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Immune activation and checkpoint inhibition
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PD-1 bloke eden antikorlar; Nivolumab
ve Pembrolizumab




Nivolumab

» FDA ONAYI;

» lleri evre squamoz KHDAK ve nonsquamdz KHDAK ’de standart platin bazli tedavi
sonrasi progresyonda kullanimi FDA onaylidir (PD-L1 tumor protein
ekspresyonundan bagimsiz)

» Yapilmis olan calismalar 2 haftada 1, 3 mg/kg kullamlmistir

» FDA onay1 2 haftada 1 240 mg




Three-Year Follow-up From CheckMate 017/057:
Nivolumab Versus Docetaxel in Patients With

Previously Treated Advanced Non-Small Cell Lung
Cancer

Enriqueta Felip,! Scott Gettinger,2 Marco Angelo Burgio,3 Scott J. Antonia,* Esther Holgado,> David
Spigel,® Oscar Arrieta,’ Manuel Domine,® Osvaldo Arén Frontera,? Julie Brahmer,'° Laura Q. Chow, !
Lucio Crino,3 Charles Butts,'? Bruno Coudert,’3 Leora Horn,'# Martin Steins,’ William J. Geese,® Ang

Li,'® Diane Healey,'® Everett E. Vokes'’
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. Optional switch to
CheckMate 017 (NCT01642004: N = 272) AETED & a1 92 flat dose nivolumab
until progressive disease or
( B~ AlF S R unacceptable toxicity 480 mg Q4w
Key eligibility criteria : (n = 135) allowed after
» Stage IlIB/IV SQ NSCLC 3 September 20162 p .
* ECOG PS 0-1 L, g ] Endpoints
* 1 prior platinum-based chemotherapy S * Primary
* Pretreatment (archival or fresh) tumor S ~05S
- i : o Docetaxel 75 mg/m?2 IV Q3W
\_ S2MIES eepuires! oy PIHLI ZnElElE until progressive disease or * Additional
unacceptable toxicityP — PFS
(n = 137) i
CheckMate 057 (NCT01673867; N = 582) . . > )
) Optional switch to - Efficacy by
e . o ) NivolumabSimayigil Q2 flat dose nivolumab tumor PD-L1
Key eligibility criteria until progressive disease or 480 mg Q4W :
- Stage IlIB/IV non-SQ NSCLC unacceptable toxicity ms expression
- (n = 292) allowed after - Safety
* ECOG PS 0-1 3 September 20162 o o [
» 1 prior platinum-based chemotherapy Q B Cll-UCaS;ty ot ite
* Pretreatment (archival or fresh) tumor — g 1 L ( )
samples required for PD-L1 analysis S
* Prior maintenance therapy allowed s Docetaxel 75 mg/m?2 IV Q3W
* Prior TKI therapy allowed for known ALK until Drogrisgilvetdis_eésebor
translocation or EGFR mutation unacceptable toxicity
N : utatl Y, (n = 290)

aThe protocols of both studies were amended in September 2016, when minimum follow-up was approximately 2.5 years, allowing patient
switch to nivolumab 480 mg Q4W starting 2 weeks after their last 3-mg/kg Q2W dose; PAfter completion of the primary analyses, 34 pati
the docetaxel arms who ended treatment at any time during the studies were allowed to cross over to nivolumab

ALK = anaplastic lymphoma kinase; ECOG PS = Eastern Cooperative Oncology Group performance status; EGFR = epidermal growth f
receptor; IV = intravenous; LCSS = Lung Cancer Symptom Scale; ORR = objective response rate; PFS = progression-free survival;
weeks; TKI = tyrosine kinase inhibitor



Nivolumab- Platin bazli kemoterapi
sonrasinda progresyonda
Squamoz hucreli KHDAK;

» Faz lll CheckMate 017 trial;

» 272 hasta
» Nivolumab (3 mg/kg IV 2 haftada 1)
» Dosetaxel (75 mg/m? IV 3 haftada 1)

OS belirgin artis, 9.2 vs 6.0 ay
2 yillik OS; %23 vs %8
ORR ; %20 vs %9

PD-L1 tumor ekspresyonu >%1 olan hastalarin oran %53, ama sagkalim faydasi
ile iliskisiz

vV v v Vv
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Nivolumab- Platin bazli kemoterapi
sonrasinda progresyonda
Nonsquamoz hucreli KHDAK;

