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KAMHUKO-I3KOHOMUYECKMe acnekKrbl

Tepanmn meaynnapHoro paka
LLMTOBUAHOMU Xenesbl.
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MnuspgpaBa Poccwuwn, Mo CK B a.
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http://www.cancer.org/cancer/thyroidcancer/detailedguide/thyroidancerwhat-is-thyroid-cancer



MeaoynnapHbBW pakKk WK
cTaTuUuCT UK a

AMepgpynnapHbii pak wyMPolkipABGiMBRENME Ab N3
napa@oNnnumiCymapPokXWMNTOBURAHONW Xenes bl

AHa ero pont34Brec s PBREDB WNT 0BLAYUBH X
PaAaKOB WNTOBUAHOMN?2 Xenes3b exXerogHoOo

ABo BCem20i2m p g298000p ac CcC Ui T aHoO
ACeBepHasn:5%888@mK/Aaac HO 2@QHEOHBKLEXM ,C 1Y)y aeB B T 0f
A OxHana AwvXR462 K a
A EBpoOS@36€COTr nacHOo 1HAHEOHBKbLEXM ,C 1Y)y aeB B [ 0f
A A3 nid4479
A Ok e a: B3
APoccua: pgo 1000 (2,7 % oT BCex cnyvyaes PLUX

QE)Kerop,Haﬂ noTeHUuManbHasa 3abo1eBac
9000c nyyaesB

B HacToOoOdAwee BpemMda 3aboneBaemMOCTb p&EBOMOIMWNT 61
B 9TO HOBbLIX cnyvyaés MPLUWXK He wnsse

1Wells, SA, et al. J Clin Oncol 2012;30: 134-143; 2NCIl. www.cancer.gov; 3GLOBOCAN 2012
http://globocan.iarc.fr/Pages/fact sheets population.aspx, 4 SEER http://seer.cancer.gov/data/
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My TaunREB @H@edalwT C 4
BpoOXAeHHOM U cnopaapjl

Cys 630
Cys 634

Cys 609
gg ot MEN 2A
Cys 620 F MTC

Glu 768 Asp

Leu 790 Phe ‘ FMTC

Tyr 791 Phe
Val 804 M/L

Ala 883 Phe
Ser 891 Ala

Met 918 Thr == [VIEN 2B

AbSlsdodike hdj Bk
f totsls ts 5 dz2RETd j dzO
Cd yjotsj M Isq
Bisdzs hdJdemlse j [ 2

Avtsyj ydzOw wzlsoOyd
16 (MO18T) W o dzw j Is fiyw
ZOdBtdzj j YOMlsts?
RELJA6 & 2

Aulsd Bz dzv ydv ded o
Mde dzOdz! dz@ = f Elsj
¢ ftesdzdW jteOydd
OB jtlotcOdzlsdzr = € dzj

RET — nepecTtpoiika B npouecce TpaHCPULUPOBaAHUA
MEN — mHOKecTBeHHasa IHAOKPUHHAA Heonnas3usa
FMTC — cemeiiHblii MegyNNAPHbIA PaK LLUTOBUAHOM XKenesbl

Eng (et al. Cancer Re99656:2167-2170
Menachoet al. Cancer ReX¥0565:1729-1737
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Roman S et al. Cancer2006;107:2134-2142

SEER — MOHUTOPWUHT, 3NUAEMMUONOINA U KOHEYHbIEe pe3ynbTaTbl



PacnpocTpaHedHnHMnT MR bi>Kn

Pacnpocrtpa-
HEHHbIN
MPLLXK

MecTtHoO-
pacnpocT-
PaHEeHHbIN

C otpanen-
HbIMM
meTacTasamu

MporHos
YacroTta Ha
10-neTHAA
MOMEHT
BbI)KUBAaE€MOCTb
JNlokanusauyms NOCTaHOBKM (%)
(1]
nopakeHuA CumnToMbl AnarHosa (%)
Numdoysnbl Ancparus
Mpamas AncnHos
MHBa3MA OXpUNAOCTb ronoca 35 76
OXpYRaIONA 3aTpygHeHue
RaHey AbIXaHUA
Koctu
= Owvapesn
fonoBHOU MmO3r
Mpunusbl 13 40
MNMeyeHb
bonu B KocTax
Nerkue

