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Cancer de pulmon no microcitico avanzado
con mutaciones infrecuentes.

Maria Guirado Risueno
HGU Elche



EGFR INSERCION 20
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EGFR INSERCION 20 srsamuteimmseies et meon o

Gregory Riely, New York, United States

Insertions Treated at 160 mg qd

(n=28)
Any grade: 220% of all patients TR 43%
Grade 23: 25% of all patients Any Grade, % Grade 23, %
Diarrhea 82 32 EE 43%
DLTs During Dose Escalation Dos®!  Mausea 39 1
Missed >25% of ned dose
due to dmg-f:mpo:nAEs et | Rash 46 0 TC E 8 6%
Grade 3 Vom |ﬂl‘|g 36 7
Diarrhea 10mg Decreased appetite 39 0 mD o) R 1 3 9
Mucositis 160 mg Dry skin 18 0 ’
Pneumonitis 80 mg;
Grade 5 Fatique 14 : mPFS 7,3m
Pneumonitis 120 mg:; 1 Baseline brain metastases, n (%) 12 (43)
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EGFR/HER2 INSERCION 20

Tarloxotinib - EGFR Ex 20 Ins, HER2-Activating Mutations & Other Solid
Tumors with NRG1/ERBB Gene Fusions - First report
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EGFR HER 2 INSERCION 20

ZENITH20, a multinational, multi-cohort Phase 2 study of
poziotinib in NSCLC patients with EGFR or HER2 exon 20
insertion mutations

Mark Socinski, Orlando, United States

ASCO 2020: - 'Pﬂg;rv 2 s e
SRR » Objective Response Rate ( )
TR 14.9% odony voee
mPFS 4,2m 2 Secondery :
! ” Dlsease Con'rd Rate (DCR) :(':n: of therapies, medan (rango) :011(:‘::))
» Duration of Response (DOR) Chemotherapy only 22 (24)
F“"‘""' ‘ » Safety & Tolerabclnty Chemo / 10 checkpoint inhibitors 41 (46)
Previously treated Chemo / HER2 therapy / IO checkpoint 97,648}
NSCLC with HER2 inhibviors
oxon 20 »ORR based on Central Others 10(11)
Insertions + " 2 " Mutabions. A775_G776nsYVMA |/ Others, n 81/29
independent imaging review
EGFR Osimertinib
Fallures
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EGFR HER2 INSERCION 20

As-Treated Evaluable

N=90, n (%)

(N=90) (N=74) Treatment-related AE

ORR, n (%) 25 (27.8) 26 (35.1) Dose interruptions
5.5 (1- Dose reductions
PFS (months) 55(0-13.1+) 13.14)
3 ?: h g Diarrhea 74 (82) 23 (25) 0
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- . Stomatitis 59 (66) 20(22) 1(1)
B . Paronychia 34(38) 1(1) 0
§ Pneumonitis 1(1) 0 0




EGFR INSERCION 20

Patients with EGFR exon 20 insertion mutation non-small-cell lung cancer benefit from

pemetrexed-based chemotherapy: A multicenter study
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NTRK

Entrectlnlb in NTRK
fusion-positive NSCLC:
updated integrated
analysis of STARTRK-2,
STARTRK-1 and
ALKA-372-001

Fatients with Patients with
NTRE-fp NSCLC  NTRK-fp NSCLC

All patients with  with baseline CNS  without basealine

NTRK-fp NSCLEC metastases” CH5 metastases®

Endpoint (N=13) (n=4]) {n=4)

68.2 66T 5.0
ORR, % (85% CO) (38.6—00.9) (29.9-02.5) {19.4-00.4)
CR, n (%) 1({7.7) i) 1 (25.0)
PR, n (%) B (81.5) G (66.T) 2 (50.0)
50, n (%) 2 (15.4) 2(22.2) 0
PD, m (%) i} i) Li]
Missing/unevaluable, n (%) 2(15.4) 1(11.1) 1 (25.0)
Median PFS, months (35% CI) 14.9 (4.7-NE) 6.5 (4.5-ME) ME (14.9-ME}
Median 05, months (85% C1) 148 (5.8-ME) 8.9 [(5.6—NE) ME (14.8-ME)
Median DoR, months (85% CI) NE (5.8-NE}t ME {3.6—NE}* HE (10.4-ME)*
'g.’. Activity in patients
0 ORR ORR
'.‘ 69% | e7% m 75%
ORR in NTRK with without
fusion-positive NSCLC baseline CNS metastases
O @
Responses were durable; QE months
median DoR not yet estimable Median PFS