>
>

vV v v v Vv

Faz Ill CheckMate 057;

582 hasta
» Nivolumab (3 mg/kg IV 2 haftada 1)
» Dosetaxel (75 mg/m? IV 3 haftada 1)

OS belirgin artis, 12.2 vs 9.4 ay
2 yilik OS; %29 vs %16
ORR ; %19 vs %12

Sigara icenlerde Nivo daha iyi

PD-L1 tuimor ekspresyonu olan hastalarin oran1 %55, sagkalim faydasi ile iliskili
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Figure 2. OS (3 years’ minimum follow-up)

CheckMate 017 (SQ NSCLC)

HR (95% Cl): 0.62 (0.48, 0.80)
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Figure 4. PFS2 (3 years’ minimum follow-up)

CheckMate 017 (SQ NSCLC)
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CheckMate 017 (SQ NSCLC) CheckMate COL5C7) (non-5Q

Nivolumab Docetaxel Nivolumab Docetaxel
(n = 135) (n=137) (n =292) (n = 290)
ORR, % (95% Cl) 20 (14, 28) 9 (5, 15) 19 (15, 24) 12 (9, 17)

Median DOR, months 25.2 8.4 18.3 5.6
(95% Cl) (9.8, NE) (3.6, 14.0) (8.4, NE) (4.4, 6.9)

Response ongoing, n/N (%) 7127 (26) 0/12 (0) 13/56 (23) 0/36 (0)

DOR = duration of response; NE = not estimable



Ilk Sira Tedavi- Nivolumab
Faz Il CheckMate 026 calismasi;

» 541 hasta PDL-1 en az %1 (+), onceden tedavi almamis
»  Nivolumab (3 mg/kg 2 haftada 1)
» ilk Sira standart platin bazli ikili kemoterapi
»  PFS 423 hastada (> %5’den fazla PD-L1 tumor ekspresyonu olan)
» Median PFS, 4.2 vs 5.9 ay
» 1 yillk PFS %24 vs %23; (HR 1.15, 95% CI 0.91-1.45).

» 0OS;
»  Median OS 14.4 vs 13.2
» 1 yillik OS %56 vs %54 (HR 1.02, 95% CI 0.80-1.30).

» > %5’den fazla PD-L1 tumor ekspresyonu olan hastalarda OS artis1 yok

» ORR > %5’den fazla PD-L1 tumor ekspresyonu olan hastalarda %26 vs %34
» Median yant suresi 12.1 vs 5.7 ay
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CheckMate 227

» Diger bir faz Ill calisma (CheckMate 227, NCT02477826)
» PDL-1 (+) ve (-) iki grupta
» Standart ilk sira platin bazli ikili kemoterapi + Nivolumab ile
» Standart ilk sira platin bazli ikili kemoterapi + Nivolumab + ipilimumab

» Calisma halen devam etmektedir




Pembrolizumab

» FDA ONAYI;

» Onceden tedavi gormiis ilerlemis KHDAK (En az %1 tumor hiicresinde PD-L1
boyanmasi +) ve

» Metastatik KHDAK’da tumorde > %50 PD-L1 ekspresyonu olan, EGFR ve ALK
mutasyonu olmayan hastalarda ilk sira tedavide onaylidir

» Metastatik nonsquamoz KHDAK’de carboplatin + pemetrexed ile birlikte (PD-L1
ekspresyonundan bagimsiz) kullanimi onaylidir




Pembrolizumab; Platin bazli kemoterapi
sonrasinda progresyonda
Nonsquamoz hucreli KHDAK




Faz | doz ekspansiyon KEYNOTE-001
calismasi;

» 495 hasta; %80 onceden tedavi almis
» Pembrolizumab, 2 ya da 3 haftada 1 hastalik progresyonuna kadar

» ORR %19,median yanit suresi 12.5 ay, median OS 12 ay
» Hastalarda hepsinde > % 1 PD-L1 (+)

» RR; %18 vs %25
» Median yant suresi 10 vs 23 ay
» Median 0S: 9.3 vs 16 ay
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Faz I1/1ll KEYNOTE-010 calismasi

