llaaamaTBHAS
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paka AerkKoro



JAMHaMHUKa NOKa3aTeJied 3a60/1eBa€eMOCTH U CMEPTHOCTH OT
3HO nerkux (C33-34) HacesieHus1 Yens160MHCKOM 00J1aCTH U
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JAuHaMUKa cTaguvuHou cTpyKTYpsl 3HO sierkux (C33-34)
B Ye1s16MHCKOM 06/1acTH 3a nmepuoa 2006-2015 rr.

50

45 41,2
343

35
30
25
20
15
10

5

0

mm -1l craauu
MV craaus
—AKTHBHOC BbISIBJICHHE

2006 2007 2008 2009 2010 2011 2012 2013 2014 2015

Jannple npeacraBaensl corpyaHnkamu Oprmerogordesa Axkcenosont VILA Jomoxxnposont A.C Hosukoson T.C us goxkaagza «AHaans
BpIKMBaeMocTu narnmeHTos ¢ 3HO aerkmx B YeastoOnHcko 00aacTm»
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\d | Stage/Palliative RT

* The dose and fractionation of palliative RT should be individualized based on goals of care, symptoms, performance status, and logistical
considerations. Shorter courses of RT provide similar pain relief as longer courses, but with a higher potential need for retreatment,36-89
and are preferred for patients with poor performance status and/or shorter life expectancy. For palliation of thoracic symptoms, higher dose/
longer-course thoracic RT (eg, 230 Gy in 10 fractions) is associated with modestly improved survival and symptoms, particularly in patients
with good performance status.?%%1 When higher doses (>30 Gy) are warranted, technologies to reduce normal tissue irradiation (at least
3D-CRT and including IMRT or proton therapy as appropriate) may be used.

Palliative RT
* Obstructive disease (SVC |30-45 Gy 3 Gy 2-3 weeks
syndrome or obstructive
pneumonia)
» Bone metastases with soft |20-30 Gy 4-3 Gy 1-2 weeks
tissue mass
» Bone metastases without 8-30 Gy 8-3 Gy 1 day-2 weeks
soft tissue mass
» Brain metastases CNS GLs* |CNS GLs* |CNS GLs*
» Symptomatic chest disease (17 Gy 8.5 Gy 1-2 weeks
in patients with poor PS
» Any metastasis in patients |8-20 Gy 8-4 Gy 1 day-1 week
with poor PS




National
Comprehensive - NCCN Guidelines Version 2.2018
N[OOI Cancer
Small Cell Lung Cancer

Network®

Extensive Stage:

« Consolidative thoracic RT is beneficial for selected patients with extensive-stage SCLC with CR or good response to systemic therapy.
Studies have demonstrated that consolidative thoracic RT up to definitive doses is well tolerated, results in fewer symptomatic chest
recurrences, and improves long-term survival in some patients.?"?? The Dutch CREST randomized trial of modest-dose thoracic RT (30
Gy in 10 fractions) in patients with extensive stage SCLC that responded to systemic therapy demonstrated significantly improved 2-year
overall survival and 6-month PFS, although the protocol-defined primary endpoint of 1-year overall survival was not significantly improved.??
Subsequent exploratory analysis found the benefit of consolidative thoracic RT is limited to the majority of patients who had residual
thoracic disease after systemic therapy.?*

» Dosing and fractionation of consolidative thoracic RT should be individualized within the range of 30 Gy in 10 daily fractions to 60 Gy in 30
dailv fractions. or eauivalent reaimens in this ranae.



Iloka3aHws K IIpoBe AeHUIO I1aAAaTUBHOIO

Kypca

* Pax aerxoro Il craguy 1ipu HaAM4YMY IPOTUBOIOKAa3aHUI K paAUKaAbHOI
ay4deson Tepanuu (oomun cratyc ECOG 3-4) aas ycrpaHeHus nuan
npeaynpesxaenns cumnromos 3adoaesanns (CCBIIB; 604b B rpyAHON KA€TKe;
OOCTPYKLVSI KPYITHBIX OPOHXOB, BKAIOYasi OOCTPYKTUBHYIO ITHEBMOHUIO;
KpOBOXapKaHbe, OABIIIIKA, KallleAb).

