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KHDAK'de Sistemik Tedavilerin Tarihsel Yolculugu

) 7 Osimertinib

2 { Dabrafenib®

Y7 Ceritinib §.7 Brigatinib

Paclitaxel Y 7 Gefitinib

Vinorelbine

d'7 Erlotinib

Carboplatin
)7 Alectinib

} 7 Bevacizumab

1980 1990 2000 2010
@ Firstline i Ramucirumab
: Gemcitabine
; :Sectnj lmet ) 7 2> Atezolizumab
argeted agen
& Immunotherapy Docetaxel ®> Nivolumab

L > Pembrolizumab

Single-agent platinum Platinum doublets Targeted agents and immunotherapy
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PERIOPERATIVE SYSTEMIC THERAPY

Systemic Therapy Following Surgical Resection®¢
* Test for PD-L1 status, EGFR mutations, and ALK rearrangements (stages IB-IIIA, IlIB [T3—-4, N2]).
See Principles of Molecular and Biomarker Analysis (NSCL-H).
« Patients with completely resected tumors 24 cm or node-positive NSCLC should be evaluated for additional systemic therapy.

» For patients with NSCLC positive 1fgr ALK rearrangements (category 1).

» For patients with NSCLC positive for EGFR (exon 19 deletion, exon 21 L858R) mutations who received previous adjuvant chemotherapy or
are ineligible to receive platinum-based chemotherapy (category 1). 16

ALE i D 64 CVEI ) IVCEC K ever Ve G U 060 Mg everv 4 week U AL LU & Cl

» For patients with NSCLC with PD-L1 21% and negative for EGFR exon 19 deletion or exon 21 L858R mutations or ALK rearrangements who
received previous adjuvant chemotherapy and with no contraindications to immune checkpoint inhibitors (category 1).

» Atezolizumab and hyaluronidase-tgjs subcutaneous injection may be substituted for IV atezolizumab. Atezolizumab and hyaluronidase-tqjs
has different dosing and administration instructions compared to atezolizumab for intravenous infusion.

* Pembrolizumab 200 mg eveFx 3 weeks or 400 mF every 6 weeks
» For up to a year for patients wi negative for exon 19 deletion or exon 21 L858R mutations or ALK rearrangements who

received previous adjuvant chemotherapy and with no contraindications to immune checkpoint inhibitors (category 1).17 The benefit for
patients with PD-L1 <1% is unclear.
» For up to 39 weeks for patients who received previoui neoadjuvant pembrolizumab + chemotherapy (category 1).3

0 map o

» For patients who received previous neoadjuvant durvalumab + chemotherapy and no known EGFR mutations or ALK rearrangements
(category 1). )
«Nivolumab 480 ma everv 4 weeks forup to 13 cvcles<,
» For patients who received previous neoadjuvant nivolumab + chemotherapy and no known EGFR mutations or ALK rearrangements
(category 1).
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Yuksek risk faktorleri: Adjuvan kemoterapi’ye aday hasta
secimi

* Az differansiye timorler (akciger noroendokrin timorler dahil- iyi differansiye
noroendokrin timaorler harig)

* Vaskuler invazyon

» “Wedge” rezeksiyon

* Tumor boyutu >4 cm (T2b — Evre 11A)

* Viseral plevral tutulum (PL1ve2=T2,PL3 =T3)

* Nx veya N+ (Evre |IB)

* Evre IB: (T2a>3 cm - <4 cm); T: 2-4 cm + risk faktorleri olanlar ?



Tumors previoely desgnated ss W1 by
n otner




Adjuvan Kemoterapi Alan Hastalarin Buyuk Boliminde
Hastalik 5 Yil Icinde Yineler

Rekiirrens veya Oliim Orani
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Kmmegi stem Hecr e

1. T-Lenfositler:
A CD-4 helper T
A CD-8 sitotoksik T

2. B-Lenfositler

3. Antijen prezentAeP Ced ere nid¢gartd lke rl
4. Natural Killer (NKC)

5. Lymphokine -activated killer (LAK)

6 . Temer 1 nfiltre eden | enfositl e
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KANSER VE kKMMUN SKS

1) Kk mmuyetmezliklilerde kanserin fazla ol ma s é
2) Viruslerin bir - o kansere neden ol ma s e

3) B a kahserlerin a | & | tadavi adilebilmesi

4) B a kamserlerde spontan remisyon ol ma s e

5T¢ mbDrP | gel denfosit chidtrasyonu ol ma s €
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Yy Kmmunoterapiyle il gild@ I Il k bilgiler New Yor kot a
yeélénda veriliyor, Dr. Coley enfeksiyon sonrasé¢@e
bel irtmil.

R. WILLIAM COLIENG
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Kmmru Sistem
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Kmm¢gn Kontr ol Nokt al

A Knm¢ nkontrol n o k t ail )am &sistemin uygun s ¢ rve

derinliktei mmgyra n &drinesii -d nzenlyeoyiakil adeéer
A Bu nedenle ° z el laikkaljeé dl@wumiarda hayati rol

oynamaktader

AKmmymnatsgrenl enmes i

AOt oi mm¢ Rintl emimre s i

AE k z a mpardleEh,a s a°rrélne n me s i
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CTLA-4 ve PD- 1//PD L1 Chesmkﬂ@thijkam =

anmg phase Effector phase

I ~re=ge=i_J
Dendritic cell |

Peripheral
tissue

>

Activation signals
CD28

Kpi |l i mumab

Antibody

P Antibody
: vaolumab

Atezollzumab
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James P Allison

Jame Al P |Tsccedaln t irgeecne g b emp | el ki szieotl itei

Tas ukkoun,P@r e sagmi¢k ef et t i

20 1INBo be l¥dd¢eBu 1 ki Bili m adaména

Kanser tedavi snimode un eagfaytaamhid ief ie t titi kaleerriil d i
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ntigen
dependent

AL Therapeutic

vaccines

Belagenpumatucel -L
Tergenpumatucel -L
Racotumomab
GSK1572932A
TG4010
L-BLP25
CIMAvax

Immunotherapy

Modulate T cell
function

Immuno -
Oncology

CTLA-4 inhibition
PD-1 inhibition
PD-L1 inhibition

Passive (adoptive)

Aniiumou
mADb s

Bavituximab
EGFR inhibition

Adoptive

Adoptive
cell transfer
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CTLA-4 ve PD- 1//PD L1 Chesmkﬂ@thijkam =

anmg phase Effector phase
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Activation signals
CD28

Kpi |l i mumab




I

Kmmun kontr ol nokt as
bl okaj e yapan tedavi

A Kanser h ¢ ¢ r edgektnolarak hedeflemez

AKanser al éveyd b ak &1 SidtemiéHabercisi olan
sitokinler gibi konak bakél §ehékénd& é&r may a
-al &1 ma z

ABak &l & kidtegnkin  etkisini  duruduran fren

mekani z mabzarr é n é



I

Immunoterapiyec Ycainme t e n

¥Yzeldn kl er |




Immunoterapiol vs Hedef fTiedawviv|

I

Immunotherapy Targeted

Percent Alive
Percent Alive




Erken Evre K¢-¢Kk

Akci Jer Kanser.|

Atezolizumab

(I Mpower 010



Adjuvan kanser i mm¢gnoterapisinin hedef

°nl emektir

T¢e¢mer rezeks s Adj uvan

kemot 8 Adjuvan atezolizumab

T¢emer kitlesinitm Mikrometastazl ar én Geride

kal an tg¢mer
-ékar él mas kal dér él masé_ i -j

i mmégn yanétén ar

Adjuvan kanser imm¢gnoter aplis if, Mkiametasiazlar ogadani ¥ i n
i mmegn yanété canlandérarak | Tlhkarledérrnréhmal rge zv
h¢egcecrelerini izl emek

cqeret emer hecrjel o
stime¢gle edil mesine yol ) aXabi |zlemrelidgd4 r .




| Mpower 010, r eidlldA KHDAKde adjuvan kemadteBapiden
sonra atezoli zumabdéén BSC i1l e kar
-al exader .