» Faz lI/1Il KEYNOTE-010 calismas1 1000 hasta; onceden tedavi edilmis ileri evre
KHDAK, ve en az %1 PD-L1 eksp

» Pembrolizumab 2 mg/kg,

» Pembrolizumab 10 mg/kg,

» Docetaxel

» Median OS artmis (10.4 ay vs 12.7 ay vs 8.5 ay (HR 0.71, 95% Cl 0.58-0.88 and
0.61, 95% Cl 0.49-0.75)

» PFS butun gruplarda yaklasik 4 ay


https://www.uptodate.com/contents/pembrolizumab-drug-information?source=see_link
https://www.uptodate.com/contents/pembrolizumab-drug-information?source=see_link
https://www.uptodate.com/contents/pembrolizumab-drug-information?source=see_link
https://www.uptodate.com/contents/docetaxel-drug-information?source=see_link

Ilk Sira Tedavi- Pembrolizumab

KEYNOTE-024

» Pembrolizumab tek tedavi (200 mg IV 3 haftada 1) vs standart platin bazli ikili
KT Faz Il bir calismada degerlendirilmistir.
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J Brahmer. ASCO 2017

Progression After the Next Line of Therapy
(PFS2) and Updated OS Among Patients
With Advanced NSCLC and PD-L1 TPS 250%
Enrolled in KEYNOTE-024
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Brahmer WCLC 2017

KEYNOTE-024 Study Design (NCT02142738)

Key Eligibility Criteria Pembrolizumab
- Untreated stage IV NSCLC 200mg IV Q3W
* PD-L1 TPS 250% (2 years)
« ECOG PS 01

* No activating EGFR mutation or

ALK translocation
» No untreated brain metastases Platinum-Doublet Pembrolizumab

» No active autoimmune disease Chemotherapy? 200 mg Q3W
requiring systemic therapy (4-6 cycles) for 2 years

End Points Pemetrexed + carboplatin®
Primary: PFS (RECIST v1.1, blinded Pemetrexed + cisplatin®

. ; Paclitaxel + carboplatin
independent central review) Gemcitabine :ar'; =it

Key secondary: OS Gemcitabine + cisplatin
Secondary: ORR, safety

Exploratory: DOR

20ptional pemetrexed maintenance therapy for nonsquamous disease. "Permitted for nonsquamous disease only. . B N :
“Prior to the DMC recommendation and amendment &, which permitted those in the chemotherapyarmto be offered pembrolizumab (based oninterim analysis 2 data), patients
were eligible for crossoverwhen PD was confirmed by blinded, inde pendent central radiology review.




Brahmer WCLC 2017

Disposition
3035 patients
randomly allocated

Pembrolizumab Chemotherapy

» 154 allocated » 151 allocated
+ 154 treated * 150 treated

» 23 ongoing » 2 ongoing
+ 17 completed treatment « 27 completed treatment
» 114 discontinued » 121 discontinued
— 67 progressive disease= — 76 progressive disease=
— 30 AEs — 19 AEs
7 death 9 death
7 patient withdrawal 6 patient withdrawal
2 complete response 11 physician decision
1 physician decision

atients with clinical progression or progressive disease

July 10, 2017.

gncludes
Data cuto

#




» 305 hasta; Hastalarda en az >%50 PD-L1 ekspresyonu mevcut

» EGFR mutasyonu ve ALK translokasyonu olan hastalar calismaya dahil
edilmemistir




» PFS, primer sonlanim noktasi, pembrolizumab alan grupta belirgin artmistir;
median PFS, 10.3 vs 6 ay (HR 0.50, 95% Cl 0.37-0.68)
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J Brahmer. ASCO 2017

KEYNOTE-024: Primary Analysis
(Median Follow-Up: 11.2 months)

Progression-Free Survival? Overall Survival

HR 0.50 (95% CI 0.37-0.68) HR 0.60 (95% CIl 0.41-0.89)
P < 0.001 P = 0.005

e
a0
70
B0
504
4004
304
204
104

T T T T 1 ]

2] 12 15 ]

