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Beeoenue. B nacmosuee spems mepanus peyuousupyioueeo,/pegpakmepHoo Xponuuecko2o aumgpoyumaproeo aetikosza (XJ1J1) npeonora-
eaem HA3HAYEHUe PelCUMO8, BKAUAIUUX UHHOBAUUOHHbIE NPENnapamyl, K KOMOPbIM OMHOCAMC UOPYMUHUO U KOMOUHAUUS 6EHEMOKAAK -
ca ¢ pumykcumabom. [lpu smom ykazanuas komobuHayus obecneuuaem CoOXpaHsOUYCs ¢ meveHuem 8peMeHU 8blCOKYI0 Yacmomy 3paou-
KQuuu MUHUMAAbHOU OCIMAMO4HOU 004e3HU. B c813u ¢ smum ucnoabv3o8anue 0aHH020 pejcuma Oeaaem 803MOJICHOU OmMeHy mepanuu
Y NAUUEHMO08 C OMCYMCMBUeM NPoepeccupo8anus no UcmeveHuu 2 1em ¢ MOMEeHMa Ha¥and Ae4eHus.

Ileaw uccaedosanus — oyenka hapmaxoIKOHOMUMECKUX ACNEKMO8 NPUMEHEeHUsl KOMOUHAUUYU 8eHEMOKAAKCA U pUMyKcumada y nayueHmos
¢ peyuodusupyrouum,/peppaxmeprvim XJIJI no cpasneruro c moHomepanueii u6pymuHuooM.

Mamepuaavt u memooot. AHanu3 npoeoouULU MemoooM MOOeAUPOBAHUS C NOUYUL CUCTNEMbL 30pAB00XPaHeHUs. B coomeemcmeuu ¢ pe3ynn-
mamamu cemeeoeo MemaaHaiu3a pe3yavimamos KAUHUYeCKux uccaedoganuii 6 obaacmu mepanuu peyuousupyroueeo,/pedpaxmeproeo XJ1J1
(MURANO 0as kombunauuu eéenemokaaxc + pumykcumad u RESONATE u HELIOS 0as ubpymunuba), nokazasuieeo omcymcmeue
CMAamuUCmuYecKu 3HAYUMbIX PA3AUYLULL N0 NOKA3AMEAAM BbIICUBAeMOCIU be3 nPo2peccUupo8anus U 00uell 8blocUsaeMocmu mexcoy 0aHHbl-
MU 8apuanmamu mepanuu, NPpu npogedeHul anau3a Ovia UCNOAB306aH MemMo0 MUHUMU3ayuu 3ampam. B 6asoeom eéapuanme epemennoii
eopuzonm modeau — 4 eooa.

Ilena senemoxnaxca, pumykcumada u ubpymuHuba npu pacueme cOOMeemMcmeosand 3apeeucmpupo8anHoil (011 pumykcumaba — meoua-
He 3ape2ucmpUpOBarHbIX YeH) ¢ y4emom Haa0ea Ha 000a8AeHHYH0 COUMOCb U CPeOHe838eUleHHOL ONMOBOI HA0DABKU C YHemOM YUCAeH-
Hocmu HaceneHus 6 Poccuu.