« HMPA IV ct npn o61eM cratyce ECOG 0-2 i mpu Haan4mu CMMIITOMOB
3a00aeBaHms 1Au pucka ux passutns (CCBIIB, 004ab B rpyaHOI KA€TKe;
OOCTPYKLVSI KPYITHBIX OPOHXOB, BKAIOYasl OOCTPYKTUBHYIO ITHEBMOHUIO;
KpPOBOXapKaHbe, OABIIIIKA, KallleAb).



Table 1. Symptom palliation in major prospective randomized clinical
trials on palliative thoracic radiotherapy for non-small-cell
lung cancer.

Study (year) Patients Response rate (%) Ref.
i(:c):luded Hemoptysis Cough Chestpain Dyspnea

MRC (1991) 369 81-86 56-65 75-80 57-66 (8]
MRC (1992) 233 72-75 48-56 59-72 41-43 [9]
MRC (1996) 5090 89-05 36-48 50-58 37-46 [10]
Nestle et al. 152 80-82 69-80 74-76 NR [21]
(2000)

Sundstrom et al. 421 80-90 20 NR 40 [22]
(2004)

Erridge et al. 140 87-97 51-58 84 NR [23]
(2005)

Senkus-Konefka 100 86 51 83 60 [7]

et al. (2005)
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Meta-analysis comparing higher and lower dose
radiotherapy for palliation in locally advanced lung

cancer

Jie-Tao Ma,’ Jia-He Zheng,? Cheng-Bo Han' and Qi-Yong Guo? First author Vois RT regimen

The purpose of this meta-analysis was to Higher dose group (=30 Gy) Lower dose group (<30 Gy)
compare higher dose (=30 Gy) and lower dose ’

(<30 Gy) radiotherapy (RT) on palliation of Gy Numberof Duraton BED Gy Numberof Duration BED
symptoms and survival in patients with locally fracthns  oeek) (G actions Qo) Gy
advanced lung cancer. Kramer(-2) 2005 30 10 2 335 16 2 g 280
The primary outcome was palliation of Erridge(™) 2005 30 10 2 33310 ! 1 248
symptoms (cough, chest pain, hemoptysis), Swdstom(*9) 2004 42 15 3 21 17 2 g 30.7
and 1- and 2-year overall survival. Five 50 25 5 378

randomized controlled trials with a total of Macbeth(:5) 1996 39 13 25 024 17 2 8 307
1730 patients with lung cancer were included Medical Research 1991 30 10 3 335 17 3 < 30.7
in the meta-analysis. There were 925 patients Council(*5)

treated with a higher RT dose (=30 Gy) and 805

treated with a lower RT dose.

. . -as cale on the { fFairch ."'ﬁ“ Gyl =ndll +4d{wB)] - 2(T—- T ) (A
I corelusi o both dosa ges provi ded e qu al I?ED was cal u]ate@ based ftne formula of Falr.chlld et a1( ): BED IG 10)=nd[l +d(n [5..']_ Ln : (T-1 L?,. l\:ﬂ.)
(Tp), where: wp ratio = 10; T, overall treatment time; T, (kickoff time for accelerated repopulation) = 7, A =0.35 (as

symptom rehef, and 1- and 2_year OS were a measure of intrinsic radiosensitivity); Ty, (effective doubling time) = 2.5 days; d, dose per fraction; n, number of
similar with the two dosages fractions; RT, radiotherapy.



PALLIATIVE CARE

Palliative Thoracic Radiotherapy for Lung Cancer: A l OU I'na I Of C‘ | n |Ca ‘ O n CO | Ogy®

Systematic Review An American Society of Clinical Oncoloay lournal
Methods

RCTs comparing two or more dose fractionation schedules were reviewed using
the random-effects model of a freely available information management system.
The relative risk and 95% CI for each outcome were presented in Forrest plots.
Exploratory analysis comparing dose schedules after conversion to the time-
adjusted biologically equivalent dose (BED) was performed to investigate for a
dose-response relationship.