Time, months
Mo, &t rick Mo, at risk

mesoo . ASCO ANNUAL MEETING ‘17 | #ASCO17 B = bt
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» OS pembrolizumab alan grupta daha fazladir (HR 0.60, 95% Cl 0.41-0.89).
» ORR; %45 vs % 28
» Median yanit suresi; 12.1 ve 5.7 ay
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Overall Survival: Updated Analysis

Events,n HR (95% CI)

100
90 | Pembrolizumab? 73 0.63
] 0.47-0.86)
70.3% Chemothera 96 (04 b
80 54.89% Py P =0.002
704 | 51.5%
] ! 0 .
2 60 | 34.5% Median (95% CI)
' 50 sessensecesessssoncnsssansescend oot Boigssorascscassosssssssnsapostisscssscssenlonsnnne 30.0 mo (18.3 mo-NR)
40- | 14.2 mo (9.8 mo-19.0 mo)
30- ! !
s s
| |
0 : : : : : : : ’. : : :
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Time, S
Pembro 154 136 121 112 106 98 85 83 52 22 5 a
Chemao 151 123 107 g8 80 70 g1 55 31 16 5 a

2effective crossoverrate from chemotherapyto anti-PD-L1 therapy, 62.3% (82 patients crossed overto pembrolizumab during the study and 12 received anti-PD-L1 therapy
outside of crossover). "Mominal Fvalue. MR, not reached.
Cata cutoff: July 10, 2017.




KEYNOTE-021

» Faz 2 calisma, 123 hasta alinmis, PD-L1 ekspresyonuna gore secim yapilmamis
hastalarda
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Borghaei WCLC 2017
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Pemetrexed-Carboplatin plus Pembrolizumab as
First-Line Therapy for Advanced Nonsquamous
NSCLC: KEYNOTE-021 Cohort G Update
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Borghaei WCLC 2017

KEYNOTE-021 Cohort G

Pembrolizumab 200 mg
Q3W for 2 years
+
Pemetrexed 500 mg/m?2
+Carboplatin AUC

Study Population

*Untreated stage llIB or IV nonsquamous
NSCLC

*No activating EGFR mutation or 5 mg/mL/min Q3W for 4 cyclest
ALK translocation ‘

*Provision of a sample for PD-L1
assessmenta

+ECOGPS0or1

*No untreated brain metastases Pemetrexed 500 mg/m?2
+Carboplatin AUC

5 mg/mL/min
Q3W for 4 cyclest

Pembrolizumab
200 mg Q3W
for 2 years

*No ILD or pneumonitis requiring
systemic steroids

EndPoints
*Primary: ORR (RECIST v1.1 per blinded, independent central review)

+Key secondary: PFS

+Other secondary: OS, safety, relationship between antitumeor activity and PD-L1 TPS
*No alpha allocated for updated analysis; all P values are nominal (one-sided P < 0.025)

PD, progressive
*Randomization was stratified by PD-L1 TPS <1% vs 21%. ®ndefinite maintenance therapy with pemetrexed 500 mg/m2 Q3VW permitted.



Borghaei WCLC 2017

Disposition of Patients

219 patients screened

123 patients randomly allocated

Pembrolizumab + Chemotherapy
60 allocated

59 treated

50 25 cycles pemetrexed (85%)

Chemotherapy Alone
63 allocated
62 treated
25 crossed overto 42 25 cycles pemetrexed (68%)
pembrolizumab on study
+
15 received anti-PD-{L)1 :
outside of crossover 9 ongoing
= 53 discontinued

14 ongoing

3 completed treatment
42 discontinued

— 26 progressive disease

+ 63% (40/63) in ITT population T o s s
7 AEs » 75% (40/53) excluding those 3

. 3 patient withdrawal
utigulnyinut bzuizy 4 physician decision
2 use of prohibited therapy

— 4 patient withdrawal
— 4 physician decision
— 1 use of prohibited therapy

Data cut-off: May 31, 2017.



