LUNG (ANCER
UPDATES

ESMO HIGHLIGHTS

19-23 DE OCTUBRE 2018, MUNICH

TERAPIAS DIRIGIDAS |
(ALK, EGFR)

Dra. Virginia Calvo

Iniciativa cientifica de:

e R —————) Grupo Espaiol de Cancer de Pulmén
Spanish Lung Cancer Group




1379PD. Impact of the EML4-ALK variant on the efficacy of

alectinib in untreated ALK+ advanced NSCLC in the global phase Il

ALEX study

Impact of the EML4-Al K variant on the efficacy of alecti

ALY NECLE o mabadt of NG A ol RCHANEeT Dy i) CRCOQATS Ml TRJATN Ralung
mlm of T CTDTCRCT mbimdmm ALK taia
povawira 8
Th mast comran ALK fusion sarines i EBLY-* Dok locaied o chromesoms 3, the el it
ALK guna pcous s wxor as) X, wabrman the S 4 Soaaipind sacies, neming I Bt bascn
prarinn
Thes rmcamt commraon FBL ALK fumlons sy sariam # i) of LY, —Cri), vaan 3 (i of ML
) e S o of ML, —A6); SArECLIST I Pl IN0e RPN 10 e 3
ant 1wy W ek SO T AT ) ARG, sl Y S E-Ganiion.
ALK inbibicr, forkalinin -1
Aol i 8 OMS-acve, ALK s Tha phass il AL slal of altesink v ek § d o 8
appreanl of sy for B -l st of ALK RECLD

1 ol 3T cud-off madian, maniival {PFE) ol mached for siacinks 1.1 masfu
o criaink; HR 347 (@R O D100

1 D 347 cat-off madan PRS alscint 340 & choink 503 momte HRL 040 858 O 00—
L
st ek et iy utn oo S AL el amifias by EWLA-ALLN wariant

T AL S TIOSITERA, 31 parbares. wasss Sarssrinasd ©-1 ie ki, s -daly sbacindh 83y o
rtzzink: Birg ard dasss prigremicr. wacky e sal o e

ik paterm wh scvanced HGCLE wars tsames for ALK+ By VENTANAALE [DSFR

TS CATTy B ST BCIVE L PSS N 0 T IS T o e
NSCLD i BN Do par e CNCakogry (roas (F DONG) AarrTance INea iP5 -2
AYTLCT b T AL S

Tiamss ani plaaa warzies wers Colacras o bamine

PE, pearml raspe ras mas (DR nd dawien of rasperas (Do wars SueTaned oy mesgan

S M s A g Fub POUHDATIOHAL ™ pagtors, which anayas drmdamng
s DA ey dnicaly resram garomic ssnwions
s sples s sk g e FOUNDATHISCRE® plasioms, which e sorsc
tremic alsrons in ganes treen 5 be drieen of sold e
e resthids icanify mbwi o, Inmssriora Seions, cogy rumber changes and
rargaTeT
ComEaicn beeean TRATTAT FTic dor PR whl eaed 57 8 Eied g-T0E a0t a 5 el o
mgnfica s ec-iced.
S ol g Bl P i il bt s g e
rwtad
dnthe mya-aulrim-mn ot mwchan dursion of tolowap waa 1L moa e
wiacink: anz 17 Smonte win choink
‘Tl campRinEn with thi iginal iy resuts, i rivary S oo v osed

RESULTS

Oiorariss svaluasi. popalsion
s CUMRCIEC) Sy Dy I bt T ST SVELIE Ropiien (I
g (At 1] 6 COTEATIES S e MR- 1 TT] pogalascn
PP, i el Sy wd i B b W Cger W siacrink s orionk, end
Eorzansin wah S [TT populsos (s GEF 6 0.0 B9 O 0370 7], pal 1004 Samss 005

Vi ST [ O £ ) B, peed DT

Fafal Deisdsrssrko,” Tony Mok, 0. Ross Camildge,” Alloe T. Shaw,
1. Macioa’ Lintveraty af Gowrak, Goete, Polnd, 2. S Ay Labormony f South Chine, Chineas: Uity of Hosg Kong, Shats

b in untreated ALK-positive advanced non-small-cell lung cancer

in the global phase lll ALEX study

Selacied banaline 7w cinewaos of £ pseme and dmes BT g

Hong Kang 1. Lintwasty of Colonsd, e,

- s
)
poptans. | crae Cmea s
] (] [l ] ]
A, 485 A, T e TN Ll WD i Fam
—arage e = = = & &=
Sracaing awas, o
e TR ramaty e s o
e P
Bard g | rtausn o e o 1
B L] apE g L] TR
L 1xi ey o iy oy 3 pad) Rl b |
e
ALN rearmangemane.
ALK Swbacies by R wun mrimr in plsrm 92 ane

