR, months NE 9.4 NE 10.2 10 (95% CI) (0.03-0.17)

| " . . ei *
(95% Cl) (NE-NE) (6.0-11.1) (NE-NE) (9.4-11.1) S —— 1-sided P value <0.001
0 3 6 9 12 15 18 21 24 27 30 33  *Bystratified log-rank test.

No. at Risk Months
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

ongress .
EEESVD Overall Survival

"1 Lorlatinib  Crizotinib

%1 Lorlatinib (n=149)  (n=147)
i 80
£ Crizotinib F:atlents with event, n 23 (15) 28 (19)
o (%)
‘?: 60
3 9 Median OS, months NE NE
e w0 (95% CI) (NE-NE)  (NE-NE)
§ 304
S 201 HR 0.72

10 (95% CI) (0.41-1.25)

0 T T T T T T T T T T T 1

0 3 6 9 12 15 18 21 24 271 30 33 36
Montrs Solomon, ESMO, 2020

0
0

No. at Risk
Lorlatinib 149 148 141 138 135 133 131 122 101 85 63 50 38 27 13 8 4
Crizotinib 147 139 133 127 122 116 111 97 85 68 55 40 31 22 12 5 3

1
0




Crizotinib frente a inhibidores de ALK de 22 y 32 generacion

La distribucion de pacientes asiaticos, no fumadores y pacientes con PS 0-1 fue similar en los 4

ensayos. Datos de eficacia.

Trial
Lorlatinib CROWN
(100mg/d)
Alectinib ALEX
(600mg x 2)
Brigatinib ALTA-1L
(90 mg x1 7d, 180 mg
x1)
Ensartinib eXalt-3
(225 mgx 1)

296

303

275

290

Previous QT

NO

NO

Brigatinib: 26%
Crizotinib: 27%

Ensartinib: 24%
Crizotinib: 29%

CNS met

baseline

Lorlatinib: 26%
Crizotinib: 27%

Alectinib: 38%
Crizotinib: 42%

Brigatinib: 29%
Crizotinib: 30%

Ensartinib: 33%
Crizotinib: 39%

Brain RT

Lorlatinib: 6%
Crizotinib: 7%

Alectinib: 14%
Crizotinib: 17%

Brigatinib: 13%
Crizotinib: 14%

Ensartinib: 5%
Crizotinib: 5%

ALK

Assessment

Central
IHQ (D5F3)

Local (approved
assays)

Local (approved
assays)
Or
Central (FisH
Abbot)

NO

NO

YES

NO

Trial ORR CNS RR
% %

Lorlatinib CROWN
(100mg/d)

Alectinib ALEX
(600mg x 2)

Brigatinib ALTA-1L
(90 mg x1 7d, 180 mg

x1)

Ensartinib eXalt-3
(225 mgx 1)

Solomon, ESMO, 2020
Peters, N Engl J Med, 2017

Camidge, N Engl J Med, 2018
Horn, WCLC, 2020

296

303

275

290

Lorlatinib: 76%
Crizotinib: 58%

Alectinib: 82.9%
Crizotinib: 75.5%

Brigatinib: 74%
Crizotinib: 62%

Ensartinib: 75%
Crizotinib: 67%

Lorlatinib: 82%
Crizotinib: 23%

Alectinib: 81%
Crizotinib: 50%

Brigatinib: 78%
Crizotinib: 26%

Ensartinib: 64%
Crizotinib: 21%

PFS
BIRC
Months (95%Cl)

Lorlatinib: NE (NE-NE)
Crizotinib: 9.3m (7.6-11.1)
HR: 0.28 (0.19-0.41)

PFS
INV
Months (95%Cl)

Lorlatinib: NE (NE-NE)
Crizotinib: 9.1m (7.4-10.9)
HR: 0.21 (0.14-0.31)

Alectinib: 25.7m (19.9-NE)

Crizotinib: 10.4m (7.7-14.6)
HR: 0.50 (0.36-0.70)

Alectinib: 34.8m (17.7- NE)