IIpu nposedenuu anaruza éausnus Ha 6100xcem cucmemyvl 30pA600XPAHEHUS BPEMEHHOL 20PU3OHM UCCAed08aHUs Obin paser 4 eodam.
IIpeononazanru nasnavenue Kombunayuu eeHemokaaxc + pumyxcumad 100 % 61H08b 6bIA6ACHHBIX NAUUCHMO8 C PEUUOUSUPYIOUUM/DePPaK -
mepuvim X1, Hauunas ¢ nepeoeo eoda. B 6azoeom eapuanme npednonazanu, umo é mepanuu 6ydym nysxcoamocs 100 nayuenmos kaxcobiii 200.
B 6a306om éapuanme ananuza cmoumocms mepanuu nocae npoepeccuposans He yuumoieanu. Ilpu npogedeHuu aHaiu3a 4y6cmeumenbHo-
cmU OUYeHUBANU MAKICE BAPUAHM C YYemOM CIOUMOCMU Mepanuu nayueHmos8 nocie nepexood K npoepeccuposanuro, npeonoiazarouui
HAa3Ha4eHue 6eHeMOKAaKca 6 epynne ubpymunuba u ubpymunuba é epynne eenemoknakca + pumykcumaba. Kpome smoeo, oyenusaiu
sapuanmyl 6osee svicokoil (Ha 15 %) wacmomut npocpeccuposaruisi 3a001e6aHUs 6 pynne mepanul 6eHeMoKAAKCOM No 3agepuleHuu 2-1em-
Heeo Kypca AedeHusl, a maKice ¢ YeeaudeHueM U yMeHbUeHUeM Yacmombl npoepeccuposarus 3aboresanus Ha 15 % 6 obeux epynnax cpasHeHus.
B pamiax ananusa uyecmeumensHOCMu 0QHA OUEHKA CHUNCCHUIO U Y8eAUueHUI0 UeHbl éenemokaakca Ha 15 %, cHudicenuro uenol ubpymu-
Huba na 30 % no cpasHenuro ¢ 3ape2ucmpupo8anHoil YeHoU U 8APUAHMY C 6DEMEHHbIM 20PU3OHMOM uccredosanus 3 2ooa. Ilpu ananusze
BAUAHUS HA OI00Cem OYeHUBANU MAKJICe 8APUAHMbL C YBEAUYEHUCM YUCAA e)Ce200HO0 BbIABASEMbIX U HYICOAIOWUXCS 8 MEPanuU NAUUEHMO08
na 10, 20, 30u 50 %.

Kaunuko-sxonomuyeckuii anaiuz npoeoousu co cmagkoii ouckonmupoganus, paghoi 3,5 % 6 200. Ananu3z érusnus Ha 6100xcem 6b6inoa-
Haau 6e3 OUCKOHMUPOBAHUSL.

Pesyasmamot. Coenacro pezyssmamam oyerku sggpexmuenocmu 3ampam 6 6a3080M 8apUAHME PENCUM, BKAUAIOWUL 6eHEMOKAAKC,
nosgonsiem cHu3ums 00sem sampam Ha 46,3 % no cpasneruro ¢ ubpymunubom (06sem 3ampam 3a 4 eoda 6 pacueme na I nayuenma 10,422
u 19,413 man py6. coomeemcmeeHHo).

Hasnauenue xombunayuu eenemoxaaxc + pumykcuma6 100 6Ho8b bia61eHHbIM NAYUEHMAM ¢ peyudusupyrouum,/pedpakmeprvim X1
edce200H0 8Mecmo MOHOmMepanuy ubpymunubom nosaevem 3a coboii cHuxcernue 3ampam na mepanuio va 29,0 %, uau na 1,579 mapo pyo.
3a 4 200a 6 pacueme na 100 nayuenmos, exnce2c00H0 HAYUHAIOWUX MEPANU).

Ananu3z uyecmeumenvHoCmu npoOeMOHCMPUPOBAA BbICOKYIO HAOHCHOCHb NOAYHEHHbIX Pe3y1bmamos.

3axarouenue. Tepanus peyudusupyroujeeo/pedhpaxmeproeo X1 kombunayueii 6enemokaakca u pumyKkcumada no KAuHu4eckoil sggex-
MusHOCMU CONOCMABUMA ¢ MOHOMepanuell UGpYMUHUOOM U NO380A5em NPU IMOM CYULeCEEHHO CHU3UMb 3ampamyl cucmembl 30paso-
OXpaHeHUs, a ecaredcmeaue Mmoo yeeauuums 00CMynHOCMb UHHOBAUUOHHOI mepanuu 045 OAHHOLU epynnbl NAUUEHMO08.

Karouesnle caosa: xponuveckuii AuM@POyUmMapHsiii 1eliKo3, 6eHeMOKAAKC, PUMYKcUmMad, ubpymunud, MUHUMU3AYUS 3ampam, aHau3
GAUAHUA HA OI00)Ccem
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Background. Currently, treatment of recurrent/refractory chronic lymphocytic leukemia (CLL) involves the appointment of regimens with
innovative drugs, which include ibrutinib and a combination of venetoclax and rituximab. Wherein said combination provides continuing
over time high frequency eradication of minimal residual disease. Thereby, this regimen can be canceled if patients do not progress after 2
years from therapy start.

The objective of the study was to assess the pharmacoeconomic aspects of therapy with venetoclax and rituximab combination in patients with
recurrent/refractory CLL compared with ibrutinib monotherapy.