T
Hamsa [ETR aarpmn
Thha prwss SrCe of m thres COMTIEn SN 4-ALA vartents wes roadly sTitar betwssn e DEF
mbgraps (Tabis I

Tabla T Fewvmlencs of EHLAALY rwinsn it e and Gmes BEF megrose

e cocme seo | s cocss soss
ag Gl e ety | gy ey e
Falddlr W Baply  mpnds D | BgEn  mmY Heen
A Ed Hpaa)| toTR  woak | BoaE | s epan
L AL wast M| MoEN Hary | Seen S Hos
L AL
—— L) B2 apa 1EET LR By
iy WAl cow amm | sma | easm  sEm
P SR 1= 3 g b st IS 3+ 0 B, 0= S0 T B 1 = 1 080 3= | B, |

Efficacy

L]

PP, samanac by [ wad IR, waa inger wih mincinh vanus ctrink i s EMLALY vadant
D T L o ——— T ———

T R ——

Thass s ro NgRIRGAT SR I T PR by (NS Dean b ik nmon EMLRALK

A popNonk I B Pl felsctin peD X arsoank e B1) or s

ukacrinis =0, 060 criwdnk =0 58N OGP mieigroics

)
R by Y waa bighar s sscinis ssrma crisinds in CMLS AL sariare popuinions | ans et n
b e praara Figaurs 253 and Sanas Figurs 2 DCF susgroums; wevesar e OFER oy INY far
variar 3 aa sighar with crrotris ir. Fu dus, bt i e plaama Babgrag
R by IR wla g RSN I [EML ALK ST FopuAions In b e plears (Figurs
) wnct S (Figars 201 P Babgraps
Trars wm re niprficant cdisarcs i ORR (W) betvasn o DWL4-ALY viant pocuisfions bn sers
(Nt P 354 otz =0, 40T} or Smam (bacind ) A1 Comsink: pe=0LITE

Johanmes Hoo®, Malgorzata Heowioka,* Ting Liu,* Emmanuel Mitry® and Solange Peiors®
0, LA 4. Mammeotuasts Gerevl Hosrta Somton, 64, LA, 5. 1 Amrmn-Le Foche L Semsl, Setretenct 1. Laamens Lisemty Mosotsl Liuasnss; Sefastens

LUNG (ANCER
UPDATES

ESMO HIGHLIGHTS

19-23 DE OCTUBRE 2018, MUNICH

1379PD

Curagin of rasg-anes
e Dol by IS ardl IR wein g with sisesind v i in il B 4-ALX vt
Fopiasiora, (n bo P s e e DEP sbgrocs, smace bt sna 3RS anmmad padans in
#a Ems pabgrag Figure iy

CONCLUSIONS

Thia sy repressi l--.-a_p—ulu: el g £ AL
variani fypa in Ul rarsiomisss clinical
n—m--w-l—nlm-l wih crimtinib i patient
with ALK+ RSOLE regandsan of EML4-4LK variant; duses V2 INV-axssnsss ORF ard
IRC-axamrd PTS and Dofl wars B onfy sxceptions, and sers Bkely dus o low peSsnt
rumisen.

T prowwisnce of EEL-ALK vasisnts bn ALEX s consisisn wih previous nporis; s
N RN 12 Ctfer WL, SFICICY SCTTAN WEEIED WEE XimiaT.

ki B s P, P i, B i v i B i
bw s e .-n-n..-u-n.:-.u.-:-n- .:un-m—.—n--l-—n..n.n..r Hollmgrrs 2 Yeniom L

posisrs and o ik
‘i mporeondisupporisd by Roche sl this congrss

Iniciativa cientifica de:

GE
CP

Grupo Espaiol de Cancer de Pulmén
Spanish Lung Cancer Group




1379PD. Impact of the EML4-ALK variant on the efficacy of
alectinib in untreated ALK+ advanced NSCLC in the global phase Il

ALEX study

LUNG (ANCER
UPDATES

ESMO HIGHLIGHTS

19-23 DE OCTUBRE 2018, MUNICH

Prevalence of EML4-ALK variants PFS by INV in EML4-ALK variant populations
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Prevalence of the EML4-ALK variants was broadly similar
between the BEP subgroups and was consistent with
previous reports’:2

Variant 2 was less prevalent in both subgroups
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The ALEX study demonstrated a greater PFS (INV and IRC*¥)
efficacy benefit of alectinib compared with crizotinib in
patients with ALK+ NSCLC, regardless of EML4-ALK variant

