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UArdisik Kemoradyoterapi
UEs zamanli Kemoradyoterapi

tindiiksiyon —konsolidasyon KT + Kemoradyoterapi

UHedefe yonelik ajanlar + Kemoradyoterapi

- /

wiy
o F
- e,
- * .
¥ Ly

TAKD Pamukkale Sempozyumu



/ Kemoterapi - Radyoterapi \

UuUzak mikrometastazlari onlemek
URadyoduyarlilastirmak

UKT sonrasi timdrde kiculme ve RT volimunid azaltma
UToksisite daha az

UTedavi zamaninda uzama
UKT yan etkileri fazlalasabilir
UKT'ye bagh timor direnci gelisebilir
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Ardisik Kemoradyoterapi vs RT Sonuclari

] 0
Median sagkalim 0. Sagkalim (%)

RT(Gy) KT Ardisik Hasta sayisi (ay) 'Y 27V 3V 5YR

Dillman et al. 60.0 — — 77 9.7 40 il ikl 7
(CALGB)

60.0 PV CT—-RT 79 13.8 55 26 23 19
Le Chevalier et al 65.0 — — 177 10.0 41 14 4 —

65.0 VCPC CT—-RT—-CT 176 12.0 51 21 12 —
Sause et al. 60.0 — — 149 114 46 19 6 5
(RTOG/ECOG)

60.0 PV CT—-RT 151 13.2 60 32 15

69.6/71. — — 152 12 Lol 24 13

2

Cullen et al 50 MIC 13.0 14

50 9.9 10

PV: Sisplatin/Vinblastin, VCPC:Vindesin/siklofosfamit/sisplatin/lomustin, MIC: Mitomycin,ifosfamitsisplatin *

lotanded . 158
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NSLC Collaborative Group, Meta-analiz, 1995

6387 hasta degerlendirilmis

Ardisik KT-RT vs RT sagkalim farki p:0.005

Olum riskinde %13 azalma (HR:0.87)
2 yilhk sagkallm %15 vs %19

5 yilhik sagkallm %5 vs %7

<
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Es zamanli Kemoradyoterapi

Author BT CHT MSET Surwvivial
(doseffractionation) drugs/timing (months) 2-year 3-year
Sores! et al. 50.4 Gy in 28 fx - 11
(1o88) Same E 15 mg/m?, weekly 1a
*Scaaake-Koming et al. 55 Gy split course - 1z 19%4 2%
(1992]) Same F, 30 mg/m?, weekly 1z 30%% 139
Same F, 6 mgfm?*, daily 14 ) 390
Trovo et al. 45 Gy in 15 fx - 10 1394
(1292) Same E & mgfm?=, daily 10 13%4
BrankEr et al. G0—65 Gy in 30-33 x - 10 13%0
(1995) Same F. 70 mgfm?*, day 1, 22, 11 18%a
and 43
ITEREMIC et al. 64.8 Gy (1.2 Gy b.id.) - 8 25% G B
(1995]) Same C, 100 mg, day 1,2; E, la 35% 23%
100 mg, E, day 1-3; weekly
Same C, 200 mg, day 1,2; E, 100 13 27%% 16%
mg, day 1-5; weeks 1, 3,5
RerEMIC et al. 60.6 Gy (1.2 Gy buid.) - 14 26%
(199a]) Same C/E, each 50 mg, daily 22 4 3% Hj
BonHER et al. &0 Gy in 30 fx - 8.6 524
(1998]) &0 Gy in 40 X B 30 mgf=qm; E, 100 mg/ 11.6 22%
split +/- CHT sqrm, day 1-2 and 28-30
BaLr et al. &0 Gy in 6 weeks - 15.8 26%0 10
(1999 Same C, 70 mg/m? x 5 days, 17.0 2994 %%
weeks 1 and 5
a0 3y in 3 weels - 14.4 Z8%% 13%
Same C, 70 mg/m?* x 5 days, 15.0 20%4 5%
weelk 1
GrRoEN et al. &0 Gy in 30 fx - 11.7
2004 Same C, 840 mgfm?=, CI, 6 weeks 11.8
Caxir and EGEHAN 64 Gy in 32 fx - ab 2%
Same P, 20 mg/m? x Sdays, 16¥ 1096

2004

weeks 1 and &




West Japan Lung Cancer Group

/s

314 hasta \
aSisplatin/Vindesin/Mit-C
URT: Split —course:28 Gy/14 fr ................... 28 Gy/14 fr

UNormal dokuda hasar onarimi - ... Tm proliferasyonu -

uSagkalim: 16,5 ay vs 13.3 ay
(Uzak metastazsiz sagkalim farki yok

UMyelosupresyon es zamanli uygulamada fazla...
K JCO, 1999 /

lotanded . 158
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RTOG 94-10 calismasi