Roman S et al. Cancer2006;107:2134-2142; Sippel et al The Oncologis2008;13:539-547



Bapunatbhisb AWaAaEHOCT KN n n
N3 MEHMWINWUCDb B =e-Y4Y 6 H-INE n O

APacnpepgpenedne ctTaguii Ha MoOMe
M3MEHMWNOCbL B TeyeHWe nNnocneé&ndH
0O Y>50%naumMmeHTOB MUMewTcsa MeTacTa3sdbl

0 Y10-50%m mewTCd oOoTaAane HHAKLE OM BT aHETC & DI
Hanpumep, B nevyepHrt nNerkKumx U CKe;J

AOT ganeHHbBe mMmeTacTtTashb 9BASKTC
nauuneflToB

AOTCYTCEBYIWOF €T aHRMapTHbBE. Bapi
Tepanumm pacnpocrPpaHeHHOT o MP

1. Kebebew E et al. J Am Coll Sur2005;200:890-896; 2. Roman S et al. Cancer2006;107:2134-2142; 3. Martins RG
et al. J ClinOncol2006;24:1653-1655; 4. Pacini F et al. Clin Onco2010;22:475-485



BepeHue 60abHbIX € 3apogbiwesbimu mytauuamm RET
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ApanTtup oWdsi $A evialf hyroid 2015; 25(6):
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CucrtemHasn Tepanua - UHIM6UTOPDLI
TUPO3UHKUHA3DI

AMYynbTUKMUHA3HBIE UHTUBUTOPL C
MeTacTaTunyeckum npouecec

I BaHpge (MamHumedVEGFR, REEGFR
I Kab6 o3 aHvwwuwmenNGFR:NRIETH REY

I Paszpab6arTtbBawT cMEGHRH eg pryamees a/HTHK npun wMe
npoueinTckNEEGR CYHUTUMHNMOG, copadgeHNoO, 6 e

I Mpn BbHIOOpPpE nNpenapaTa MOXeT UT paTb |

OTBEeT OO6blYHO He'll OJl1 HBbI
Bo3MoOoOXHa AnuTtenbHas cTabunusaumns

PEKOMEHOAUMAGS: N PN 3 HauYUWTEeNbHOW ONYyXOoOnNeBOW Macec
nporpeccupywmwenm mMeTacTaTunuuec REAUSToIreIyY @/TN ,p ad
Bonpoc O nNnpoBepgeHunun REMVEGRHTOKN BTaeHpaaenTvanmH ul/bT Kn

MOTFTyT MCNONb30BaAaTbCHd B KayecTBEe CUCTEMHOM
pacnpocTpaHEHHOM UM NporpeccupytdDem MeTR CT @

~

0" omeo ’“/Qeomt

Wells SA et alThyroid 2015; 25(6): 56510



CpasHeHue UTK, 3apeructpmpoBaHHbIX
ANA NeyeHna paKa LWUTOBUAHOMN Kenesbl

M3bpaHHble npenapaTbl 4NA
Nle4eHUn paKa LWUTOBULHOM VEGFR BRAF | CKIT | FLT3 | CMET {3)
enesbl U HEKOTOpbIe UX
MULLEHU
X X X

BaHaeTaHub

CopadeHunb X X X X X X
Ka6o3aTtuHub X X X X X
JleHBaTUHUG X X X X X

BaHoemaamwos3 asranHanrbu c T pmupoBaHb ANnNd MCNONb3O0B
pacnpocTpaHeHHOM W nNnporpeccupytrwwem MeTacTa
CopatdheHn6 ” nNneHBaAaTUHWNOG 3aperuvcrTpupoBaHb np
MecTHOpacnpocTpaHeHHOPehpaKkM&AKRPAlaomMarxmMyYecKOoOM
ANPphepeHUNPOBAaHHOM pakKe WUWTOBUAOHOWK Xenes3bl

Caprelsa EU SmPC October 2014; Nexavar EU SmPC September 2014;
Cometrig EU SmPC June 2015; Lenvima EU SmPC March 2015