Crizotinib: 10.9m (9.1-12.9)
HR: 0.43 (0.32-0.58)

Brigatinib: 24m (18.5-NE)

Crizotinib: 11 m (9.2-12.9)
HR: 0.49 (0.35-0.68)

Ensartinib: 25.8m (21.8-NE)
Crizotinib: 12.7m (9.2-6.6)
HR: 0.51(0.35-0.72)

Brigatinib: 29.4 (21.2-NE)

Crizotinib: 9.2 (7.4-12.9)
HR: 0.43 (0.31-0.61)

NA




NTRK

(‘.g’.’..) Activity in patients
. .1 Clinically meaningful Durable di Systemic efficacy Strong intracranial '.‘ 69% i .
E n tre Ctl n | b responses control irrespective of presence  efficacy in patients with . 67% 75%
or absence of CNS CNS metastases at ORR i1 NTRK with without
" " n
DoR 12.9 months reiasises s Desaive Dmselinn per BICT fusion-positive NSCLC baseline CNS metastases
ORR vs previous 10.4 ORR
63.5% with without Intracranial -
62.5%  63.8% ORR 50.0% (D Ee7) 149
Re _ &) months
sponses were durable;
median DoR not yet estimable Median PFS

Rolfo C ASCO 2020 Drilon A Esmo 2020

AR patiorts  Pusenin with CNS metastases
e N

All patients Patients with brain .
.. (n=116} metastases (n=14) . asnidd mindae id e .
L a rot re Ct | n | b ORR, % (95% Cf) 71 (62-79) 71 (42-92) ; o e "
Best response, n (%) ] { pe ph
CR 12 (10) 0 3 - 1
PR 70 (50)! 10(71) E . jT"[I—I
sD 19 (16) 2(14) =] LA S~
PD 19 2(14) } gy *
Not datermined 4(3) 0 o . -
~ .

L e —

Drilon A. ASCO 2020 ,
Drilon A ESMO 2020

Phase 2 Expansion cohorts
(ROS1+ and NTRK+ solid tumors)

Repotrectinib T [ | |




ROS1

Lorlatinib

Baldacci S
ASCO 2020

Baldacci S
ESMO 2020

Entrectinib

Krebs MG ESMO 2020
Dziadziuszko R ESMO 2020
Liu S ESMO 2020

SIS
Jea

Mrhom Gurptoon of TPsmsr renge mamts

57055
Median toliow up KFIN. montie) 3 FLETIIES .8
Metion r'ate® Got st renge o) Taprail 73 0as 7
Medion loriatind Irange momeh (R 33 IBSNBE
* Defined 25 The rate of PraCTRCRAE Tmor POt acoorging RECIST o1 1
Table 3: Overall response to lorlatinib
ROS14 (ne71)
Best averall respomse
Number of patients with avadable data 56 (92.9%)
Compiete response 0R.0%)
Partial respomse 30 (a55%)
Stable disease 26 (394%)
Progressive daease 1112.1%)
Otyjective rexponse 20 (45.5%)
Divease controd 56 (hanN)
Not reshsable 10%)

Central nervous iystem odgective respome rate * (aveintie dota. N

20 (/57 a18%)

Meitian durstion of response (1ange. montas

610M8)

Median fatlow up (1C95%, months) MA RSB
Median lortatinid durstion (range, montha) TAPAS Y
Median loratinit dur stion beyond progreision (range, months) 0.7 R03253)

* Defined ax the rate of intracrucrcs tumaor regonss Jecar@ing MICIST w1 L

N=161
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Figure 2: PFS for the ROS1+ cohort.