¢tapraz ge-i K yapeél mamé.
' Atezolizumab
Ul cc/ AJCC v7 y e g°re 1.200 mg g21d
tamamen rezeke editmi« 16 d°ng¢
evre IBi IlIA KHDAK Sisplatin + pemet 4
z e gemsi tabin, dose
24 cm evre I B te¢mor vinorelbin
COG 0i 1 14d°nge
Aobektomi / pn®monekt omi
PD-L1 analizi i-in t¢gmer dokusu
N=1.280
Kat manl andérma fakt°PFemer sonlaném nokta¥maeml i sekonder sonlaném n
yvyEr kek/ kadén yINV-DFS' nin hiyerarkik jofarak test edil difiji popg¢l
vEvre (1B, 11 ve I11A kdr@®l aRDeT@®ac®8P263"' &%50®DETC (2BBe g°re)l Eare |
yHistoloji evre IIT 1A pop¢l asyonda DFS
yPD-L1 t¢mer ekspresyonu ARawnmomi zEC2/Ad3 TlkAn By &l lesykeeviéelk DF S
ve herhangi bir IC, TCO0/1 + I1C2/3 ve TCO/1 + A ITT (evre IBi llIA)

| CO/ 1 karkél akt &r mas é

| Mpower 010 -al &i masénén yapéldéké d°nemde, AJCC/ UICC KHDAK sénéflamasénda dekiliklik ya
AJCC/ UlI CC akci ker kanseri TNM sénéflamasé ve klinik evrel eme deiadjeunN aari nk é8mo tveerr sp iy osnatknldal
hasta tipleri dekiltirilmemektedir

Her i ki koldaki tetkikIler de, ayné programda hastal ék rek¢rrensi a-ée€séndan d¢gzenli tara
I C, t¢gmePr¢ infiltre eden i mmgn hegcreler I NV, aralté&rmacé& taraféndan dekerlendirilen; T
*SP142 analiaisnal gkreek¢crrensi a-éséndan degzenli taramalaré& ve g°zlemi i-ermektedir




| Mpower 010 -al ékma pop¢l asyonu, ki
al an hastal arl temsil et
O%1 -P1OC (SP263) Randomi ze edilfen t¢m ITT
. Téem hastal ar  (evrelldllA) pop¢cl asyomllA)evire 1 1 (evrelBalllA)
¥zell ik _ - - -
(N=1005) Atezolizumab BSC Atezolizumab BSC Atezolizumab BSC
(n=248) (n=228) (n=442) (n=440) (n=507) (n=498)
Medyan (aral k) \ 62(26384) 61 (34882) 62 (26584) 62 (33582) 62 (26584) 62 (33583) 62 (26384)
065 Yal, n (%) 382 (38,0) 92 (37,1) 97 (42,5) 161 (36,4) 177 (40,2) 184 (36,3) 198 (39,8)
Cinsiyet, erkek, n (%) 672 (66,9) 171 (69,0) 147 (64,5) 295 (66,7) 294 (66,8) 337 (66,5) 335 (67,3)
Irk, n (%)
Beyaz &rk 738 (73,4) 162 (65,3) 166 (72,8) 307 (69,5) 324 (73,6) 362 (71,4) 376 (75,5)
Asyal & 242 (24,1) 78 (31,5) 56 (24,6) 121 (27,4) 106 (24,1) 130 (25,6) 112 (22,5)
Di ker 25 (2,5) 8(3,2) 6 (2,6) 14 (3,2) 10 (2,3) 15 (3,0) 10 (2,0)
ECOG PS, n (%)
0 556 (55,3) 140 (56,5) 125 (54,8) 239 (54,1) 252 (57,3) 273 (53,8) 283 (56,8)
1 446 (44,4) 107 (43,1) 102 (44,7) 201 (45,5) 187 (42,5) 232 (45,8) 214 (43,0)
Hi stoloji, nonskd 659 (65,6) 152 (61,3) 143 (62,7) 292 (66,1) 296 (67,3) 328 (64,7) 331 (66,5)
Evre, n (%)
IB 123 (12,2) 5 5 5 3 65 (12,8) 58 (11,6)
A 295 (29,4) 85 (34,3) 76 (33,3) 147 (33,3) 148 (33,6) 147 (29,0) 148 (29,7)
1B 174 (17,3) 46 (18,5) 37 (16,2) 90 (20,4) 84 (19,1) 90 (17,8) 84 (16,9)
HA 413 (41,1) 117 (47,2) 115 (50,4) 205 (46,4) 208 (47,3) 205 (40,4) 208 (41,8)

Kl inik

ke2 e aRdrRilhi :

i
m



| Mpower 010 -al ékma pop¢l asyonu, K1 i

alan hastalarl temsil et m
O%1 -P1OC (SP263) Randomi ze edillen t¢m ITT
. Téem hastal ar  (evrelldllA) pop¢l asyomllf)evire |1 (evrelBdllA)
¥zell ik _
(N=1005) Atezolizumab BSC Atezolizumab BSC Atezolizumab BSC
(n=248) ( n2=2)8 (n=442) (n=440) (n=507) (n=498)

Te¢ten ¢reéenleri kdllaném 9qykese,
n (%)

Hi -bir zaman 222 (22,1) 51 (20,6) 41 (18,0) 100 (22,6) 96 (21,8) 114 (22,5) 108 (21,7)

o

ku';:aan;ne n devam eden/ dah.3q°NC e g7 9.4 187 (82,0) 342 (77,4) 344 (78,2) 393 (77,5) 390 (78,3)
spP263ilePDL1, O%1 TC, 835549 * 248 (100) 228 (100) 248 (57,8) 228 (53,0) 283 (57,4) 252 (51,9)
EGFR mutasyon durumu, n (%)Y

Pozitif 117 (11,6) 23(9,3) 20 (8,8) 49 (11,1) 60 (13,6) 53 (10,5) 64 (12,9)

Negatif 527 (52,4) 123 (49,6) 125 (54,8) 229 (51,8) 234 (53,2) 261 (51,5) 266 (53,4)

BilinmiyorA 361 (35,9) 102 (41,1) 83 (36,4) 164 (37,1) 146 (33,2) 193 (38,1) 168 (33,7)
ALK rearrangement durumu, n (%)°

Pozitif 33(3,3) 12 (4,8) 11 (4,8) 14 (3,2) 17 (3,9) 15 (3,0) 18 (3,6)

Negatif 574 (57,1) 133 (53,6) 121 (53,1) 251 (56,8) 256 (58,2) 280 (55,2) 294 (59,0)

Bilinmeyen ¢ 398 (39,6) 103 (41,5) 96 (42,1) 177 (40,0) 167 (38,0) 212 (41,8) 186 (37,3)
KI'ini k kesme tarihi: 21 Ocak 2021. *|I TT pope¢llakybmdaki 26r éSaisutamalriwn( o 1i9ha2y6adn iKIH

hast al aBGERALKdunr,umu yerel ©°|l-ekte ya da mer HeazZi polpadl &@sFRbaekemue bdil i nmmykeni hast al

ALKdur umu bilinmeyen hastalarén %80, 7' sinde skuam®z KHDAK ol duku bé&rdirlenmil vi




