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ACTIVE: Apatinib plus Gefitinib versus placebo plus
Gefitinib as first-line treatment for advanced epidermal
growth factor receptor-mutant (EGFRm) non-small-cell
lung cancer (NSCLC) : a multicenter, randomized,

double-blind, placebo-controlled phase lll trial
(CTONG1706)

Li Zhang', Hongyun Zhao?, Zhonghan Zhang', Wenxiu Yao®, Xuhong Min*, Kangsheng Gu’,
Guohua Yu®, Chao Cheng’, Jiuwei Cui®, Liyun Miao®, Xia Song', Li Zhang", Xia Yuan', Yong
Fang', Xiuhua Fu', Chengping Hu's, Xiaoli Zhu'€, Yun Fan'’, Qitao Yu'

FEESMD " STUDY DESIGN

AG group (N=157):
* Locally advanced, metastatic

o recurrent non-squamous Apatinib 5+00mg q.d.
s Gefitinib 250mg q.d.
* Chemo-naive R Survival
+ EGFR mutation positive 1:1 follow-up
(exon 19 deletion or exon 21 G group (N=156):
L858R) Placebo q.d.
« ECOGPS0-1 ik
N=313 Gefitinib 250mg q.d.
- Stratified by * Primary endpoint: PFS (Independent Radiology Review Committee, IRRC)
* Secondary endpoints:
v" EGFR gene mutation v' PFS (investigator, INV), 0S, ORR, DCR, DOR, TTPD, QoL and safety
(exon 19 del vs. exon 21 L858R) .
» Exploratory endpoints: _
v" Gender (female vs. male) v to analyze baseline and post-progression samples for exploring efficacy | *-_

v ECOGPS(0vs.1) predictors and acquired resistance

T -
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ERRESMD” " PRIMARY ENDPOINT: PFS BY IRRC

Confirmed best objective response DOR
100
(ITT POPU LATION) AG group (N=157) G group (N=156)
r:‘ (%) :‘}%) P ; 80
100 A CR 1(06) 0 : 2 w0
90 - PR 120 (76.4) 115(737) i ? 40
- sD 12(76) 2(14.1) ! & »
£ 80+ AG group (N=157) G group (N=156) iz 2an 1S 30 e : , 1
S 70 - Events 103 (65.6%) 111 (71.2%) DCR 133 (84.7) 137 (878) 0.3468 ; 0 2 4 6 8 101214 16 18 20 22 24 26 28 30
= N mPFS, mo 137 10.2 ! Duration of response (months)
3 60 - L - (85% Cl) (119, 14.1) (101, 11.9) 3 ORR and Depth of response i AGgroup 121118115 93 87 74 57 39 26 14 10 6 2 0
w j % P=0.0200 | Goroup 115113 98 86 70 48 28 14 8 6 4 1 0
& 5 HR (95% CI) 0.71 (0.54, 0.95) 1000 Fap — }
E w0 | plogsan oors o mmoomE =
2 “two-sided pvalue, pitwo-sided)<0.08 which means stasistical significance. 0.0 526 : Erorls 85 (70.2%) 83 (72.2%)
)
-g, 30 A AR f 400 I Median, mo 129 93
a 09 _ g gl’%upp 20 [ %o maun (92.111)
10 - 00 HR (85% CI) 0,64 (0.47,088)
0 responsezmpm 0;0% resf;:ﬂ;s'ox p (log-rank) 0.005
0 2 T T T T T T T T wAG grop = G group
Dopth of tosponse the bust porcontage dhangw from basoing o sum of damators of Legul bscns
0 4 8 12 16 20 24 28
Number at risk Time since randomization (months)
AG group 157 129 102 67 33 15 4 0
Ggroup 156 134 105 45 16 6 2 0

EERESMD™ ™ SAFETY OVERVIEW

MOST COMMON TEAES*

AG group (N=157) G group (N=154) AG group (N=157) G group (N=154)
Events = & Dirrtoes 712 | I P 519

n (%) n (%) e «: EE— 20 73

Prownula u’r e EETT T 2
Any TEAE 155 (98.7) 151 (98.1) i i —— E—— 5
Grade = 3 TEAEs 132 (84.1) 58 (37.7) e g S Vo — —4
Serious TEAEs 60 (38.2) 35(22.7) roon A7 — 10 W Ao
Bood birbin nceasmd 200 WEEEENNNE 104 W Gocexd

TEAEs leading to dose interruption, any drug 94 (59.9) 35(22.7) Wat bomend - —
TEAEs leading to dose reduction, any drug 76 (48.4) 7(45) e B =" — 73
Discontinued treatment due to TEAEs 8(5.1) 5(32) —n u — s
TEAEs leading to death* 12(7.6) 5(32) ot o —

10 % 50 % 00 % 50 L] 1w

*1 death (cerebral haemorrhage) in the AG group was considered related to both Apatinib and Gefitinib.
_ - B graces, requency 220% (race 23 heguency = 9N
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VIRTUAL ongress . . .
FESESMD Subgroup analysis by baseline mutation status BREMI™  RESISTANCE BIOMARKER ANALYSIS

AG grou G grou
Events patignts Eventsglpatrents Hazard ratio (95%Cl) In NGS analysis of PD patients T790M rates
EGFR mutation type i
Exon 19 deletion 52/81 57/83 L ey 0.67 (0.45, 0.99) i
Exon 21 L858R 49/74 54/73 =N 0.72 (0.48, 1.09) !
TP53 mutation )
No 25/43 20/32 —— 0.92 (0.50, 1.67) i
Yes 23/30 31/40 —— 0.56 (0.31,1.01) AG group (N=157) G group (N=156) !
Exon 8 57 91 G 0.24 (0.06, 0.91) !
Non-exon 8 18/23 22/29 el 0.79 (0.41, 1.52) i e p—
PFS events (n=103) PFS events (n=111) : = »
Overall 1031157 111156 —e—i 0.71 (0.54, 0.95) ! S
Provided blood samples for Provided blood samples for : o L 1R
0.'25 075 5 "1 NGS (n=45, 43.7%) NGS (n=46, 41.4%) T790M-negative 28 (622) 29 (63.0)

