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CTpykTypa 3aboneBaeMocTu 3510Ka4eCTBEHHbIMN HOBOOOpPa3oBaHUAMM

B Poccumn B pasHbIX BO3pPACTHbIX rpynnax. (Jassidoe M.U., Akcernb E.M, 2008)

PaHr Bce Bo3pacThbl Bo3pacTt, roabl
0-14 15 -39 40 - 54 55-69 70 - 84 85 u ctapuue
My>X4uHbI
Pak nerkoro Jlenko3sbl JInmdbombl Pak nerkoro Pak nerkoro Pak nerkoro Pak npoctaTthl
(20,4%) (30,1%) (16,9%) (20,7%) (23,1%) (19,2%) (14,7%)
I Pak »xenynka Onyxonn LHC Onyxonu sinyka Pak xenyaka Pak xenyaka Pak npocTaThl Pak nerkoro
(10,0%) (17,9%) (9,6%) (10,5%) (10,1%) (14,9%) (12,8%)
Il Pak npocTaThl JInmdbombl Jlenko3sbl Pak no4ku Pak npoctaThl Pak >xenygka Pak »xenygka
(9,7%) (14,5%) (8,6%) (6,7%) (9,3%) (10,4%) (10,0%)
v Pak obogo4Homn Pak no4ku Onyxonn LHC Pak npsimon n Pak o6ogo4Hom Pak obogouHor Pak o6ogo4Hom
KMLLIKK (7,0%) (8,1%) o6oa04HOM KMLLIKK KMLLIKW KMLLIKK
(5,7%) Knwkun(no 4,5%) (5,3%) (7,1%) (7,8%)
V Pak npamon Onyxonwu kocten n Pak »xenygka Pak roptaHn  Pak npsaMOK KULLKK Pak npamon Pak moyeBoro
KULLIKA CYCTaBHbIX XpsiLLEn (5,6%) (4,0%) (5,1%) KWLLIKW ny3bIps
(5,1%) (5,4%) (5,9%) (5,9%)
JKeHLWKHbI
I PMX Jlenkosbl (29,3%) Pak wewnku PMX (29,4%) PMX Pak xenygka PMX
(20,0%) maTkm (20,6%) (21,7%) (14,3%) (12,2%)
Il Pak Tena matku u Onyxonu LUHC PM>X Pak wenkun Pak Tena matku PM>X Pak o6og04HOM
000404YHON KULLKK (17,8%) (17,6%) Matku (9,2%) (9,5%) (13,7%) knwiku (10,3%)
(o 7,2%)
1l Pak >xenygka Jinmcpomei (10,3%) JInmcbombl Pak tena matkmu  Pak 0604004HOM Pak obogo4Homn Pak »xenygka
(6,8%) (9,3%) (8,7%) Knwku (7,2%) Kuwkn (9,7%) (9,7%)
\Y) Pak werkn matku Pak noyku (9,9%) Pak wutoBugHon Pak ssMyHUKOB Pak xenyaka Pak npsimon Pak nerkoro
(5,3%) xenesbl (8,4%) (7,3%) (6,2%) KMLLIKWA (5,8%)
(5,8%)
V Pak anyHukoB Onyxonu Pak amyHmkoB  Pak wmtoBnagHom Pak NpsaMOn KULLIKK Pak nerkoro Pak npsimon
(4,9%) Me3oTennanbHbIX 1 (7,5%) xenessbl (5,1%) N AUYHWNKOB (5,1%) KULLIKA
MArkux TkaHen (5,6%) (mo 5,0%) (4,7%)




HMPJ1. Ctaaun v BbIXXMBaemMoCTb OOJNIbHbIX

5-neTHAA

BbhKUBaeMocCTb, %

I T1-2NOMO 55-75
1 T1-2N1MO 25-50
A T3NO-1MO / T1-3N2MO 20-40
1B TANnw60oe MO wunwu <5
Tnro60eN3MO
\Y} M1 <5




MECTHO-
PACMPOCTPAHEHHbIXA HMPII.
JIEHEHUE.
NTNYHEBOE UK
XUMUOIJTYHEBOE?