1183P

Clinical validity of
FoundationOne Liquid
CDx (F1L CDx) assay
as an aid in selecting
patients for treatment
with entrectinib

Detected Mot detected Total

Dedected 18 0 18

: Nt detecied 20 47 &7

Total 38 47 85

R

Detected Mot detected Total

Detected 20 0 20

. Mot detecied 11 54 85

Total K| 54 85

CTA, cincsl risl smsyn Fil COx FourassesOrs Ligus COe MTRRRDS | wp ATRGRD S marsng@mani-potites

NTRH-p ROS1-rp

ORR (95% CI), n ORR (85% CI), n
CTA+* 57.4 (43.2-T0.8), n=54 784 [B4.8-88.7), n=51t
CTA+ FL1 CDx+ 72.2 (48.5-90.3), n=18 72.2 (46.5-00.3), =18
CTA* FIL CDx- 55.0 (31.5-76.9), n=20 72.7 (30.0-04.0), =11
CTA* FIL CDx unknown | 43,8 (19.8-70.1), n=18 B4 (B5.1-07.1), =22
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All patients Patients with CNS metastases
(n=14) {n=7)
ORR, % (95% CI) 71 [42-92) 57 (18-90)
Best response, n |%)
CR 1{ o
PR a [54) 4 (57)
50 3(21) 2 (29)
BD 1M 1014)

N=14

N? ttos previos (mediana): 3

Number of prior tharapies, n (%)
4] 1(7)
1 4 (29)
2 2(14)
=3 7 (50)
® Patients with CNS metastases
100 1 100 4= 100
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Time (months) Tirme (months) Time (months)
Mo. at fisk 10 T 5 1 1 L1} 1] a Mo at risk 14 11 5 3 1 1 o ] Mo. at fiak 14 12 T 4 2 2 1 a

Efficacy and safety of larotrectinib in patients with tropomyosin receptor kinase (TRK) fusion lung cancer



Patients With Prior 10 Patients Without Prior 10
N=32 N=68
All Grades,n (%) Grade 3/4,n (%) Allgrades,n (%) Grade3/4,n (%)
Ay AE 32(100) 24(75.0) 66 (971) 45(66.2)
Treatment-related AE= g e TR corac al 30(441)
SAE- 16 (50.0) 13 (40.6) 20 (426) 25 (36.8)
Treatment-related SAEs B8(25.0) 5156) a(13.2) 8(1.8)
AFs requiring dose adjustment 13 (406) 5(158) 19 (278) 6(8.8)
AFsleading to drug discontinuation 8(25.0) 5(156) 9(13.2) 6(8.8)
Most commun, ~—- —~=wrlass of causality (= 10%, all grades in either of subgroun)
Peripheral edema 20(625) 6(18.8) 38(55.9) 8(11.8)
Nausea 16 (50.0) 1(31) 26(38.2) 0
Patients With Prior 10 Patients Without Prior 10 Vomiting 12(37.5) 0 14{206) 0
N=32 N=68 Fatigue 10(31.3) 2{63) 17 (25.0) 4(59)
EBIRC Investigator BIRC Investigator Dyspnea 8(25.0) 2(63) 13(181) 5(74)
Best Overall response, n (%) Back pain 7(21.9) 1(31) 12(17.6) 1(1.5)
Partial Response 20(625) 17 (53.) 23(33.8) 25 (36.£) Cough 7(218) 131 10 (14.7) 0
Stable Disease 7(219) 8(25.0) 30 (441) 27(39.7) Pyrexia 6018.8) 1(31) 5{74) 1(15)
Non-CR/Non-PD 1(31) 2(6.3) 1(15) 1(15) increased ::;;”;if;"“”"ﬁ‘“’m s 284 ST e
Progressive Disease (PD) 1(31) 3(94) 5(74) 4(5.49) Diarrhea 5 (15-5) o P {132} 0
Not evaluable® 3(94) 2(6.3) 9(13.2) 10(14.7) Headache St58 o T o
Owerall response rate, 625 531 338 382 Abdominal painupper 4{12.5) o} 1(15) 0
% (Q50 CI) (437780)  {347700) (99R463) (IRT7E0E) Dizziness 4125) 0 70103) 0
Disease control rate, 875 844 794 794 Hypoalbuminasmiz 4{125) 0 6(88) 0
% (95% Cl) (M1.096.5) (672947 (679.88.3) (679.883) Nasopharyngitis 4{12.5) 0 2(29) 0
Responders, n (%)° Preumonia 4{125) 3(94) 5(74) 2(249)
With event (progression/death) 14 (70.0) 12 (706) 17(73.9) 20(76.9) Rash 41125) 0 5(74) 0 L
) Pruritus 3(94) 11(31) 10(14.7) 0 -
Without event 6 (30.0) 5(294) 6 (261) 5(19.2) Wei 1 )
- 8 ight decreased 3(94) 4] 7110.3) 0 " i
Med|ﬂn durﬂ[lan ﬂf rr_-‘::SpGI'ISE, mm[hﬁ- 9_95: 11_2":": 6.93 ?.1'3 .lﬁl'l'l‘fIEEE increased 2(6.3) o 9{13.9) 5(74) 4
(95% Cl) 1555,19.52) (4.34.2165) (4471114} (417, 10.87) Lipaseincreased 2(6.3) 2(63) 8(1.8) 7(10.3)
Patients with DOR = & months, n (36)° 12(60.0) 9(529) 12(52.2) 15(57.7) Anaemia 1(31) 1] a(1.8) 2(23) k.
Patients with DOR = 12 months, n{%)® 5(25.0) 5i294) 5(2.7) 5(19.2) Constipation 1(31) 0 10 (14.7) 2i29) S
PO Svieiita, i | ) 23 Tal 20T S TS SoHDE2) o
Median PFS, 8.34° 6.90 5359 542 :
months (85% CI) (417,1258)  (470,19.81)  (417.6.93) {417.7.39)
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Table 2. Clinical efficacy of tepotinib in patients with baseline brain metastases