-

Favours AG group  Favours G group
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e {s{-1=Q Efficacy and safety of apatinib plus EGFR-TKI in advanced non-small cell lung cancer with
EGFR-TKI resistance (Data Updated)

Survival
Talbow-up

r.tpaﬂ.dh: 280 mg, po, gd. if rj:
pathent is well tolerated after
one week, adjust to 500 mg

k_+EGFIl-Th’J: Take by disse

(WP Visorelbine 25 mg/m®, di.’)
df +elplatin 80 %ﬂﬂ di:

PC: Pemeirexe 500 mg/m?, di
+Cisplatin 80 mg'm?, d1/

k"{' -platin AUC=5%46, di

Safety
Hypertension el 1< o,
1.0
. A+T censored
Heimorrhage ﬂm"um J_
[~ Chemotherapy censored
) ) 13.30% 0.8
Myeclosuppression ™ 18 so% — A+T group
Cuastrointestinal reactions I '_r?_nm-zlm iy —|— Chemotherapy group

Loss of appeliic g 15 s 400 0.4

T —
0z

. 13. 30"
Fatigue o 19 6im

Hand-foot syndrons: im0 "
0.00 10.00 20.00 30.00 40.00 (m)
0.00%  000s  100.00% Fig. 2 Progression-free survival (PFS) 8

Chemotherapy ®WA+T i
Fig. 1 Incidence of adverse reactions '
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A randomized phase Il study of
Osimertinib with or without Bevacizumab
in advanced lung adenocarcinoma patients
with EGFR T790M mutation

West Japan Oncology Group 8715L

Yukihiro Toi?, Hiroaki Akamatsu?, Hidetoshi Hayashi3, Daichi Fujimoto®,

Motoko Tachiharas, Naoki Furuya®, Sakiko Otani?, Junichi Shimizu®, Nobuyuki Katakami? mongress i
; > ; A I 2020 WJOG8715L StUdy DQSlgn

Koichi Azuma*®, Naoko Miura*, Kazumi Nishino*, Satoshi Hara*!, Shunsuke Teraoka?,
ﬂev Inclusion Criteria \

* Advanced lung adeno
carcinoma

* EGFR-TKI resistant

* Acquired EGFR T7goM

* ECOGPSo-1

Satoshi Morita®, Kazuhiko Nakagawa’, Nobuyuki Yamamoto®

N Osi 8o mg/day + Bv 15 mg/kg, q3w
i until PD

Osi 8o mg/day +

Bv 15 mg/kg, g3w
until PD

Stratification factors
¢ Sex
* No. of prior chemotherapy

t Institution /

» Primary endpoint: PFS by investigator
» Secondary endpoints: overall response rate (ORR), time to treatment

Phase Il part
(N =81)

Osi 8o mg/day alone
until PD

failure (TTF), overall survival (OS) and adverse events (Aes) o
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M1 SNC

25%

TTO PREVIO CON ANTIANGIOGENICOS 10%

Change from baseline (%)

Osimertinib

Patients

ORR 55.0% (95%Cl: 37.4 - 69.3%)

VIRTUAL Ongress
2020

Osimertinib + Bevacizumab

Change from baseline (%)

I CR
I FR
B sD
N PD

Patients

ORR 71.8% (95%Cl: 50.9 - 81.4%)

Time to treatment failure and overall survival

Treatment arm Eyert MacanLIF: Treatment arm Evers Medan 015
(no) (months) (no) (months)
Osimertinib 240f 41 1.2 Osimertinib 110f 41 221
Osimertinib + bevacizumab 310of 40 84 Osimertinib + bevacizumab 10 of 40 Not reached
Stratified HR, 3.5 (95%C), 0.90-2.64, p = 032 Stratified HR, 2.02 (95%C, 0.43-2.44, = 0.96)
100 1007
90 Osimertinib 90+
< & —— Osimertinib + bevacizumab = 8o
2 70 E 70
2 £
3 60 3 6o
0 0
¢D 5 o.:: 5
§ g« S~
T 30 @ 3091 —— Osimertinib
a & o
2 =~ Osimertinib + bevacizumab
10 109
T T T T J o T T T T 1
) 6 12 18 24 30 ) 6 12 18 24 30
No.atrisk months No. atrisk months
Osimertinib 2y 30 20 7 1 Osimertinib 4 40 34 15 2
Osimertinb+Bv 40 28 12 5 1 Osimertinib+By 40 38 3 3 1

, ongress : :
FESESMD Kaplan-Meier curves of progression-free sur

Event Median PFS
Treatment arm

(no) (months)
1001 —  Osimertinib 22 of 41 13.5
90 — :
80 —— Osimertinib + bevacizumab 29 of 40 9.4
©
2 707 HR, 1.44 (95%Cl, 1.00-2.08, p = 0.20)
Z 60-
2
v 50 l
-
g 40+
g 4
(] 0
4 3
204
104
o T T T T 1
o 6 12 18 24 30
No. at risk months
Osimertinib 41 29 23 9 2
Osimertinib+Bv 40 30 16 6 1
w0 Grade1-2 WM Grade3 EER Grade 4-5 B Grade 4-5 B Grade 3 Grade 1-2
jm— Proteinuria # L]
Plt decreased
Hypertension * —
— Decreased Alb |
¢ Neutrophil decreased
= Diarrhea
Increased AST
= WBC decreased
[ Hypocalcemia
Hyponatiemia
Cre increased ™ d
Rash Bt
% Anemia L]
Increased ALT
NS Hyperkalemia 4
L Decreased appetite A
Oral mucositis
Infection
Fatigue
3 Paronychia vl
= Increased ALP HS
== Non-pulmonary hemorrhage vy
@ 1 d Interstitial lung disease Eiaek
r T T T T I T T T T 1 b
100 8o 60 40 20 o o 20 40 60 8o 100