CALGB 8433.
HMPI1 |ll ct. UHgykunoHHaa XT—-JIT vs JIT

'pynna XIT pynna J1T

JleyeHue Pt 100mr/m2B 1 n 294H + NNT 6 HeA,
Vbl 5mMr/m2 pHnl,8,15,22,29 coO=60Ip
J1IT ¢ 50 gHA, 6 Hea, COO=60Ip

n 78 77

03 nocne XT 36% (MP=4%) :

O3 no oKkoHYaHuun 03=56% (MP=19%) 43% (MP=16%)

nT pP=0,092

UHM. ocnoxHeHusa ¢ 7% 3%

rocnutanu3auveu

BbipaxeHHas 14% 6%

noreps Beca

Dillman RO, Seagren SL, Propert KJ, etal. N EnglJ Med. 1990 Oct 4;323(14):940-5.




HMPI 1l ct. UhaykumnoHHaa XT—JIT vs JIT

CALGB 8433.

O6wWwan BbIXXMBaeMocCTb

o XNT 1T
] MOB, 137 9,6
o
| Mec p=0,012
§ © LEGEND:
S ] RT N=77 Events=72 Median= 956 Chi- «6.29 0 0
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Fig. 1. Overall survival of patients with stage Il non-small-cell lung cancer afier sequential chemotherapy- n 1 30/0 60/0

-adiation therapy (CT-RT) compared with that of patients after radiation therapy alone (RT only). P value

wvas two-sided.

[J Natl Cancer Inst 1996;88:1210-5]




CALGB 8433.
HMPI 1l ct. UhaykumnoHHaa XT—JIT vs JIT
O6wan BbNKMBaeMoCTb. [1NTOCKOKNEeTOUYHbIN pak
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Fig. 3. Survival of patients with stage IIl non-small-cell lung cancer of squamous cell histology after sequen-
ial chemotherapy-radiation therapy (CT-RT) compared with that of patients after radiation therapy alone
RT only). P value was two-sided. [J Natl Cancer Inst 1996;88:1210-5]



CALGB 8433.
HMPI 1l ct. UhaykumnoHHaa XT—JIT vs JIT
OOwasa BbhkMBaeMoCcTb. AgeHoKapuMHoMma.
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Fig. 4. Survival of patients with stage [l non-small-cell lung cancer of adenocarcinoma histology after se-
guential chemotherapy-radiation therapy (CT-RT) compared with that of patienis afier radiation therapy

alone (RT O’nly). P value was two-sided. [J Natl Cancer Inst 1996;88:1210'5]



HeonepabenbHbin HMPI1. XIT vs JT.
Ponb uucnnatuHa

T | XNT/exenen | X/IT/exeauesHo

BbiXknBaemMocCTb: ir
21
3r

BbnkuBaemocTtb 6e3
MeCTHOro peumamBa 1r

2r

2Hen (no 3Ip X5
dop/Hen X10p)—
nepepbiB 3 Heg —
no 2,5p/aexsb, 5
dp /Hen, 10pa3

46%
13%
2%

41%
19%

+ umcnnaTuH

no 30 Mmr/m?2

B 1 AeHb KaXkaoun
ne4yedHomn
Henenu

44%
19%
13%

42%
30%

+ umcnnaTuH
no 6 mr/m? /aeHb

nepeg JIT

549%

26% p=0,009
16% vs JIT
59% p=0,003
31% vs JIT

Schaake-Koning C, van den Bogaert W, Dalesio O, et al.

N Engl J Med. 1992 Feb 20;326(8):524-30.Amsterdam.




