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Tanim ve genel bilgiler

Multidisipliner evreleme ve 6nemi

Alt gruplara gore tedavi onerileri (Rezektabl / Unrezektabl)
Randomize calisma ve Meta analiz érnekleri

Evre |ll KHDAK tartismali konular
(indliksiyon / konsolidasyon)
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Sekil 25. Akciger Kanseni Evrelerninin Yiizde Dagilimlan (Turkive Birlesik Vert Tabam, 2014)
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~ Evre II-KHDAK- Tanim

Tumorun, lokal ve bolgesel anatomik ozellikleri bakimindan
heterojen bir hastalik grubu.

Evre Il KHDAK’nde, 5 yillik sagkalim %12-36.

Multimodal tedavi yaklasimlarinin bir arada kullanilmasi
gerekir.

Multidisipliner ekip yaklasimi gerektirir.
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NCON Comprehensive - NCCN Guidelines Version 2.2018 Staging
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Network®
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Goldstraw P et al. ] Thorac Oncol 2016; 11: 39-51.



|I-KHDAK heterojen bir gruptur

~

* Evre 3 -KHDAK, tedavi secenekleri, prognozu ve uzun donem
sonuclari birbirinden farklh alt gruplar icermekte.

Rezektabl | Potansiyel Rezektabl | Unrezektabl

T3 N1 T1-3N2 Tiim N3'ler
Baz1 T4 No-N1 (Non- bulky N2) T4 No-N1 ¢cogu
(Bulky N2)

**Hastalarda, hangi durumlarin rezektabl kabul edilecegini net
olarak belirten, spesifik klavuz onerilerimiz yok!
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~ 1-Rezektabl Hastalik

Evre Ill hastalarin yaklasik 1/3 ‘U kiratif tedavi secgenekleri acisindan
uygun.

Bir grup Evre lll hastalikta cerrahi yararh olabilir ve bu hastalarda uzun
donem sagkalimlar ve klinik fayda elde edilebilmekte.

Evre IlIA icerisindeki T3 ve T4 NO-1 Tm lerin bazilan rezektabl olarak
degerlendirilebilir.

(Gogus duvari, proksimal hava yollari ve mediasten tutulumu olan hastalarda
rezektabilite multidisipliner degerlendirilmeli)

Mutlaka multidisipliner yaklasim gerekmekte!!

Hastalarda hangi durumlarda rezektabl kabul edilebilecek net, spesifik
klavuz dnerilerimiz yok. Hastalari nasil segelim?
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asta istemi, performans statiisii, komorbidite, pulmoner fonksiyonlar ve
rezektabilite multi disipliner ekip yaklasimi ile ayrintil1 degerlendirilmeli.

Test imo of studies) Sensitivity range (95) Specificity range (9&)
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The diagnosis and treatment of lung cancer (update)- Nice Guideline 2011




PET CT taramalari ile %20-30 ‘lara
varan oraninda uzak metastaz
saptanmakta.

MacManus et al. Int J Radiat Oncol Biol Phys 2001.
Weder et al. Thorac Surg 1998

Klinik Evre Il KHDAK vakalarinda tani
esnasinda %2-16 oraninda intrakranial
metastaz saptanmakta.

Lee et Al. ] Thorac Oncol 2015
Hochstenbag et Al. Lung Cancer 2003
Nice Guidelines 2011

Bir cok klavuz Evre Ill KHDAK
vakalarinda Kranial goruntileme
tetkikleri ile intrakranial metastaz

taramasi onermekte.

ektabl Hastalik-
Multidisipliner Evreleme
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J of Thorac Oncol - 2011




* Mediastinal nodal metastazlarin degerlendiriimesi rezektabilitede
hayati rol oynamakta.