¢al ékma kol l arée, hastal ék ve
dajéel ém gqQ3tTdr mioptill masyon)
ITT (evre IBAIIIA)*
zellik Tém hastal a tr—=—1+6065)
Atezolizumab (n=507) BSC (n=498)
Mediastinal lenf nodu diseksiyonu, n (%) 811 (80,7) 402 (79,3) 409 (82,1)
Medi astinal | enf nodu ©°rneji al é@&mé, n| ( %)181(18,0) 93 (18,3) 88 (17,7)
Bl gesel I enf nodu durumu (pN), n (%)
NO 352 (35,0) 183 (36,1) 169 (33,9)
N1 348 (34,6) 170 (33,5) 178 (35,7)
N2 305 (30,3) 154 (30,4) 151 (30,3)
Cerrahi tipi, n (%)Y
Lobektomi 785 (78,1) 394 (77,7) 391 (78,5)
Pn° monekt omi 160 (15,9) 77 (15,2) 83 (16,7)
Bilobektomi 50 (5,0) 31 (6,1) 19 (3,8)
(C:rrarlaéhkl) g;;rl eK,I madyen il k atezolizumab t edag,é(ﬁ,é-é?o? y 3 daS,Z?z,%-g,?)ye kadé‘,f(z,ﬁB?oj en
Kemoterapi tedavisi, n (%)
Sisplatin-dosetaksel 152 (15,1) 77 (15,2) 75 (15,1)
Sisplatin-gemsitabin 165 (16,4) 88 (17,4) 77 (15,5)
Sisplatin-vinorelbin 303 (30,1) 152 (30,0) 151 (30,3)
Sisplatin-pemetreksed 385 (38,3) 190 (37,5) 195 (39,2)
Klinik kesme tarihi: 21 Ocak 2021
010 hasta -greplear agtsteril memektedir
*Yal nézca WCLC 2021'de yayémlanmél | TT verileri

t ede

medy



Kemoterapi Tedavisi( Randomi ze Edilen | TT P

Kemoterapi tedavisi T¢m hastalar (np=1005)
Sisplatin-dosetaksel n=152
4 siklus sisplatin uygulanan, n (%) 145 (95,4)
4 siklus dosetaksel alan, n (%) 144 (94,7)
Sisplatin-gemsitabin n=165
4 siklus sisplatin uygulanan, n (%) 130 (78,8)
4 siklus gemsitabin uygulanan, n (%) 126 (76,4)
Sisplatin-vinorelbin n=303
4 siklus sisplatin uygulanan, n (%) 245 (80,9)
4 siklus vinorelbin alan, n (%) 243 (80,2)
Sisplatin-pemetreksed n=385
4 siklus sisplatin uygulanan, n (%) 341 (88,6)
4 siklus pemetreksed alan, n (%) 344 (89,4)

Klinik kesme tarihi: 21 Ocak 2021
* 01 doz kemoterapi (sisplatin, vinorelbin, dosetaksel, g
grupl aréna randomi ze edilen t¢m uygun hastalar ol arak tan

naB vetdaha sonrg atepobzoneab ya dakBS@ d) al mé

e
é&ml anméitér




IMpower010: Etkililik
(Primer Analiz)
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1 -PlIOC*evrellil 1 I AA. pop¢l asyonda DFS
(pri mer sonl aném noktasé
Atezolizumab BSC
(n=248) (n=228)
Medyan DFS (%95 GA), ay NE (36.1, NE) | 35.3 (29.0, NE)
Kat manl andér él m 0.66 (0.50, 0.88)
Pdekér i 0.004A

Medyan taki.p &y r (edibdd) 8RR,

_____________________________________________________

%48.2

Ri sk alteéndak

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
S¢re (Ay)

i hasta sayésé

Atezolizumab 248 235 225 217 206 198 190 181 159 134 111 76 54 31 22 12 8 3 3
BSC 228 212 186 169 160 151 142 135117 97 80 59 38 21 14 7 6 4 3

KI'inik k

Aat manl and &sr&rlan®ieSltdig.i n anl a

esme tarihi: 21 Ocak 2021. NE, de
mil | s er

il emeyen. *SP263 analizine g°re.
é k én r
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O%1 -PlIOC*evrellil I I A
b

¢l asyonwruplardar e n
tutarl é i

-1 mde DFS yar

Alt-grup N . HR (95% CI)Y
T¢m hastalar 476 '—0—' 0.66 (0.50, 0.88)
Yack

<65y 287 —— 0.67 (0.46, 0.96)
265y 189 . 0.64 (0.41, 1.01)
Cinsiyet

Erkek 318 —— 0.69 (0.48, 0.99)
Kadeén 158 —— 0.61(0.38, 0.97)
Irk

Beyaz érk 328 —e— 0.63 (0.45, 0.89)
Asyal & 134 —— 0.63 (0.37, 1.06)
ECOG PS ;

0 265 —— 0.57 (0.40, 0.83)
1 209 e 0.79 (0.51, 1.23)

Téeten ¢reéenl eri kull aném °§yk¢s¢
Hi -bir zaman 92 — 0.63 (0.37, 1.10)
Daha °nce 309 — 0.54 (0.37, 0.78)
Halen devam eden 75 L I 1.24 (0.58, 2.64)
Histoloji
Skuame® z 181 — 0.78 (0.47, 1.29)
Nonskuame z 295 —— 0.60 (0.42, 0.84)

011 1.0 16.0
HR

Atezolizumab dahaiyi BSC daha iyi

Klinik kesme tarihi: 21 Ocaﬁ'(;zmmh.st*al?lazeii-dmalkiazingamdenadH‘aé'réItnaénﬁ(; id-iikre rk aatlmmanl|l andér é|
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O%1 -PIOC*evrellil | I A
b

pop¢l asyonwruplardar e n
tutarl é r b

i -1 mde DFS yar :

Alt-grup

HR (95% C1}¥

T¢m hastalar 476 —— 0.66 (0.50, 0.88)
EGFR mutasyon durumu

Evet 43 e 0.57 (0.26, 1.24)
Hayer 248 o 0.67 (0.45, 1.00)
Bilinmiyor 185 e 0.61(0.38, 0.98)

ALK rearrangement durumu |
Evet 23 . 1.05 (0.32, 3.45)
Hayer 254 e 0.64 (0.44, 0.93)
Bilinmiyork 199 e 0.62 (0.39, 1.00)
011 I S I:I.O ‘ S I1I6.0
HR
Atezolizumab dahaiyi BSC daha iyi
Klini k kesme tarihi: 21

OcaM ¢mMOPhhstabR263 -amalkiaz iroarmd gihadeé nd | tmdnh¢, id-iikre rkAsafl Mapb pp t BEGFRb md m

yada ALKAdur umu bil i nmeyen ve %80, 7' si ndpe nralksBa g%z ekH D A K | arladn

hastal arén séraséyla %89, 2"'si




Ara DFS anali zindeki eldkCeweldDSI VvAG d 4
artékeée y°n¢egndmi efi tim g st

O%1l -PIDIC Randomize edilen ITT

_ evre II-IIA _ t¢m e vidAe || _
S B X
~ 1004 ~ 1004 ~ 1004
€ € £
[} (0] w
P BO_N 801 < 80-\~N~:
PR © 60 @ 601
T 40 o 40 G 404
c HR,*0,.77 < HR,* 0.99 c HR,* 1.07
- (%95 GA 0.51, 1.17) & a0l (%95 GA 0.73, 1.33) & a0l (%95 GA 0.80, 1.42)
—+ Atezolizumab ~—+ Atezolizumab — Atezolizumab
— BSC - BSC — BSC
e« O O L L —— 0’..“‘...........‘...
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51 54 57 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57
Risk alténdaki S¢re (Ay) Risk alténdaki S¢re (Ay) Risk alténdaki S¢re (Ay)
hasta sayésé hasta sayésé hasta sayésé
Atezcmz:mab 248 341 241 237 234 231225222218 196 164 126 99 62 40 26 13 5 3 NE Atezollz:mab 4-42129423420416405396 386378344 279203152 97 66 32 17 8 4 NE Alezc\izulmab 5071924884784?246345043943039231522717010& 71 36 20 11 7 2
BSC 228 220 214 210 205201 198 192185172 135110 80 57 32 17 10 7 5 2 BSC 440426416405 396 389 382 373 361 331258204 143100 55 26 16 10 5 2 BSC 498484 473 462 452444 437 428415384 304236169121 71 31 19 12 6 3
AOS verileri, °nceden planlanmék olan ara DFS analizinde ol gun
i I TT pop¢l asyondaki OS for mal ol arak test edilmemiltir
i O%l -PLDCevrelldl 1 | A hastalarda atezolizumab ile OS artéi & y°n¢gnde
i I TT pop¢l asyonun final DFS analizinde pozitif ol masé durumur
i ¢al i manén ilk interim OS analizi ilerleyen slaytélarda g°st

Kl i ni k kesme tarihi: 21 Ocak 2021. *Kat manl andér &l méi




| Mpower 010: Ge¢gvenl il i1 k Ver i |\
(Primer Analiz)



G¢e¢venlili k profili y°netilebil i r n
gzl enmemi Kt ir.*

Atezolizumab BSC

n (%) (n=495) (n=495)