» ORR, primer sonlanim noktasi,
» Pembrolizumab/karboplatin/pemetrexed ve karboplatin/pemetrexed
» ORR %55 ve % 29
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Median (95% Cl)
201| 19.0(8.5-NR)
101| 8.9(6.2-11.8)

Progression-Free Survival Borghaei ESMO2017
(RECIST v1.1 by Blinded, Independent Central Review)
f 100 . 57% . 52% Events,

© 901 - 37% . 29% niN HR (95% CI)
'E 80- . : Pembro + PC 26/60 0.54

EJ 70- PC alone 40/83 E} fgﬁg?ﬂ
o b0- :

@ .

ul: 50' , L

c  40- : :

% 30-

o

)

o

o

e

0 3 6 9 12 15 18 21 24 27
No. at risk Time, months
60 51 43 32 24 22 17 9 1 0
63 42 35 25 18 13 8 5 1 0
2F wvalue is descriptive %une—sided P=0.025). .r_:-'l_ﬁl.l;fF:lI:I
Data cut-off. May g‘l, 2017. 2017
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100+ T7% . 70% Pembro+PC  20/60° 0.59
. 901 :69% : 56% PC alone see  Pe0oa
¥ 80- : :
_T; 70
S 60
a 501
¥
g Median (95% CI)
O 209| NR(22.8-NR)
104| 20.9(14.9-NR)
u"l'I"I"i"l"i"l"l"l
0 3 6 9 12 15 18 21 24 27
No. at risk Time, months
60 57 55 51 46 44 36 22 7 1
63 58 57 51 43 39 29 18 9 0

224 additional deaths since primary analysis (pembro+PC, n=7; PC alone, n = 17). P value is descriptive (one-sided P=0.025).
Data cut-off: May 31, 2017.

MADRID
207



» iki Faz Ill calisma; KEYNOTE 189 ve 407

» Sadece Standard platinum-doublet KT vs pembrolizumab’in ilk sira tedavide
PD-L1 ekspresyonuna gore secilmemis hasta grubunda devam etmektedir



https://www.uptodate.com/contents/pembrolizumab-drug-information?source=see_link

PD-L1 bloke eden antikorlar

» Atezolizumab

» Durvalumab




Atezolizumab

» Atezolizumab- Anti PD-L1

» Platin iceren ikili KT sonrasi progrese olmus metastatik NSCLC hastalarda
kullanimi1 FDA onaylidir




PD-L1 yolaginin hedeflenmesi

Ligand:reseptor iliskisinin blokaj1 ve potansiyel biyolojik

sonuclar

PD-L1:B7.1

Suprese T hucrelerinin T hucresi hazirlanmas Normal dokularda oto

. : ve aktivasyonunun Y :
harekete gecirilmesi immun reaksiyonlar

PD-L1/PD-1 yolagim PD-L1:PD-1
hedefleyen ajanlar

PD-L2:PD-1

arttirilmasi
Anti-PD1 ajanlan Evet Hayir Evet
Anti-PD-L1 ajanlan Evet Evet Hayir

Atezolizumab, direk ve selektif olarak insan PD-L1’ini hedefleyen humanize, tasarlanmis IgG1
yapisinda moloklonal antikordur
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Brahmer et al. J Clin Oncol 2010; Herbst RS, et al. Nature 2014; Chen DS, et al. Clin Cancer Res 2012; Powles T, etal. Nature 2014; Park
2010; Paterson AM, et al. J Immunol 2011; Yang J, et al. J Immunol 2011; Latchman Y. et al. Nat Immunol 2001; Brown JA, et al. J Immu
Matsumoto K, et al. Biochem Biophys Res Commun 2008; Akbari O, et al. Mucosal Immunol 2010; Schmid-€t al. J Clin Oncol 2016 (abs




Faz lll OAK Calismasi:

» Faz lll 1225 hastanin katildigi (PD-L1 ekspresyonuna gore hasta secimi
yapilmamis)

» Atezolizumab monoterapi (1200 mg IV 3 haftada 1) vs dosetaksel




Faz lll OAK Calismasi:Dizayn

TR/aPDL1/1712/0014

Lokal ileri/ metastatik
KHDAK

e e Atezolizumab PD veya klinik fayda
Tumor turu mevcut (FFPE) 1200 mg IV q3w ka;/bma kadary

1 platin kemoterapisi dahil

1-2 kere kemoterapi Tabakalandirma faktorleri: PD-L1 IC durumu, daha
uygulama51 . onceki kemoterapi rejimlerinin sayis1 (1’e kars1 2),