® CT ve PET CT’de yanlis pozitif ve negatif oranlar nedeniyle invaziv
mediastinal evreleme (mediastinoskopi, EBUS) onerilmekte

Detterbeck et al. Classification of the thoroughness of mediastinal staging of lung cancer. Chest 2010; 13

BT sonucunagore Diisuik Orta Yuksek
sub grup (BT-> (-) veya NO-1) (BT + ve N2-3) (BT + ve N2-3)
Tanim N veya kisa aksi <10  1-2 Mediastinal = Herhangi bir LN >
mm Lenf Nodu LN 10-19mm 20mm
N2-3 hastalik prev. 15 50 85
(%)
Uzak metastaz (%) 5 15 25

The diagnosis and treatment of lung cancer (update)- Nice Guideline 2011



1-Rezektabl Evre 11I-KHDAK

Cerrahi sonrasi hastalik seyri

Gogis duvari tutulumu (T3) olan hastalarin cerrahi sonuglari

Calisma Yil | Hasta Tam Op. 5 yillik sagkalim (%)
sayisi | Rezeksiyon | Mortalite
(%) N1 \\p N3
Dovney (1) 1999 269 65 5.7 49 27 15
Magdeleinat (2) 2001 201 83 7.0 25 20 21
Doddoli (3) 2005 309 100 7,8 40 24 8
Kawaguchi (4) 2012 407 86 NR 49 36 21

1-Downey et Al. Ann Thorac Surg. 1999
2-Magdeleinat et Al. Ann Thorac Surg. 2001.
3.Doddoli et Al. Ann Thorac Surg. 2005

4. Kawaguchi et Al. ] Thorac Cardiovasc Surg. 2012

Gen Thorac Cardiovasc Surg (2014) 62:522-530



1-R abl Evre lII-KHDAK
Adjuvan Tedavi

Adjuvan Tedavide, 5 biiytik calismadan 4584 hasta. (LACE Meta analizi)

Overall Survival Disease-Free Survival
Probability of interaction/ Probability of interaction/

Categary No. Events / No. Patients Hazard Ratio trand* test No. Events / No. Patiants Hazard Ratio trand* tast
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J Clin Oncol. 2008
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Neoadjuvan ? — Adjuvan?

® 32 Randomize calisma, (22 Postop — 12 Preop Calisma)

5 yillik Ort. Preop. KT Postop. KT
Genel Sagkalm

Evre IITA 39.3 40.1

Evre I1IB 34-4 35.3 NS

* Preop vs Postop: HR 0.96 (0.77-1.20), p: 0.7

Lim et Al.- J Thorac Oncol 2009:4(11)



2- Potansivel Rezektabl Evre I1I-K
(Non-Bulky N2 Hastalik)

Evre lll- N2 hastalik grubu. Heterojen populasyon.

Bazi faz Il calismalarda, Non-Bulky N2’de cerrahiden fayda(+)

Pre-op NO-N1 - Torakotomi sonrasi Tek istasyon ve <3cm N2’de

Sagkalim yarari (+) (5 yillik OS % 40) Ann Thorac Surg 2008;86:362—7
Nesbguplan | Taum | Onen
Evre lllA 1 Mikroskopik N2 Cerrahi - > Adj KT / RT
Evre llIA 2 intraop. Saptanan N2 Cerrahi - > Adj KT / RT
Evre IlIA 3 Cerrahi Ooncesi evrelemede saptanan Potansiyel Rezektabl
Non-bulky N2

Evre lllA 4 Bulky N2 Kemoradyoterapi



/ ansiyel Rezekta -KHDAK

Tedavi yaklasimimiz ne olmali?

Primer tedavi sonrasi ;

Hastalardaki %15-20 lokal rekitirrens riski cerrahi ile azaltilabilir mi?

Primer tedavi se¢enegi;




2- Potan Rezektabl Evre llI- K
- Cerrahinin yeri var mi?