Results

A total of 13 RCTs involving 3,473 randomly assigned patients were identified.
Outcomes included symptom palliation, overall survival, toxicity, and reirradiation
rate. For symptom control in assessable patients, lower-dose (LD) RT was
comparable with higher-dose (HD), except for the total symptom score (TSS):
65.4% of LD and 77.1% of HD patients had improved TSS (P=.003). Greater
likelihood of symptom improvement was seen with schedules of 35 Gyqq versus
lower BED. At 1 year after HD and LD RT, 26.5% versus 21.7% of patients were alive,
respectively (P =.002). Sensitivity analysis suggests this survival improvement was
seen with 35 Gyqg BED schedules compared with LDs. Physician-assessed
dysphagia was significantly greater in the HD arm (20.5% v 14.9%; P=.01), and the
likelihood of reirradiation was 1.2-fold higher after LD RT.



Table 2. Randomized studies comparing different doses and fractionation schedules in palliative thoracic
radiotherapy for lung cancer.

¥ .4 ,
(yean)
Simpson

et al. (1985)

Teo et al.
(1988)

MRC (1991)

MRC (1992)

Abratt et al.
(1995)

MRC (1996)

Rees et al.
(1997)

Nestle et al.
(2000)

Bezjak et al.
(2002)

Sundstrom
et al. (2004)

409 (316)

291 (273 for

symptoms
assessment)

369

235 (233)
84

509

216

152

230

421

(evaluated) (n)

40 Gy in 8 fractions (split course) in 4 weeks
40 Gy in 20 fractions in 4 weeks
30 Gy in 10 fractions in 2 weeks

45 Gy in 18 fractions and 4.5 weeks
31.2 Gy in 4 fractions and 4 weeks

30 Gy in 10 fractions and 2 weeks
17 Gy in 2 fractions and 8 days

17 Gy in 2 fractions and 8 days
10 Gy in a single fraction

35 Gy in 10 fractions and 2 weeks
45 Gy in 15 fractions and 3 weeks

39 Gy in 13 fractions and 2.5 weeks
17 Gy in 2 fractions

22.5 Gy in 5 fractions and S days
17 Gy in 2 fractions and 1 week

60 Gy in 30 fractions and 6 weeks
32 Gy in 16 fractions twice daily, in 10 days

20 Gy in 5 fractions and S days
10 Gy in a single fraction

50 Gy in 25 fractions and 5 weeks
42 Gy in 15 fractions and 3 weeks
17 Gy in 2 fractions and 8 days

177 days'
179 days’

100 days*
122 days'
p=NS

£.5 months'
8.5 months!

1. 9 months'
2. 7 months®
p=003

23%"
189"
p=NS

36%*
38%"
p=NS

6 months!
4 2 months!
Pp= 0.03

6.8 months'
7.0 months'
8.2 months'
p=NS

Approximately 60% of [27)
symptom decrease without
difference for treatment arm

719%* 28]
549"
p < 0.02

86, 56 and 75%* 18}
81, 65 and 80%*
p=NS

75, 48 and 59%* 193
72, 56 and 729%?%
p=NS

68%* [291
76%:"
p=NS

89, 36 and 50%* (10
95, 48 and 58%*%
p=NS

No difference; exact numbers  130]
not provided

80, 69 and 74%% [21)
82, 70 and 76%*

p=NS

Change of LCSS: 10.1 points [si

Change of LCSS: 1.46 points
p=0.009

No difference in numerous [22]
assessments



Vccaeaosanue rae Ovl He TIpoBogyiaach /1T BooOIlle 1 IpoBoAMAaCh ITaAAVaTUBHA?



Ileab nccaeaoBanmsi



3aaaumu

* OI_IeHI/ITI) O6H_IYIO BbIDKVIBAEMOCTD B I'PVYIIIIE OOABHBIX PaKOM A€TKOTO,

roay4ymsinmx naaamatusHeii Kypc 44T B pamkax POOII 3a nepnog ¢ 2010 mo
2017

* [IpoBecTu moArpynnoBom aHaAn3 oOIel BBIKMBAEMOCTHY B 3aBYICIMOCTI OT
BO3pacTa, craauy, Moppoa0rum oryxoAany, oo1ero craryca 00AbHOTO.

