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Zasady celowania



Wybor leczenia




Plan prezentac;ji

* Co bylto, a nie jest
* Co Jest
* Co bedzie

» Czego sie nie spodziewasz



PAST



Rodzina Receptorow HER

NRG2

NRG3
Hereguliny Hereguliny
b-cellulina

Domena kinazy
tyrozynowej
C-terminus



Leczenie anty EGFR - cetuksymab

FLEX Trial

Mumber Hazard ratio

100 —— Chemotherapy plus cetuzimab {m50 1)

motherapy 557 303 251 165 53 3 T I T
plus cetuimab o5 1o 20

Chemotherapy 568 383 225 134 42 0 Chematherapy plus Chermatherapy
cetuimab

Pirker R i wsp. Lancet 2009; 373: 1525-1531



Concentration of Angiogenesis Inhibitors
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Leki antyangiogenne

Monoclonal antibodies

VEGF-AIJ—I VEGF-A

VEGF-B VEGF-C,-D VEGF-C,-D

Extracellular
domain

Tyrosine kinase
domain

TKis

Valdés i wsp. Reproductive Biology and Endocrinology 2008; 6:13
Kalluri R i wsp. Nature Reviews Cancer 2012; 3, 422-433



Bewacyzumab w NDRP nie SCC

e ECOG4599 AVAIL

PCB PC PGB (7,5) PGB (15) PG
RR (%) 35 15 34,1 30,4 20,1
P value <0.001 <0.0001 dla 7,5 mg

<0.0023 dla 15 mg

PFS 6,2 4,5 6,7 6,5 6,1
miesigce
HR 0.66 (<0.001) 0.75 (0.003) dla 7,5 mg
(p value) 0.82 (0.03) dla 15 mg
OS 12,3 10,3 13,6 13,4 13,1
miesiace
HR 0.79 (0.003) 0.93 (NS) dla 7,5 mg

(p value) 1.03 (NS) dla 15 mg



PFS Estimate

Pationts at rsk:
CP-bavacizumab
cpP

Bewacyzumab — JAPAN STUDY

PFS ON)
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"\ (months) HR (95% CI) 0,99 (0,65-1.50)
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Niho S i wsp. Lung Cancer 2013 in press



Wandetanib — badania Il fazy
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Herbst RS i wsp. Lancet Oncol 2010; 11: 619-626
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ESCAPE: OS

Table 1. Bassline Patient Demographics and Clinical Charactenstics

Arm A Sorafenib

Plus CP Arm B: CP Alone
n = 454) {n = 462)
Demographic or Clinical MNo. of Mo. of
Characteristic Pationts %o Fatients Fa
Age, years
Madian B2.0 63.0
Ramge 3486 3482
= Bb 185 40 196 42
hale 293 63 283 62
Race
White 406 g8 396 85
Black 18 4 13 3
Asian 21 5 21 5
Hispanic 11 2 21 5
Oither 7 2 1 2
ECOG PS
0 190 41 183 41
1 274 ) 274 59
Past or present smoker 388 24 397 826
Stage at study entry
e L4 9 47 10
IV 420 L2 415 80
Histology
Adenccarcinoma 263 57 M 59
Large-call carcinoma 23 b 30 B
Squamous cell carcinoma 109 23 114 25
Other* &9 15 47 10

Abbraviations: CP, carboplatin/paclitaxel; ECOG PS, Eastern Cooperative

Oncology Group perforrmance status.

*Includes bronchoalveclar, undifferantiated, and neurscendocring carcinoma

and unspacified histology.