Intergroup 0139/RTOG 9309 calismasi

Cisplatin + Etoposit

Es zamanli KRT (RT: 45 Gy) 2 kiir konsolidasyon
Evre |l KHDAK KT

T1-3 N2

N: 429 (396 Rand) Cisplatin + Etoposit Definitif RT -61 Gy- >
Es zamanli KRT 2 kiir konsolidasyon
(RT: 45 Gy) e

%5 hasta tek istasyon N2 Cisplatin 50mg/m2 1,8,29,36. giinler
Etoposit somg/m2 1-5, 29-33. glinler

Erken kapanmls.. Albain, Lancet 2009
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CT/RTIS
CT/IRT

g

% Alive without Progression E‘
2

Fail I ian

159/202/12.8 months
172/194/10.5 months

T

25
Logrank p = 0.017 R S O R,
Hazard ratio = 0.77 (0.62, 0.96)
0
0 12 24 36 48 60

::::::ts Months from Randomization
CT/IRTIS 202 102 63 51 40 32
CT/IRT 21

Dead/Total/Median
75 CT/RTIS 145/202/23.6 months
------- CT/RT 155/194/22.2 months
L
2 50
<
ES -
r
W .11’
25
Petp
Logrank p = 0.24
0 Hazard ratio = 0.87 (0.70, 1.10)
— 0 12 24 36 48 60
ma:::b Months from Randomization
CTIRTIS 202 136 97 71 48 37
CT/IRT 194 131 89 40 24

Pnomektomi
OS - (% yillik OS)

Lobektomi
OS- 5yillik OS

19 ay (%22)

34 ay (%36)

22 ay (%24)

22 ay (%018)

Tedavi iliskili 6liim pnomektomi kolunda daha

fazla. ( %26 vs % 1)

NS

0.002

Albain, Lancet 2009




2- Potansi zektabl Evre llI-

: Cerrahinin yeri var mi?
EORTC 08941- Faz il

Evre lll KHDAK 3x Platin bazli KT
p N2 Yanit (+)

N:579 VHEEE
Definitif RT

Tedaviye yanit: %61 Tam rezeksiyon %49,7

Primer sonlanim OS
Van Meerbeeck-2007 J Natl Cancer Inst
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ansiye
Cerrahi oncesi primer tedavi : KT ? KRT?

Ann Thorac Surg. 2012 Jun;93{6):1807-12. doi: 10.1016/.athoracsur. 2012.03.013.

Induction chemoradiation is not superior to induction chemotherapy alone in stage IllA lung
cancer.

Shah A4, Berry MF, Tzao C, Gandhi M, Worni M, Pietrobon B, D'Amico TA.

+ Author information

Abstract

BACKGROUND: The optimal treatment strategy for patients with operable stage 111A (N2} non-small cell lung cancer is uncertain. We
performed a systematic review and meta-analysis to test the hypothesis that the addition of radiotherapy to induction chemaotherapy prior to
surgical resection does not improve survival compared with induction chemoaotherapy alone.

METHOD3: A comprehensive search of PubMed for relevant studies comparing patients with stage 1A (N2) non-small cell lung cancer
undergoing resection after treatment with induction chemotherapy alone or induction chemoradiotherapy was conducted using PRISMA
(Preferred Reporting ltems for Systematic Reviews and Meta-Analyses) standards. Hazard ratios were extracted from these studies to give
pooled estimates of the effect of induction therapy on overall survival.

RESULTS: There were 7 studies that met criteria for analysis, including 1 randomized control trial, 1 phase Il study, 3 retrospective reviews,
and 2 published abstracts of randomized controlled trials. None of the studies demonstrated a sunvival benefit to adding induction radiation to
induction chemotherapy versus induction chemotherapy alone. The meta-analysis performed on randomized studies (n=156 patients)
demonstrated no benefit in survival from adding radiation (hazard ratio 0.93, 95% confidence interval 0.54 to 1.62, p=0.81), nor did the meta-
analysis performed on retrospective studies (n=183 patients, hazard ratio 0.77, 95% confidence interval 0.50 to 1.19, p=0.24).