SWOG-9019
HMPIJ1 11 B ct. UHgykunoHHasa XJIT

Jtono3ua+UucnnatuH/3Hen x 2/4 kypca + JIT go COO=45/60Ip

n 51

MOB 15 mec

3-roguyHasi BbhDKMBaeMocCThb 17%

S-INIeTHAA BbDKMBaeMOCTb 15%

TOKCUYHOCTDb HentponeHnunsa — 32% 60nbHbIX
d3odarut: 3cTt—12%

4t — 8%

Albain KS, Crowley JJ, Turrisi AT 3rd, et al. USA J Clin Oncol. 2002 Aug 15;20(16):3454-60




XUMNOINYYEBOE JIEHEHMUE.
MOCNEAOOBATEJIbBHO UJIA
OOHOBPEMEHHO?



HeonepabenbHbin HMPJI
(MMOCKO- N KPYNMHOKIETOYHbIN).

XNT vs AT
XNT nTt
(BUHAOE3WUH,
umknodocdamuna, (COO=65Ip)
LUCNNATUH, JIOMYCTUH)
n 176 177
2-T BbIXKUBaeMOCTb 21% (p=0,02) 14%
OTpaneHHble MTC Pexxe, p<0,001
1r noKanbHbIN 15% 17%
KOHTPOJb
Le Chevalier T, Arriagada R, Quoix E et al. Lung Cancer. 1994 Mar;10 Suppl 1:5239-44

Département de Médecine, Institut Gustave-Roussy, Villejuif, France



CTRT99/97.HeonepabensHbin HMPI IIA/IIIB cT.
XIT vs XT —IT.

UXT: Maknutakcen 200Mr/m2 +

Kapo6onnatnH AUC 6/3 Heg X 2 Kypca

1T, COAO=60Ip nT +
lMaknuTtakcen P
no 60 mr/m2/Hen

n 113 101
MOB, mec 14,1 18,7 0,091
MBBI1, mec 6,3 11,5 <0,001
093, % (MNP) 38,9 (5,3) 46,4 (12,1) 0,02

Huber RM, Flentje M, Schmidt M, et al; Bronchial Carcinoma Therapy Group. Germany
J Clin Oncol. 2006 Sep 20;24(27):4397-404.




CTRT99/97.
BbhkMBaemocTb 6e3 nporpeccupoBaHusi 60mne3Hu

1.0 4
- Radiotherapy alone (97 events)
Median: 6.3 (95% CI; 5.0 to 7.6)
— Simultaneous radio chemotherapy (65 events)
0.8+ Median: 11.5 (95% CI: 8.3 to 14.7)
HR: 0.57 (95% CI; 0.42 t0 0.79)
P < .001 (simultaneous v alone)
0.6 -
0.4 -
0.2
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CTRT99/97.
OOLwasa BbNKMBaAeMoCTb

1.0 1

- Radiotherapy alone (90 events)
Median: 14.1 (95% CIl; 11.8 t0 16.3)

0.8 + - Simultaneous radio chemotherapy (70 events)
Median: 18.7 (95% CI; 14.1 to 23.3)

HR: 0.76 (95% CI; 0.56 to 1.05)
P = 091 (simultaneous v alone)

0.6 +

0.4 -

Cumulative Survival

0.2+

L] L L) | L] L]
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Time to Progression in Months

2atients at risk:
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Cumulative Survival

CTRT99/97.
OobOwasn BbnNKMBaeMocTb 6onbHbIX ¢ O3
(MP+4P)

1.0 -
Radiotherapy alone (39 events)
Median: 16.6 (95% CI; 12.5 to 20.6)
- Simultaneous radio chemotherapy (28 events)
0.8 - Median: 32.6 (95% CI; 21.4 10 43.9)
HR: 0.60 (95% CI; 0.37 to 0.98)
P = .041 (simultaneous v alone)
0.6 4
0.4 -
— - -—- n=46
0.2 -
— 3
n=49
L] L] L] L] LJ L} ]
0 12 24 36 48 60 72 84