Other histologies

Sorafenib + CP
= Placebo + CP

754

Survival (%)
3
1

Pud
m
1

HR = 0.98; 9% C1, 0.78 to 1.23

_ ) Time (months)
Mo. of patients at risk

Sorafenib + CP J16 X6 M2 128 72 38 N b
Placebo + CP 319 X7 e 114 ed 22 10 2

Squamous cell carcinoma

Sorafenib + CP
= Placebo + CP

754

Survival (%)

251
HR - 1.85; 9% Cl, 1.22 to 2.81

0 2 4 & g 10 ‘IIE 14 16 18 20
. ) Time (months)
Mo. of patients at risk

Sorafenib + CP g0 " B3I M 14 8 b 2 1
Placebo + CP e 99 B3 42 22 N 3 2 1

Scagliotti G i wsp. J Clin Oncol 2010; 28: 1835 — 1842



Leki nowe — badania Il i lll fazy

Preparat Linia leczenia Status

Aggarwal C i wsp. Cancer Biol Ther 2012; 13: 247-263
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Rodzina Receptorow HER

EGF
TGFa
Amfiregulina NRG2
b-cellulina _ NRG3_
HB-EGE  Hereguliny Hereguliny
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Gefitynib

B EGFR-Mutation—Positive

A Owerall
& 1.0 Hazard ratio, 0. 74 (952 Cl, 0.65—0.85] ai 1.0 Hazard ratic, 0.48 (953 Cl, 0.36—0.64)
.,_g P Q.01 Hg PeiZ 0ol
S' o8- Events: gefitinib, 453 [7F4.4%:); carboplatin E 0.8 Events: gefitinib, 97 (73.5%&); carboplatin
= ' plus paclitaxel, 437 (81.72:) & ’ plus paclitaxel, 111 [86.0%:)
T una
BE 064 s 0.6
& = & =
£= <z
D on 04 S 0.4
= == .
= Carboplatin = Carboplatin Gefitinib
= 0.2 P = 0.2 - plus
= : plus Gefitinib = - lit |
= paclitaxel = pachitaxe
(= (=™ —
0.0 T T T T T 1 0.0 T T T T T 1
! 4 3 12 16 20 24 o 4 E 12 186 20 24
Months since Randomization Months since Randomization
Moo at Risk Mo at Risk
Gefitinib 09 363 212 7B 24 5 ] Gefitinib 132 108 71 3l 11 3 ]
Carboplatin plus 608 412 118 22 3 1 o Carbaplatin plus 29 103 37 T 2 1 [a]
paclitaxea|

paclitaxel

D Unknown EGFR Mutation Status

C EGFR-Mutation—Megative
1.0 Hazard ratio, 0.68 [@5% CIl, 0.58-0.81)

a 1.0 Hazard ratio, 2.85 [95% I, 2.05—-3.98) -

L.g P=00001 E <0001

= 0.5 Ewvents: gefitinib, 88 [96.7%]); carboplatin = 0.8 Events: gefitinib, 268 [69.4%]; carboplatin

2 ' plus paclitaxel, 7O (82.42¢) 2 ’ plus paclitaxel, 316 [(80.22¢)

@ b=

5= oE— S = 05—

S = = =

& £ & &

S & O B & 0.4

= el P

= Carboplatin plus = Carbaoplatin Sefitinib

= .2 =5 0.2 - 1

= : paclitaxel = = plus

=] P = paclitaxel

= Gefitinib =

0.0 T T T T T 1 0. T T T T T 1
] E3 5 12 16 20 24 ] 4 ] 12 16 20 24
Months since Randomization Months since Randomization
Moo at Risk Mo at Risk
Gefitinib 91 21 <4 2 1 [} [} Gefitinib IEE 234 137 43 12 2 [}
Carboplatin plus 25 58 14 1 ] ] [u] Carboplatin plus 334 251 &7 14 1 [ ]
paclitaxal

paclitaxel

Mok TS i wsp. N Engl J Med. 2009; 36: 1-11



109

08

0h

04

PFS probability

024

EURTAC - Czas wolny od progresji - PFS

— FErlotinib (ns86)
~—— (Chemaotherapy (n=87)
HR 0:37 (95% C1 0-25-0-54); log-rank p<0-0001

9.7 m-ca

Number at risk
Erlotinib 86
Chemotherapy &7

| L L L L
306 9 1 K 1B N ¥ oy P P W

Time (months)

B9 2 o1 v o9 7 4 2 1
9 20 8§ 5 4 3 1 0 0 0

............