BM-IRC

5 3 Non-target lesions* 14 12
Patents with brain metastases; n : -
2 Target lesions’ o 1
O bjective response rate; % (95% CI) 57.1%(289,82.3) 53.8%(251,80.8)
' : Partial response 8 7
Bestoveral resporse; n % 5 a

Bown, am——we - - ' — - e e e 4a s Sheeemes b Lhbeks aee i

+ PFS(95% CI) was 10.9 months (8.0, ne) for the BM-IRC subgroup and 8.5 months (5.7, 12.4) for the BM-
INV subgroup (Figure 3)

Figure 3. PFSaccording to IRCin patients with baseline brain metastases

e No. of everts Median; morths
1.0 _I : (9% C1)
0.9 -~ _ BM-IRC subgroup [n=15) 6 10.9{8.0, na)
0.8 — BM-INV subgroup | n=15) 7 85(5.7,12.4)
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RET

LIBRETTO-431: Selpercatinib in Treatment (Tx)-Naive Patients with RET Fusion-Positive (RET+)
Non-Small Cell Lung Cancer (NSCLC)

— Platinum chemotherapy pretreated RET-fusion
positive NSCLC (n=105) ORR 64% (95% CI: 54-73)

— Platinum chemotherapy naive RET-fusion
positive NSCLC (n=39): ORR 85% (95% CI: 70-94)
— Intracranial CNS (n=10/11): ORR 91%

(85% Cl: 59-100) ' Hypersensitivity Reactions to Selpercatinib Following Chemoimmunotherapy

e1291P

Treatment wunt prograseon, unacce plabla
tione Cily or de ath

Patients with treatment- Selpercatinib
naive locally advanced or

metastatic RET fusion

positive i
non-squamous NSCLC '
and ECOG PS5 0-2

Optional: cross-over at PD by

+ Safely assessmants

* Patial rival, disease
progression and post-
study therapy details

* Patient reported health
outcomes

Prog nessson
Progression 2

[ Jebde ] Cisplatin (75 mg

R I'I I'I i +/- Pembrolizumab® |

o Study Endpoints

Cogimary Endpoints: PFS per RECIST 1.1 by BICR in patients with inbent io

Stratification factors: freat with platinum, pemelrexed, and pembrolizumab
# geography: (East Asian vs non-East Asian) PFS per RECIST 1.1 by BICR in ITT population