* [TonmpiTaThCA cTpaTNPUIIMPOBATh NALIMEHTOB B 3aBICMOCTY OT II0AY4eHHBIX
AQHHBIX Ha I'PYIIIIBI, A4S KaXKAOW U3 IPYIII OIIPeAeANTDb ITOKa3aHMs 4451
IIPOBeAeHNsI «<HU3KOAO3HOI» Ay4eBoyl Tepanuy (rmnogppakiMoOHpOBaHIe) U
«BBICOKOA03HOI» (00aee 30 n3ol'p B TpagUIIMOHHOM, AN100 AVTHAMIYECKOM
pesxume) /T.



Marepuaabl M MeTOABI

* B nepuog c 2010 o 2017 r naaamatusneii Kypc B POOIT HOKHO n JIM
roayuuan 224 yeaoseka

* Cpeanui Bo3pact cocrasua 71,4
» Kenrmuast 53 (22,3%)
* My>xunnsl 171 (77,7%)

* Bce manimenTs! Ob1ay nipoaedens MeTogoM AT na annaparte Theratron Equinox
C UICII0Ab30BaHVeM 2D naaHmpoBaHM:L



KpMTepI/m JICKAIOUEHILI

* [loayugasinme ogHospemenHo c /AT IIXT
* [larenTsl, moaBeprimnecs IIOBTOPHOMY OOAy4eHIIO
* [larienThI, MpOA€YeHHBIE MHBIM CITOCOOOM (C IIOMOIIBIO OpaxuTeparnnn)

* [TantmenTts! npoaeuenHsle MHBIM criocoOoM ( 3D CRT ,IMRT , SBRT u nipou)



PacripeaeaeHue 1o craamsam

BIA HB milA miB |2llA mlliB nyv
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PacripeaeaeHue 1o rmcToA0IrM4eCKO CTpYKType

1 % NNOCKOKNETOMHLIM PaK
® M NMOKNIETOUHEIM

" apeHokapumHoma G3

u He 2epuduuMpoBaHN

® ageHokapumHoma G2

¥ HeHPOSHIOKPUHHLAM PaK
¥ aTUNHWHBIN KapUMHOMA

= nopHsIN PaK




Cum Survival

Survival Function

OO011as1 BBKMBAeMOCTD

1.0

084

0.4+

0.09

I Survival Funclion
+= Censored

Means and Medians for Survival Time

Mean? Median
Estimate | Std. Error 95% Confidence Interval Estimate | Std. Error 95% Confidence Interval
LowerBound | UpperBound LowerBound [ UpperBound
20,025 1,869 16,362 23,689 11,000 940 9,158 12,842

Lo B

a. Estimationis limitedto the largest survival time if it is censored.
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OB B 32aBHCHMOCTH OT BO3pacra

5 DYyHKUMN BbDKMBaHUA
1.0 ao 700 crapwel
4.5 ] -0
M
“= 0-LEHIYPHPO B 30
4 14y PIPO s 200
08" |
@
=
X
~
(=]
E 0.6+
a
o
@
o
- 4
S
Z 0.4+
| =4
(=]
x
Ll
T
0.2
0.0
L Ll 1 1 L 1
0 20 40 60 80 100
AOXKHTHE
Cpommo SHAMOHHA M MeAMaHLI A BPEMOHH BLIXHBAHWA
MeHee 70 net 6onee 70 net = Al
CpEeAHes 3HaueHne? e
m12 mec W24 vec M36 Mec M48 mec W60 mec W72 mec CTaHaaptHas 95% AOBEPHTENbLHLIN MHTEPRAN Craugapthas |
no 70-0 crapwe1 QOuewxka Ounbxa HWKHAR rpaHuua | Bepsaapasnua | Ouelxa Ouwubka
0 18,273 2580 13217 23329 10,000 1.099
P >0,05 1 20,765 2,459 15,945 25585 11,000 1671
Bee 20,025 1,869 16,362 23,689 11,000 940