All patients 173 —a— 0-37 (0.25-0-54)
Age
<65 years 85 —— 0.44 (0:25-0.75) } 04962
=65 years BH —a— 028 (0:16-0.51)
Sex
Female 126 s 035(0-22-055) } S
Male 47 ¥ 038 (0-17-0-84)
Smoking status
Current smoker 19 ] 056 (015-2-15)
Past smoker 34 S 105 (0-40-2-74) } 0.0235
Mever smoked 120 —— 024 (015-039)
ECOG status
0 57 1 026(012-059)
1 92 — 037(0:22-062) } 0.5704
2 24 1 0.48 (0-15-1.48)
Mutation
Exon 19 deletion 115 — 0.30(0-18-0.50)
LEGER mutation 58 S 0.55 (0:29-1.02) } 00748
EGFR mutation in serum
Detected 58 [ T— 025 (0-11-054) } 09846
Mot detected 51 - 029 (013-063)
Histology
Adenocarcinoma 160 — 037 (0.24-0-56) } 08721
Other 13 ' 027 (0-05-1-44)
Previous surgery
Yes 4 ] 0.61(0-23-163) }
03060
Mo 189 —— 0:32 (021-0-49)
Previous radiotherapy
Yes 38 i 0.79(0:30-2:08) } 02106
Mo 135 - 031(0:20-0-48)
Previous chemotherapy
Yes 9 1 P 140(0-15-12-64) 01968
Mo 164 —a— 035(023-052)
T T T T T 1

010

020 040 0-60 100 2.00 400
— —

Favours erlatinib Favours standard chemotherapy

Rosell R i wsp. Lancet Oncol 2012; 13: 239-246



INFORM — stan mutacji EGFR

B EGFRmutation negative

— Gefitinib (n=26)
~— Placebo (nw24)

HR 0-86 (95% 1 0.48-1.51)

A EGFR mutation positive 100+
100+ — Gefitinib (n«15) —h(
— Placebo (n=15)
o 80
g 80 HR 017 (95% C10.07-0-42) —E
; X
2 60+ ¢
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p § -
P Y
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g & ol
& 204
0 T T T 1= I & T 1T |\ | PR 0 ! | ! I
0 8 16 24 32 40 48 56 64 72 8 88 96 104 102 0 8 16 %4 R
Number at risk Number at risk
Macclo 5 9 5 3 3 2 1 1 1 1 1 1 0 0 0 Paccbo 24 9 § 3 2
Gefitinb 15 15 14 14 13 11 10 18 7 7 § 3 1 0 0

Gefitiib 25 14 6 3 3

| |

40 48
00
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0 0
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Zhang L i wsp. Lancet Oncol 2012; 13 (5): 466-475



LUX LUNG Il - PFS: Potgczone mutacje (Del19/L858R)
Ocena niezalezna — chorzy z Del19/L858R (n=308)

1.0 Afatynib Cis/pem
n=204 n=104
0.8 Zdarzenia PFS, n (%) 130 (64) 61 (59)
' Mediana PFS (mies.) 13,6 6,9
Hazard ratio 0,47 (0,34-0,65)
0.6 p<0,0001
|
0.4 I
|
|
|
0.2+ |
21% I [
| M “
|
0.0 T T T i T T T T 1
0 3 6 9 12 15 18 21 24 27
Liczba chorych z ryzykiem
Afatynib 204 169 143 115 75 49 30 10 3 0
Cis/Pem 104 62 35 17 9 6 2 2 0 0

Sequist LV i wsp. J Clin Oncol 2013; 31: 3327-3334



LUX LUNG Ill — QoL

A P
Cough (Q1 from QLO-LC13) 244
Dyspnea (Q3-5 from QLQ-LC13) 010
Dyspnea rested (Q3 from QLQ-LC13) an
Dyspnea walked (Q4 from QLQ-LC13) 266
Dyspnea climbed stairs (05 from QLQ-LC13) 011
Short of breath {08 from QLQ-C30) <00
Pain {09, Q19 from QLQ-C30) 051
Have pain {Q9 from QLO-C30) 010
Pain affecting daily activities (Q19 from QLQ-C30) An
Pain in chest (Q10 from QLO-LC13) 018
Pain in arm/shoulder (Q11 from QLO-LC13) 010
Pain in other parts {Q12 from QLQ-LC13) 70