PD-L1 pozitif/negatif (tijm histoloji (skuamoze kars1 non-skuamoz)

hastalar) Dosetaksel PD l\(/ey; kliT(ikdfayda
ECOG PS 0-1 75 mg/m2 IV q3w aybina kadar

N=1,225

Ko-primer Sonlanim Noktasi:
« ITT ve PD-L1 = %1 (TC/IC 1-2-3) OS
Sekonder Sonlanim Noktasi:
* ORR (RECIST v1.1), PFS ve DoR (mRECIST ve RECIST v1.1), guvenlik, farmakokinetikler

Rittmeyer A, et al; Lancet 2016




Faz lll OAK Calismasi:

» Hastalar histoloji (squamoz vs nonsquamoz), PD-L1 ekpresyonu, ve onceki
aldig1 KT rejimlerine gore siniflandinlmistir

» OS( Primer sonlanim noktasi) atezolizumab grubunda dosetaksel grubuna gore
belirgin artmis (PD-L1 ekpresyonundan bagimsiz)



Faz 3 OAK Calismasi: OS, ITT

TR/aPDL1/1712/0014

100 HR, 0.732
90 iy (%95 GA, 0.62, 0.87)
80- ' P=0.0003
% 704 Minimum takip = 19 ay
E 60 -
I e :
3 40- : :
S 304 = Atezolizumab E .
o == Dosetaksel : !
20 - : :
101 Medyan 9.6 ay 'Medyan 13.8 ay
0- (%95 GA, 8.6,11.2) 1 (%95 GA, 11.8,15.7)
0 3 6 9 12 15 18 21 24
Ay

Risk alt. hasta
Atezolizumab 425 407 382 363 342 326 305 279 260 248 234 223 218 205 198 188 175 163 157 141 116 74 54 41 28 15 4
Dosetaksel 425 390 365 336 311 286 263 236 219 195 179 168 151 140 132 123 116 104 98 90 70 51 37 28 16 6 3

1

Rittmeyer A, et al; Lancet 2016



Faz 3 OAK Calismasi: TC veya IC PD-L12%1 OS
TC1/2/3 veya IC1/2/3; Hastalann %55'i

100+ HR, 0.742
90+ (%95 GA, 0.58, 0.93)
80 - P=0.0102
<3 70 - Minimum takip = 19 ay
E 60-
(o]
= | O
B
< 40 -
S 304 —— Atezolizumab l
O —— |
20 - Dosetaksel E
10 - Medyan 10.3 ay (%95 . Medyan 15.7 ay
0 GA, 8.8,12.0) (%95 GA, 12.6,18.0)
0 3 6 9 12 15 18 21 24
Risk altindaki Ay

hasta sayis1
T Atezolizumab 241 230 215 207 199 190 176 163 150 145 139 133 131 124 119 115 111 104 98 88 71 47 37 28 19 10 3
Dosetaksel 222 200 185172 161 148 136124 116 105 96 89 81 74 72 65 62 659 55 51 41 28 18 15 8 3 1

1

a tabakalandinlmis HR.
TC, timor hiicreleri; IC, timor infiltre edici bagisiklik hiicreleri; OS, genel sagkalim.

TR/aPDL1/1712/00

Rittmeyer A, et al; Lancet 2016



Faz 3 OAK Calismasi: TC veya IC PD-L1<%1 OS
TCO ve ICO; Hastalann %45’

TR/aPDL1/1712/0014

100- HR, 0.752
90 - (%95 GA, 0.59, 0.96)
80- P=0.0205b

Minimum takip = 19 ay

S 70 -

E 60-

£ B0 -mmmmmmmmmm e oo

m )

2 40- !

% 30] =—— Atezolizumab E i

w 20 =+ Dosetaksel i i
10 - Medyan 8.9 ay (%95 E E Medyan 12.6 ay
0. GA, 7.7,11.5) i | (%95 GA, 9.6,15.2)

0 3 6 9 12 15 18 21 24
No. Risk Ay

Atezolizumab 180 173 163 152 139 132 125 112 106 100 93 88 86 81 79 73 64 59 59 53 45 27 17 13 9 5 1
Dosetaksel 199 187 177 161 147 135 124 110 101 89 82 79 70 66 60 58 54 45 43 39 29 23 19 13 8 3 2

aTabakalandiritmamis HR.
bSadece aciklama amaciyla P degerleri.
TC, timor hiicreleri; IC, timor infiltre edici bagisiklik hiicreleri; OS, genel sagkalim.