Survival Time in Months



Percent Alive

100+

751

501

251

RTOG 94510
HMPI 1l ct. UugaykumnoHHaa XT—JIT vs XJIT.
5-neTHAA 00LWas BbKUBAeMOCTb

| xT T

cisPT 100 cisPT 100 cisPT 50
Mr,m2 1,290+ Mr,mM2 1 n 290+ Mr,mM2B 1,8,
Vbl Vbl + 29n 360+
A 1 3atem JIT c T ¢ 1-ro x4 VP no
—Am 2 50-ro gHsA 50mrx2p/g 10
Heq (B
1,2,5,60H) +
NNMTcl-ron
MOB 14,6 mec 17 mec 15,6 mec

5-net B 10% 16% p=0,046 13%

Figure 3. Five-year survival results for
patients assigned to receive standard
radiation with concurrent chemotherapy
compared with patients assigned to
receive sequential chemotherapy and
radiotherapy. Hazard ratio for death =
0.812, 95% confidence interval = 0.663 to
0.996, P = .046, two-sided log-rank test.
Total dead at any time: Arm 1 = 189 and
Arm 2 = 185. Slash marks indicate cen-
sored observations.

1 2 3 4 5§ J Natl Cancer Inst 2011;103:1452-1460
Years from Random Assignment



HeonepabensHbin HMPI IIIA/B crT.
JlyyeBas Tepanusa c acKkanaumeun cymmapHou
o4yaroBou A03bl B KOMOUHaAUMN C MHAYKLUOHHOU U
opgHoBpemeHHou XT: nccnepoBaHue /Il pa3sbl.

N=62

UHOykyuoHHass XT (UXT).

Kap6onnatun AUC 6+lMaknutakcen 225mr/m2x34ac/21a X 2 Kypca

C 43 OHs1 oOHoepemeHHas1 XJIT:

Kap6onnatnu AUC 2 + lNMaknutakcen 45mr/m2x34ac 1p/Hen X 6 Hep, +
NT po COAO=60,66, 70 74 Tp

UXT:. 093=40% MNb=13%

Tokcu4yHoCMb. [JO30NIUMUTUPYIOLLLIEN HE NMONY4YEHO.
J3odarnT 3-4cT — 8% 60onbHbLIX Nnpu COO=60-74Ip

O6wan achpeKTUBHOCTD.

03=52%
MOB= 26 mec; 1lrog — 71%, 2 roaa — 52%, 3 ropa — 40%, 4 roaa — 40%
BbIl: 1ron—47/%, 2 ropa - 35%, 3 roga — 29%

Socinski MA, Rosenman JG, Halle J . Cancer. 2001 Sep 1;92(5):1213-23.




XUMNOJTYHEBOE JIEYEHUE.
ONTUMN3ALINA
NNEKAPCTBEHHOWU TEPANUN



HeonepabenbHbin HMPIJ1 , cT lIl. XJT.
Ontumusauuma XT. CALGB 9431. Il ¢a3a

LUucnnatuH no 80 mr/im2 B 1, 22, 43, 64 AHN +

Gem Pacl Vnr
1250 mr/m21,8,22.29 1 225Mr/m2 1,22 n, 25mr/m2 1,8,15,22,29A
600mr/m2 43,50,64,71 a4 130mr/m243,64 g 15mr/m243,50,64,71

C 43 pHsa + NIT POO=2IP, COO-=66Ip

03,% 74% 67% 73%
BbiknBaemocTb . MeauaHa 17 mec

ir 68% 62% 65%

2T 37% 29% 40%

3r 28% 19% 23%

Vokes EE, Herndon JE 2nd, Crawford J, et al. USA
J Clin Oncol. 2002 Oct 15;20(20):4191-8




HeonepabenbHbin HMPIJ1 , cT IIIA/B. XNT.
OnTuMunsaumsa nocrnenoBaTeNnbHOCTU U
MHTerpaumm naknutakcersra ¢ KapoonnaTtmHOM.