Materials and methods. Analysis was performed by a simulation method from a position of the health care system. In accordance with net-
work meta-analysis results of clinical studies in the recurrent/refractory CLL treatment (M URANO for venetoclax + rituximab combination and
RESONATE and HELIOS for ibrutinib), which showed the absence of statistically significant differences in progression-free and overall survival
between these treatment options, the cost-minimization method was used in the analysis. In the basic version, the model time horizon is 4 years.

The price of venetoclax, rituximab and ibrutinib in the calculation corresponded to that registered (for rituximab — the median of the regis-
tered prices) with the value-added tax and the weighted average wholesale allowance taking into account the population in Russia.

When analyzing the healthcare system budget impact, the time horizon of the study was 4 years. Therapy with combination of venetoclax +
rituximab starting from the first year was suggested in 100 % of newly identified recurrent/refractory CLL patients. In the base case, it was
estimated that 100 patients would need therapy every year.

In the basic version of analysis, the cost of therapy after progression was not taken into account. In sensitivity analysis, an option taking into
account therapy cost after progression, suggesting the appointment of venetoclax in the ibrutinib group and ibrutinib in the venetoclax +
rituximab group, was also evaluated. In addition, variants with disease progression were additionally evaluated in 15 % of patients per year
in the venetoclax therapy group at the end of the 2-year treatment course, as well as with an increase and decrease in the disease progression
rate by 15 % in both comparison groups.

As part of the sensitivity analysis, an assessment is made of a 15 % decrease and increase in Venetoclax price, a 30 % decrease in Ibrutinib
price compared to registered price and the option with a 3-year study time horizon. When analyzing the budget impact, options with an in-
crease in the number of patients annually identified and requiring treatment by 10, 20, 30 and 50 % were evaluated.

Clinical and economic analysis was carried out with a discount rate of 3.5 % per year. A budget impact analysis was performed without discounting.
Results. According to the results of cost-effectiveness analysis in the basic version, a regimen including venetoclax can reduce costs by 46.3 %
compared with ibrutinib (cost for 4 years per patient is 10.422 and 19.413 million rubles, respectively).

Therapy with combination of venetoclax + rituximab in 100 newly identified recurrent/refractory CLL patients annually instead of ibrutinib
monotherapy will result in a reduction in therapy costs by 29.0 %, or by 1.579 billion rubles for 4 years per 100 patients starting therapy annually.
The sensitivity analysis demonstrated the high reliability of the results.

Conclusion. The treatment of recurrent/refractory CLL with a combination of venetoclax and rituximab is comparable in clinical efficacy
with ibrutinib monotherapy and can significantly reduce the cost of the healthcare system, and therefore increase the availability of innova-
tive therapy for this group of patients.
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Bsepnexue

XpoHudecKuit muMbonnTapHbIii jietikos (XJLJI) — ca-
MBI YacCThIl BUJ JIEAKO30B y B3pOCiibiX. B eBporneiickux
cTpaHax ero yacroTa coctaniseT 4 Ha 100 Thic. HaceleHUs
B IOI ¥ HEIIOCPEACTBEHHO CBSI3aHa C BO3pacToOM. Y JIMII
crapuie 80 et oHa coctaBisieT >30 Ha 100 ThIC. HaceIeHUs
B rox. MenuaHa Bo3pacTa Ha MOMEHT YCTAaHOBJICHUS -
arLHosa B eBpoIeiickux cTpaHax — 69 jet. B Poccun XJ1J1
BBISIBIISIETCSI HECKOJIBKO peXe, a MeIraHa Bo3pacTa Ha MO-
MEHT YCTaHOBJICHUS IMarHo3a COCTaBIseT 62 rojaa, copas-
MEPHO MEHbLIEN NPOAOKUTEIbHOCTH XKMU3HU pOCCUsH [1].

Oxouo 40 % maumenrtos ¢ XJIJI umeror MeaIeHHO
IIporpeccupylolee TedeHNe 3a00IeBaHus, IIPUYEM IIPO-
JIOJDKUTEIbHOCTD WX SKM3HM OJIM3Ka K OOIIETIOMY ISIIIMOH-
HOW, M Y JaHHOW TPYyIIIbl HE BO3HUKAET HEOOXOIUMOCTU
B HEeMeJJICHHOM Hauajie JieueHus [1].