(%) L )
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» 1358p Efficacy and toxicity of combined inhibition of EGFR and VEGFR in advanced non-
small-cell lung cancer patients harboring activating EGFR mutations: A systematic
review and meta-analysis

Progression Free Survival (PFS) Forest Plot

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
ARTEMIS -0.5896 0.1541 24.9% 0.55 [0.41, 0.75] —_
JO25567 -0.6621 0.1978 15.1% 0.52 [0.35, 0.76] —_—
NCTO01532089 -0.2116 0.2457 9.8% 0.81 [0.50, 1.31] —_—
MEJO26 -0.503 0.1897 16.4% 0.60 [0.42, 0.88] —_—

Outcome OR/HR (95% CI)
ORR OR= 0.86 (0.65-1.12)

RELAY -0.3991 0.132 33.9% 0.67[0.52, 0.87] —

Total (95% CI) 100.0% 0.62 [0.53, 0.72] > DCR OR = 0.75 (0.41-1.39)

Heterogeneity: Chi* = 2.93, df = 4 (P = 0.57); I = 0% 0‘.5 Cli? 115 é
Test for overall effect: Z = 6.31 (P < 0.00001) Favours [TKI + VEGFmah] 'FEWUT-S [TK1

Gr 3-4 AE (any) OR =3.55(2.74-4.59)
Proteinuria OR = 14.55 (4.47-47.4)
Hvpertension OR =7.02 (4.73-10.43)
Diarrhea OR =2.70 (1.38-5.30)
Elevated ALT OR =0.86 (0.55-1.35)

Figure 3 — Progression Free Survival (PFS) Forest Plot

Overall Survival (OS) Forest Plot

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
JO25567 -0.2139 0.2148 29.3% 0.81[0.53, 1.23] —
NCT01532089 0.3453 0.3509 11.0% 1.41[0.71, 2.81) -
MNEJ026 0.0066 0.2001 33.8% 1.01[0.68, 1.49] ——
RELAY -0.1863 0.2289 25.8% 0.83 [0.53, 1.30] —.

Dermatitis OR = 1.40 (1.00-1.95)
Stomatitis OR = 1.02 (0.33-3.19)
Bleeding OR = 1.40 (0.46-4.23)

Total (95% CI) 100.0% 0.93 [0.74, 1.17] ?
i i

Heterogeneity: Chi* = 2.25, df = 3 (P = 0.52); I = 0% =0 o1 o 1.‘0
Test for overall effect: Z = 0.61 (P = 0.54) Favours [TKI + VEGFmab] Favours [TKI]

ST NO INCLUIDOS ESTUDIOS CON OSIMERTINIB]
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CHRYSALIS Phase 1 Study: Combination Cohort Design

Key Objectives

= Establish RP2CD

= Safety and efficacy at
RP2CD

Key Eligibility Criteria

= Metastatic/unresectable
NSCLC

= Measurable disease
(expansion cohort)

= EGFR Exon19del or
L858R mutation

Dose Escalation
(n=26)

1050/1400 mg
amivantamab +
240 mg lazertinib

RP2CD

Amivantamab
1050 mg (<80 kg)
1400 mg (280 kg)
Intravenous dosing

C1Qw, C2+ Q2w
+

240 mg lazertinib
Oral daily dosing

==

Expansion Cohorts

Osimertinib-
resistant, Treatment-naive?

Chemo-naive
EGFR Exon19del

or LB5SR or L858R
(n=45) (n=20)

EGFR Exon19del

= Combination dose is at the recommended Median prior lines, n (range)

monotherapy doses of each molecule

= Proactive rash management included
topical antibiotics to sun-exposed skin

No prior lines, n (%)?
Prior 1tor 2n¢-gen TKI, n (%)

Prior 3“-gen TKI, n (%)

2 (0-9)
23 (25)
54 (59)
53 (58)
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EGFR-
related

MET-
related

Other -

Adverse Events (215%)

oo I =
Paronychia INIIIIIIEIEIEGEGEGEGEEE 50
Stomatitis [ NN 33
Pruritus I 2:o
Diarrhea 1 158%

{Hypoalbuminemia R 7

Peripheral edema N 18%
— IRR I 50
Nausea I 25%
Decreased appetite N 20%
Increased ALT N 219
Paresthesia I 20°%
Constipation [N 18%

s Grade 1
Increased AST I 15%
i &
Dizziness N 17% Grade 2
- Fatigue NN 15% ® Grade =3
0% 20% 40% 60% 80%

/

N

\
* ORR: 36% (95% CI, 22 - 51)
- 1CR
- 15 PR (1 pending confirmation)
* CBR: 60% (95% CI, 44 - 74)
W,

13L

[ Median follow-up: 4 mo (1 -7) J

ORR: 100% (95% CI, 83 - 100)
- 20PR

CBR: 100% (95% CI, 83 - 100)
mDOR: not estimable

.