Rittmeyer A, et al; Lancet 2016



» ORR; % 14 ve %13

» Median yanit suresi 16.3 ve 6.2 ay

PFS’de atezolizumab grubu dosetaksel ile karsilastinldiginda artis yok(2.8 vs 4
ay; HR 0.95, 95% C1 0.82-01.10).
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» Atezolizumab;
» Platin bazli kemoterapi ile birlikte kullanim

» Erlotinib, ipilimumab, ve diger immiuinoterapilerle birlikte kullaniminin
degerlendirildigi calismalar devam etmektedir.

» ilk sirada kullammimin degerlendirildigi ileri calisma gerekmektedir.

» Aynca faz lll yuruyen birka¢ calismada onceden tedavi almamis KHDAK hastalarinda
atezolizumab degerlendirilmektedir.



Durvalumab

»  Durvalumab — Anti PD-L1
»  Pacific calismasinda Evre Ill unrezektabl NSCLC’de KRT ile sonuclar olumlu
» leri evre NSCLC’de

» Faz | doz eskalasyon calismasinda durvalumab 2 ya da 3 haftada 1 verilmis, ve PD-L1 ekspresyonu olanlarda daha aktif
oldugu bildirilmistir.

» 200 hastada durvalumab (10 mg/kg 2 haftada 1) kullanmlmis
» 32 (%16) hastada parsiyel ya da komplet yanit alinmistir

» 88 squamoz hiicreli NSCLC hastasinda RR %21
» 112 non-squamoz NSCLC hastasinda RR %13

»  PD-L1-pozitif grupta RR %27 (84 hastanin 23’l)
»  PD-L1-negatif grupta RR %5 (92 hastanin 5’i)



https://www.uptodate.com/contents/durvalumab-drug-information?source=see_link

» Durvalumab faz | calismalan, diger ajanlarla (Anti- CTLA4 antikoru
tremelimumab, gefitinib, ve diger immiunoterapilerle) devam etmektedir.




Anti-CTLA-4- IPILIMUMAB

» Ipilimumab Anti- CTLA-4

» Fazll bir calismada ipilimumab ve standart KT carboplatin + paclitaxel sonuclar
iyi

» Faz lll bir calismada KT naiv metastatic squamoz hucreli NSCLC hastalar alinmis

» 388 hasta KT + ipilimumab

» 361 hasta KT + plasebo.

» OS, PFS fark yok

» Median OS 13.4 vs 12.4 ay;(HR 0.91, 95% Cl 0.77-1.07).

» Median PFS 5.6 ay her iki grup icin (HR 0.87, 95% Cl 0.75-1.01).

» Ipilimumab ayrica NSCLC’de erlotinib ya da krizotinib (NCT01998126) ve diger

immunoterapilerle kombine tedavileri degerlendirilmektedir.
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CheckMate 153: Continuous vs 1-Year Nivolumab
Patient Flow and Analysis Populations

1,245 patients
treated?

Efficacy an

Continuous nivolumab

220 patients on
treatment at
1 year

87 had response
at randomizati

Stop nivolumab

aMain US cohort; 1,025 patients discontinued prior to 1 year due to progression, death, study withdrawal, toxicity
bAll 220 patients continuing on treatment at 1 year were randomized regardless of response status; 57 of these
and were randomized as allowed per protocol; safety analyses were based on all 220 patients, 107 in the conti
arm; <8 patients discontinued treatment due to patient request or withdrawal of consent; 412 patients disc
request or withdrawal of consent



CheckMate 153: Continuous vs 1-Year Nivolumab
PFS From Randomization?