Medyan sagkalim
14.6 ay

17 ay

15.6 ay

Akut yan etkiler -,

Gec donem yan etkilerde fark yok
\ ASCO, 2003 /

@7 hasta

1.Sisplatin/Vinblastin + 50. gun RT: 60 Gy
2.Sispalatin/Vinblastin + 1. gun RT: 60 Gy
3.Sispaltin/etoposit + HFX RT: 69.6 Gy

4 yillik sagkalim
%12
%21
%17
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The GLOT-GFPC study NPC 95-01

612 hasta, \

UArdisik: Sispaltin/Vinoralbin + RT (66 Gy/33)
UEs zamanli: Sisplatin/Etoposid + RT
Konsolidasyon KT (sisplatin/vinoralbin)

2 yilhk sagkalim: %23 %35
4 yillik sagkalim:  %14.2 %20.7
4 yillik PFS: %8.8 %15

Grad 3-4 o6zofajit: %0 %26

\Qisfaj I: %1 %19.3  aco, zooy

let s - 158
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Es zamanl - Ardisik Kemoradyoterapi

Hasta Median Sagkalim (ay) % Survi (yil) % Esophagitis (Grade 3-4)
sayisi Ardisik Es zamanh Ardisitk Es zamanh Ardisitk Es zamanh

Furuse 314 13.3 16.5 8 16 (5) 4 23

et al.

1999

RTOG 400 14.6 1740 12 21 (4) 5 26

94-10

2003

Fournel 205 14 15 23 35 (2) 0 26

et al. 14 21 (4)

2005

Cochrane Meta- analiz: Es zamanl/ > Ardisik  RR: 0.86
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EORTC 08972 - 22973

158 hasta \
Gemcitabin / Sisplatin + RT

Sisplatin gunltik % RT (66 Gy/2.75 Gy/24 fr)

Medyan sagkalim 16.2 ay 16,5 ay
2 yilhik OS %34 %39
3 yilhik OS %22 %34

Hematolojik yan etkiler %21 %5

Disfaji %5 %14
\ Eur J Cancer, 2007

let s - 158
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Es zamanl Kemoradyoterapi * Indiiksiyon KT

CALGB 39801 - FAZ 111 calisma \
366 hasta
2 kir induksiyon KT (paklitaksel+Carboplatin) + KT/RT

KT/RT (haftalik paklitaksel/carboplatin) 66 Gy/33 fr
Medyan sagkalim: 14 ay vs 12 ay

Gr 3 0zofajit %30 Vs %28

Gr 3 disfaji %11 vs %15

\Kilo kaybi >%5 olanlarda sk %23 Vs %10

Vokes, JCO, 2007
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4 A

Indiiksiyon KT (2-Gemsitabin/sisplatin) + KT/RT (66
Gy/2.2 Gy/gun)

KT/RT (paklitaksel/karboplatin)

Medyan sagkalim: 12.6 ay 18.2 ay

Kim et al, 3CO, 2007

N _
€3

let s - 158
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Indiiksiyon Kemoterapisinde farkli ajanlar \

Faz 11, randomize calisma
Sisplatin + Gemsitabin

Siplatin + Paklitaksel — RT/KT (66 Gy)
Sisplatin + Vinoralbin

Yan etkiler..
Medyan sagkalim: yaklasik 17 ay

\ Vokes, JCO, 2002 /
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Int. J. Radiation Oncology Biol. Phys.. Vaol. 68, No. 3. pp. 779785, 2007
Copyright & 2007 Elsevier Inc.
Printed in the TISA. All rights reserved
O360-30 1607 F—see front matter

ELSEVIER Adoi: 1010165 0jrobp 20007 00 002

CLINICAL INVESTIGATION Lung

COMPARISON OF OUTCOMES FOR PATIENTS WITH UNRESECTABLE.,
LOCALLY ADVANCED NON—SMALL-CELL LUNG CANCER TREATED WITH
INDUCTION CHEMOTHERAPY FOLLOWED BY CONCURRENT
CHEMORADIATION VS, CONCURRENT CHEMORADIATION AILLONE
EuvcenmeE H. Huang., M. D, ¥ AroNnaxing Liao, MDD ..% Jamnmes D). Cox. MDD, ¥
TrHaHomnMaAas WM. Guerrero, WM. D .. Pu.ID..* Jo %Y. CHang., M. D, Pa.D..* MeLimnpa JeETER, WM. I _JF
YErRKO BorcHErRO. M. D ¥ Xiong WEeL M. D% Frank Fosserpra., NM.ID T

Rovy S. HeErssT. M.D.. Pur.D.." GeorcE R. BLumENsScHEIN, Jr.. M. ID.." Cesar Moran, M. ID..F
ParmerLa K. Acriewn, PH. D % anp RiTsuko Konmaxki, NI F

Departments of *Radiation Oncology, "Thoracic/Head and MNeck Medical Oncology, and FPathology., The University of Texas
M. . Anderson Cancer Center. Houston, T2