Median follow-up: 7 mo (4 — 10)

Median
treatment duration: 7 mo (3 — 10)

Rapid time to first response:
Median 1.5 months (1.2 - 2.6)

\
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Phase 3 MARIPOSA Study (NCT04487080)

28-day Cycles
5' Key Eligibility Criteria | = . ! Primary Endpoint: ;
5 . L . 8 , ArmA Amivantamab 1050/1400 mg 5 (Arm A vs Arm B) ;
| = Locally advanced or o (n~400) Lazertinib 240 mg QD !
metastatic NSCLC é * PFS by BICR :
' = Treatment-naive for am '
| advanced disease ; Secondary Endpoint: '
i = EGFR Exon19del or o~ (Arm A vs Arm B)
L858R mutation c —[-iEmB Osimertinib 80 mg QD RS
_______________________ *} (n~400) O
- = Objective response rate
S * Durati f
Stratification g . P:rsazlon oo
= EGFR mutation g . = Time to symptomatic
(Exon19del/L858R) o : progression
= Asian race (yes/no) S > A_r_;'og Lazertinib 240 mg QD © = Intracranial PFS
o (n ) - = Safety
= Brain metastases (yes/no)
Arms B & C are double-blinded X
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Presentation ID LBA62
Efficacy and Safety of Patritumab Deruxtecan (U3-1402), a

Novel HER3 Directed Antibody Drug Conjugate, in Patients (P1S) ggease (range)

with EGFR-mutated (EGFRm) NSCLC

Helena Yu, New York, United States

Efficacy
o N=ap
: ® Medhan follom <. 5 months
K 0..
i .
.
’i : LA =~ ¥
o L
it =
B . Cotmed ON
-
-
-

li

l

s nimann“m!m:mtin

-~

S (o
-
-

Median number of therapies for advanced/metastatic
Prior therapy, n (%)
EGFRTKI
Osimertinid
Other EGFR targeted therapy
Platinum-based chemotherapy
Anti-PD-1/PDL1
History of CNS metastases
ORR 25%
mDOR 6.9mo

Grade
53% 28%
[ ANG 33% 19%
Ill lll'
58% 9%
54% 4%

B

419

§7 (100)
49 (88)
35
51(90)
23 (40)

27 (47)

Patritumab Deruxtecan (U3.1402)

A novel HERD directed antbody drug conjugate
composed of the monocional antibody
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* 1295P

study overall survival (OS)

metastatic NSCLC
Key Inclusion criteria Sdralific:
+ 218 years
+ WHO parformance status 071

« Exifdel / LA58R (enrolmant by
local or central EGFR tasting)

+ Mo prior syatemic anticancer |

Randomised 1:1

Crossover was allowed for
palients in the comparator

Comparstor EGFR-TKI EGFR-TKI arm, wha could

EGFR-THI tharapy Erlotinis (150 mg p.o. 4d)™ receive open-iabel osimertinit
* Stable CNS melaslases iN=B5) upon central confirmation of
allowed progression’ and TT20M
positivity

Figure 2. Kaplan-Meier plot of overall survival

Osimertinib vs comparator EGFR-TKI as first-line treatment for EGFR mutated (EGFRm) advanced NSCLC: FLAURA China

10y
08 S
HR @85
g | B (95% 1 0.56, 1.29)
5 0r- "
E s, N
% 06+ . -
H R
& 05
z " L
 Sal \_\o.
g a3zl o x
02 Median OS5, menths (95% CI)
e Crmaertinid (n=71) 33,1 (260, 359)
01 - Comparator EGFR-TXI (n=65): 25.7 [19.6. 32.0}
oo | S R RS S, T SR Y. IS5 T DA G0 RN
0 3 6 ® @ 1% 1B 2 M N PN N ¥ W KL
Frre bom nndamession [mortte)
Osrerieds N B 64 S S5 S8 48 & a1 M B 2 T 0

n
Covparady 66 63 61 61 52 456 &0 B 3 2
EGFR-TKI

Censored data are indicated by Sck marks. Data from patients who had not died at the Sme of the analysis were

censored on the basis of the fast recorded date on which the patient was

Cl, confidence interval, EGFR-TKI, epidermal growth factor receplor tyrosine kinase inhibitor; OS, overall survival

Figure 3. Overall survival across subgroups

2 2 v 2 ]

known o be alive.

Swgoap Favesns suvatol
—— -
B Vel — % s
——i PR
et sy ———— I8 =
A —
UM eish ten
m. ———t LR TURE ]
e
- —_———— TR BML TN
TR yaan s S Ratitie
g ety

™ ) fale S

o —— oha st
ety -

s vt T
ey r——f— L S
A -

v;ﬁ — ety v e aw
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P Vit ey ——— e AT
- e TR T R
r T T T T

e (N 1

Cl, confidence interval; CNS, cantral nervous system; Ex180ed, Exon 19 deletion; HR, hazard ratio; OS, overall
survival, WHO, World Health Organization.
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° 12471 P Osimertinib plus platinum-pemetrexed in newly-diagnosed EGFR mutation (EGFRm)-positive advanced NSCLC:
safety run-in results from the FLAURA2 study

Tabile Z. Incidence of AEs

urbmﬂh+ :hﬂuq-
pematrezed in=14] | pemetreasd in=14

18 {004 12 (85

CTCAE grads 23 11 @7 Figure 2. Study drug discontinuations due to AEs

= Pemetrexed m Cisplatin/Carboplatin m Osimertinib
Cycle 4 Day 1

Anagemia®

Figure 1. FLAURAZ2 safety run-in study design

Anaemia

Multiple avents’

Study drug discontinuation due to AE (n=7)

Thrombocytopenia H
Cvilipulieey 0 ) 427) 13{49)
[T 3 ¢am) % (80 12 (40) Vomiting
i etz T (4T} 4 (27) 1 (3% Preumonitis
Screening: 28 days Pl g g 1 f - - - - . . . . .
m] Fa] Fa] [i] 20 40 60 80 100 120 140 160 180
S =l Time (Days)

it ¥

T -
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* 1284P

MET Inhibitor Capmatinib Plus EGFR Tyrosine Kinase Inhibitor Nazartinib for EGFR-Mutant Non-Small Cell Lung Cancer

M&WMH pre-treated patients [Group 1)