Median, months

(95% Cl)
100 Continuous tx NR (NR)
1-year txP 10.3 (6.4, 15.2)
80 4 HR: 0.42 (95% Cl: 0.2
. 60
§
wv
L
Q- 40-
20 -
0 | | | | | | | 1
0 3 6 9 12 15 18 21 24
Time post-randomization (months)
No. at risk
Continuous tx 76 60 53 49 35 22 10 3 0
1-year tx 87 50 43 33 21 16 5 1 0

aPatients who did not have PD at randomization; minimum/median follow-up time post-randomization, 16(30/
bWith optional retreatment allowed at PD
NR = not reached; tx = treatment



CheckMate 153: Continuous vs 1-Year Nivolumab
OS From Randomization? Hedin, mon

100 === Continuous tx NR (NR)
"-'—\_HW 1-year txP 23.2 (23.2, NA)
80 4 HR: 0.63 (95% Cl: 0.
60 -
S
8
40 -
_|_
20 —
0 | | | | | | | | |
0 3 6 9 12 15 18 21 24 27
No. at risk Time post-randomization (months)
Continuous tx 76 74 72 67 62 41 29 7 2 0
1-year tx 87 79 74 70 61 38 23 4 0 0

67

apatients who did not have PD at randomization; minimum/median follow-up time post-randomization, 10.0
bWith optional retreatment allowed at PD



» Nivolumab tedavisine devam edenlerde PFS daha iyi

» Tedaviye progresyona kadar devam oneriliyor




KUCUK HUCRELI AKCIGER KANSERI
NiVOLUMAB;

216 hastay1 kapsayan Faz Il bir calisma

ORR %21 vs %10

>
» Nivolumab + ipilimumab vs nivolumab
>
» Toksisite %24 vs %13




KUCUK HUCRELI AKCIGER KANSERI
NiVOLUMAB;

» CheckMate 331

» Faz lll calisma Platin bazli tedavi sonrasi ; Nivolumab vs KT

» Checkmate 451
» Faz Il calisma ; Nivolumab vs Nivolumab + ipilimumab

» Calismalar halen devam etmektedir




KUCUK HUCRELI AKCIGER KANSERI
PEMBROLIZUMAB

» Faz IB calisma
» 24 hasta platin bazli tedavi sonrasi relaps olan hastalarda
» ORR %33




KUCUK HUCRELI AKCIGER KANSERI:
IPILIMUMAB

>

>
>

Faz Ill calisma Cisplatin + Etoposid + ipilimumab vs Cisplatin + Etoposid
OS fark yok; 11 ay vs 10.9 ay
PFS daha iyi; 4.6 vs 4.4 ay

Faz Il calisma Carboplatin + Paklitasel + ipilimumab vs Carboplatin paklitaksel

OS istatistiksel anlamli degil ama daha iyi; 12.5 ay vs 9.0 ay



Biyomarker calismalari, tumor PD-L1
ekpresyonu

» PD-1 ve PD-L1-bloke eden antikorlarla yapilan klinik calismalarda,
immunohistokimyada artmis tumor PD-L1 ekspresyonu tedavilerin basarisini
arttirdig1 gozlenmektedir.

» Fakat bu konuda bazi celiskiler bulunmaktadir;
» Diagnostik PD-L1 immunohistokimya calismalar cesitlidir
» Cogunda Tumor hiicresinde PD-L1 ekspresyonuna bakilmaktadir.

» Sadece 1 tanesinde (Genentech, atezolizumab) ek olarak tumor-infiltre eden
immun hucrelerde PD-L1 ekspresyonuna bakilmaktadir

» PD-L1 positivite oram %1 ile 50 arasinda genis bir aralikta pozitif olarak kabul
edilmektedir.
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Biyomarker calismalari, tumor PD-L1
ekpresyonu

» Tumorlerde ve tumor bolgeleri arasinda PD-L1 heterojenitesi olabilir.
» KHDAK’de Kkiiclik tiimor orneklerinde bunu saptamak mumkin degildir

» Tumor PD-L1 ekspresyonu sistemik ve lokal tedaviler sonrasinda zamanla
degisebilir, arsivlenen tiimor doku 6rnekleri PDL-1 tUmor durumunu
belirlemek icin ideal olmayabilir.

» Anti PD-1 inhibitoru tedavisiyle, PD-L1-negatif tiimérlerde %5-20 yanit
saptanmistir




» Celiskili sonuclar olmasina ragmen su an calismalarda kullanilan elimizdeki
tek belirte¢c PDL-1’dir
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