# brain metestases: (presence vs absence) ) PFS, ORAIDOR, 0F, intracranial ORADOR, PRS2 ks
# intended treatment (Arm B} (+/- pembrolizumakb) Key Sacondary Endpalniit: | i cbesiomation in plinenany syrploms 3
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VIRTUAL ONgress
Burabiity of clinical beniaht and HREMD Phase 1 study design (CodeBreaK100: NCT03600883)
uraility or clinical benefit an o
biomarkers in patients with s —

s Cohort 4
dvanced I cell | =l rEH

a Vance non-sma Ce ung - Locally advanced or @ N -5 m‘“
melastatic malignancy __§ i ; E Patients with KRAS P ;
o — Received prior 2 78 ? p.G12C mutant 13
C a n C e r ) tre ate W lt standard therapies w r S2 8 advanced tumors 82
= o S E > n~20 S E
- :siAe:sZ?;smleu:::g? % . 2-4 patientslcohon gi L g {maximum 80) g i
510 (sotorasib): CodeBreaK 100 it | : Ly - Srcorelll] i S |
2 5 « Tx until progression Al determined 4 2

— No active brain «» [l Cohort 1 « Radiographic scans

\ metastases ) every 6 weeks

David S. Hong', Yung-Jue Bang, Fabrice Barlesi, Gregory A.
Durm, Gerald S. Falchook, Ramaswamy Govindan, Grace K. Dy, [Primary endpoint: safety
Keunchil Park, John H. Strickler, Timothy F Burns, June Kim_. Secondary endpoints include: PK, ORR, DOR, DCR, PFS, duration of SD

Agnes Ang, J. Russell Lipford, Gataree Ngarmchamnanrith,

: Median prior systemic anticancer therapy
Abraham Anderson, Bob T. Li for metastatic disease  n (range) 2(0-10) | 3(0-10)
"Deputy Chair of the Department of Investigational Cancer Prior systemic anticancer therapy — n (%)
Therapeutics, Phase | Clinical Trials Program, The University of (1’ 13 (259:)3 1§ (3-24())
Texas MD Anderson Cancer Center, Houston, Texas, USA 2 8 (23'5)) 14 223:7;
3 6(17.7) | 11(18.6)
>4 6(17.7) | 19(32.2)
Brain metastasis 12 (35.3) 18 (30.5)




KRAS

All Patients (N = 59)

All patients
Treatment-related n (%) (N = 59)
Adverse Events Any Grade Grade
Grade >3 >4 Best Overall Response per
Investigators’ Assessment, n (%)
A 39 (66.1) | 11 (18.6 1(1.7 > S :
DT‘V - 15‘25 4’ 3‘51 ) 0‘0 0’ Confirmed Partial Response 12(35.3) | 19(32.2)
iarrhea (254)| 3(5.1) 0.0 ! Stable Disease 19(55.9) | 33(55.9)
ALT increased Fo o e A e e s
AST Increaasn Sotorasib demonstrates clinical activity across a range of KRAS p.G12C ;; ? E?%
Fatigue MAFs, PD-L1 tissue expression levels, and plasma TMB levels ) 1(1.7)
Nausea 1 6(710.2) 1 O(V.U) I 0(V.0) | | Canfirmad Nhiacrtiva Racnnneca | 25 29 9
Alkaline phosph Sotorasib demonstrates clinical activity across a range of tissue co-mutational profiles.
increased No clear tissue co-mutational profile correlates with response to sotorasib.
Decressed appetiie 268) | 0000 | 000 lDisease Control Rate¥, % (95% ClI) | (76.3,“58.1) I (77.?'9'5.1)
1.0
2 0.9
Z 08
€ 07
o 06
BT S
g 04 ¢
Zo03 :
@ 0.2 |
0.1 . ‘:
0.0 1

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Months Since Study Start
Number of Patients at Risk:
59 56 51 39 32 256 23 18 16 9 7 4 3 3 1 0

Median PFS: 6.3 (range 0.0+ to 14.9) months §
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CodeBreaK 200: A Phase 3, Multicenter Study of Sotorasib, a KRAS®'2C Inhibitor, Versus Docetaxel in Patients With
Previously Treated Advanced Non-Small-Cell Lung Cancer Harboring KRAS p.G12C Mutation

STUDY DESIGN

Sotorasib Locks KRASS™C in the Inactive State, Inhibiting Oncogenic

Signaling - Oper-label Treabment Perlod
E Expesimental Arm -
= M -day cycles of sotorasib at - -

: Sl EE = 960 mg G0 wia oral administration E ? o -
< E‘é in = 325) 5 = a =
T R PHBRHE