0 0 4 0 E
Patients (%)

W Afatinib (n = 230]
[0 Cisplatin-pemetrexed (n = 115)

Stay in bed (QLQ-C30: Q4)
Short of breath (QLQ-C30: Q8)
Have pain (QLQ-C30: Q9)
Need to rest (QLQ-C30: Q10)
Felt weak (QLO-C30: Q12)
Nauseated (QLQ-C30: Q14)
Diarrhea (QLQ-C30: Q17)
Tired (QLQ-C30: Q18)
Dyspnea stairs (QLQ-LC13: Q5}
Sore mouth {QLQ-LC13: Q6)
Dysphagia (QLQ-LC13: Q7)
Pain in chest (QLO-LC13: Q10)

Pain in arm/shoulder (QLO-LC13: Q11)

M Afatinib (n = 230}
¥ Cisplatin-pemetrexed (n = 115)

Yang JCH i wsp. J Clin Oncol 2013; 31: 3342-3350
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Ocena odpowiedzi na erlotynib

01. 06. 2008

Kowalski DM Materiat COI



Ocena odpowiedzi na erlotynib

06. 05. 2011

Kowalski DM Materiat COI



Szlak ALK




PROFILE 1007 - PFS — ocena niezalezna

100 - Kryzotynib  Chemioterapia
(n=173) (n=174)

Zdarzenia n (%) 100 (58) 127 (73)

80 Mediana — m-ce 7.7 3.0
HR (95% CI) 0.49 (0.37 to 0.64)

60 - P

40

20 -

0 1 1 1 1 1
0 5 10 15 20 25

PROFILE 1007: NCT00932893



PROFILE 1014 — badanie lll fazy | linia

Trial design Endpoints Stratification

» Worldwide » Primary. PFS = ECOG PS (01 vs 2)

» Mulficenter = Secondary: 12-month, 18-month, and overall » Ethnicity (Asian vs non-Asian)
* Randomized o, UR, - : » Brain metastases

» Open-label

» Focused screening

Key entry criteria

» Diagnosis of locally June 2013 . (n=167): Crizotinib 250 mg
advanced/metastatic non- —iu) administered on a continuous
squamous NSCLC dosing schedule

«ECOG 0-2

« Positive for EML4-ALK

« No prior treatment for
advanced disease

« Brain metastases allowed

Arm B (n=167): Pemetrexed/cisplatin
or pemetrexed/carboplatin
Day 1 of a 21-day cycle for 6 cycles

mMN-STO00XE"T
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NDRP - Liczba lekdéw 2 wobec 3