Her hangi bir nedene bakl & AE 459 (92.7) 350 (70.7)

Tedaviyle ililkili AE 335 (67.7) d

Derece 3 84 AE 108 (21.8) 57 (11.5)

Tedaviyle il&8AKili derece 3 53 (10.7) o)

Ciddi AE 87 (17.6) 42 (8.5)

Tedaviyle ililkili ciddi AE 37 (7.5) o}

Derece 5 AE 8 (1.6)Y 3(0.6)A

Tedaviyle ililkili derece 5 AE 4 (0.8) o)
Atezolizumabda ara verilmesine yol 142 (28.7) d
Atezolizumabdén bérakél maséna yol a 90 (18.2) o}

kmmen i il kili AE' Il er 256 (51.7) 47 (9.5)

Derece3d4 i mmen il il kili AE' |l er 39 (7.9) 3 (0.6)

Sistemi k kortikosteroidlerin kullanémeéo@2lgerektirehO08mmen| il i
Klinik kesme tarihi: 21 Ocak 2021.
*Veriler g¢venlilik popé¢lasyonuna (01 atezolizumab kull anan veya BSC'ye ayré&lan, baila
randomi ze edilmil t¢m ha%mhaleas) i dgypanafh kd k°@nda thoarsatkasl ;€ k-ok| u organ di sfonksiyonu sendr omi
£ serebrovaske¢l er olZayakwatr imimied anikyuotkPakradmpfPy @ mmez |, i ki .
pul moner embolizm; ayné hastada kaardalytakr mampypya agl® ve tsedaviky il o ki;l i [ kil i




pd

Hastal arén O%l'inde Ortaya ¢ékan Kmmg¢n

Atezolizumab BSC
(n=495) (n=495)
n (%) He;g?gg; bir Derece 3 84 Heg:ggé bir Derece 3 84
Her hangi bir immen ilil ki 256 (51.7)A 39 (%7.9) 47 (9.5) 5 (0.6)
Do ke¢nt ¢ 91 (18.4) 7 (1.4) 11 (2.2) 0
Hepatit (tané ve | abor atju8@@74anior20a0) i k| 221(4i4) 1(0.2)
Hepatit (laboratuvar anormallikleri) 81 (16.4) 16 (3.2) 21 (4.2) 1(0.2)
Hepatit (tanée) 7 (1.4) 4 (0.8) 1(0.2) 0
Hipotiroidizm 86 (17.4) 0 3 (0.6) 0
Hipertiroidizm 32 (6.5) 2 (0.4) 4 (0.8) 0
Pn°monit 19 (3.8)A 4 (0.8) 3(0.6) 0
knfeé¢zyonla ililkili reaklsi#®a4 1(0.2) 0 0
Adrenal yetmezlik 6 (1.2) 2 (0.4) 0 0
flivn”;kres}mft:rirhi:zglgcvalézr?zll'i|ik popelasyonuna (Ol atezolizumab kullanan veya BSC'ye ayré&lan, ball
olan randomize edilmil t¢mAhas®a,lay)danyan ma killaay ,i2-)e rdree ketceed i5r .o | ay &

i -ermektedir




| Mpower 010 Biyobeli rte- Anal
(Primer Analiz)



At ezoli zumahb
d¢zeyleriyl e
Alt-grup (EGFR+/ALK+ dahil) n
SP263 analiziyle PD-L1 durumu
<%1TC 383
Owl TC 476
%1149 TC 247
O%50 TC 229
Té¢m hadget al ar 882
Alt-grup (_ EGFR+/ ALK* déxkeénn
SP263 analiziyle PD-L1 durumu
<%l1TC 312
0%l TC 410
%1749 TC 201
O%50 TC 209
Tem hadtal ar 743

Klinik kesme tarihi: 21 Ocak 2021

*SP263 anal fTzimnéragtrad ;ar i -in

grupl aréndaki DFS
ol duku bilinen KHDAK
hoc

I 1l e BSC' ye keéyalsllekspresyord e e
oranteéelé olduju kaydedi Il m
HR (%95 GA)VA
—e— 0.97 (0.72, 1.31)
—— 0.66 (0.50, 0.88)
—&1— 0.87 (0.60, 1.26)
—— 0.43 (0.27, 0.68)
— 0.79 (0.64, 0.96)
01 e LY
< R -
Atezolizumab daha BSC daha
iyi iyi
da) HR (%95 GA)** § ¥
—— 0.92 (0.65, 1.30)
—— 0.62 (0.45, 0.86)
———i 0.82 (0.54, 1.25)
—— 0.43 (0.26, 0.71)
—— 0.74 (0.59, 0.93)
0.1 1.0 10,0
< R >
Atezolizumab daha BSC daha

kat mpamd minadrééd ré | tm@rh ¢,

iyi

ol ar ak A/am2s6l3meiilteérdekerl endirildiikidugnene®k2enhameamidbt PD

iyi
id-i ikre r ke8I -hll TE nedTE PoB49mie mé | t &r ;
analiz| é8R2 63 iiilfes ed e kod ralreankd iyraipl &l inkéd ut gémrenn e © k 2 @EGHRRY Altked Bt P D ;
hastal ar &nréu pil-aerréme nieckniée dii-ri;n *k*eBGRRaeALK-aanldt® ir 18 4 ma maéh a Bir z 1 er i

post




ct DNA pozitifliJinin

kKot ¢

DFS i -1

bel i rl enmi Kk ve hem ichaNtAarl ehredma dlet e
destekl eyen sonu-1ar el de
ct DNA' nén t anguplardakiDE$ é T¢m ct DNA a-éséndan defjje
1,0 ! . evrell-l ' A hastalarda mDFS 31}4
09 1 (evreII-IIIA p0p¢,lasyo (atezo) olarak belirfje
' HR'nin 0.69 (%95 GA: 0.53, 0.89)
0,8 1 ol duju hesaplanméxktger
0,7 1
0,6 1! ..
) — =:||>ctDNA| CtDNA &
E 0,51 #
0,41 mDFS, ay NR NR
1 HR (%95
0.3 (% 0.72 (0.52, 1.00)
0.2 ! CtDNA+ GA)
0,11
CDNA+ Atezo BSC
0,0 ! (n=53) (n=59)
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 mDFS, ay 19.1 7.9
Ri sk alténdaki hasta sayésésére (Ay) HR (%95
Atezo, ctDNAT 218 206 199 192 189 180 170 166 151 131 112 73 58 B8] 24 12 8 & 2 0 GA 061 (039’ 094)
Atezo, ctDNA+ 53 47 & 88 29 28 27 25 23 17 14 10 6 8 2 0 0 0 0 0 )
BSC, ctDNAT 204 193 176 167 158 152 143 137 124 106 88 62 44 19 9 & & 0 0 0
BSC,ctDNA+ 59 53 34 24 21 16 15 13 13 9 8 6 4 1 1 0 0O 0 0 O
Kl inik kesme tarihi: 21 Ocak 2021. Katmanlandé&ré&l maméi HR'ler g°sterilmemektedir.