BeaeHue 60nbHbIX € pacnpocTpaHeHHbim MPLLXK

National

Comprehensive NCCN Guidelines Version 2.2013 NCCN Guidelines Index

IN[G®IN Cancer . " - Thyroid Table of Contents
Meotwoil® Thyroid Carcinoma — Medullary Carcinoma Disciission
RECURRENT OR PERSISTENT DISEASE
Surgical resection * postoperative EBRT
or
Consider EBRT
Locoregional — |9 T
Consider vandetanib®! (category 1) or
cabozantinib (category 1)k for unresectable e
disease that is symptomatic or structurally « Vandetanib’ (category 1)
progressive or
CabozantinibX (category 1)
or
Considgr palliative resection, ablz_atiop Clinical trial
(eg, radiofrequency [RFA], embolization, or
or other regional therapy), or other regional Disseminated < R SV T m
SYTPRITIG, treatment S symptomatic — g:msuder other small molecule kinase inhibitors
distant metastases o e . disease .
Consider vandetanib®! (category 1) Dacarbazine (DTIC)-based chemotherapy
or
Consider cabozantinib® (category 1) * EBRT for focal symptoms
» Consider bisphosphonate or denosumab”
Observe therapy for bone metastases
or e Best supportive care
Asymptomatic, » | Consider resection (if possible), ablation
distant metastases (eg, RFA, embolization, or other regional
therapy), or vandetanib®! (category 1), or
cabozantinib¥ (category 1) if structurally
progressive disease




BaHaetaHub

[flepopanbHBLWN MUHTNOBWNUTOP TUPO3UH
m O6nNoKMpywwnmm ayTtodgochopununmpo
CenekKTWMUWBHLBNW UHT N OVEGIBR) RATEEGHRO 3 1 H

KuHasa (mkmonb/n)

VEGFR (KDR) 0,04

VEGFR (Flt4) 0,11

|
O/\O N RET 013
N
- EGFR

0,50
BaHpae 1(Z2Da4id4) :
N-(4-6 p e2MpT 0 p h)ebHIER/T O-K[(lM e T-4 N VEGFR (Fltl), PDGFR, Tie >1
nunepuweHrwde nHasonmiamud FGFER

WedgeSRet al 2002 Cancer Ré&2:46454655,Morabito A et al The Oncologis2009; 14378
390; Ryan Agt al 2005 Brit J Canc®2(Suppl X S6-S13; Caprelsa SmPC EMA October 2014
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Vandetanib in Patients With Locally Advanced or Metastatic
Medullary Thyroid Cancer: A Randomized, Double-Blind
Phase 111 Tnal

o Santoro,
ersan J. Ryan,

and Marrin J. ?fm.m’u Re?

Sea accompanying editorial doi: 10.1200/JC0.2011.37.8638

A B S TRACT

Purpose

Thera is no effective therapy for patients with advanced medullary thyroid carcinoma (MTC)
Vandetanib, a once-daily oral inhibitor of RET kinase, vascular endothelial growth factor receptor,
and epidermal growth factor raceptor signaling, has previously shown antitumor activity in a phase
Il study of patients with advanced hereditary MTC.

Patients and Methods

Patients with advanced MTC were randomly assigned in a 2:1 ratio to recewve vandetanib 300 mg/d
or placebo. On objective disease progression, pauen ould elact to receve open-abel vandat-
anib. The primary point was prograssion-frae ival (PFS), determined by independent
central Response Evaluation Cntenia in Solid Tumeors (RECIST) assessments

Results

Between Decembar 2006 and November 2007, 331 patients mean age, 52 yaars; 90% sporadic; 95%
matastatic) ware randomly assigned to racaive vandetanib (231) or placebo (100). At data cutoff uly
2009; median follow-up, 24 monthsl, 37% of patients had progressed and 15% had died. The study
mat its primary objective of PFS prolongation wath vandetanib versus placebo (hazard ratio [HR], 0.46;
%‘\’ Ci, 0.31 10 0.69; P < .001). Statistcally significant advantages for vandstanib wers also seen for
tive response rats (P < 001), dissase control rate [P = 001), and biochemical response (P <
30 ). Overall ival data were imm st data cutoff (HR, 0.89: 95% Cl, 0.48 10 1.6
survival analysis wi of the patients have died. Common adverss events
istanib compared with placabo, including diarrhea (56%
. nausea (33% v 16%), hypertension {32% v 5%, and headachs {26%

v 26%], rash (45% v 11%)
v 9%)