N=443

A 10 B 1o
Adjusted madian, 95% CI Adjusted madian, 95% CI
0.2 P-containing regimens (n=216) 11.3.08-127 0.8 2-Drug regimeans (n=212) 10.4, 3.4-12.2
084 N - M-containing regimens (n=217) 9.7, 8.7-10.8 osd N\ 3-Drug regimens (n=221) 10.3, 9.2-11.8
M- ws P-containing Adjusted HR, 25% Cl 3-vs 2-Drug comtaining Adjusted HR. 85% Cl
= 0.7 1.23, 1.01-1.49; F= 0.044 = 0.7 1.03, 0.85-1.25: P =0.781
= =
E 0'6 'E 0_6 g
= =3
0OS g os 2 os
= B = -
2 11.3vs 9.7 s
g 0.4 = 0.4
e 2
o 0.3 a 03
0.2 0.2
o1 -.--‘-—'_“ "_M.__,__ - \h\—\
0.0 ¢ . v . v 0.0 4 . - T .
o] 1 2 3 4 5 o] 1 2 3 4 5
At risk Follow-up (years) Al risk Follow-up (yvears)
216 92 38 23 12 212 86 36 20 T
—————— 217 90 33 15 4 -—-=-=-= 231 96 35 18 9
C 1.0 D 101
Adjusted median, 85% CI Adjusted median, 953 CI
03 P-containing regimens {(n=216)  6.4; 5.3-7.1 0.2 2-Drug regimens (n=212) 5.6, 4.7-66
o 08 M-containing regimens (n=217) 4.9, 4.4-5.8 ea1\ T 3-Drug regimens (n=221) 57 4.8-67
=4 M- v= P-zontaining Adjusted HR, 95% CI E 3-vs 2-Drug containing Adjusted HR; 85% CI
‘é 0.7 1.96. 1.04-1.53: P = 0.020 5 0.7 0.98, 0.81-1.19; P = 0.820
2 o6 @
% Ej 0.6
PFS = o - o
=2 =%
5 04 64 VS 49 5 04
E =
0.3 =
=3 g o3
ooz o g2
(| a1
0.0 » i T v 0.0 v v T =
v} 1 2 3 4 b 4] 1 2 3 4 3
Follow-up (years) Follow-up (years)
At risk Y At risk ¥
216 36 16 10 T 212 31 13 T 4
------ 217 32 =3 1 1 ------ 221 a7 11 4 4

Boni C i wsp. Br J Cancer 2012; 106: 658-665



Survtval Probahbility

Survieal Probability

Surewval Probability
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Schemat leczenia i histologia
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e
B 12 1= | a0

PFS [months) in Patients
With Monsquamous Histology

Wk an; GE% 1

e C P 44; 47, 45
CE EE 45 EJ

CPwO0GE  Adpurisd HA; %0 C1
r:‘I: 112 18

& 1z 18 BN m;
PFS [months) in Patients
With Squamous Cell Carcinema

Al patients I = 1,722) 1

Ao < 55 years = 1,160 1
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Scagliotti GV i wsp. J Clin Oncol 2008; 21: 1-11

T T T T
oE o8 18 1 14

Hazard Ratio [95% Cl)

Favwors CF

Favers CG



PARAMOUNT — PMX po DDP+PMX

PFS od randomizacji

A
100 — PemetrexedB5C
— Placebo+BSC
Median PF5 (95% (1)
B0 Pemetrexed 41(3:2-4.6)
g Flacebo 2.8 (2-6-31)
E Log-rank p<0-0001
$ ol Lk HR=0/62 (95% C10.49-0.79)
5 Wald p<0.0001
: \
G
e
]
&
g
il
0 T I | T I |
b 0 12 15 18
Number at risk
Pemetrexed+BSC 359 132 7 il 4 0
Placeho+BSC 180 62 15 5 i i

Progression-free survival (26)

B0

b0

40

204

PFS od start CTH

Median PFS (95% CI)
Pemetrexed 3.9 (3.0-4.2)
Placebo 2.6 (2:2-2.9)
Log-rank p=0.0002
HR=064 (95% C1 0.51-0-81)
Wald p=0:00025

0

Mumber at risk
Pemetrexed+B5C 316
Placeho+BSC 156

b g
56 16
13 7

Paz-Ares L i wsp. Lancet Oncol 2012; 12: 247-255



PARAMOUNT — analiza podgrup

M HE {952 Cl)

All 539 —— 0-62 (0-49-0.79)
Stage

e 5O | < : 0-55 (0-24-1.26)

Y 489 " a— 0-62 (0-49-0-80)
Induction response

CR/PR 242 —— 0-48 (0-34-0-67)

S0 280 —_——— 1y 0-74 (0-53-1.04)
Pre-randomisation ECOG PS

0 170 | 0-53 (0-35-0-79)

1 366 0 0-67 (0-50-0-90)
Smoking status

Mon-smoker 116 B % 0-41 {0-24-0.71)

Smoker 419 —<3— 0-70 {0-53-0-90)
Sex

Male 313 ————— 0-74 (0-55-1.00)