- 7
CAPMATINIB OSIMERTINIB .
i + NAZARTINIB | +SAVOLITINIB
EGFI n w i 1y ™90 A, an 'MET* N
1/2"¢ :n ra 0 "7AF TKl. esistant 43 5% 30- 67% E =
o
SLP 7,7m 54-11m  © o
tolerability “ ; e o 1, &85 7377 260
RP2D * a1+
INC280 400 mg . CAPMATINIB + FLAURA aad
BID+EGF816
oy NAZARTINIB N _ S
g e
0, 0, oo+ R— T AT T T
TR 67,1% 80%
01 F 31 4 8 B I % 0 W OB GO S M TN D N MDD M MMM N NN
SLP 11m 18,9m o of psanis il w2 i e
Teafreefwl 0 ¢ 3 3 4 5 8 T B @ 0 M B 5 W 5 8 T 6 0 20 H 0 M MM HN WS
= OQverall survival Gepl 52 44 M B S 3 W T & O B 8 7 5 4 4 4 3 3 3 3 3 33 333324 1@
| — Figure 4. Progression-fres survivalin i Group 3}
104
Table & Adverse Events Suspected to be Studv Drua-Redated {Any Grade Ocourring in 220%: Patients) @
Growup 1 Group3 oa
[Pre-freated) [Treatmeent-mnade)
M=5Z H=47 o
Grades Grade 214 All Grades Grade 24 ; aed
n %) n (%} ni{%} ni%l ®
Mumnber of patients with atkeast one ELE ] 305771 LB (978 ??[57-1?_ z as
Perigheral edema 35000 Saor 27574 P ’ i m s e ey
Marssoa 223 £ 31483 SEE £ ol
Diarrhea 12 (231 1(151 Z2{4E.8) o 449 Y
Rash maelild-popular 2220 BS54 W [Z28)] 2y oz
ALT i TIIEE 3 (58" 12 [ZE.5] Ti43] .
Womiting pef kiclni] 2z M 2341 120" = Carmaring Terma
AST v id 4{rm o Mniz341 5 (IDE)" oo+ G irwH = AT}
Fakigua M {2 2 Eey E{lZal o 61 % 348 B R A A R A A A A A A A A o
Liparse inecroasad 11 [21.2] E[1L5] Tiag) B4 . - Tormh i .L(.‘i_-_‘
- - . e
Astihenia DB} e 101213 1z Trainoefwl 0 ¢ 2 3 4 8 8 T B 2 0O M B 8 M S 6 T 8 0 20 H XM 3 MM E0N :
R e — Growpd 47 48 43 43 M M 30 30 I = R @ F M 8 2 5 3 F 3 8 8 O O 8 & & O O O O &
HE ALT slharina: AST
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Lorlatinib vs Crizotinib in the First-line Treatment
of Patients with Advanced ALK-Positive
Non-Small Cell Lung Cancer:

Results of the Phase 3 CROWN Study

Solomon B, Bauer T,% de Marinis F,* Felip E,* Goto Y’
Liu G,® Mazieres J,” Kim D-W.2 Mok T.° Polli A,°
Thurm H," Calella AM.'° Peltz G,'? Shaw A"

EREM ™™
2020

Key Eligibility

« Stage IlIB/IV ALK+ NSCLC

* No prior systemic treatment
for metastatic disease

« ECOG PS 0-2

« Asymptomatic treated or
untreated CNS metastases
were permitted

21 extracranial measurable
target lesion (RECIST v1.1)
with no prior radiation
required

— Lorlatinlb 100 mg QD
n=149
Stratified by
* Presence of brain metastases
Randomized (yes vs no)
11 * Ethnicity

(Asian vs non-Asian)

Crizotinib 250 mg BID

=2 n=147

CROWN Study Design -

Primary endpoint
« PFS* by BICR

Secondary endpoints

* PFS by investigator

* ORR by BICR and
investigator

* IC-ORR, DR and IC-DR

by BICR
* |C-time to progression
by BICR _ v
« Safety
* QoL

No crossover between treatment arms was permitted
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EBRESMD ™" Primary Endpoint: PFS by BICR

“;g I Lorlatinib  Crizotinib

N { ! 78% (95% C, 70-84) (n=149) (n=147)
: Patients with event, 41 (28) 86 (59)
€5 » n (%)
E g 60 Lorlatinib
z& 50 O PES Median PFS, months NE 93
gs ©- | R EIRGL A (95% Cl) (NE-NE)  (7.6-11.1)
g 30- :
& ] g a2 5. HR 0.28

; Crizotinib (95% Cl) (0.19-0.41)
e 3 1-sided P value* <0.001
0 Al Ll 1 ; L) L) 1 1 L L 1
0 3 6 9 12 15 18 21 24 271 30 33 *By stratified ]og-rank test.
No. at Risk Months

Lorlatinib 149 129 118 113 106 73 59 33 20 1" - 2
Crizotinib 147 120 84 62 39 19 16 8 - 2 1 0
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FEESMD ™ PFS by BICR Subgroup Analysis

Number of Patients (n)

Subgroup Lorlatinib Crizotinib HR (95% CI)
All patients 149 147 —a— : 028 (0.19. 0.41)
Presence of Brain Metastases* :

Yes 38 40 = . 0.20 (0.10, 0.43)

No 111 107 — ! 0.32 (0.20, 0.49)
Emnnic wrigin 1

Asian 66 65 = : 047(027,082)

Non-Asian 83 82 = i 0.19(0.11,032)
ECOG PS :

on 146 138 —a— : 028 (019, 042)
Sex

Male 65 56 = I 0.31(0.18, 0.54)

Female 84 91 = : 0.26 (0.16, 0 44)
Age i

<65 years a0 103 = : 0.22(0.13,0.37)