Conclusion
V! b

damonstrated therapeutic efficacy in a phasa Il tnal of patients with advanced MTC
als.gov NCTO0410761)

J Ciin Oncol 29. © 2011 by American Society of Clinical Oncology
Germline mutations in the RET (rearranged
during transfection) proto-oncogene occur in vir-
Medullary thyroid carcinoma (MTC), amalignancy ~ tually all patients with hereditary MTC.”? Ap-
of the parafoliicalar C cells of the thyroid gland,  proximately 50% of patients with sporadic MTC
accounts for approximately 5% of all thyroid can-  have somatic RET mutations, and 85% of them
cers and presents either sporadically (75% of pa-  have the M9IST mutation.'™!! Evidence from
tients) or in a hereditary pattern.’? The 10-year  preclinical studies of molecular targeted thera-
overall survival rate in unselected patients with M peutics with activity against RET demonstrate
isapproximately 75%, but it decreasesto 40%or less that RET kinase is a potential therapeutic target in
in patients with locally advanced or metastatic dis-  MTC.'*** Other signaling pathways likely to con-
case."™* Neither radiotherapy nor chemotherapy  tribute to the growth and invasiveness of MTC
has demonstrated durable objective responsesinpa-  include vascular endothelial growth factor recep-
tients with advanced MTC,* tor ( VEGFR)-dependent tumor angiogenesis and

© 2011 by Amenican Soday of Oical Oncdlogy 1
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UccneposaHue Il pasbl (ZETA): mexxayHapoaHoe, paHAOMU3IUPOBAHHOE,
nnauebo-KoHTponupyemoe

BonbHble Hepe3eKkTabebHbIM MECTHOPACNPOCTPAHEHHbIM U
MeTaCcTaTUYECKMM, BPOXKAEHHbIM Uau cnopagudyeckum MPLLUXK (N=331)

PaHpomusayusa 2:1
|

Mnauebo
n=100
HabniopgeHune Ha npeamer HabnogeHune Ha npeamer
nporpeccMpoBaHuA nporpeccuMpoBaHuA

®a3a paHAOMMU3UPOBAHHOMU
Tepanuu

\:

I p,OCpO‘-IHO 3aBepliain MaCKUPOBAaHHYIO Tepanuio npu HPOFPECCMPOBaHMM* I

™
s
e = v
5 a
5 g
S 3
= = Ha6niogeHue Ha npeameT
2 é > BbDXKMBAEMOCTH —
Lo —
=
E o *CornacHo oLeHKe uccneposateneu
Wells SA, Robinson BG, Gagel RF, et.al. J Clin Onc 2012:B¢1 134



BaHaeTaHnb gocrosepHo yanuHan PFS (0ocCHOBHaA KOHeYyHas TOYKa)
KpuBasa KamepelPeSnomynayumsa B COOTBETCTBMULV
nevyeHuem (I TT)

1,0 -
0,9 Banpetann6 (300 mr)
0,8 - Nnaue6o

0,7 4
0,6 -
0,5
0,4 -
0,3 -

OTHOocuTenbHbIM puck = 0,46 (0,31-0,69); P<0,001
0,2

BbI>kMBaemocTb 6e3 nporpeccupoBaHus
3aboneBaHua

01 - MepguaHa: He gocTturHyta (BaHaeTaHub); 19,3 mecaua (nnauebo)

0 1 1 1 1 T 1

0 6 12 18 24 30 36

Konuuectso B rpynne pucka (n) Bpems (mecaupi)

BaHaeTaHu6 231 196 169 140 40 1 0
Mnaue6o 100 71 57 45 13 0 0

OTHOCUTENbHbIN PUCK <1 B NONb3y BaHAeTaHUba
Adapted from WellSA, Robinson BG, Gagel RF, et.al. J Clin Onc 2012;-3@1134