Female 226 —— % 0-49 (0-34-0.72)
Age (years)

<70 447 —— 0-69 (0-54-0-90)

=70 % —— 0-35 (0-20-0-63)

<B5 350 ——— 0-70 (0-53-0-94)

=65 184a 0 0-51 (0-34-0-75)
Histology

Adenocarcinoma 471 —— 0-62 (0-49-0-80)

Large cell carcinoma 36 I L | ﬁ 0-29 (0-14-1.07)

Other 32 b o> | 0-64(0-22-1.89)

I T T 1

T T T I T T
0 o2 04 o6& 08 1.0 1.2 14 16 1.8 2.0

Favours pemetrexed Favours placebo

Paz-Ares Li wsp. Lancet Oncol 2012; 12: 247-255



, Il Linia — co dalej — CTH?

69.33% i 38.4% i 17.7% i6.0% MOS
1 linia—15.3 m-ca
100 -
90:I 2 linla—12.8 m-ca
80
70 3linia 12.0 m-ca
860 mNE . .
s 50 «» 4linila—9.9 m-ca
& 401 SD
301 u PR

First-line Second ||ne Thlrd line  Fourth-line
(N=230) (N=230) (N=230) (N=230)

Asahina H i wsp. Clin Lung Cancer 2012; 13: 39-43



FUTURE



Ganetespib

Nowy selektywny bloker HSP
90

Synergizm z taksanami

Hamowanie angiogenezy

512“6?.:25‘" Aktywnosc w NDRP




Ganetespib - potencjalne mozliwosci

[ Ganetespib ] Hamowanie aktywnosci onkogenow

* ALK, EGFR, HERZ2, szlak KRAS (RAF, MEK, ERK),
AR, ER, JAK2

Hamowanie przerzutowania i angiogenezy

« Angiogeneza: HIF-1a, VEGFR, PDFGR, VEGF
* Przerzutowanie: MET, RAF, AKT, MMPs, HIF-1a.,
IGF-1R

Synergizm z CTH i LUM

 DNA naprawa, antyapoptoza, punkty kontroli cyklu
komorkowego: ATR, BRCA1/2, BCL2, CDK1/4,
CHKZ1, surwiwin, WEE1, HIF-1a



Ganetespib
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BRAF /+/ NDRP Piers




1.0

£ 08
=
©
o)
o
a.

) 0.6
(J]
&
c
0

a 0.4
o
Y,
o
a.

0.2

0.0
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Risk G+D

Ganetespib - PFS

HR, unadjusted
HR, adjusted
Median G+D vs. D

Events
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0.73 (0.55,0.96), p=0.031
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Ganetespib - OS

10 HR, unadjusted 0.75 (0.56,1.03), p=0.065
HR, adjusted 0.72 (0.52,0.98), p=0.040
08 Median G+Dvs. D 10.7 vs. 7.4 months
Z Events 115 (65%)
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GALAXY-2 — Schemat badania Ill fazy

Ganetespib + Docetaksel

G: 150 mg/m? d 1,15 g3w
D: 75 mg/m? d 1 q3w

Zaawansowany NDRP-AC
*PD po1CTH
*ECOG PS 0/1

* Rozpoznanie > 6 miesiecy Docetaksel

D: 75 mg/m? d 1 q3w

RANDOMZACJA 1:1

N=500
Pierwszorzedowy punkt koncowy: OS

Badanie w trakcie rekrutacji; 15 panstw; >100 osrodkow




Leki nowe
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Selumetynib + DXL wobec DXL