265 years 59 44 = : 0.35(0.20, 0.64)
Smoking Status i

Never 81 94 L : 0.24 (014, 0.40)

Current/Former 68 52 = M 0.36 (0.20, 0.63)
Histology :

Adenocarcinoma 140 140 : —!— . I . 0.26 (0.18, 0.39)

0.125 0.25 0.50 1.00 2.00
- e ¥

Lorlatinib Better  Crizotinib Better
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[ESESMD™“"  ORR by BICR

Lorlatinib Crizotinib
(n=149) (n=147)
Responders, n (%) 113 (76) 85 (58)
(95% Cl) (68-83) (49-66)
Odds ratio (95% Cl) 2.25 (1.35-3.89)
CR, n (%) 4 (3) 0(0)
PR, n (%) 109 (73) 85 (58)
SD, n (%) 19 (13) 41 (28)
Non-CR/Non-PD, n (%) 3(2) 3(2)
PD, n (%) 10 (7) 7(5)
NE, n (%) 4 (3) 11(7)
Median DR, months (95% Cl) NE (NE-NE) 11.0 (9.0-12.9)
Median time to response, months (IQR) 1.8 (1.7-1.9) 1.8 (1.7-1.9)

« Similar response rates were obtained based on investigator assessment
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IC-responders, n (%)
(95% ClI)
Odds ratio (95% Cl)
IC-CR, n (%)

Median DR, months
(95% ClI)

Intracranial-OR by BICR

Patients with measurable or
non-measurable brain
metastases at baseline

Lorlatinib Crizotinib
(n=38) (n=40)
25 (66) 8 (20)
(49-80) (9-36)

8.41 (2.59-27.23)
23 (61) 6 (15)
NE 9.4
(NE-NE) (6.0-11.1)

Patients with measurable brain
metastases at baseline

Lorlatinib Crizotinib
(n=17) (n=13)
14 (82) 3(23)
(57-96) (5-54)

16.83 (1.95-163.23)
12 (71) 1(8)
NE 10.2
(NE-NE) (9.4-11.1)




ALK

VIRTUAL ONgress
2020

100 4
90 +
80 4
70 4
60

40 -
30 -
20 -

Overall Survival (% of Patients)

101

Overall Survival

Lorlatinib

Crizotinib

No. at Risk

Months

Lorlatinib 149 148 141 138 135 133 131 122 101 85 63 50 38 27 13 8 4 {1 0
Crizotinib 147 139 133 127 122 116 111 97 85 68 55 40 31 22 12 5 3 0 O

Patients with event, n
(%)

Median OS, months
(95% ClI)

HR
(95% Cl)

Crizotinib
(n=147)

Lorlatinib
(n=149)

23 (15) 28 (19)

NE NE
(NE-NE)  (NE-NE)

0.72
(0.41-1.25)
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FFESESMD Safety Summary

Lorlatinib Crizotinib
(n=149) (n=142)
Median treatment duration,* months (95% CI) NE (NE-NE) 9.6 (7.6-11.1)
Patients with, n (%)
Any grade AE 149 (100) 140 (99)
Grade 3/4 AE 108 (72) 79 (56)
Serious AE 51 (34) 39 (27)
Fatal AE" 76) 79 FEEMD - ith >10% Di :
2020 All Causality Adverse Events with 210% Difference in Frequency
AE leading to permanent treatment discontinuation 10 (7) 13(9) e oo
AE leading to temporary dose interruption 73 (49) 67 (47) T Lorlatinib (n=149) Crizotinib (n=142)
Hypertriglyceridemia! ® Grade 34
Edemal m Any grade

Weight increased
Peripheral neuropathy?
Cognitive effects?
Diarrhea

Anemia

Fatigue?
Hypertension
Vision disorder?
ALT increased
Constipation

Mood effects!
Nausea

AST increased
Vomiting
Hyperlipidemia
Dysgeusia
Decreased appetite
Bradycardia ;

gt

80% 60% 40% 20% 0% 20% 40% 60% 80% A




Lorlatinib in pretreated ALK/ROS1-positive non-small cell lung cancer (NSCLC):

M1 SNC 69%
Ca Leptomeningea 25%

é B

M1 SNC 77%
22-52L (48% 52L)
Ttos previos:
-QT 77%

-ITK 12 gen: 92,4%

\\ -ITK 22 gen: 92,9% /

Results from the German early access program

.......

PFS
TPS3 wildtype 10.8 months (95% CI, 6.2 - 15.5)

PFs
ALK 7.1 months (85% CI, 489 -9.3)
ROS1 110 months (85% CI, 5.6 - 16.1)

os
ALK 24.7 months (95% CI, 8.1 - 41.3)
ROMS1 MR (95% Cl. MR - NR)

TPS3mutated 3.7 months (95% CI, 2.5-5.0)
HR 3.3 (95% Cl, 1.5 -17.5), p=0.003

Lorlatinib for advanced ALK+ Non-Small Cell Lung Cancer (NSCLC):
efficacy and safety data from IFCT-1803 LORLATU Expanded Access Program (EAP) cohort

Progression-free survival (%)

8

B

z

]

B

Figure 1: Progression-free survival Figure 2: Dverall survival from lorlatinib initiation
- mPFS  9,7m
K‘\,‘ Pt = H'"-..,‘“h Medlan 05 : 32,5 manths S5%0E18 T!-r':::
\ 7 ™ N mOS 32,9m

".-\.\. E B0 ‘_'-""-HL.. 0, " ¥

~ : Moo TR 50,6% B 3
—hh*h E 0 - A ,. . E
| | L TCE  86,7% ‘NS
¥ b1 k)] . a ]::l 20 30 .1.::| TR SN C 42'9% | Y .; t ‘
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Lorlatinib in Patients With ALK+ NSCLC