There was no significant PFS difference across variant type
for patients treated with crizotinib or alectinib
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DoR in EML4-ALK variant populations

ORR in EML4-ALK variant populations
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Alectinib demonstrated a greater ORR (INV) compared with Response duration by INV (montns) Response duration by INV (montns)

crizotinib in the EML4-ALK variant populations 1 and 3a/b. [censor [Event
ORR (INV) was higher with crizotinib for variant 2 in the tissue;

however, variant 2 had smaller sample size DoR (by INV and IRC) was longer with alectinib versus

crizotinib in all three EML4-ALK variant populations,

Alectinib demonstrated a higher ORR (IRC*) in all three variant in both tissue and plasma
populations compared with crizotinib

La eficacia de Alectinib es superior frente a Crizotinib independientemente de la
variante EML4-ALK
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ASCEND-3: A Single-arm, Open-label, Multicenter Phase 2 Study of Ceritinib in
ALKi-naive Adult Patients (pts) With ALK-rearranged (ALK+) Non-small Cell Lung

Cancer (NSCLC)

Age (median), years (range)

Age category, n (%)
< b5 years

Sex, n (%)
Female
Certinib at 750 mg/d
Race, n (%)

Continuous oral dosing TarreEsEr
Onee daily Black
28 day cycle .

e e : Asian
Treatment continued until unacceptable toxicity, h
discontinuation of treatment at the discretion of Other

the investigator or patient, initiation of new WHO performance status, n (%)
anticancer therapy and/or death 0

Primary objective: Dn—-tr—-rmm:a'rl:m of ORR per

RECIST (investigator as
Secondary Dbjectwes

Tumor histology/cytology, n (%)

rmlrutlr.an of DOR, Ad enocarcinoma

Primary endpoint: mvestlgator assessed ORR
Secondary endpoint: ORR (BIRC), PFS (investigator and BIRC)
N=124; 39,5% with brain mets; 25% 2 3 prior non-ALK TKI therapies

56 (27-82)

94 (75.8)

74 (59.7)

46 (37.1)
69 (55.6)
9(7.3)

120 (96.8)
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GRADE 3/4 TOXICITIES

- Nausea (8%)

- Vomiting (6%)

- Diarrhea (3%)

- Increased ALT (24%)/AST(12%)/GGT(19%)

- Aes (all grade) requiring dose interruption (79%) or dose adjustment (65%)

Felip et al. Vs. Prior studies of ceritinib in ALK TKI naive patients

Kim et al

_____

Shaw et al. NEJM 2014; Kim et al. Lancet Oncol 2016; Soria et al. Lancet 2017 PSRN Sice E i

Spanish Lung Cancer Group
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* The ASCEND-3 study met its objectives and the final analysis results are consistent with the
previous analysis

* Ceritinib led to high rate of durable responses and prolonged PFS in the ALKi-naive patients
with ALK+ NSCLC, irrespective of brain metastases at baseline

* Median OS was prolonged (51.3 months) and clinically relevant in ALKi-naive patients with
ALK+ NSCLC, who are previously treated with < 3 lines of chemotherapy

* The safety profile is consistent with the previous analysis and with the known safety profile of
ceritinib. AEs were manageable with dose reductions / interruptions. No new safety signals
identified

* Quality of life was generally maintained during ceritinib treatment

* These results further support the positive benfit-risk profile of ceritinib in ALKi-naive patients
with ALK-rearranged NSCLC

Iniciativa cientifica de:

Grupo Espafiol de Céncer de Pulmén

Spanish Lung Cancer Group



LBA60. Uncommon EGFR mutations in lung adenocarcinomas:
clinical features and response to tyrosine kinase inhibitors

LUNG (ANCER
UPDATES

ESMO HIGHLIGHTS

19-23 DE OCTUBRE 2018, MUNICH

Results

UNCOMMON MUTATIONS
(N=95/857) - 11% OF TOTAL EGFR
Muts

Ex21 Ex18
1861Q; E709X; ,
23% ‘ ’ 15% 27 (28%) presented with
another co-mutation
Ex20 ' -
A767 V76 X20 : .
9 dup; ,, G;;ix 9% with L858R
18%
.4..; v Brindel, et al, ABS LBA60, ESMO 2018  The Christie

Exon 20 ins not reported
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Survival probability (%)

€

Overall Survival according to first-line Rx

Overall Survival

| 27.7 months 95% CI [21.6-35]
| 16.9 months 95% CI [13.6-25.9]

{L p=0.075

1 S S NS S——

| ——

1
“*  Chemotherapy
2 TTK

Overall survival (months)