< N gg 5 Active Comparstor Arm L & Z .
; : M -day cycles of docetaxel at &
prerdigh o o ' ' y &' E 75 mgim? QIW via IV infusion 2
Active rx \ \ \ - . > | ln:aE:l :
e ) 0 ‘. 1 L S mm in;:ﬁm::mrﬁwlﬂlhnmm » xaiwdy Hiow-ap md wll 3 soducied 3 deys
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KRAS

IMpower150: A Post Hoc Analysis of Efficacy Outcomes in Patients

Iy Stage IV ar ™,
recurrent metaststic

non-squamous NSCLC
Chemotherapy-nave®
Tumour tissue available
for biomarker testing
Ay PD-LY THC status

= PD-L1 IHC expression

= Liver melasiases
N= 1202

Owrall Survivad (%)

Progression Free Survival (%)

cBBEBBBIBEBE

With KRAS, STK11 and KEAP1 Mutations

Arm A
Atozolimamab® +
Carboplatin® + Pacl it

4 or & cycles

A&mB
Ajnrolmumak® +
Carboplatm® + Pacliaxok
+ Bovacizumake
4 or 6 cycles

Arm © {comtrod
Carboplatin® + Paclitaxol”
+ Bovacikoumakb®

4 ar b

Co-mutation Profiles

Abezrolizmab®
&

Barvac izismab*

Barvac izumakb®

KRAS-WT

Sunvival follow-up

mKRAS

13.5%
n=124

11.0%
n=101

11.8%
n=108

mSTKT1 andior MEF-WT
mKEAPT {n=1020)
KRAS-WT
mKRAS

STETI-WT
HEAP1-WT

B3.7%
(n = 586)

13.5%
(n=124)

mETKT1
andlor
mKEAPT

11.8%
{n = 108)

11.0%
{n =101}

.08
( MKRAS, STK11-WT and KEAPT-WT

0%

25% -

KRAS p.G12C was nearly mutually exclusive with most established driver mutations in NSCLC

and was associated with a high co-mutation rate of $5TK11 and KEAP1 mutations

215

MKRAS, mSTK11 and/or mKEAP1

M (DS% CI) 060 1034, 1 0
MR @6% Cl 087 (052, 148

a8

¥Es88

mMKRAS, mSTK11 andior mKEAPT

M (@5% O 088 (054, 148

BEsEBABEE

> 8

M (95% Cl) 040 .28 0.84)
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KRAS

IMpower150: A Post Hoc Analysis of Efficacy Outcomes in Patients

With KRAS, STK11 and KEAP1 Mutations

Armm &
IV ar —
(7 pemge ot N Atozolizumatr + MKRAS mSTK1 andior MEP-WT  STKi-wr  MSTETT
non-squamers NSCLC c-mm ;;:'w o mEEAPT (n=9820) KEAPT-WT mKEAPT
Chemotherapy-naive* - T
Tumour tissue available Arm B g 13.5% 11.0% 11.8% KRAS-WT 63.T% 11.8%
for biomarker testing Adpzolmumaks + Aterolizimab* % n=124 n=10M1 n=108 : (n = 586) {n = 109)
Any PD-L1 IHC status - Carboplatin: + Paclitaxel * —
+ Bovacinamakbe Barvac izismab* cl 135% T1 .'I:I%
Siratification factors: . =
. Sax 4 or 6 cycles = i (n=124) {n=101)
= PD-L1 IHC expression Arm € {controd ;
* Liver metastases Carboplatin® + Paclitaxal* Barvacizmmats
H= 1202 + Bovacikoumakb®

.08
KRAS-WT MKRAS, STK11-WT and KEAPT-WT mMARAS, mSTK11 and/or mKEAP1
%004 :.;’vi\lvvglufmu‘j:;::. 121) 9 - C ' *00 MR [@5% CI) 060 1034, 10%)
90 4 § -1 w U ' Lol - o HR= 06% Cl 087 0 52, 145)
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Ovend Surival ™)
¥¥LEBIBEE
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KRAS-WT
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100 s
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Impact of KRAS Mutations and Subtypes on Efficacy of
Immune-Checkpoint Inhibitors (ICl) in Non-Small Cell Lung Cancer (NSCLC).
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Binimetinib, pemetrexed and cisplatin, followed by maintenance of binimetinib and pemetrexed in patients
with advanced non-small cell lung cancer (NSCLC) and KRAS mutations. The phase 1B SAKK 19/16 trial.
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Figure 2 Survival outcomes
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Cancer de pulmon no microcitico avanzado
con mutaciones infrecuentes.
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