2024 ASCO

IMpower010: Rezeksi yon uygul lahmék ¢, exgk eh

akci ker kanserinde (KHDAK) adjuvan
destekleyici baké&mén karl &l altér g
sonra el de edilen final hastal eks
sakkalem (OS) ara sonu-1aré€



IMpower010 Evre IIi HIA, PD-L 1 O %1 : DFS v

(%)

R
~
i) @
s DFS oS
© 1’_
6 Fo)
100 === En Kkyi Destekleyici —Ba‘?oém == En kyi Destekleyici Bak
= - - (N=229) )Z ~ « — - Atezolizumab (N=248)
w 1 .3 Atezolizumab (N=248) © “ + Sans¢rl enmil
= ot 1% Sans¢rl enmil _ g
~ 80 O 80 ' %74,8
=
= €
" RO
' —
1
N6 i ! %53,2 S e :
] g *" o T; :
X MR - - n :
v 1
- & HR: 0,70 - 4 HR: 0,77 !
© (0,545; 0,910) o (0,557; 1,058) :
=4 1
" 1 ) 1
: | : |
Medyan (%95 GA) i Medyan (9 i
N lyan (%95 GA)
En kyi Destekle yi’8i30.BaM®E m (N=228) , Best Supportive Care (N=228)  87.1 (79.2, NE) :
Atezolizumab (N=248) 685 (51.8. NE) i Atezolizumab (N=248) NE "
. - 1 v !
0, B R WM W W & e K 8 2 78 e W 0 6 12 18 24 30 36 4 48 54 60 6 72 78 84 90
Sere (Ay) S¢re (Ay)
228 186 160 143 129 120 108 95 9N 86 69 42 2 6 4 NE
228 214 205 198 185 172 166 152 144 134 129 103 65 29 9 4
20 2220 e AN WO W, VW RO 180 L R M B 7 My 248 241 234 225 218 208 195 187 181 173 167 126 76 32 11 3
Mi n. takip sMerdeysain: t6abk iapy s¢resi @ 65,2 ay
[ DFS IA ve OS IAl'de elde edilen veriler*: HR 0,66 ve 0,71 ]
Wakelee etal. IMpowerOlO Final disease -free survival (DFS) and second overall survival (OS) interim
. . . o . : i i IS ts after O5 years of follow up of a phase |11
@S Ver"?”i o8 [hAa°de Ol af IREECINCHACE. Lt IRCICIIRCHINUENU ARG ICIACHUCICERCIRCH OIres’(’ecte%stagelB-IIIAnonsmallt:ellIungcancer(NSCLC) 2024 ASCO Yéll ék Toplan
ger-eklelmiltir LBA8035);

Wakelee et al. IMpower010 ASCO 2021; Felip et al. IMpower010 WCLC 2022 OS |1A1
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IMpower010 Evre IIT IIA, PD-L 1 O %5 0 : DS v
EGFR/ ALK hari -

(%)

R
- —_
o X
z -
p DFS o oS
© -
— ROl
°© 100 _ o o %o e e ———En Kkyi Destekleyici B
I ey En «kxyi Destekleyici Bakegym e — = = - Atezolizumab (N=106)
o 8 7 (N=103) © — + sans¢rlenmil
- s i +  Atezolizumab (N=106) — T
o — Sans¢rl enmil ° g T iy .
s =% £ i bbb o
o e . o ! %82,1
N B W E :
] Y — -~ — -+ 60 H
N w ' x i
- ; = 5 %63,7
X Il n '
° HR: 0,49 . — HR: 0,44 ;
© 40 (0,320; 0,753) ! %45,8 © (0,26; 0,745) !
@ i o i
© ! o i
T I |
20 : 20 :
Medyan (%95 GA) i Medyan (%95 GA) _ ] '
En kyi Destekl| eyi®i20Bakém (N=103) En kyi Destekl| ey87d{72BHKEm i
Atezolizumab (N=106) NE ! (N=103) NE ]
! 0 Atezolizumab (N=106) |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 0 6 12 18 24 30 36 42 48 54 60 6 72 7B 84 2
S¢re (Ay) S¢re (Ay)
103 84 72 65 62 60 53 47 L 42 35 23 9 2 2 NE 103 98 95 0 84 77 75 68 65 60 58 46 3N 15 4 2
106 9 90 88 84 78 73 64 62 59 48 28 18 3 2 1 106 104 103 101 9 9% 0 87 B84 81 78 &0 40 18 6 1
Min. taki sMgerdeysain:  t6a0k i s¢resi: 65,2 a
<
[ DFS IA ve OS IAl'de elde edilen veriler*: HR 0,43 ve 0,42 ]
. . , . X R _ Wakelee, etal. IMpower010: Final disease -f r ee survi val (DFS) and second overall surviva
OS verileri, OS I A2'de r°latif olara3dlgunlalmamél durapbAdal stullybifadjldnteatedolBimBivs best supportive care in resected stage 1B -1l1A non-small cell lung cancer (NSCLC).

2024 ASCO Yéll &k Topl ant é@sénct

ger-eklelmiiltir
Wakelee et al. IMpower010 ASCO 2021, Felip et al. IMpower010 WCLC 2022 OS 1AL



At ezol i zumab NSCL Adj uvan

TECENTRIQ 1200 mg/20mli nf ¢ zyoht ehlatzie r |i a nkamsantrei Ké g a ¢Bilgisi¥ z et |

Endikasyonu: Erken Evre K ¢ - Hk c rDeél A& c i Kaeseri (EE-KHDAK): TECENTRIQ, PD-L1 ekspresyonut ¢ m° r
h¢ecr el @C)iOMB0lan,y et | Bviell-HIAK ¢ - B kc rdelaik c i Khnsarih a st a | asreksiyaha ve platin
b a zKergoterapiyi takiben, adjuvan tedavide monoterapi olarak endikedir. Non-s k u a nk®¢z- bk c rdeélei& ci | er

kanserlerinde EGFR ve ALK mu t a s y o nnlegatif 8 h snegeréklidir Ha st a k, & keya kabul edilemez toksisite

ol madmaksimtmmly &l¢ r ekyul | el aiyg@ndué
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| Mpower 010 -al ekmaséna hasta aléem s¢reci bakl adej e
s¢remegder. | Mpower 010 -al ékmaséenéen yapéldéeje dPnem
1
N Kategorileri I N Kategorileri
Genel evre 8. versiyon Genel evre
T/IM NO

01 c¢cm Tla 1A 1A Tla 11B 1A

>182 cm Tla 1A 1A T1b 11B 1A

>283 cm T1b 1A 1A Tlc 11B 1A

>304 cm T2a 1B 5 1A 1A T2a 1B 11B A

>4085 cm T2a 1B 1A 1A T2b 1A 11B 1A

>587 cm T2b 1A 11B 1A T3 11B 1A 1B

Yapél ar * T3 11B 1A 1A T3 11B 1A 111B

>7 cm T3 11B 1A 1A T4 1A 1A 1B

Diyafram T3 11B 1A 1A T4 1A 1A 111B

Endobroniiyal: | okaddicmasyoh/ @3 efl|e kB a 2 118A 1A T2a 1B 11B A

Endobroniiyal: | okabicmasyoh/ ax efl|e kB a 1A 1A T2b 1A 11B 1A

T4 (diyafram invazyonuve >7cm d &l &nd a? k a| a4 1A 1A e Y T4 1A 1A e Y

Mla Mla Mla

M1b tek bir lezyon Cower 010 . . Turuncu renkteki kutular, v7 ya da v8'e | (vietastatik)

a 3 o ; .
Mic -oklu lezyonlar . v - - N gre iMpow_erOlO kayded_llen
. . . hastal aré g°steir mektedir
a ad e d
Evre IB 1. Rami-Porta, et al. Lung cancer - major changes in the American Joint Committee on Cancer eighth
. & . . . . Bvre A a4l . § . edition cancer s'aglng manual. CA Cancer J Clin 2017

*G°k¢s duvaré (parietal plevra ve superi®°r sul Héntk "R1r(1) el | 4 oeergck efiar c@or it sk cassatpn o eficer, what o gnefir of me@ £ A |
AMedi asten, kalp, b¢yeck damarlar, trakea, rek¢freéen | ar[ggeat stni 3.m35e.e_e,ec¢a%.;£fv§lmﬁ?; ':2';';?:?;;:;z';‘g';:e;;""‘yt!.ﬁ‘gﬂm.z;?.";:fgc;’ |
ve karina Evre IIIB 4. Felip, et al. Adjuvant atezolizumab after adjuvant chemotherapy in resected sta(:: ?éc)'AscilﬁizjoﬁfniﬁBﬁ

lung cancer a open -label, phase 3 trial. Lancet 2021
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2023 World Conference
on Lung Cancer

Final proposals for the 9th TNM classification

« T descriptors: No change

* N descriptors:
Split N2 into single-station N2 (N2a) vs multiple-station N2 (N2b)

* M descriptors:
M1a: pleural effusion/dissemination, pericardial effusion, contralateral
intrapulmonary metastasis,
M1b: single metastasis in a single extrathoracic organ
M1c1: multiple metastases in a single extrathoracic organ system
M1c2: multiple metastases in multiple extrathoracic organ systems