B pamkKax M3Ha4yanbHO 3aN1aHMPOBAHHOIO NOArpynNnnNoBoro aHanmsa PFS
Noab3y OT TeEpPanuMu BaHAEeTaHMbom nsBneKanum naymneHTbl Bcex rpynn

BbikuBaemocTtb 6e3 nporpeccnpoBaHunaA 3abonesaHun

lpynna nauueHTOB B nonb3y BaHpeTaHuba | g nonb3y naauebo
|

Bce

|
My>KUYMHbI r :
eHLWmHbI , ;
EBponeongHan paca r :
Apyrasa paca He pacc|
NHaeKc obuwero coctoaHna BO3 21 r
NHaeKc obuwero coctoaHna BO3 =0 r
MeTtactatnuecknin MPLLXK :
MecTHOopacnpocTpaHeHHblii MPLLXK He pacc
21 AMHMM paHee NpoBOAUBLLEIACA Tepanun ,
PaHee Tepanua He nposBogunachb ’
Bpemsa yasoeHusa CTN <24 mecaues ¥

Bpemsa yasoeHusa CTN >24 mecaues ¥
Bpemsa yasoeHuna CTN He u3BecTtHO

Bpemsa yasoeHusa PIA <24 mecaues »

Bpemsa yasoeHusa PIA >24 mecaues i’
Bpemsa yasoeHua PDA He u3BecCTHO

4HUNTaHO

OTHOCWUTENTbHBLBMN
95%)4MWU

MTaHO
OTHOCMWUT e N blBbl I OpPT
npenapaARAaeTaHNoO

T T T
0125 025 08

PO3ApakoBO3MO6PMKNOH a CENHKbAAT balHTT VOTHENHH
Wells SA, Robinson BG, Gagel RF, et.al. J Clin Onc 2013%-B01; data on file



BaHpeTtaHub obecneunBan pgocrosepHoe nosbiweHne

4acTOTbl BMOXMMMUYECKUX OTBETOB (B dase
PaHAOMU3UPOBAHHOU Tepanumn)

10

X 80
(a1]
o 70
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E 60
<
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0
I 40
s 5
X
-
S 20
©
-
o
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©
-

Buoxumunueckunit otseT KaabLUTOHNHA
OTHOLWEeHue WaHCOoB:
72,9 (95% AU: 26,2-303,2); P<0,001

69%

[SR—

BaHpge (=28 6
B Mnauy @6160)
52%

KanbuuUToOHUH

P3A

Buoxmmuueckui orset PIA
OTHOLWeEeHue LWAHCOB:
52,0 (95% AU: 16,0-320,3); P<0,001

Wells SA, Jet al. J Clin Onc2012;30:134141



BaHaeTaHMb AOCTOBEpPHO yANMHAN Bpema A0

v ycyrybneHuma 6onum
S 097 ] OdzH jlsOdzdB (300 &G)
a —
e 08 1 zOyj B fs
b -
=0 [sdzsmdlsj dz dze 61 (6,43G87); P=0,006
4] =
22 000 [ jHd OO ( GAFY o OYzH | Is @25 & )ZOY j B 5
TEe | R s P, 1
e E : :
8204 | |
5 - 1 |
= 0r3 | 1
8 3 [o—
= 1~76 |
g 01 ¥ mecaua |
0 I I ] I ] ] ] ]
0 6 12 18 24 30
Konnuectso B rpynne pucka (n) Jtej g (d3j mwyr)
BaHpetaHub6 231 88 62 48 10 0
Mnaue6o 100 21 12 8 2 0

A v f0Ooydj dzstsoe , f sz yeoodg spig(th PBOISHES EMizce kze dzj dad v
HisMistse j tcdzts H dzd dzdzj J , dzd M J zq =81, & 5% {10 F3-0iB iz, 0b)ts
A1 OLdtsils! ogHdgPdzd HB kMizc WesdyjlsddpdzBaioizf yO o § sdzd L
ftej f OtoGiseh j IsOdzd B
Wells SA, Robinson BG, Gagel RF, et.al. J CIROORQE0: 134-141



Hanbonee yactbie HeXenarenbHble ABNEHUSA
>3 cteneHu (c yactotom >2% B 060K U3 rpynn)

