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[oonHa Ha gunarHosa

Govindan R, et al. J Clin Oncol 2006; 24: 4539-4544

Ennagemuonorus

CHN>XXeHne Ha OTHOCUTerlrieH AAJ1 Ha 3aboneBaemMmocCT
ot 17.26% (1986) Ao 12.95% (2002)
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D OrpaHuyeHa 6onecT (LD)

Dl PasnpocTtpaHeHa 6onect (ED)

TNM wecTa peaakuusa, UICC, 2002

CtagupaHe: LD
OorpaHuU4YeH B XeMUTOpaKc, besonacHo obxBaLyaH
B YyAOBIeTBOPUTESTHO PaAuaLMOHHO norse
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NMneBpanHa uutonorus

KoctoB K, KaneB [1. [Ineepama, ctp. 274; UK AHkoc, Codhusa, 2006

“CucremHa’” bonecr
Hepe3eKkTabunHa, He3aBMCUMO OT cCTaausA
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EP (14.5m) vs CEV (9.7m) - mOS
EP (10%) vs CEV (3%) — 5y OS

| nnHUSA XUMHNorTepanusi
Etoposide/Cisplatin npeBb3xoxaa
ankupartop/aHTpauukrniuH 6asupaHu pexumu npu LD n ED




MeTta aHanus

Study

Perry (1987)
Murray (1993)
Gregor (1997)
Work {1997)
Jeremic (1997)
Skarlos (2001)
Takada (2002)

Qverall (95% Cl)

Favors Late RT

Risk Ratio
(95% Cl)

Sample

Favors Early RT Size

2/

- : 0.76 (0.51 10 1.12)

: 1.18 (0.88 10 1.58)
1.12(0.77 to 1.64)
1.06 (0.61101.87) 199

308
335

1.34 (0.8 0 1.83) 103
1.27 (0.66 to 2.41) 81
1.55 (1.15 o 2.09)

1.17 (1.02 to 1.35)

1
Risk Ratio

ERT (RR 1.17) vs LRT - 2y OS
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Study

Perry (1987)

Favors Late RT

Favors Early RT

Murray (1993)
Gregor (1997)
Work (1987)
Jeremic (1897)
Skarlos (2001)
Takada (2002)

Owerall (85% Cl)

Risk Ratio

Risk Ratio
(95% CI)

0.52 (0.2510 1.10)
1.38 (10.93 10 2.03)
0.78 (0.45 10 1.34)
1.09 (0.53 10 2.28)
1.23 (0.7910 1.91)
1.67 (0.61 o 4.56)
1.48 (0.93 to 2.34)

1.13 (0.92 1o 1.39)

Sample

Size
270
308
335
199
103
81

ERT (RR 1.13) vs LRT — 3y OS

Fried DB, et al. J Clin Oncol 2004; 22:4837-4845

TopakanHa nbnJyertepanus

PaHHaTa nbyeTepanus (4o 9 ceam.)
npeBb3XoxXxaa KbCcHaTta (crnen 9 cegm.) npu LD
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lll pa3a nanuteaHe

Owerall Survival [35)
Disease-free Sunvival fs)

Muo. at Risk Muo. at Risk
Contral 115 5 5 1 Contral 143
I Irradiaticn 143

Irradiation

PCI (6.7m) vs Control (5.4m) — mOS PCI (14.7w) vs Control (12w) — DFS

Slotman B, et al. N Engil J Med 2007; 357: 664-672

[TpodhunakTM4HO KpaHUasriHoO ooNbLYBaHe
npeBb3xoxaa rpynarta 6e3 PCl npu LD u ED
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Topotecan (13.3w) vs CAV (12.3w) — PFS
Topotecan (25.5w) vs CAV (24.7w) — mOS

Il nMHua xummnortepanusa (peunguse > 3 Mmec.)

MOHoTepanusa ¢ Topotecan e ¢ e(PeKTUBHOCT,
nooobHa Ha ankupaTtop/aHTpauUKNUH 6a3upaH Tpunnetr
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YMBAIl “CB. MapuHa” — BapHa
2004-2006

OKBK - 19.34%

Envnagemuonorusa
Y HacC 3aboneBaemMocCTTa 3aAbpPXKa BUCOK OTHOCUTEJIeH AAnN
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able 1. Genetic Abnormalities Specific in the Lung to Non—Small-Cell Lung Cancer and Small-Cell Lung Cancer.*

Abnarmality Men-Small-Cell Lung Cancer srmall-Cell Lung Cancer
Squamous-Cell
Carzinoma Adenocarcinoma
Precursor