CONCLUSIONS: Fublished evidence is sparse but does not support the use of radiation therapy in induction regimens for stage 1A (N2).

Given the potential disadvantages of adding radiation preoperatively, clinicians should consider using this treatment strategy only in the
context of a clinical trial to allow better assessment of its effectiveness.

Copyright @ 2012 The Society of Thoracic Surgeons. Published by Elsevier Inc. All rights reserved.



ezektabl N2 hastalikta
Cerrahi oncesi induksiyon KT ? KRT?

Bazi calismalarda indiksiyon KRT ya da KT-> RT ile yanit oranlari

mediastinal downstaging artmakta.
Thomas M, Lancet Oncol 2008

Annm Thorac Surng. 2012 Jun 938 1507-12_ doi: 10 1018/ athoracsur. 2012.03.015.

Induction chemoradiation is not superior to induction chemotherapy alone in stage NIA lung
cancer.

339 N2 hasta.

Study Log(Hazard Ratio) SE Weight Hazard Ratio [35% CI] Hazard Ratio, 95% CI

Girard 2010 0.3567 04323 30.3% 143[0.61,3.33] I
Thomas2008 02516 02024 69.7% (.78[0.52, 1.16] —T
Total 100.0% 0.93[0.54,1.62] -q-

02 05 1 2 5

Favors chemoradiotherapy  Favors chemotherapy

Genel sagkalim farki yok!
Shah AA et al. Ann Thorac Sur 2012
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Evre 11I-N2 Sonuc olarak

Secilmis bir hasta grubu cerrahiden fayda gorse de (Non-

Bulky) halen bu hastalarin buyuk cogunlugunda standart
tedavi KRT.

Pre-operatif tedavi alanlarda;
Tam rezeksiyon saglananlarda sagkalim daha iyi
Mediastinal downstaging saglananlarda sagkalim daha iyi

Betticher et Al. , JCO 2003

Primer tedavide standart yaklasim yok! ( KRT? KT?)



- 3-Unrezektabl Evre llI-KHDAK

Uzak metastaz taramalar1 acisindan iyi degerlendirilmeli.

Standart yaklasim es zamanli kemoradyoterapi



Meta-Analvsis of Concomitant Versus Sequential

Radiochemotherapy in Locally Advanced WNWon—Small-Cell
Lung Cancer

Artrre Arpérirg,. Cecile e Péechowusx Esrelle Rolland., Walter J. Crurrars. Kivoyeki Furuase, Pierre Fowurnel.,
N Jose Belderbos, Gerald Clarmorn, Halkbcd Crrmneys Ulvrinn, Rebecca Pawlies, Takebraree Yarmmuarnaka,

MMarie—Cecile Bozonrat, Apollonia Ubitterfroeve, Xiaofei Warng, Lesley Srewars, Rodrigo Arriagada,
Saraf Burders, ard Jean—Pierre Pigrnorn

® 6 RCT, 1205 hasta dahil edildigi meta analiz.

* 5yillik OS’da %4.5’luk avantaj (HR: 0.84; P= 0.004).

* Daha iyi PFS egilimi (HR: 0.90, P=0.07).

* Lokorejyonel relapsi azaltmaktadir (HR: 077; P=0.01).
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RT+ seq CT (n=589) 391/399 90/133 33/B0 13/58 12/100 RT+ seq CT (n = 602) 253/491 171/242 70,129 30/ 83 23126

Auperin A. Et Al. JCO 2010
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vs ES zamanli:

ochrane Analizi

® Degerlendirmeye uygun 5 calisma. Es zamanli tedavi Gstln.
* 2 yilhk net sagkalim yarari %10