Il pa3a
_ NMaknutakcen 200mr/m2 + Kap6onnatnH AUC 6 x 2 Kypca
T COAO=63lp NT + 1p/Hen NT+ 1p/Hep
Maknu 45 mr/m2+ Maknu 45 mr/m2+
Kap6o AUC 2 Kap6o AUC 2 —
2 Kypca Naknu+Kap6o
MOB 13 mec 12,7 mec 16,3 mec
d3ocharut 19% 28%
3+4cT
Hanbonbwune
3¢ PeKTUBHOCTb U
TOKCUYHOCTb

Belani CP, Choy H, Bonomi P et al. USA
J Clin Oncol. 2005 Sep 1;23(25):5883-91. Epub 2005 Aug 8..




HYXHA JIU
KOHCOJIMOUPYIOLWAZA/
NMOAAEPXUBAIOLWIAA
TEPAIINA?



HMPIJI1. IlIB cT. XJ1T + KOHCONUpaauus
TakcotepoM. SWOG 9504

NT B COO=61Ip +
XT (umcPt 50mr/m2 1,8,29,364 + Etop 50 mr/m? 1-5,29-334

l

yepes 4-6 Heaenb
OoueTtakcen 75 mMr/m2

MBBI1, mec 16

MOB, mec 26 (SWOG 9019 — 15 mec)
ir 76%

2r 54%

3r 40% (SWOG 9019 — 17%)

4r 29% (SWOG 9019 - 17%

5n 29% (SWOG 9019 — 15%)

Gandara DR, Chansky K, Albain KS, et al. USA.
Clin Lung Cancer. 2006 Sep;8(2):116-21




HMPI1, cT.1ll. XJ1T. UcchnepoBaHue |ll dpa3sbl.
HOG LUN 01-24/US0O-023.
KoHconuaupyrowasn Tepanusa goueTtakcernem He
ynyduwaeT pe3ynbTaTtbl coyetaHHou XJIT.

HeonepabenbHbin HMPI, lIl cT. n=243
NT B COO=61Ip +
XT (umcPt 50mr/m2 1,8,29,364 + Etop 50 mr/m? 1-5, 29-33a

Het nporpeccuplOBava OonesHu
!
R
HOouetakcen 75 mr/m2 (n=82) HabnopeHue (n=84)
MOB, mec 24,25 25,95
MBBI1, mec 12,3 12,9
3r BbIXK-0CTb  29,6% 33,6%

L. A. Mina, M. A. Neubauer, R. H. Ansatri, et al. USA JCO2008 (ASCO ) Vol 26,
No 15S (May 20 Supplement), 2008: 7519



HMPI1, cT.lil. XNT.

KoHconugupyrowasa Tepanua He ynyJdllaeT
pesynbTatbl XJIT.

UccnepoBaHue GILT Huber RM, ASCO 2012 A7001
UnaykumoHHasa XJ1T (n=288) — n=201

KoHconunpauus BSC
cisPt 80 mr/m21 n 22n +

Vrb p.o. 60mr/mM21 8 gaun 80 mr/m2 22 n 294
KPO = 66.7%:; KPO = 56.2%:;
95% ClI, 56.3-76.0 95% Cl, 46.2%—-65.9%
p=0,12

Yamamoto, ASCO 2012. A 7000
AHanus 41 nccnepgoBsaHua. mpHMPI Il cT.
JleyeHue: nnaykumoHHas XJ1T (Ha ocHoBe uucPt unu Carbo)

20 noarpynn — koHconuaupyowaa XT vs 25 noarpynn 6e3 XT
HR, 0.98; 95% [0OW, 0.84-1.13; p=0.757



XUMNOJTYHEBOE JIEYEHUE.
U3YHEHUE MNMPEMNAPATOB
TAPFETHOWU TEPAIMWUN



MpHMPIJI1. Lletykcnumab+J1T B ne4eHUn NoXuUnbixX n/mnm
ocriabneHHbIX 6onbHbIX. N0422, daza |l
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Figure 1. The median survival for this 57-patient evaluable cwhort was 10 - '
15.1 months (95% confidence interval 13.1-19.3 months). 0

0 3 0 9 12 15 18 21 24
time (months)
Figure 2. The median time to cancer progression within this 57-patient

evaluable cohort was 7.2 months (95% confidence interval 5.8-8.6
months).