BaHaeTaHn6 (300 mr) Mnaue6o
(n=231) (n=99)

Aunapen 25 (11%) 2 (2%)
’MnepTeHsusa 20 (9%) 0

)clic_:_n::;:l:e MHTepBana 18 (8%) 1 (1%)
YTomnaemoctb 13 (6%) 1 (1%)
CHUKeHue anneTuTa 9 (4%) 0

Cbinb 8 (3%) 1 (1%)
ActeHus 6 (3%) 1 (1%)
AncnHos 3 (1%) 3 (3%)
Boau B cnuHe 1 (0.4%) 3 (3%)
O6mopok 0 2 (2%)

Wells SA, Robinson BG, Gagel RF, et.al. J Clin Onc 2012:-B01 134
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UcchneposaHue ZETA: BbiBOADI

TUTHYTAa OCHOBHAaA$sa KOHe4YHaRBF3®T o
nne BaHAaeTaHuUWba nNOPRO4LREBHEHNK

T OB e Oe VR e e B DV
e YHObIX T OYekK:

CTOTb OOBEKTMUBHLX OTBETOB
eMeHNW N0 ycyryo6neHuma ©600Mu
OXMMMUYEeCKOro oTBeTa a

HH@BB HacTOsAWee BpPpemMs HEeNONHbL W

O6bIHYHO NoAaAaBa/iUNCb KOPPeKLUUMN
BegeHWUSA ANUWTEeNbHOW Tepanumnm B

AeTaHNBG NpoageMOHCTpupoBan 3d
nendisbaBwm y O60ANbHbBX pPacnpocTf
acTaTtTunmyeckunm MPLX, Tl npwu

S PPeKTMBHDBIX BapumaHTOB Tepanuniu

Wells SA, Robinson BG, Gagel RF, et.al. J Clin Onc 2012; 30: 134-141
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OueHKa ctommocTu-3pPeKTMBHOCTU U BAUAHUA Ha BroaKeT
Poccuinckon ®Pepepaumum ucnonb3oBaHUAa MHIMbuUTOpa
TUPO3UHKUHA3bl BaHAEeTaHMba npu nevyeHnun
MeCTHOPACNPOCTPAHEHHOro MU MeTacTaTUYecKoro
HeonepabenbHOro meaynNAPHOro paka WUTOBUAHOMN XKenesbl.

METOAOIIOTMH nccneapgoBsaHuA:
Mcnonbs3oBaHHaMWa IKIAM@EW@AMBM 3Ga3 MpoBanac.
pe3synbTaTtTax ZePAcnegoBaHM4d

AB pesynbTaTe 6bAU NONYyuYeHb Ccnepytowme
npor pecc 0,M8/measy,8 Me pTHOCTb A0 nN—D,0064p € C C |
Ha J(emakgeT®ER,0pM nNpor peccunppamHaIMma HIAO
0,0069.

Alna oueHKW BAWAHWUSA Ha KauyZEDABBOT MUS3 HMU
MeaAMWaHHOEe BpewmMA [0 NOoOAB8SReEeUAL§EY (@ HEHE
BaHpaoeT)a3@@weacaues (B rpynne nnaue6o) .
Alna onpe@QMRaHREBTBO XW3HW B KaxXAoin no
Ha CcoOoOTBeTCTBYywWNeE KoOadPPuumeHTHL Kadueoc
obcyeTa Moagenm BCe NokKkKasaTenwu (pacxor,
cCyMMumpoBanuceh.b.

C.Mnasueycklyum. Wab6ankwunH, OTyeT 0 HWP.



OueHKa CTOMUMOCT WU
BaHAeTaHWObOM

AOLeHKa CcCTOUMBDZH mMEe T aHPWOOBOOML U TaCb Ha O0C
NAaHHBIX O NoTpebneHuun nqeeAnaparta B UCC
APexomMeHnayemasas fo3a npenapaTta coCcCTas
nayumeHTOB aAo03a O6blTa nNoHWeOHd 0o ma O Qo e
AHa po3e 300 Mr/ ageHb nNauuMeHTBH HAaxoaw
nosze 2868mMpHen n Hd44A0me@a9100 wmrT

ACpepgHnsasa pgHeBHas po3a cocTaBuna 237

ACtommoctTb 1 Mr npenapaTta cocTaBnsaer
(https://www.pharmindex.ru/kaprelsa.htnml

AMecsAauyHasas CTOMMOCTbL J€YeHMUSH
ZETA bina o LU &6B588pD3y 6B

. aHalJ/Jlorl U

ABce pacxoAb AMCKOHTMUPOBANMCbL nopng 3, !