Study or subgroup Concurrent Sequential Risk Ratio Weight Risk Ratio
/™ n/T [1-H, Fixed, 25% Cl -H,Fixed 25% C
Curran 2003 [ 277201 [ 387201 —i 403 % 0% [079, L05]
Fournel 2001 &2/102 T&e103 — 219 % 082 [ 068, 1.00]
Rac 2007 526 24129 — 66 % Q70 048, 1.01]
Reinfuss 2005 £3/84 LE/89 —a 8.6 5% 1.O1 [ 085 1L.20]
Zatloukal 2003 3452 43/50 — |27 % 076 [ 061, 095]
Total (953% CI) 465 472 - 100.0 % 0.88 [ 0.81, 0.906 |
Total events: 301 (Concurrent), 348 (Sequential)
Heterogeneity, Chi® = 631, df =4 (P = 0.18); I* =37%
Test for overall effect: 7 = 296 (P = 0.0031)
05 o7 | 15 2

favours concurrant

fawours sequential

O’Rourke N et Al . Cochrane Database Syst Rev 2010
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——Unrezektab
Tartismali konular

KRT’de hangi KT ajani kullanalim?

KRT oncesi indiiksiyon KT verilmesi klinik yarar saglar mi?

KRT sonrasi Konsolidasyon KT verilmeli mi ?




CALGB 39801- Randomize Faz lli

Karboplatin (AUC 6)+
Paklitaksel 200mg/m2 Es zamanh KRT
Unrezektabl Evre Il X2 RT: 66 Gy
N:366

Es zamanl KRT
RT:66 Gy

Primer sonlanim noktasi OS
Everett E et Al. J Clin Oncol 2007:25:1698-1704.



KRT Oncesi Indii

vvvvvvv
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siyon KT

Probability

1.0+

0.8-

0.6-

0.4-

0.2-

—— Concurrent chemoradiotherapy

Induction followed by chemoradiotherapy

\\*\_4 * Toksisite indiksiyon kolunda
daha fazla

® Sag kalim streleri benzer:

* eMed OS: 12 vs. 14 ay
2y GS: %29 vs %32

Survival Time (months)

Everett E et Al. J Clin Oncol 2007:25:1698-1704.



Konsolidasy

KCSG-LU05-04 -Randomize Faz Il

Haftalik Cisplatin 20mg/m2 +
Dosetaksel 20mg/m?2

3x Cisplatin +
Es zamanl KRT Dosetaksel

Unrezektabl Evre Il RT: 66 Gy
N:420 Haftalik Cisplatin 20mg/m2 +

Dosetaksel 20mg/m2

Es zamanh KRT
RT: 66 Gy

Primer sonlanim noktasi PFS

Jin Seok A et Al. J Clin Oncol 2007:25:1698-1704.



G-LU05-04 -Randomize Faz Il

%62 hasta tedaviyi Toksisite konsolidasyon
tamamlamls. kolunda daha fazla
-Uﬂ' e (AT alane 03 I-ﬂ- ke CCRT aloms
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2 ! i
c 0.8 III Petients Eventsf mPFS (35% CI) _ 0.8 Patients Events§ mOE {%5% CIj
L?J —_ CCAT elane M 180 g BO5(756to B0 E —_ \ CCAT alone i 145 J205317 58w 26.28)
@ E L CCAT + consofidstion 28 169 | 9.00{7.5210 1094 E E - CCAT + consolidation 208 13 RN oM
E 'IE 0.64 'H 58 0.6
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0 IIE El-fl EIE ﬂ-lﬂ Eli] ?I.'?! 5:4 0 'IIE 2:4 EIE- 4IB EIEI TIE E:ﬂ-
Time (months} Time {months]

Jin Seok A et Al. J Clin Oncol 2015.



Is Consolidation Chemotherapy after Concurrent Chemo-
Radiotherapy Beneficial for Patients with Locally Advanced
Non—Small-Cell Lung Cancer?