Lesion Known (dysplasia)  Probable (atypical adenematous hy perplasia) i i

Genetic change P53 mutation KRAS mutation (atypical adenomatous hyperplasia Overexpression of -MET
in smokers), EGFR kinase demain mutation
{in nonsmokers)

Cancer
KRAS mutation Wery rare 10 to 30%F Wery rare
BRAF mutation 3% 2% Wery rare
EGFR
Kinase domain mutation Wery rare 10 to 406§ Wery rare
Amoplification] 30% 15% Wery rare
Wariant |11 mutation 29 Very rare Wery rare
HER2
Kinase domain mutation Very rare 126 Wery rare
Amplification 2% 6% Mot knowen
ALK fusion Wery rare 7% Mot known
MET
IMutation 12% 14% 13%
Amplification 21% 20% Mot knowen
TITF-1 amplification 15% 15%: Wery rare
P53 mutaticn &0 to 70% 50 to 70%F T5%5
LKEI muration 15% 4% Wery rare
FIK3CA

Mutation & Wery rare

Amplification i 436

Herbst R, et al. N Engl J Med 2008; 359:1367-1380

cBpbxekcnpecusa Ha c-MET un p53
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BSAP, TpaHckpunTopeH cdaktop Ha Pax),
perynupa ekcnpecusarta Ha c-MET

JlereHpa

Pax5 (paired box-containing) reHHa chamunusa, kogupaiya TpaHCKPUNTOPHU haKTopKn
BSAP - B-knetb4Ho-cneyncpuyeH aktuBaTop npoTenH

c-MET - me3eHxumMmHo-enuTeneH npexoaeH daktop (HGF)

Kaneti RP, et al. J Thorac Oncol 2008; 3 (S4): S271

[lpeAKTUBHU MapKepu

cBpbXxekcnpecusa Ha Pax5 kopenupa ¢
pe3ncteHTHOCT Ha SCLC kbM Tonounsomepasa | uUHxMGuTopun
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TNM ceama pepakuusn, IASLC, 2007

NMpeBb3xoxaa UICC6
B 000cobOsiBaHe Ha KPMBU Ha NPEXNBAEMOCT

CtagupaHe
kateropus M1a (nnespaneH u/unu nepukapaeH U3nue, ABYCTPaHHU
nyriIMOHanNHM metacrtasu) — nporHosupa ED
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PetpocnektuBeH aHanun3 Johns Hopkins Medical Institutions

Proportion Surviving

Meon-platinum based

I (n=13)

Proportion Surviving

T I T
IV (n=1) 2 3

Years After Surgery

n=10 n=8
Years After Surgery m == a=6 =6

Surgery | (58%) vs Il (18%), Il (23%), IV  Platinum-6a3sunpaHa (85.7%) vs nonplatinum-
(0%) stage — 5y OS O6asupaHa (41.7%) apoBaHTHa Tepanusa — 5y OS

Brock MV, et al. J Thorac Cardiovasc Surg 2005; 129: 64-72

Xupyprua npu SCLC T1-2, NO

O6cbxaaHe 3a xupyprudHo nevyeHue cnepg PET/CT. NMpun HoganHu
MeTacTa3u — nocrtonepatuBHa xumumonbyetepanus (NCCN, 2009)
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lll dpa3a nanuteaHe
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Owerall Survival
(% of patients)

1-—'-|_
| Etoposida 1=

Progression-free Survival
(% of patients)

plus cisplatin %—

IP (12.8m) vs EP (9.4m) - mOS IP (6.9m) vs EP (4.8m) — DFS

Noda K, et al. N Engl J Med 2002; 346: 85-91

| nuHUA xummotepanua npu ED

Irinotecan/Cisplatin npeBb3xoxaa Etoposide/Cisplatin (2002)
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lll pa3a nannteaHe

| Outcome | 1P|
- ]
Response (CR + PR)| 4% + 55% =59% | 1% + 54% = 55%
52

% 1 Year Survival 33%

*p=0.03

* Irinotecan (60 mg/m? d1, 8, 15) + Cisplatin (60 mg/m?2 d1)
 Etoposide (100 mg/m? d1-3 + Cisplatin (80 mg/m?2 d1)

| nMHKMA xummnotepanua npu ED
IP He npeBBb3xoxana EP (2008)
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lll pa3a nanuteaHe

* Irinotecan (175 mg/m?2 d1) + Carboplatin AUC5 d1
« Carboplatin AUCS5 + oral Etoposide (125 mg/m? d1-5)
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365 7320

Survival Time {days)

IC (8.5m) vs EC (7.1m) — mOS

| nMHKNAa xumunotepanusa npu ED
Irinotecan/Carboplatin e Ha n3dop (NCCN, 2009)