265 hastalik retrospektif degerlendirme

Indiiksiyon KT: Sisplatin/taksanli rejimler

Es zamanli KT: haftalik sisplatin/Karboplatin/taksan/etoposit

RT: Ortalama 63 Gy (konvansiyonel:183 hasta, Hiperfrx: 82 hasta

5 yilhik sagkalim: %25 %12  p<0.01

Adenokarsinoma/bulyuk hicreli Ca %24 %38 P:0.003
Indiiksiyon KT: HR: 0.47 *

letamded - 188



Es zamanl Kemoradyoterapi + Indiksiyon KT

+ Konsolidasyon KT

ﬁmerican College of Radiology LAMP,
KT (2 paklitaxel/karbo) + RT (63 Gy)
KT(2) + RT/KT (haftalik)

RT/KT + Konsolidasyon KT

Medyan takip: 26 ay

"

Medyan sk
11 ay

12,5 ay

16 ay ns

~

Choy, ASCO, ZO(y
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Induction and consolidation chemotherapy in addition to concurrent chemoradiotherapy

Author Phase Regimen

Conclusions

Vokes et al. (2007) [16] I [nduction chemotherapy followed by
concurrent chemo-radiotherapy vs.
concurrent chemoradiotherapy

Choy etal. (2002) [17] [T {randomized) Sequential chemo-radiotherapy vs. induction
chemotherapy followed by concurrent
chemo-radiotherapy vs. concurrent
chemo-radiotherapy followed by
consolidation chemotherapy

Hanna et al. (2007 [23] Il Concomitant etoposide plus platinum and
radiotherapy with or without consolidation
docetaxel

Kim etal. (2007) [24] Il [nduction chemotherapy followed by

concurrent chemo-radiotherapy vs.
mmediate chemo-radiotherapy

Negative results, however, in the subsef of
patients with weight loss of more than 5%,
induction therapy resulted in a betier overall
3-year survival rate

Non significant median survival advanfage
for the concurrent/consolidation arm

Consolidation docetaxel does not improve
survival, and it is associated with significant
loxicity including an increased rate of
hospitalization and premature death

The addition of induction chemotherapy to
concomitant chemo-radiotherapy failed to
increase the survival
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Table 1. Summary of Selected Studies with Chermoradiation
Mo, of Induction Consolidative Median Survival
Reference Study Fatients Therapy Concurrent Therapy Therapy Time {months)
Albain et al'” SWOG 9019 &0 NA 81 Gy/Cisfetoposide Cisfetoposide 150
Gandara et al'® SWOG 9504 83 MA 61 Gy/Cis/etoposide Docetaxel 6.0
Belani et al'® LAMP 376 Pac/Carbo 63 Gy XRT NA 13.0
Pac/Carbo 63 Gy/Fac/Carbo NA 12.7
63 Gy/Pac/Carbo Pac/Carbo 16.3
Komaki et al*° RTOG 9204 168 Vin/Ciz/Cis 63 Gy/Cis MA 166
69,8 Gy/Cis/etoposide MA 145
Clamen et al®! CALGE 9130 283 Vin/Cis el Gy NA 136
Vin/Ciz &l Gy/Carbo MA 13.4
Gervais et al*? FNCLCCAFCT 634 Vin/Ciz 66 Gy MA 11.0
Vin/Ciz &b Gy/Carbo MA 14.0
Vokes et a* CALGE 9431 176 Gem/Cis &6 Gy/Gem/Cis NA 18.3
Vin/Cis 66 Gy/Vin/Cis NA 17.7
Pac/Cis 66 Gy/Pac/Cis MA 14.7
Abbreviations: SWOG, Southwest Oncology Group; MNA, not applicable; Cis, cisplating Pac, paclitaxel: Carbo, carboplating XRT, radiation therapy: LAMP, Locally
Advanced Multimodality Plan; RTOG, Radiation Therapy Oncology Group; Vin, vineristing; CALGE, Cancer and Leukemia Group B; FNCLCC, Fédération Mationale
dez Centres de Lutte Contre e Cancer; IFCT, Intergroups Francophone de Cancérologie Thoracique; Gem, gemcitabine.
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3 Boyutlu Konformal RT

Table 3. Fhasz= | and |l Tnals Establishing the Safety and Potential Efficacy
of 74 Gy of Radiation Delivered Using Three-Dimensional Conformal
Thoracic Radiation

Radiation MTD Median Survival

Stuchy (3] Chemotherapy Time (months)
RTOG 011734 74 Carboplatinfpaclitaxel 22
MCCTGS QD283= 74 Carboplatinfpacitaxe| 37
LMC3* 74 Carboplatinfpaclitaxel 24
Wake Forest®’ 74 Germcitabine 18
CALGE 2010538 74 Carboplatinfpacitaxe| 24

Abbreviations: MTD, maximurm-tolerated dose; BTOG, Radiation Therapy

Oncology Group; MCCTG, Morth Central Cancer Treatment Group: URNC,
University of Morth Carclina; CALGE, Cancer and Leukemia Group B.
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