Ex21 L861Q
Ex18 G719X
Ex18 E709X

Ex20
A767 _v769
dup

Ex20 S768I

8.95
18.2
Y757
16.9

29:7%

fl Mutation | 05 (mos) |95%CI__

5.0-NA
8.4-NA
17.2-NA
7.1-NA

1.5-NA

Brindel, et al, ABS LBA60, ESMO 2018 The Christie
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OS According to Treatment

m Median 0S (mos) | _95%Ci

Chemo only 20.9 11-NA
Chemo and EGFR-TKI 27 18.9 16.9-37.6
EGFR- TKI only 10 4.2 1.5-NA

Q Brindel, et al, ABS LBA60, ESMO 2018 The S
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45 patients were enrolled between Jan 2017 and Oct 2017 from 12 centers
Population

«Advanced NSCLC

Stage lIB or IV

«Activating EGFR-mut (L858R or ex19del)
*Treatment-naive

+ECOG PS 0-1

«Controlled brain metastasis and neurologically stable

+Oral, once daily

*Continuous 28-day cycles
CT/MRI scans were performed every 8 weeks until progressive disease/death/ lost to follow-up or withdrawal of consent

Treatment continued until patient experienced unacceptable toxicity, progressive disease and/or treatment discontinuation
due to investigator discretion, patient withdrawal of consent or any other reason.

Endpoints

-Primary: ORR per RECIST v1.1 (BIRC)
-Secondary: ORR ( by investigator), DOR, DCR, TTR, PFS (investigator and BIRC), OS, PK, safety and tolerability

-Exploratory: Association of mutation status with dlinical response (ORR by BIRC), concordance between T790M mutation status and
other mutations of interest, longitudinal analysis of changes in mutation allele burden in plasma cfDNA samples, targeted sequencing of
NSCLC/Cancer associated gene panel, correlation of efficacy and safety endpoints with PK parameters.

Primary analysis data cutoff: March 22, 2018

Ima ¥ 3
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WATERFALL PLOT OF BEST PERCENTAGE CHANGE FROM
BASELINE IN TARGET LESION DIAMETER PER BIRC

N/N(%) = 42/45 (93.3%)

ORR 64.4%:;: DCR 93.3%
- —»y

1 SO-UNK-PR (SD BOR) by tra
$ PR-SD (SD BOR). by central
0" ESS Evaluable patients Patients who have an adequate ¢ ¥ assessment at baseline and started treatment 2 15 wooks bet he dat
MUNICH gr rEnumber of patients with a baselne and at least one post-baselne asse nt of targot ns base Nvestioa
»,.'):".,“ Patients with BOR=UNK{No valid post-baseine assessment), Non-CR/Non-PD are not presented, 1 CR patent wit!
Ads BIRC, Binded Independoent Review Committee. BOR. best overall 1« PR. ¢ ; Rt
unknown
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' cell Iuni cancer NSCLC ESMO HIGHLIGHTS
19-23 DE OCTUBRE 2018, MUNICH

e

SUMMARY OF RESPONSE ON BRAIN METASTASES PER BIRC

Patients with brain metastasis at baseline, n/N (%)"

18/45 (40.0)

Patients with brain metastasis in non-target lesions only

17/18 (94.4)

Patients with brain metastasis in target lesions only 1/18 (5.6)
Patients with new brain lesions post baseline 1/18 (5.6)
Best response of brain non-target lesions, n/M? (%)
Absent/normalized 9/17 (52.9)
| Present 7/17 (41.2) i
‘Unknown 1/17 (5.9)
-38.5%

Best % change from baseline in patient with brain target lesion

rFatients without brain metastasis at baseline, n/N (%)
Patients with new brain metastasis post baseline, n/M* (%)

27145 (60.0)
1127 (3.7)

*Patients with valid post-baseline assessment and full brain metastasis data
! Patients with brain metastasis in non-target lesions only at baseine
1 Patients without brain metastasis at baseline

BIRC, Binded Independ. btﬁgré, “ommittee

Iniciativa cientifica de:

Grupo Espafiol de Céncer de Pulmén
Spanish Lung Cancer Group




LBAG61. Phase Il results for single-agent nazartinib (EGF816) in
adult patients (pts) with treatment-aive EGFR-mutant non-small iUiNS%(%TES

' cell Iuni cancer NSCLC ESMO HIGHLIGHTS
19-23 DE OCTUBRE 2018, MUNICH

« Effective 3" gen EGFR-TKI with good brain penetration

 PFS, DoR and OS not mature yet
* Higherincidence of G > 3 rash than Osimertinib

Do we need another 3 gen EGFR-TKI?
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