I

8th Edition TNM Categories oth Edition TNM Categories
NO | NT | N2 | N3 NO | N1 N2 N3
T/M | Label T/M | Description N2a|N2b
Tl1a IAT | 1B § lIA Tla <1cm IATJIIA §1IB | IIA
T1 |T1b IA2 | 1B § A T1 [T1b >1to<2cm IA2 R 1IA § 1B | 1A
Tic IA3 | 1B § IIA T1c >2to<3cm IA3 R 1IIA B 1B | 1A
T2a Inv “B A T2a Visceral pleura / central invasion 1B § A
T2 |T2a >34 B § A T2 |T2a >3tos4cm 1B § 1A
T2b >4-5 1A 11B 1A T2b >4to<5cm 1A | IIB § IIIA
T3 >57 1B | WA T3 >5to<7cm 1B | A § A
T3 |T3 Inv 1B | A T3 |[T3 Invasion 1B | A § A
T3 SameLobeNod | 1IB | IlIA T3 Same lobe tumor nodule 1B | A § IIA
T4 >7 IMA | 1A T4 >7cm 1A | IA
T4 [T4 Inv A | 1A T4 |T4 Invasion 1A | IIA
T4 IpsiNod MA | 1lIA T4 Ipsilateral tumor nodule A | A
M1a PIDissem M1a Pleural/pericardial dissemination
M1 M1a Contr Nod M1a Contralateral tumor nodule
M1b Single Les M1 |[M1b Single extrathoracic lesion
M1c Mult Les : : : : M1c1 Multiple lesions, 1 organ system B IVB : : :
M1c2 Multiple lesions, >1 organ system B B B B B




ALINA: Erken evre ALK+ KHDAK
hastal ar Enda kemot er
alektinibin
et kil 111 KI ve (g,



Rezekte edi |l ebi Il 1 r ALK+ K

AKHDAK hastal ar 840’ §mklrad 2&kkt%80edi | ebi |l i r¥hast
Tedaviye rakmen, hastal éeék rek¢rrensi g°r ¢l me |
olarak ~ %45376) °*

AKHDAK ol an ha5tiahde AL R4r e ar aAKrKHDAKaipikéolarakat?3d & r

ADaha gen- vyaltaki hastal arda g°r¢l ¢r (tané
ASigara kullanmayan kililerde daha yaygéndé&r
AYiksek beyin metastazé riskiyle ililkilidir

(hastal ék seyri boydbmc¢c a@&)hastal arén ~%50

A Rezekte edilebilir ALK+ KHDAKo | an hastalar i-in cerrahiden ¢
adjuvan pl atin bazl é& kematod re& migdi 1 memektedir

*Pignon ve ark. (J Clin Oncol 2008) taraféndan bildirilen 5 yélleéek hastal ékséz sakkal

1. Cagle et al. Arch Pathol Lab Med 2013; 2. Le Chevalier. Ann Oncol 2010; 3. Datta et al. Chest 2003;
4. O'Reilly et al. ASCO Educational Book 2023; 5. Pignon et al. J Clin Oncol 2008; 6. Chen and Chaft. Transl Lung Cancer Res 2023;
7. Chaft et al. Lung Cancer 2018; 8. Chevallier et al. World J Clin Oncol 2021; 9. Tian et al. Lung Cancer 2017; 10. Barlesi et al. Lancet 2016;

11. Rangachari et al. Lung Cancer 2015; 12. Tan, et al. Int J Mol Sci 2020; 13. Zou et al. BMC Med 2022 14. NCCN Clinical pra cti ce guidelines in oncology: NSCLC v.3 2023
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Al ekti ni b, MSS' de et

Akl er iALke v KBIDAK' de yapelan ¢-g faz 111 araltérmada
PFS'de istatistiksel olarak-anlam¥gané kErnailkgh:
d¢zeyde intrakraniyal akti“dte saklandéké g°°st el
©
| TT pope¢l asydnundaki MSFESS progresyonunun I@*g,lnc;latif
ALE)(‘I' 100 —Alektinibb < 100-
== Krizotini Nedene
807 HR 0,43 - 0 spesifik
g 60- ~ 601 0983 0,18
I ©
K 40 o 407
20 - E 5o %16,0
ay -~
0 T T T T T T 1 X 0 T T T T
0 6 12 18 24 30 36 42 48 0 6 12 18 24
S¢re (ay) S¢re (ay)
AUzun s¢reldi alektinib tedavisinin iyi tolere ed

ol duku g°ostterilmiitir

A Alektinib, ilerievie ALK+ KHDAK' de °nerilen bir% nci basamak

PFS, progresyonsuz sakkalé&m; *Ballangé-ta MSS metastazlaré
Gorsellerin aléndéké makal-BENCNDCrl e astainvsed Goanpnsoanmmsé n@@&@ s u n ul ma JALEX,da@picCTI-1823 B XALESMONICTMR2EBF43083

1. Peters et al. N Engl J Med 2017; 2. Hida et al. Lancet 2017; 3. Zhou et al. Lancet Respir Med 2019; 4. Mok et al. ESMO Ope n 2020;
O Open 2022;

-Yayémlanmaméi Roche verileri

5. Gadgeel et al. J Clin Oncol 2016; 6. Gadgeel et al. Ann Oncol 2018; 7. Zou et al. BMC Med 2022; 8. Dziadziuszko et al. ESM

9. NCCN Clinical practice guidelines in oncology: NSCLC v.3 2023; 10. PBRER/PSUR




ALI NA

Rezekte edil mi
( 04 ¢ty ALK+ KHDAK
ul cCc/ AJCC 7. ver{ Alektinib
Dijer °nemli wuygunl 600 mg BID
SECOG PS0i 1l 2 & |
) y € . -
5Pl atin bazlé kemot Arakt ér mace
uygun tercihine g
sYeterli hedef organ fonksiyonu ek tedaAV'Ler Vle
csDaha ©°nce sistemi k| kans Stzliibia M
uygul anmaméxkx ol mas§ Pl ati n
Kat manl andérma fakt°orlerir:- kemoterapi®
sEvre: 1B (O 4cm), |11 veN32bd A
karkéel aktéer masé
ol rk: Asyalé / Asyal & Ol mayan
Primer sonlaném nokt as&Di ker sonlaném n),hgsatlaqi%g,deke” endir
AAralté&rmacéymnigerarDF8 MSS hastal k& ol wmaksFaen ang@-t a &l
ol arak test edilmiltir:sakkal ém 12 haftadabir,3 85. y &l | ar da
AEvreld 1 1 A B 18R (Evre AGS 24 haftada bir, dahe
AGévenIiIik yelda bir kez ger - ek
ver i kesme tarihi: 26 Haziran 20283; MS S, mer kezi sinir s
*1st¢n et ki |l iAdispldtin +apemetreksed, sisplatié + vinorelbin veya sisplatin + gemsitabin; sisplatin, tolere edilememesi durumunda
karboplatin ile €Kil randoembizamyonidman itibaren ilk belgelenmili hasta
yeni primer KHDAK'ye ya da herhangi bir nedene baklé& °| ¢me kadar
MRG' nin mevcut ol madéké duruml ar da NGT03436@r6

Solomon BJ, et al. ALINA: efficacy and safety of adjuvant alectinib versus chemotherapy in patients with early

-stage ALK+ non -small cell lung cancer (NSCLC). ESMO Congress 2023, LBA2




Hastal aren d
g e |

Yzellik Alektinib Kemoterapi
(n=130) (n=127)
edyan yal 54 yal (yél) 57 yal (yél)
<65/O 5 weal , 79121 73127
Cinsiyet: k adén / erkek, % 58 /42 46 / 54
Sigara kullanmadurumu: hi - kul |l anmaméi / daha
°nceden kullanmé&i / halen kullanmak§/32/4lan, % S
Irkk: Asyal & / Asyalé& Ol mayan, % 55/ 45 56 /44
ECOGPS0/1, % 55/ 45 51/49
Tané sér asélBdla kA %evr e* 11/36/53 9/35/55
Nodal durum : NO/N1/N2, % 16/35/49 14 /34 /52
Histoloji: skuam®z / skuam°z déié& % 5/95 2/98
Cerrahi prosede¢r
Lobektomi/ Di kAg% 97/3 92/8