Treated Beyond Initial Disease Progression

Sai-Hong L. Ou” Benjomin Solomon,? Alice Shaw,” Shirish M. Godgeel,* Benjomin Besse,* Ross A. 5005
Antonello Abbattista,” Holger Thurm ® Francesca Toffalorio,” Robin Wiltshire,* Alessandra Bearz™

'Chis Family Comgiabiivg Dol Comtir, Uniweesity of Calforsa Indine, Oveego County, D4, USA; "Peter MocCallm Comosr Contre, Malboum e, VIC, S tralia; "Mosssdetis Genetal Heapital Cancer Canier, Boson, WA, USA;

“Harey Fond Conger IrsainutaiHenry Ford Hosptal, Detro, MI, USA; SGustave Routy Concar Compas, Vilkjul, Fromos, Setienal Unkarsity Hospitel, Sngapon; *Plissr Dncsiogy, Milan, Italy, "Phizer Oecolagy, La Jola, CA, USA;

"Plizer Onoology, Walon Ooks, UK, *National Institute Tor Concsr Ressasch CROCIRCCS, Avians, 1oy

Maijority of patients with clinical benefit continued lorlatinib beyond progressive disease (LBPD).

Patient characteristics were broadly similar at baseline and on progression
in the LBPD and non-LBPD groups.

Median OS5 and median OS5 post-PD were longer in LBPD vs non-LBPD groups.

Further evaluations to better assess the clinical benefit of continuing treatment

with lorlatinib beyond RECIST-determined progression are warranted.
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{H = 139)
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(M = 7&)

CRPRSD and then
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(M = I8)

| " "
Continued Did nat
lorlatinib contirue loelatinib
beyand PO
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H=21 beyond PO M = 56
M=7
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° 1392P Brigatinib in patients with ALK-positive advanced non-small-cell lung cancer pretreated with sequential ALK inhibitors:
a multicentric real-world study (BRIGALK2 study) J

Table 2: Efficacy of brigatinib
M=184
i) Eigure 4: OS from NSCLC diagnosis
PFS, monihs (S5%CH) 4B [3556) ' e
Ne ttos previos (mediana): 3 e T oo
N2 ITK previos (mediana): 2 R T %
M1 SNC: 70% 05 froem Brigafinib inifiafian, mocths (S5%CT)
Owerall population 10.4 {15.6-24.5) - =
Patients with brain metastasis ([BM) 21.8(15.6-354) =
Patients without BM 18 (12 4:24.5)
e 1350P Real-world treatment outcomes with brigatinib in patients with

pretreated ALK+ metastatic non-small cell lung cancer

Table 3. Best response to brigatinib therapy _‘\'
N=583
N=104 o . 0S23,3m _

PR 35 (37 5%) o

N ttos previos (mediana): 1-6 (2) S0 15 (16.1%) SLP 11,3m
PO 39 (41.9%) .

M1 SNC: 62,5% Response rate 37 (39.8%) 3

Dizease control rake 52 (55.9%) o J,,
Median duration of response, maonths (95% CI) NR (18.9-NR) 5.‘-3‘.‘

N _/
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Intracranial Efficacy of Brigatinib vs Crizotinib: Updated Results From the ALTA-1L Trial

. a .
Figure 4. Updated BIRC®-Assessed Intracranial PFS TR SNC: 78 vs 26%
100 ITT Population 100 o Patients With Any Brain Metastases® at Baseline
a0 . HR for intracranial progression or death, o J HR for intracranial progression or death,
— 0.45 (85% CI, 0.29-0.69) — 0.31 (95% CI, 0.17-0.56)
E . P=0.0001 by log-rank test E o P=0.0001 by log-rank test
i 70 - g T4
E 80 - E 80
w50 w50
; 40 - ; 40 4
E 30 - E 30 4 B
E 20- £ 20
10{ = Brigatinib 10 = Brigetnd
== Crizotinib == Crizotinib
0 ' T T ' T T T T d 1 o T T d T Y T Y T T T 1
0 6 12 18 24 30 26 0 3 12 18 24 30 38
Mo at risk Time {maonths) Mo at risk Time {monthes)
Brigatinit 137 103 ag 6 41 ] 0 Brigatinih &7 kT 29 2z 12 3 ]
Crizetinib 138 7 45 36 18 2 o Crizatinib 49 17 5 4 2 ] ]

NIV RISl Brigatinib vs Crizotinib in Asian vs Non-Asian Patients: Update From ALTA-1L

* 1305P

Health-Related Quality of Life in a Phase 3 Study of First-line Brigatinib vs Crizotinib in NSCLC.: ’
Updated Results From ALTA-1L

T
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Efficacy and safety of ceritinib 450 mg-fed vs 750 mg-fasted in Asian patients (pts) with ALK+ non-small cell lung cancer (NSCLC) in the ASCEND-8 trial

WHASYCRAT

Primary Endgoint
= Shaachy state PR of caritink 450 mgéday and
B0 mgudany withlow fal mesal and TS0 mgédary
e lasiod Conoiones.
- Nochnicaly meaningful diffierenos in sieady
staie PH ol ceritin was notod bobseon tha
450-mg fed ard T50-mg fashad ameg & ¢

Fary Secondary Endpoinis
= BIRC-assessoed DRR and DOR per RECIST

Figure 1. Model structure
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-small cell lung cancer:

Cost of testing

Cost of treatment
Total costs

LY

QALYs

ICER (€/LY gained)
ICUR (€/QALY gained)

€ 3,613,701
€ 854,664,411
€ 858,278,111

21,233.6
14,654.7

€ Baﬂ-&BEE,DEB

€ 806,959,058
16,173.4
10,748.0

clinical and economic impact of current practice in Spain.