C.Mnasueycklyum. Wab6ankwunH, OTyeT 0 HWP.


https://www.pharmindex.ru/kaprelsa.html

Pe3synbTaTh aHaAW3 a ow,;so
6Ga3o0oBOlro qguUeHapWsya |[fescein
] OdzH j IsOd W) s s dzls t6 ts dz!

MO [ ecroMmocCcTuU- QALY 5,59 2,20 176
3¢¢EKTM BHOCTMU [ isdL dzd 12,32 3,60 2,92

[ & d stsfylse § HJ
B aH 'ﬂl € TH H W 6’11 Udj dzls 0 17404833c | 4913204¢ 140915
TeyvyeHWMM R L 0Bj dzff) bizt§ §f Bts fif GAR6391& | 477228%:
NPOTr pececunpys e % e

RL d3j dzj 3 (S5
H e O n e p a 6 e thglédz dtf!-BSGB,OO 0,52
MEeOAYNNAPHQQEG: PdKa

Mmistsd dtshlsd/ QA 4509431 818492%
WMTOBUAHDO
Xe Jlie 3 bl. LAt

Mistsd tsMis d / QA

HdMCsdasdtetso @

( HdMS s dzls detistrz

56 OL Bs 5 dedsts i BaTF320 9177478

led gt d as@is(d

HiSB Oo dzj dadaik® | 183792% 4946876

C.MnaBuycKlnuim. Wa6ankwunH, OtTuyeT O

HUP.



AHanns BnIunAHMWA Ha OwaxXxeT PO
BaHAoeTaHMWMOGAa

[ dded B3O dzy diftpiialz 1 O ©
! td ed@iidg® | tc O Y P [ ©F nd d&3Oulef fiytkidtsy 1 O (IR A
5% 59,5 119,1
10% 119,1 238,2
2% 238,2 476,3
40% 476,3 952,7
50% 595,4 1190,9

Afogpnuynaa cTouMmMOoOCTbL Tepanuu B3IATa U3
pyo6.)

AMpunycnosS@% yfoBNeTBOPEPEDHBO GIRIBHAYEHMN
BaHAoeTapARBG®NnK Cc 1 ndcekaoep aHlAM R U e MA@ N e BT O B
peKHoeo n e p a 6deonpbVMHDGIALAM T O B MXKeH/OEIR BIIOT O P OT O
HeuwH o pa-Bwip aady119Amn.py 6 nen

C.Mnasueycklyum. Wab6ankwunH, OTyeT 0 HWP.



B blB O A bl

BaHaoeTasmbdedTdrdre K T U/BEHKblaMp C T BIepHEHILAMD AT ® M
NnpoATEeEXWMAHM yNydylweelermauyecy Blaal,y e HCT 0B
HeonepabemeesMOpPacT ntnpoOCUT/PUAMHRETHAIHCETML T U Y € C
Me oAy NNSPRARKEMT 0 B MEH/DeN3 bl

CTonMO@HBIT®MOAB /1EHMHAXdZA0O!I € C T BXVH3HHOVA I8 T O
NnpuUuMe HEHUMABIVINEGTY O MO T CY THM BHMOHT NP OB a
NnoKa3arRawe &kmBaHAM, M. HPY O NMEPIMLNCKOHT NP OB A
NnoKa3arRawve&agwvsanwo 5% Tr oo R A& maH. p 'y 6 Nn3ean

N ONONHMWTIEOM B I i

NMoaaBnsaswaly®BOMMCOTA ARTONMOEKRBRPCTBEHH
Tepanuu

C.Mnasueycklyum. Wab6ankwunH, OTyeT 0 HWP.