_ Veri kesme tarihi: 26 Haziran 2023
*Ul CC/ AJCC 7. veérmidmomaektgdmie; (al ektinib kolu, %2; kemoterapi kol u, %3)




Hastal EksEzdl®NaKkal Em: evr

;\2
1S
)
S Loy %93,8 Alektinib Kemoterapi
s | (N=116) (N=115)
I
n Alektinib o s
| Olay g°rclen i 45 (%39)
N I hastalar o 7
O | ¥l ¢m
& : Rek¢rrens 14 a4
— I
w» | Kemoterapi Medyan DFS, ay Ul akél maméexkt @44
- : ST e s (%95 GA) (27,8, NE)
+~ 40 - 1 1
= i ! DFS HR 0,24 (0,13; 0,45)
° | . (%95 GA) pA<0,0001
I I
20 4 : :
| |
I I
I I
I I
O L] L] L] : L] II L] L] L]
0 6 12 18 24 30 36 42 48 54
S¢re (ay)
Ri sk alténdaki hasta sayésé
Alektinib 116 111 111 107 67 49 35 21 10 3
Kemo 115 102 88 79 48 35 23 17 10 2
Medyan sakkal é&m takibi: alektinib, 27,9 ay; kemc
Veri kesme tarihi: 26 Haziran 2023; Son hastanén al 8l maya allukmuddled itrd rein
*Ul CC/ AJCC 7. véKkatmamlaamgd&reéd|l méi | og séra; DFS, randomizasyondan itibare
taraféndan belirlenen yeni primer KHDAK'ye ya da herhangi bir n)eldraekne

tanéml anmé




Hastal EksEz sdlldgkal Em: | TT

g
=
)
© » )
o Alektinib Kemoterapi
- (N=130) (N=127)
©
%) Alektinib | o ;
Ol ay g%recfen oo 50 (%39)
N hastalar 0 9
o) ¥ ¢m
1 4
@ Rek¢rrens & 9
4
R Kemoterapi Medyan DFS, ay Ul akél maméexkt &3
- | A Pl e (%95 GA) (28,5, NE)
~ 40+ ! !
- i | DFS HR 0,24 (0,13;0,43)
© | | (%95 GA) pA<0,0001
I I
20 - ! !
I I
I I
I I
I I
O L] L] L] lI L] Il L] L] L] 1 1 i
0 6 12 18 24 30 36 42 48 54 Ve ke.sme tarlh_lnde, ol ,
verileri ol glupnl ajl ma
S¢re (ay) | < o
; . yalnézca 6 (%2, 3]) O
Ri sk alténdaki hasta sayésé bildifilmiitir
Alektinib 130 123 123 118 74 55 39 22 10 3
Kemo 127 112 98 89 55 41 27 18 11 2
Medyan sakkal ém takibi: alektinib, 27,8 ay; ke
Veri kesme tarihi: 26 Haziran 2023; Son hastanén -al &l maya aldukmd®&k &
belirl enmi]
*Ul CC/ AJCC 7. veéKkati momlaa gd & reé4Alekénib kdlunda 2 ala§, kempterapi kolunda 4 olay; kemoterapi kolunda
bir hasta daha °1 m¢li ancak °l ¢m tarihi eksi k kaydedil di ki i -li amsahsgk
rek¢srrensine veya aralté&rmacé taraféndan belirlenen yeni pri merre KHDA

(hangi si °nce ger-eklelirse)




Hastal EKksEz saKkal Em al t

Alt grup Ol ay / hasta sayésé DFS HR (%95 GA)
T¢em hastalar 65 / 257 —— 0,24 (0,147 0,43)
|
Y ak <65 43/196 —— 0,26 (0,13i 0,52)
665 22/61 - 1 0,24 (0,08i 0,71)
I
Cinsiyet Erkek 35/123 [ - 0,26 (0,111 0,60)
Kadén 30/134 - 0,22 (0,10i 0,50)
|
_ , ;
Irk 22 z : : g 31/143 — L 1 0,36 (0,171 0,79)
4—._|_| T
el 34 /114 ; 0,16 (0,06i 0,38)
Bakl angé-t ali 32/137 - 0,20 (0,097 0,46)
ECOG PS 1 33/120 [ — 0,31 (0,141 0,69)
Hi - kull a & K : . ;
Teten kullangmenp kul?hzo%sgyor ;. ' 0,27 (0,13i 0,55)
Cykese Daha °nce ' IS
€€ 28/95 - 0,22 (0,08i 0,57)
kul l anmék :
Evre* Evre IB 6/26 - 0,21 (0,02i 1,84)
Evre Il 22792 = 0,24 (0,09i 0,65)
Evre IlIA 37/139 = 0,25 (0,12i 0,53)
1
Belgesel | emnp 11/39 -— 4 0,19 (0,04i 0,88)
nodu durumu N1 20/88 [ — 1 0,34 (0,13i 0,89)
N2 34 /130 -— 4 0,21 (0,09i 0,47)
I : 1 1
0,3 1,0 3,0

Ao
5

n
>

Alektinib daha iyi Kemoterapi daha iyi

Veri kesme tarihi: 26 Haziran 2023
Okl ar GA<O0,1'"in alt sénéréné g°stermekt




Hast al

Advers olay

Kan kreatin fosfok
Konstipasyon

Aspartat aminot

Al anin aminotr
Kan bilirubin
COVID-19

Miyalji

Kan al kalin fosfa
Anemi

Asteni

Mi de bu

Kusma

kitaht a

Netrofil say
N°tro

Beyaz kan hg¢cres

%100

pd
[]

arEn O%l15'inde g°r .

Alektinib

(N=128) Kemoterapi (N=120)

%80 %60 %40 %20 0 %20 %40 %60 %80 %2100
AO 2 )
derecesi: Veri kesme tarihi: 26 Haziran 2023
-3/4 -3/"\&edyan tedavi s¢resi alektinib kolund

ise

2,1 ay olmuitur. Her hangi bir der




NCCN

A Alectinib 600 mg twice daily for 24 months & For
patients with completely resected stage IIGIIIA or
stage IlIB (T3, N2) NSCLC and positive for ALK
rearrangements (category 1)




Evre &l B

KHDAK"'" de al ekti1 ni |

aralLt Ermal ar devam et mek

NAUTIKAL

ABD
NCT04302025

ALNEO

Ktalya
NCT05015010

HORIZON-01

Ul usl ar ar
NCT05170204

Rezekte edilebilir evre IB  dllIIA KHDAK'de , perioperatif alektinib (neoadjuvan
ve adjuvan) + adjuvan kemoterapi uygulanan bir hasta kohortunu i -erer
Faz 11 lal él masé

Rezekte edilebilir evre Ill, ALK+ KHDAK olan hastalarda perioperatif

alektinibin deker |l entiazi |l di2kial 81 ma

Rezekte edil emeyen evre 111, ALK+ KHDAK has
kemoradyoterapiyi taki bealektiaibo upgaldnanmrabld, k éy as
a-eék etiketli, 3randomi ze kohort

1. Lee et al. WCLC 2023 (Abs EP02.04); 2. Leonetti et al. Clin Lung Cancer 2021; 3. Paz  -Ares et al. ELCC 2023 (Abs 131TiP)




ALECENSA, PLATIN BAZLI KEMOTERAPI?