PFS 5,5 wobec 2,1 m-ca 0S 9,4 wobec 5,2 m-ca

B A
100 Hazard ratio 058 (80% C10-42-0-79) 1007 =8~ Selumetinib plus docetaxel
= One-sided p=0-014 —& Placebo plus docetaxel
= 80- - 804
% £ . 5 Hazard ratio 0-80 (B0% C1 0-56-1.14)
3 604 5 o kY One-sided p=0-21
& g =
E H B!
E 40+ ﬁ 404
7 o F— 3
gn 20 & -
= . |
0 T T T 1 T 1 T T T 0 T T T T T T T | T T T T |
0 50 100 150 200 250 300 350 400 450 1] 50 100 150 200 250 300 350 400 450 500 G550 600 650
Time from randomisation to death (days) Time from randomisation to death (days)
Number at risk Number at risk
Selumetinbplus 43 34 28 23 12 10 4 2 1 Selumetinibpls 43 41 36 3% 28 % 4 6 & 2 1
docetaxel docetaxel
Placeboplus 40 21 12 9 f g 2 2 1 1 Placchoplus 40 3% 27 20 18 15 13 6 5 4 3 2 1
docetaxal docataxel

Jane PA i wsp. Lancet Oncol 2013; 14: 38-47



Rola of PD-1 w hamowaniu odpowiedzi immunologicznej
(“Tumor Cell Defense”)

Aktywacja

(cytokiny, proliferacja, migracja, liza)

komorki T

B7.1 CD28

Keir ME | wsp., Annu Rev Immunol 2008; Pardoll DM, Nat Rev Cancer 2012



Rola of PD-1 w hamowaniu odpowiedzi immunologicznej
(“Tumor Cell Defense”)

Aktywacja

(cytokiny, proliferacja, migracja, liza)

komorki T

Keir ME i wsp. Annu Rev Immunol 2008; Pardoll DM, Nat Rev Cancer 2012



Rola of PD-1 w hamowaniu odpowiedzi immunologicznej
(“Tumor Cell Defense”)

Aktywacja

(cytokiny, proliferacja, migracja, liza)

komorki T

Blokada Nowotwor

Keir ME i wsp. Annu Rev Immunol 2008; Pardoll DM, Nat Rev Cancer 2012



Ocena aktywnosci anty-PD-1

Dawka Pts ORR Czas trwania |SD >24 tyg. PFSR
Pts 24 tyg.
(mg/kg) n n (%) RR (m-ce) n (%) (%)
NDRP 1-10 76 14 (18) | 1.9+to 30.8+ 5 (7) 26
1 18 1 (6) 9.2+ 1 (6) 16
NDRP
3 19 6 (32) 1.9+ to 30.8+ 2 (11) 41
10 39 7 (18) 3.7 to 14.8+ 2 (5) 24




Przed/Po Anty-PD

- 58 lat byty palacz NDRP - SCC
- po 4 liniach CTH




Afatynib — mutacje ,,inne”

De novo T790M Ekson 20 insercja Inne=38
N=14 N=23

ms—law
14,9
(1,5 - 30,5)

Mediana PFS
miesigce
(zakres)
Mediana OS
miesigce
(zakres)
T790M + L858R,n{/
Patient PFS 0s
1 0.8 8.7
2 2.6 249
3 6.7 13.2
4 8.3 305
5 9.6* 24 4*
6 11.0 20.8
Median 7.5 229

Patient
1
2
3
Median

10,7

(0,4 - 11,9) (0+ - 35,8+)
9,4 18,6

(0,4 — 32,2+) (0+ - 51,3+)

™~

T790M + Del19, n=3

PFS (025
0.3 8.1
1.2 7.5
3.0 24.6
1.2 8.1

Yang JCH i wsp. WCLC 2013



Probability of survival (%)

LUME LUNG 1 - OS chorzy z ACi RR PD

Nintedanib + Placebo +
docetaxel docetaxel
Events, n (%) 45 (85) 58 (91)
80 - Median, mo 9.8 6.3
HR (95% Cl) 0.62 (0.41 to 0.94)
60 - p-value 0.0246
40
20 - gy S
1-'___l_
T T T T T T T T T
2 6 10 14 18 22 26 30 34

Time (months)

53 a4 27 22 18 13 10 7 4 2



Podsumowanie

Rak gruczotowy

MAP2K1_NRAS
AKT1 ROS1

NDRP N/ ="

(jedna jednostka)

Rak ptaskonabtonkowy

Typy histologiczne



Dziekuje za uwage