A. Jatoi, S. E. Schild, N. Foster et al. USA. Annals of Oncology 21: 2040-2044, 2010



U3yuyeHune besaunsymaba npu HMPIJI

Table 1. Selected clinical trials of bevacizumab [bev) in early and locally advanced non-small cell lung cancer.




XUMNOJTYHEBOE JIEYEHUE.
MPOD®UNNAKTUHECKOE
OBJTYHYEHUE IN'OJIOBHOI'O
MO3I'A KAK NMOIbITKA
YIYHWUTb OTOANEHHbBIE
PE3YJIbTATbI JIEHMEHUA



MpHMPIJ1. O630p nccnegoBaHun No npodurakTuiecKomy

OGny4YeHUI0 rofiIoBHOro Mo3ra
Table 4: Studies of prophylactic cranial irradiation for patients with locally advanced non-small cell lung cancer in recursive
partitioning analysis group |.

Reference N patients Histology Primary Tx Doseof PCI  BMPCI- (X) BMPCl+(X) P-value
Albain et al. 126 AllNSCLC Trimodality 36 Gy (2 Gyfir) 16 8 0.36
Strauss et al ¢ W Non-squamous Trimodality 30 Gy (2 Gyfr) 12 0 032
Sarn etal” 4| All NSCLC Trimodality NS u 14
Rusch et al.!! 75 NS Coct TRT 36 Gy (2 Gyffr) .
30 Gy (3 Gy/fn
Stuschke ecal’® 7% All NSCLC Trimodality 30 Gy (2 Gy/ir) 4 13 0.0004
Cox et al® 28 All NSCLC TRT 20 Gy (2 Gyfr) 13 6 0038
Unsawasd’ 9 All NSCLC Trimodality Coct TRT 30 Gy (3 Gyffr) Pl B 0.002
Russell et al¢ 187 Non-squamous TRT 30 Gy (3 Gy/fy 19 9 0.0
Mia et al” I All NSCLC Ctx + TRT 30 Gy (2 Gyfr) [ 0 0.0001
375 Gy (L5Gyfr)

Pottgen e¢ al 112 Al NSCLC (Stage llIA) Trimodality 30 Gy (2 Gyl 7.2 9. 0.02

0.04
Yanz ecal? 61 Squamous and adeno ca Cx + TRT 30 Gy (2 Gyffr) . 5.7 .

(Stage llB)

(*) Current study.

Abbreviations: Tx = treatment; NSCLC = non-small cell lung cancer, Cox = chemotherapy, TRT = thorack radiotherapy; PCI = prophylactic cranial
iradiation, BM = brain metastasis.



3aKnoyeHue.
MpHMPIJ1. O630p nccnepoBaHnn. BenknBaemocTsb.

Survival
Median 1 Year 2 Years 3 Years

Author Study Arm (months) (%) (%) (%)
Dillman® CALGB 8433 qdRT 96 40 13 10
Orton® RTOG 8808 qdRT 14 46 19 6
Saunders'? CHART qdRT 12 60 20 10
Orton® RTOG 8808 bid RT 123 51 24 13
Saunders' CHART tid RT 15 61 30 20
Dillman* CALGB 8433 CT — qdRT 13.7 54 26 2
Orton® RTOG 88-08 CT — qdRT 138 60 32 15
Furuse® Japan CT - qdRT 13 55 27 14
Curran’ RTOG 9410 CT = qdRT 146 67 - 31
Belani ECOG 2597 CT - qdRT 137 63 28 15
Belani ECOG 2597 CT - tid RT 203 59 37 20
Furuse® Japan CT + qdRT 17 64 4 22
Curran’ RTOG 9410 CT + qdRT 171 63 - 37
Curran’ RTOG 9410 CT + bid RT 196 61 — 40

Abbreviations: CALBG, Cancer and Leukemia Group B; qdRT, once-daily radiation therapy; RTOG, Radiation Therapy Oncology Group; CHART, continuous
hyperfractionated accelerated radiation therapy; CT, chemotherapy.
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