CraHmapToM Tepanuu 1-it TuHur (KpoMe Talie HTOB
¢ nenenueit 17p u/wm mytaumeit TP53) sBistioTcst umMmy-
HOXMMHUOTepaIeBTUIecKue pexxumbl. HecMoTpst Ha yerre-
xu B eyeHun XJIJI ¢ moMomsio (pynapabuH- u 6eHga-
MYCTUHCOIEPXKAIIUX CXeM B 1-1i IMHNM TepaIiu, Y 4aCTU
OOJIBHBIX pa3BUBAIOTCS PaHHUE PEIIUIMBHEI (B TeUeHME 24 Mec
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rociie okoH4aHus gedeHust) [1]. B cpearem 20 % nauueH-
ToB ¢ XJIJI (16—23 % B 3aBUCMMOCTH OT CTaTyca) HyX/a-
I0TCsI B HavYaJIe M/ VTN MPONOLKSHUY Tepaliii MTHHOBAIIM-
OHHBIMM IIpeTnapaTaMH I10 XM3HEHHbBIM IMOKa3aHUsIM [2].

CormacHO pOCCUMCKMM KIMHUYECKUM PEKOMEHIAIIH -
M 110 JieyeHu1o nauueHToB ¢ XJIJI B ciryuae HeahdeKTHB-
HOCTH CTaHOAPTHOM XMMUOMMMYHOTEpAM, a TaKXkKe
npu XJIJI BEICOKOro pucka peKOMeHI0BAaHO IPUMEHEHUE
nOpyTUHNOA UM BEeHEeTOKJIaKca B KOMOMHALIUY C PUTYK-
cuMabowm [1]. DpdekTUBHOCTL JAaHHOI Tepanyy 3HAYM -
TEJIbHO IIPEBOCXOIUT TAKOBYIO TP XUMHOMMMYHOTEPa-
MU y 3TO# KaTeropuu mauueHTos [1, 3].

Oco0eHHOCThI0 KOMOMHAIIMY BEHETOKJIaKCa C PUTY-
KCHMMaOOM CITyKUT BbIsIBNIeHHas1 B ucciaenoBanni MURANO
BBICOKAs 4YaCTOTa 3PAAUKALUUA MUHUMAIBHOU OCTaTOYHOMU
00J1e3HI1, COXPaHSIIOLLASCS ¢ TeYeHMeM BpeMeHu. B cBsizu
C OTUM B OTJIWYME OT Tepanmuy MOPYTMHUOOM JaHHBIN
PEXUM MOXET OBITh OTMEHEH B CJIydae OTCYTCTBUS IIPO-
IPEeCCUPOBAHMS 10 UCTEYCHNH 2 JIET C MOMEHTA Havaja
Teparmu.

Iean uccaenoBanusa — orieHKa (hapMaKOIKOHOMUYE-
CKMX aCIIeKTOB ITpUMEHEHs] KOMOMHAIIMY BeHeTOKIIaKca
U puTyKcumaoa y nanueHToB ¢ XJIJI mo cpaBHEHUIO ¢ MO-
HoTeparnuei nOpyTUHUOOM.

Mamepuanbl u Memopbl

DddexTUBHOCTL NOPYTUHMOA TIPU peLUUAUBUPYIO-
meM/pedpakreprom XJLJI orieHMBaIM B OTKPHITOM KJIH-
HugeckoM uccnenoBanuu 111 ¢passr RESONATE, B koTopom
3((HEKTUBHOCTh MOHOTEpATUU UOPYTUHNOOM CpaBHUBA-
M ¢ 3(p(PeKTUBHOCTHIO MOHOTEpAINIK oatrymymaoom [4].
Kpowme atoro, B uccnenosanut HELIOS onienuBanm cpaB-
HUTEJIbHYIO 3(P(HEKTUBHOCTE KOMOMHALIMM UOPYTUHMOA
C pUTyKcMMaboMm u 6eHIaMyCcTHHA ¢ pUTyKcuMaooM [5].
Ha ocHoBanum pe3synsraroB ucciaenoanniit RESONATE
u HELIOS 65110 IIpoBeieHo HeIpsSIMOe CpaBHEHNE MOHO-
Tepanuy UOPYyTUHUOOM U KOMOMHALMMU OeHIaMyCTUHaA
U pUTyKCHMaba [6].

DD heKTUBHOCT, KOMOMHALIMM BEHETOKJIAKCA U PUTYK-
cuMaba olieHUBaIu B OTKpbITOM ucciaenoBanuu 111 gas3er
MURANO, B KOTOpOM JaHHYIO KOMOMHAIIWIO CPaBHUBA-
JIM ¢ KOMOMHAaLIMe OeHgaMycTuHa U puTykcuMaoa [3].