ILE KARSILASTIRILDIGINDA HASTALIGIN
NUKS ETME VEYA OLUM RiSKiNi %76
ORANINDA AZALTMISTIR

A NUKS
¥ 7 et 570 i

ALECENSA Vs kemoterapi

A ALI NA, rezekt e-lddiAl MiHIDAKV rdee 1bB r ALK I nhi bit?o°r g

olumlu faz 111 -al é&i madér
A Adjuvan alektinib tedavisi,i kembtetahbsgk kEwnal
a-edan °nemliil @i gony-iHRORMEBISIGAE ©,13; 0,43; p<0,0001)

A DFS yararénén alt gruplar arasénda tutarl & o
A MSSDFS' de iyilelme g°zlenmif83)r (HR 0,22: %95 G

A Adjuvan alektinibin tolere edilebilir olduku v

Ve

ol duku saptanméltér

Adjuvan alektinib, riellA,eAkK+e&Kk HDAIKI mil & ne \hrae

°neml i bir yeni tedavi stratejis

Solomon BJ, et al. ALINA: efficacy and safety of adjuvant alectinib versus chemotherapy in patients with early -stage ALK+
non -small cell lung cancer (NSCLC). ESMO Congress 2023, LBA2
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ADAURA: Calisma Tasarimi

« Evre II/IIIA hastalarda

Faz lll, ¢ift kor, randomize, plasebo kontrolli, ¢ok merkezli calisma

Tamamen rezeke ediimis hastalar
Adjuvan kemoterapl lle veya

kemoterapl olmadan Evre® IB, II, llIA
KHDAK®

Temel dahil etme knterlen:

* 18 yas ve Gzeri
(Japonya/Tayvan: 220)

» DSO performans durumu 0/1

* Dogrulanmig primer non-
skuamoz KHDAK

» Ex19del/L858R*

« Ameliyat 6ncesi yapiimadiysa,
beyin gorantulemesi

* Negatif sinirlarla tam rezeksiyon®

+ Ameliyat ve randomizasyon

arasindaki maksimum aralk:
- Adjuvan kemoterapi oimadan 10 hafta
- Adyuvan kemoterapi ile 26 hafta

J

Veri kesme tarihi: 17 Ocak 2020

AJCC = Amerika Ortak Kanser Komitesi; MSS = merkezl sinir sistemi; BT =

arastirmaci
degerlendirmesi ile DFS®

Sekonder Sonlanim
Noktalan:

Osimertinib

Gunde bir kez 80

mg » Genel populasyonda

Gruplandirma
Evre (1B ve Il ve llIA)

DFS'
* GS
* HRQol

« Gavenlilik

1:1
EGFRm (Ex19del ve L858R) N=682

Irk (Asyal ve Asyal olmayan)

Plasebo

Planlanan tedavi slresi: 3 yil

Tedavi su kriterler karsilanana

kadar devam eder:

« Hastalik rekurrensi, tedavinin tamamlanmasi veya
birakilmasi

Takip: * MSS reklrrensine kadar

* Rekurrense kadar: 12. ve 24. haftada, ardindan 5 yila kadar 24 haftada bir,

ardindan yilda bir; rekurrensten sonra: 5 yil boyunca 24 haftada bir, ardindan yilda bir

gunde bir kez

Arastirma Amach
Sonlanim Noktalan:

* Rekarrens bolgelen

arl tomografi, DFS = hastaliksiz sagkalim; EGFRm = epidermal biyime faktorl reseptort mutasyonu
pozitif; ex19del = ekson 19 delesyonu; HR = tehlike orani; IDMC = Bagims:iz Veri |zZleme Komitesi; HRQol = saglikia iigii yagam kalitesi: KHDAK = kigUk hicrel digi akciger kanseri; GS =
genel sagkalim; PS = Performans durumu; DSO = Dinya Saglik Orgitu.
*AJCC 7. baski; ameliyat sonrasi, patoloj bazii. *Onceden, sonradan planianmi rnychrn?; izin verilmemigtir. ‘Dokuda merkez olarak . “Hastalara rezeksiyondan
mnmmumh&mmmw.wmmwsfamu altinda OstiniOk igin tasarianmigtir. 'Evre IB/IANA.
Wit Vo1 st al Online ahaad of arint AEIM 2000
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ADAURA: Baslangictaki Demografik Ozellikler (Genel Popiilasyon)'-

« Demografik faktorler ve ozellikler tedavi kollari arasinda genel olarak iyi dengelenmistir
+ ADAURA hastalari AJCC 8. baski evreleme kilavuzuna gore tekrar evrelendiginde evrelerin orani benzer

kalmistir

Ozellikler, % ‘ Osimertinib (n=339) Plasebo (n=343)
Cinsiyet: erkek/kadin 32/68 28/72
Yas, medyan (aralik), yil 64 (30-86) 62 (31-82)
Sigara kullanim durumu: sigara kullanan®/kullanmayan 32/68 25175
Irk: Asyali/Asyall Olmayan 65/35 64 /36
DSO performans durumu:0/ 1 63/37 64 /36
Randomizasyon sirasinda beyin goruntulemesi:® MRG/BT/higbiri 54745/ <1 48/52/0
Tanida AJCC evreleme (7. baski): A/ 1B /Il /IIIA /1B 0/32/33/35/0 0/31/34/35/0
Tani sirasinda AJCC evresi (8. baski):“IA /1B /1l /1A / B 1/30/33/32/3 <1/29/35/34/2
Histoloji: adenokarsinom / diger 96/4 97/3
Randomizasyon sirasinda EGFRm:? Ex19del / L858R 55/45 55/45
Adjuvan kemoterapi. evet/hayir 60 /40 60/40

Veri kesme tarihi: 11 Nisan 2022

*Daha once: osimertinib n=104 (ﬂl),m%‘): halihazirda: osimertinib n=4 (%1), plasebo n=3 (%1); higbir zaman: osimertinid n=231, plasebo n=257 *Cerrahiden once
uygulanmadiginda | once beyin veya BT taramasi yapiimigtir. Baslangicta kullanilan gorintileme yontemlerinin (MRG veya BT) leyen her takip

, randomizasyondan
degerlendirmesinde de kullanimasi gerekmistir. “Hastalik evresi [V: osimertinib n=0, plasebo n=1 (<%1); eksik: osimertinib n=2 (%1), plasebo n=2 (%1). *Merkezi test.
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ADAURA: Evre Il/lIA? Hastaligi Olan Hastalarda Guncellenmis DFS
(Primer Sonlanim Noktasi)

* Medyan takip: osimertinib 44.2 ay (aralk, 0-67), plasebo: 19.6 ay (aralk, 0-70)

1.0+

Tedavi kollan mDFS, ay
0.9 - (%95 GA)
0.8 Osimertinib (n=233) 65.8 (54 4-NC)
0.7 Plasebo (n=237) 21.9(16.6-27.5)
g 0.6 -
s
g 0.5+ Olgunlasma orani® %51:
@ 04— Osimertinib %32, Plasebo %70
o
0.3
02-1 HR0.23(95% CI, 0.18-0.30) o
-~ Osimertinib
01 _ Placebo
0.0 || 1 1 1 1 1 | 1 | 1 I 1
0 6 12 18 4 30 36 42 48 54 60 66 72
Time from randomisation (months)
No. at risk

Osimertinib 233 222 216 202 196 192 174 138 90 45 20
Placebo 237 19 141 124 106 9 74 61 4 23 11 1

oo

Veri kesme tarihi 11 Nisan 2022
Not: Arastirmaci degeriendirmesine gore DFS; Tik igaretien sansirienmis verilen gosterir.
SAJCC 7. baskiya gdre evreleme. *DFS analzi igin planianan olgunlagsma orani: 50%




I

ADAURA: Evre IB/lIIA? Hastalikta Gluncellenmis DFS (Sekonder Sonlanim
Noktasi)

* Medyan takip: osimertinib 44.2 ay (aralik, 0-69), plasebo: 27.7 ay (aralik, 0-70)

1.0 -

0.9 - Tedavi kollan mDFS, ay (%95

0.8 GA)

0.7 - Osimertinib (n=339) 65.8 (61.7-NC)
2 06— Plasebo (n=343) 28.1(22.1-35)
1
é 0.5
& 04— Olgunlasma orani %45:
e Osimertinib %28, Plasebo %62
S 034

02+ HR 0.27 (95% CI, 0.21-0.34)

044 - Osimertinib

i - Placebo ‘
0.0 T T T T T T T T T T T ]
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time from randomisation (months)

Osimertinib 339 316 307 289 278 270 249 201 139 [£] KX) 5 0
Placebo 343 288 230 205 181 162 137 15 34 48 25 0

Lo | -
Veri kesme tarihi. 11 Nisan 2022 T
Not: Aragtirmac degeriendirmesine gore DFS Tik isaretieri sansGrienmis verileri gosterir. e
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