DYyHKUMM BbDKMBAHUA

OB B 3aBHCHMMOCTHI OT OOIIIETO cTaTycCa

ECOG 0-2

re

' oﬁu.uca craryc 6
yaoan .'ueynoan
-0
r
05 ~+= O-LerHIyPHpOs BN
1AMV PHPO B 30
0564
04+
0.2
0.04
T T T T T T
0 20 40 60 80 100
Cpeuue JHAYCHHA H MeaKaNHL ONA BPeMEeHH BLOKHBAHHA
CpeaHee 2HaueHue®
o0wWwmA craTyc: yooen CraunapTHan 95% poee puTentHEli nHTepean CranaapTHan
0,Heynoen 1 Ouerka Owwnbxa HwxHAA rpaHnua | Bepriaapasuua | Ouenxa Owunbka
0 22,336 2,072 18,276 26.396 12,000 .96
1 3,185 320 2557 3813 3,000 43
Bee 20,025 1,869 16,362 23689 11,000 94

ECOG 34

24 mec B36 mec M48 mec W60 vec B72 mec

m0-1
m1-2
m2-3
m3-4
m4-5
W56
m6-7
m7-8
m8-9



OB B 3aBHCHMOCTH OT

NMOABEAECHHOM A03bI

3.3

menee 30 [p

®12 mec

B24 mec W38 mec

W48 mec W60 mec

Chi-Square Sig.
Log Rank (Mantel-Cox) 0186 1 899
Breslow (Generalized
185 1 667
Wilcoxon)
Tarone-Ware 076 1 783

Test of equality of sunvival distributions forthe different levels of V4.

223 /JanHble He 40CTOBEepPHbI!

Bonee 30 Ip
W72 mec WE84 mec
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OB B 3aBucuMocTi OT MOP$POAOTUN OITYXOAN

AMMOPDHEIA paK
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Cum Survival

1.07

0.8+

06+

04~

029

0.0+

O -~

o

FMCTONOMMYECKanR
cTpyKTYpa
0
™1

2

T
4
Fal

Overall Comparisons
Chi-Square Sig.
Log Rank (Mantel-Cox) 25,453 001
Breslow (Generalized
26562 001
Wilcoxon)
Tarone-Ware 26,478 001




BeiBOABI

* AAs maaHVpOBaHUS IIPOBeAeHI: ITaAAnaTUBHOTO Kypca A/1T neodbxoamumo
OLIeHUTH OOINMI CTaTyC OOABHOIO, CTaAUIO, 00beM 00AydeHUsI, HaAdle
CUIMIITOMOB, KOTOPbI€ BbI3BaHBI MECTHBIM PacCIIPOCTPaHeHMEeM OITyXOAMN.

* OB B rpynne 0oapHbIX ¢ COZ 60aee 30 I'p okazaaach cTaTUCTUYECK/I-HE3HAYVIMO
Ooabwenn, yem B rpytirte ¢ COA menee 30 I'p. D10 03Ha4aeT, 4TO CTpaTernu B
BpIOOpe pe>XiMa (ppaKIIMOHNPOBaHMSI B KaXKA0M KOHKPETHOV KAMHMYECKOI
CUTyallIyI MOTYT OBITh BBIOPAHBI ICX0As U3 psAja AOIIOAHNUTEABHBIX KPUTEPUEB,
IIpe>KAe Bcero oOIero craryca 00AbHOTO.

* [lanimeHTsl ¢ yaoBAeTBOpUTEABHEIM P’S caeayeT paccMaTpuBaTh KaK KaHAVAATOB
AAs1 TIpoBeAeHs «BbICOKOA03HOM» /AT (6oaee 30 I'p),c yueToMm Ooabliiein
TOKCMYHOCTY A€4eHVis, 10 CPaBHEHUIO C HI3KOAO3HOIL.