[Monynsamuu nanreHToB, BKIIOUEHHBIX B MCCIEIO0BA-
Hust MURANO u RESONATE, pasznmuyatoTcs 1o psiay
ImapaMeTpoB, 1 IIPOBEICHUE HEIIPSIMOTO CPAaBHEHUST MEXK-
1y KOMOMHAalLKel BEeHETOKIaKca ¢ pUTYKCMMaboM 1 Mopy-
TUHMUOA TTOTPeOOBAIO MOIMPAaBKX HA 3TU pa3Inydusl.

AHanm3, IpOBENCHHBIN MOC/Ie KOPPEKTUPOBKHU U OT-
6opa mammeHToB B uccinegoannt MURANO, obecnieunB-
IIMX TTOJTHOE COOTBETCTBUE XapaKTCPUCTUK, BIUSIONIINX
Ha 3¢ GEeKTUBHOCTh Tepariy, MoKa3aj, 4YTO CpaBHUBAae-
MBbI€ BApMAHTHI TePAITMU HE Pa3IMIAIOTCS CTAaTUCTUICCKHU
3HAYUMO 110 3(P(HEKTUBHOCTH KaK B OTHOIIIEHUH BbIKHBA-
€MOCTH JI0 IIPOTPECCUPOBAaHUsI, TaK M B OTHOIIIEHUM 00-
el BekuBaeMoctH (Tabur. 1) [7].

B cBs131 ¢ 3TMM IpM IpOBENCHNUM aHAIM3a KJIMHUKO-
SKOHOMUYECKOI 3(PPHEeKTUBHOCTH KOMOMHALIMKA BEHE-

Tadmana 1. Dpgexmusnocms mepanuu peyuousupyroweeo/pegpaxmep-
H020 XPOHUYECK020 AUMPOUUMAPHO20 AelK03a (cemesoil Memaananus,
CKOpPeKmupoB8aHHbulil 015 KOMOUHAYUU 8eHemoKAaKc + pumykcumad

8 OMHOWIeHUU NONYAAYUU, AHAN0LUHHOU BKAIOYEHHOU 6 UcciedogaHue
RESONATE) [7]

Table 1. Treatment efficacy of recurrent/refractory chronic lymphocytic
leukemia (network meta-analysis for venetoclax + rituximab combination
adjusted for a population similar to that included in the RESONATE study)

Bbkn-
BbDKMBA-
eeneno- ey cpapmenns  SHPOBAMMA, oo "oy,
BaHHeE OI11, 95 % 95 % 11
an
Beneroknakc +
purykcumao vs
OeHIaMyCTUH + 00 0
pUTYKCHUMaO 5 5
LIS Venetoclax + (0,13—-0,28) (0,25-0,9)
rituximab vs
bendamustine +
rituximab
HNo6pytnHN6 vs 6eH-
RESO- JIaMyCTHUH +
NATE + PUTYKCHMAO 0,13 0,45
Ibrutinib vs (0,083—0,211) (0,23—0,88)
HELIOS bendamustine +
rituximab

Ilpumenanue. Olll — omnowenue warcos; JIM — dosepumens-
HbLil UHmMepsan.
Note. OR — odds ratio; CI — confidence interval.

TOKJIAKCa U pPUTYKCcUMa0ba Mo CpaBHEHUIO ¢ UOPYTUHUOOM
OBLI MCIIOJIP30BaH METOI MUHUMM3AIIUU 3aTpaT.

AHaIN3 IIPOBOAMIN METOIOM MapKOBCKOTO MOJIEIIH-
POBaHUS C TIO3ULIMU CUCTeMBI 3apaBooxpaHeHus. [1po-
TOJIKATENIbHOCTD LIMKJIAa cocTaBuia 28 nHeil. BpemeHHoM
TOPU30HT UCCJIeAOBaHMS B 0a30BOM BapuaHTe — 4 roja.
[1pu nmpoBeneHNY aHAIN3a YYBCTBUTEILHOCTH OLICHUBAIN
TaKXXe BapruaHT ¢ TOPU30HTOM HcciaenoBaHus 3 rona. Kpo-
M€ 3TOTO, YIMTBIBAIM, YTO PEXKMM, BKITIOUAIOIINI BEHE-
TOKJIAKC ¥ pUTYKCHMAa0, Ha3HAYaeTCs 10 IIPOTrpecCrupoBa-
HUS WIX Ha TIEPUOI, He ITPEBBIIIAIOIINIA 2 JICT.