A Pooled Arnnalysis of the Literature
Keaxzwaevealhi Viseefirecry, ALLY, *F FTaakcversee Koervatcr, ALY F Serborreni Yamecarmroto, MDD, 5 Tormronva RerwwersrrecoFee, MFED, 55

AFdfrito Koo, ALY || Shoerricki fsa, PRI, S Yoshilazwe Flascoawes, AT W Sai-Flong formnatives e, PRI S
AAirrerree Terkercdea, AATD, F=%F geped Adcasabhifoo Arddo, AL

® 41 randomize calisma (7 faz lll, 34 faz 2) meta analizi

® Ortalama sagkalim Konsolidasyon KT alanlarda 19.0 ay ve
almayanlarda 17.9 ay.

® @Grad 3-5 toksisiteler benzer toksisiteler

No. of No. of

arms Eatlems Hazard ratio !95%{?[] Hazard ratio !95%{‘ }] E-rm*m’
Trial Phase i
Phase Il 34 1,936 E'. 1.03 (0.84-1.26) 0.802
Phase 11 1 1,543 *= 0.94 (0.77-1.16) 0.566
Total 45 3.479 E I 0.94 (0.81-1.09) 0.404 I
Il
0.5 1 2
Favors CCT+ Favors CCT-

Tsujino et al. Journal of Thoracic Oncology 2013




® Optimal KT rejimi halen standart degil.

Study

Regimen and Radiation Dose

Median Sunvival (Months)

HOG Lun 01-24

RTOG 9410

LAMP

PROCLAIM

CALGB 38801

Etoposide (50 mg/m? on days 1-6 and 29-36) + cisplatin
(50 ma/m” on days 1, 8, 29, and 36) followed by two cycles of
the same consolidation chemotherapy

Radiation: 59.4 Gy

Vinblastine (& ma/m® weekly for 5 weeks) + cisplatin
(100 mg/n on days 1 and 29) followed by the same
consolidation chemotherapy

Radiation: B0 Gy

Paclitaxel 45 mg/m” weekly) + carboplatin (AUC = 2 weekly)
consclidation with two cycles of paclitaxel (200 mg/m®) +
carboplatin (AUC = B)

Radiation: 63 Gy

Pemetrexed (500 mg/m* on day 1) + cisplatin (76 mg/m* on
day 1) every 3 weeks for three cycles; four cycles of
consolidation pemetrexed

Radiation; 6066 Gy

Paclitaxel (456 mg/m?® weekly) + carboplatin (AUC = 2 weekly);
induction paclitaxel (200 mg/nm®) + carboplatin (AUC = &) for
two cycles followed by concurrent treatment

Radiation: 66 Gy

21.7

17

16.3

26.8

12

14

¢ Hanna N Et all- J Clin Oncol 2008, Curran WJ- ] Natl Cancer Inst 2011, Belani CP- ] Clin Oncol 2005, Senan S, - ] Clin Oncol
2016, Vokes EE - ] Clin Oncol 2007

Rosenzweig et Al- J Clin Oncol 2017;35(1)



Randomize- Faz Il

Cisplatin 50 mg/m2 1.8.-29.36¢g

Etoposit 50mg/m2 1.-5-29-33 e 2 kiir platin bazli
Evre Il A-B Es zamanl KRT (RT: 60-66 Gy) konsolidasyon KT
Unrezektabl

KHDAK
N: 598 Cisplatin 75 mg/m2 + Pemetrexed
500mg/m2

Es zamanlh KRT (RT: 60-66 Gy)

Pemetrexed 500mg m2

4 kurr konsolidasyon KT

Primer sonlanim OS

Erken kapanmais.. Senan S et Al - J Clin Oncol 2016



Madian progression-frae survival, mo (98% Cl)
mmm Pem-Cis: 11.4 (103 to 13.2)
Eto-Cis: 8.8 (8410 11.7)
HR [85% CI}, 0.86 {0.71 to 1.04}
Log-rank P =130
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| Fern-ciz censorad
Eto-Cis cansorad

T T T T T T 1T T T T T T T T T T T T T T T 11
0 3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72