Figure 4: OS from lorfatinid initiation for the ROS1+ cohort.
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Figure 1: Progression-free survival Figure 2- Overall survival from lortatinid initiation
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BRAF

Dabrafenib trametimib

Cohort A (Dabrafenib monotherapy) n=78

StagelVNSCLC
BRAFV600E
ECOGPS0-2

=1Platinum

Dal onib
150mgBID

Stage IVNSCLC
BRAF V600E
ECOGPS0-2

1-3 Prior treatments
(21 platinum-based
chemotherapy)

Dabrafenib

150 mg BID

Trametinib
2mg QD

Stage1

Interim futility analysis

tinib 1#line)

Investigator-assessed overall response rate (ORR), defined as the percentage of patients who
achieved a confirmed complete response or partial response per Response Evaluation

Criterialn Solid Tumors version 1.1 (RECIST v1.1)

Key Secondary Endpoint PFS, OS, DOR, safety, tolerability and pharmacokinetics

A. Pretreated Patients (Cohort B)

10 Overall Survival
c 08
§ 08
e o7
06
05
@ o4
E 03
02
k]
w0
00
0 2 4 6 8101214 16 18 20 22 24 2628 30 32 34 36 38 40 42 44 46 4850 52 54 56 58 60 62
Time from First Dose (Months)
Number of patients at risk

OverallSurvival 57554845424037363027242322212120191818151514 14 141414 B3 11 8 6 4 0

B. Treatment-naive Patients (CohortC)
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« Fifty seven of 62 tumor samples retrieved from 93 patients were centrally confirmed to have

BRAF V600E mutation; 5 non-confirmed BRAF tumors (3 patients had PR) were positive for

c-MET T10101, KRAS G12V, ALK fusion and 2 JAK3 S493C with median PFS of 13.8 months

while OS was not estimable due to limited data points

Eleven (22%) of 50 NSCLC patients analyzed for additional genomic alterations had

concomitant somatic mutations and/or genetic alterations in addition to BRAF VE0OE

mutation (Table 4)

« LogRank test and Cox proportional hazards regression were used to test the significance

NSCLC patients whose tumors had concomitant genetic alterations in the PI3K pathway

showed a trend toward decreased OS

- Median OS for patients with co-activated MAPK and PI3K pathways and single BRAF
VB00E mutation was 5.4 and 22.7 months, respectively (P = 0.0660 by the log-rank test)

» Landscape of baseline DNA alterations for BRAF VE0OE NSCLC patients with available data
where patients are ranked according to OS is shown in Figure 3

Table 4. Genomic Alterations Detected by NGS in Archival Biopsies of Metastatic BRAF

V600E-mutant NSCLC Patients and their Association with Clinical Outcome

Cohort Genetic alterations ooy e _BTS _S
BRAF VBOOE + IDHI R132C B CR 69 407
BRAFV600E + KRAS G13C B PR 581 581
& .27 BRAFVBOOE+I/DHI R132L'S B PR 324 324
% 5E BRAFVGOOE+PIKICAES42K B PR 167 552
§8 & E BRAFVBOOE+cMETexiskipping B PR 102 182
Q L2 © BRAFVB0OE +PIK3CAES45K B NE 14* 38
" O &  BRAFVGOOE +PIK3CAE545K BP0 14 a
O EE CcMETTIONN B PR 276 594
JAK3S493C B PR 56 103
KRAS G12V" B PD 29 44
o £ BRAFVEOOEmTOR TIoT7K c PR 70 70
% g § £ BRAFVB0OE +IDH1 R132C c PR 104 173
88 & BRAFVGOOE +IDHI RS2 c PR 55 82
CELOL  BRAFVBOOE + BRAF G466V c SD 194 402
2 SPE ALKiusion c ) 138 409
EE Jakasseact c PR 193 512t

CR, complete response; D, Dabrafenib; mOS. median overall survival; mPFS, median progression-free survival; NE, not
evaluable; NGS, next-generation ing; ORR, overall resy . PD, progressive disease; PR, partial response;
SD, stable disease; T, Trametinib. *Patient reported no history of former or current smoking at baseline (never smoker).
“These patients are reported as BRAFVE00E wikd type after central lab testing

*Censored, folow-up ongoing, **Censoreddue tofollow up ended. 5A CTNABT S33C mutation was also detected in this patient

Planchard D ASCO 2020
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