MeTta aHanus

Review: Early versus Lale Chesl Radickherapy in palienls with med stage small cell hing cancer (Yersion 250H05)
Comparisan
O ooz u- cleath wibin 2 or 3 years) only studies with overad irestment fime of chest RT less than

Sty Early OR [randem)
o Sub.CalegIry ik %, Cl

Skarlos 2001 2843
T4/114

LOL/153
523
Ted for helerogenedy; Oh? =080 df = 4 (P =0 OT), F = 53.8%
Tesd for overd effect =183 (P =045
01 a2 [T | 2 5
Fawours early  Favours ate

Rz Early varzus Labe Che2t Rudistharapy i patiarts with ded stage small call Ling cancst (Verson 250105)
Comparizon: 1 Enrly versus Late Chest RT
Outeome: D 5_yrs Survival (death within § years) only sludies with overall irestment tine of chest KT less than 30 day

Study Early Late OF (rancom)
o Sub-calegory i M 959 <l

E7/LLE 93114
Jeremic 1 I8/SE LERESE
Murrsy 1553 1Z4rLES 13671583

Tetsl (5% 1) 2z 318
Toial ewents: 247 (Early), 272 (Labe)
Test for heterogenelty: Chi* =112 <= 2(P= 057), "= 0%
Test tor gwerall effect: T =274 (P =0 008)
g4 02 0s 1 2
Favoursearty  Favowrs inie
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o,
0.42,
10.4s,

ERT (> 30d) vs LRT (< 30d) — 2-3y OS
p <0.09

(OR (ranitm)
o Y]

3 [0.38,
2 [0.16,

I0.26,

10.37,

ERT (> 30d) vs LRT (< 30d) — 5y OS
p <0.006

De Ruysscher D, et al. Ann Oncol 20

TopakanHa nb4yetepanusa npu LD

paHHa nbyeTepanua (o 30-n geH) npeBbL3XoXxAa
KbcHa (cnen 30-aeH)
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Practice Guidelines SCLC Table of Contents
in DI"ICOlClg}' —v.2.2009 SITIEI" CE” Lung Cancer Staging. Discussion, References

PRINCIPLES OF RADIATION THERAPY

Radiotherapy for limited disease:

= Radiotherapy should be delivered as either 1.5 Gy bid to a total dose of 45 Gy, or
1.8-2.0 Gy once daily to 60-70 Gy.1+

= Start with chemotherapy cycle 1 or 2 (category 1)

s The radiation target valumes should be defined on the CT scan obtained at the
time of radiotherapy planning. However, the pre-chemotherapy CT scan should
be reviewed to include the originally involved lymph node regions in the
treatment fields.58

= Concurrent chemoradiotherapy preferable to sequential therapy in fit patients
(category 1)

s Three-dimensional (3D) conformal radiation technigues are preferred, if
available.

+PCldose 25 Gy in 10 fractions?

TopakanHa nbyetepanusa npu LD

Cbu4eTaHa XMMUosnbLYeTepanusa ce npeanoyYmnTa
npen cekBeHuuanHa (NCCN 2009)
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lll pa3a nannteaHe

Standarddose | Higherdose | = HR | p |

e
30% (25%-36%) | 24% (18%-30%) | 0.77 (0.55-1.08) | | 0.13 |
Other metastases| 41% (35%-47%) | 42% (37%-48%) | 1.19 (0.93-1.52 |\\|

Chest relapse 40% (34%-46%) | 48% (42%-54%) | 1.32 (1.04-1.69

Overall survival | 42% (37%-48%) | 37% (32%-42%) | 1.22 (1.02-1.47

25 Gy/10 fractions/12 d vs 36 Gy/18 fractions/24 d

[podunakTu4HoO KpaHuasriHo oonbLYBaHe

Bucokogo3soBa PCIl ¢ 36 Gy
He npeBb3Xxoxaa Ao3a 25 Gy
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* OKBK B Bbbnrapus e 1/5 ot benogpoOHuA KapUuuHOM.

* HopganHo HeratuBHUAT OKBK, notBbpaeH ¢ PET/CT, e
KaHaAuAaaT 3a XUPYPrvs.

* oyonetwT EP e HezameHum Ha | nuHma npwm LD.

* cbyYyeTaHa U paHHa Xxumuonb4yeTepanus (B xoaa Ha 1
unu 2 Kypc) e Hau-agekesarteH noaxoa npu LD.

* npu ED Ha | nMHusa uma HoB haBopuTt — ayonetsT IC.
* 25 Gy npopunakTU4HO KpaHManHo obnbyBaHe e
3a4BbLJIKUTENHO NPU NbLIHa PEMUCUA.

* camocTositeneH Topoiecan e HecmeHsaeMm nuaep Ha ll
FIUHUAL.

KapLuMHOM Yyypak