Time From Random Assignment (months)

Mo. at risk
Pem-Ciz: 301 237 197 166 194 0B 81 €8 58 45 33 31 27 20 190 1% 13 W e 42100
Eto-Cis: 207 234 184 125 100 B9 66 B6 47 37 30 26 19 17 15 13 W 7 E &8 2 1 10

* Yanit oranlari ve sagkalimlar benzer

Survival Probability (%)

o
P
1

0

No. at risk
Pem-Cis:
Eto-Cis:

o
oo
1

o
o
1

o=
=
1

Median overall survival, mo (95% CI)

e Pemn-Cis: 26.8 (20,4 to 30.8)
Eto-Cis: 26.0 (22.2 to 20.8)

HR (85% C1), 0.88 (0.79 to 1.20)

| Fem-cis censored
Eto-Cis censored

T T T
3 6 91215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 7

Time From Random Assignment (months)

301 282 268 239 221 194 178 167 145 126 @8 75
207 278 262 232 216 201 170 164 140 113 97 B2

67 66 45 42 33 25 194 W 3 1 0 O
69 66 49 45 31 26 221 W & 3 1 0

* Grad 3-4 Toksisite ciplatin + etoposit kolunda daha fazla

Senan S et Al —J Clin Oncol 2016



PASIFIC-Randomize- Faz Il

Evre Ill A-B KRT Sonrasi

Unrezektabl KHDAK N: 712
( Rand. 2:1)

Primer sonlanim PFS, OS

Sekonder sonlanim ORR, 12 ve 18 aylik
PFS, guvenlik, yanit suiresi

DAK tedavisinde
immiinoterapi

Durvalumab 10 mg/kg
2 Hf da bir
12 Aya kadar
N:473

Plasebo
N: 236

Scott J et Al—N Eng J Med 2017




C

™ No. of Events
Total No. Median PFS 12-Mo PFS 18-Mo PFS
of Patients (952 C1) (95% <) (95% <)
1. O y— e
“& Durvalumab Z2la;476 16.8 (13.0-18.1) S5.9 (S1 0 60._4) 44 2 [3? 7—50.5)
0.9 L Placebo 1S7 237 5.6 (4.6-7.8) 35.3 (29.0-41.7) 27.0 (19.92-34.5)
=
= = By
0.8
0.7 *\o—
E LT
0.6 —
.g *_\0"*0—““
£ os- - i
o : ;o Dur‘valu.m ab iz
= 0.« : : - -
S
=
= 0.3
= - . c
é 0.2 — . . Piacebo
o Stratified hazard ratic for discase pr ogrcss on .
0.1 or death, 0.52 (959 Cl. 0.42—0.65)
Two-sided P<0.001
o.C T r - ¥ T - T v »
o 3 s - 1z 1s 18 23 24 27
Months since Randomization
No. at Risk
Durvalumab 476 377 }01 26-4 159 36 44 21 4 l
Placebo 237

— Demalmab | Pcbo | p

18. Ayda Yaniti 72.8 46.8 P<o0.001
devam eden (%)

18 aylik PFS 16,8 ay 5.6 ay P<o0.001
(%) 44.2 27.0

Uzak metastaza 23.2 ay 14.6 ay P<o0.001
kadar gecen siire

: SRR 0
Grad 3-4 toksisiteler benzer(%29.9 vs 26.1) Scott J et Al — N Eng J Med 2017



Sonuc Olarak... =

Evre Il KHDAK heterojen bir hastalalik grubu.

Multidisipliner ekip ve multimodal tedavi yaklasimi
gerektirmekte.

Cerrahiden fayda gorecek bir grup Evre Ill hasta cok iyi
secilmeli ve bireysellestirilmis multimodal tedavi secenekleri

acisindan degerlendirilmeli
Anrezektabl hastalikta ginimuzde KRT standart.

Immiinoterapi ile konsolidasyon tedavileri umut vaad
etmekte.
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