Table 3. Results for health outcomes and costs, base case

Current scenario
Difference
tested

€ +3,613,701
€ +47,705,353
€ +51,319,053
+5,060.1
+3,906.6
€ 10,142 ILY
€ 13,136 /QALY

LY fif years: QALY: qualty-adjiusted ife years: ICER: incremental cost-effectiveness ratio: ICUR: incremental cost-utiity ratio

gt
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Efficacy and safety of entrectinib in locally Efficacy of entrectinib in patients with NTRK or

advanced/metastatic ROS1 fusion-positive ROS1 fusion-positive NSCLC with CNS metastases
NSCLC: an updated integrated analysis at baseline

‘
ROST fusion-positive NSCLE ITK na'l've

1007 A
- 3 e
N - 16 1 Efficacy- Basaino MO Exsaling ‘E ™ WCRPR {n=3; 61.0%)
avaluable CHS CHE £ 507 -
M 1 SNC 34 8% population matasiasas” matasiases” 3 - n=1) Intracranial InkBcraniss
’ [N=181] in=58) [n=10%] N ORR in NTRE ORRin ROS1
— — - E fusion-positive fusion-positive
= =1 NSCLC NSCLC
Oibjocthve msponse, % (35% C1) (883-Ta3) | [MB6-TE1) | (S.B-TH1) £ 62.5% 52.2%
# " -
Bast ovorall respanse., n %) FES
] In patients with measurable CNS In patients with measurable CHS
c ﬂmF =100
totn respom wEn N 10605 @] g metastases at baseline: 60.0% metastases at bassline: 79.2%
Partial response 54 (584§ 3 (55.4) B3 (50.0)
g = ECRIPR (n=1%: 70.2%)
Stable disease 14 (8.7} 4(7.1) 10 (8.5) £ ol WED(he2) Medlan intracranial PFS .
Progressive diseass 15 (8.3) B (16.1) G (5.7} 3 ] = 8.9 th .
£ .dJ montns
M e 81 A 1016.2) Z(36) B(16 g o Eu (NTRK) Few patients with ROS1
Missing or unavaluabls 14.(8.7) B (10.7) B (7.5} % 25 '@ 8.2 months fusian-positive NSCLC without
Duration of responseo .:E: 501 (ROST) baseline CNS metastases
s experencad CNS progression
16T 14.9 24.6 a
e e {12.9-28.6) {3.6-20.5) {13.:9-34.8) 100
m ::::sc; oom n-sp?:nmus not estmable. PR response; PO, nroyum::m 5D, siable duem 8D,
Patignts with ovents, n %} 48 (44 4) 17 (48.6) 31 (42.5) mal gt danters e

e o | e | s | c E. ST . [ [erortono [ eroriont [ riorsom2 | priortomas
2month durablsrosponse, % (6% O | 63(5373) | 62(4a00) | e (5175 Entrectinib in patients

. s o wlth ROS1 fu5|on pos“:lve ORR, %:nm: B0.0 (16/20) BLO(13/21) | ©5.0(1320) 38 5 (513)
Mmooty | masan | paoocem 56.3-04.3 36.4-810 40.8-84.6 13.9-68.4
non-small cell lung Median DoR, e |
Patsonts with avants, n (%} B2 (50,9 34 (50.7) 48 (45.7) R A NE (16/20) 151 (1321 | 1.1 (13020 8.4 (513) -3
E-month PES, % (95% CI} o84y | esisr-ary | ez (ra-ss) cancer (NSC LC) or ‘ 5% CI 56-NE 10.4-15.1 70150 28-NE o
42-miznth PFS, % (95% CI) BE (4T-564) 4T (3361} BO (50=T0) H g ROS1+ NSCLCE - . .
Crverall survival NTRK fu sion pos Itlve ORR, % (N} 71.7 (4360) GO0 (30/64) | E6T(1218) | 737 (140

Madian, monthe {85% €1 NE z8.3 NE SOIid tumours: analys'.is Qs 1 RAR-87 & 4T 6776 410887 arAang

(28.3-ME) [18.1-ME) (30.8-ME)

Progression-frad sundval
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e 1349P Lorlatinib for advanced ROS1+ Non-Small Cell Lung Cancer (NSCLC):
efficacy and safety data from IFCT-1803 LORLATU Expanded Access Program (EAP) cohort

Table 2: Characteristics at lorlatinib initiation
Tabile 3: Overall response to lorlatinib
Characteristics ROS1+ [n=71)
Perlarmance status ROS1+ [n=71)
o-1 49 {79%) Best overall response
22 13 (21%) Mumiber of patients with available data 66 [92.9%)
Unknown 9 Complete response O (DU}
Previous lines Partial response 30 [45.5%)
1 22 (31%) Stable disease 26 [39.4%)
2 19 (26.8%) Progressive disease Bi12.1%)
3 12 (16.9%) Ohjective response 30 (45.5%)
. ) Disease control 55 (B4.5%)
=4 18 [25.4%) Not evaluable 2 3%
F treatment Central nervous system objective response rate” (ovailable dota; %) 28 (f67; 41.8%)
Chematherapy 47 (BE6.2%)
1% generation ALK TKI 71 {100%) Median duration of response (ronge, months) 6.1 (0-34.5)
2™ generation ALK Thi 14 {12.7%) Median follaw up [IC95%, months) 148 (125257}
Brain radiotherapy 23 (32.4%)
Brain rebastasis Median lorlatinib duration (range, months) 74(0.49-34.7)
Present 45 (63.4%
f / Median lorlatinib duration beyond progression [range, morths) 0.7 (0.03-25.3)
Absent 26 (36.6%)
* Defined as the rate of intracracnial tumar response according RECIST 1.1
Figure 1: Progression-free survival Figure 2: Overall survival frem lorlatinib initiation
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Cancer de pulmon no microcitico avanzado:
mutaciones frecuentes.

Maria Guirado Risueno
HGU Elche