Mogens npeamnoaraia HaIMIKUe 3 IIOCTOSTHHBIX KT -
HUYECKUX COCTOSIHMIA: 0e3 IMPOorpeccupoBaHMs, IIPOrpec-
CHpPOBaHNE U CMEPTH MallMeHTa (CM. PUCYHOK).

BepositTHOCTh IporpeccupoBaHusl 3a001eBaHUS COOT-
BeTcTBOBasIa pe3yiabrataM ucciaenaoBannst RESONATE [3].
ITockonbKy Temiinl porpeccupoBanust XJ1JI B ucciaeno-
BaHussx RESONATE u MURANO HecKoJIbKO pa3inya-
JINCh, TIPY TIPOBEACHUY aHAIN3a YYBCTBUTEIIBHOCTH OIIE-
HUBaJIA TaKXKe BApUAHTHI CO CHIDKEHUEM U YBEITNICHUEM
4aCcTOTHI ITporpeccupoBaHust Ha 15 % 1o cpaBHEeHMIO ¢ Oa-
30BBIM BapuaHTOM. KpoMe 3TOro, olieHMBaau BapUaHT
C YBEJIMYCHUEM YaCTOTHI IIPOTPECCUPOBAHMST 3a00JICBaHMS
ITOCJIe 3aBePIICHUS 2-JIETHEW Tepaliy BEHETOKIAKCOM
Ha 15 % 1o cpaBHEHMUIO C Tepanueil MOPYTUHUOOM.
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Modenv npoepeccuposanus peyudugupyoujeeo/pe@paKmeprHoco XpoHuye-
CK020 AUMGPDOUUMAPHO20 NeilK03a
Recurrence/refractory chronic lymphocytic leukemia progression model

I1pu npoBeaeHUM aHAIMU3a BIMSIHUS Ha OIOIXKET CU-
CTEMbI 3ApaBOOXPAHEHMS Tpearojarajiu HazHaueHUe
KOMOMHALIMKM BeHETOKIaKe + purykcumad 100 % BHOBB
BBISIBJICHHBIX ITAIIMEHTOB C PELIMANBUPYIOIINM /pedpak-
TepHbIM XJIJI, HauuHas ¢ 1-ro roga. [lpeanonaranu, 4to
B Tepanuu 0yayT HyKnaThcs 100 marmeHToB KaXKIbIi TO.

[Ipu npoBeneHNY KIIMHUKO-3KOHOMUYIECKOTO aHAJIM -
3a 3aTPaThl M MPOAOKUTEILHOCTD XXM3HU TUCKOHTHUPO-
Bav Ha 3,5 % B rod. AHaIM3 BJIMSIHKS Ha GIOMIKET BBIITOJ -
HSUIH 0€3 TMCKOHTUPOBAHUS.

Llena nbpyrnHuba, BeHeTOKJIaKca M puTyKcruMaba npu
pacdeTe COOTBETCTBOBaJIa 3apPETUCTPUPOBAHHOM (B CiIydae
puUTyKCcMaba — MeauaHe 3apeTMCTPUPOBAHHBIX IIEH)
C YYETOM HaJIoTra Ha J00aBICHHYIO CTOMMOCTh M CPEIHEe-
B3BEIIEHHOI ONITOBOM Hal0aBKU C Y4€TOM YKUCISHHOCTU
Hacenenus B Poccun (11,83 %) (ta6um. 2).

M3 1aba. 2 BUAHO, YTO B COOTBETCTBUH C 3aPETUCTPU -
POBaHHOI1 LIeHOM 0e3 yyeTa Hajiora Ha J00aBJIEHHYIO CTO-
WMOCTh 1 OIITOBOI Hag0aBKM 3aTPaThl HA TePAITHIO BEHK-
nexcroii (400 mr/cyT) B TeueHue Mecsia Ha 13,6 % Hike
I10 CpaBHEHUIO ¢ UOpyTHHUOOM (420 Mr/cyT) (384 953,41
1 445474,54 py0. COOTBETCTBEHHO).

3arpathl Ha Tepanuio peAcTaBIeHbl B Ta0I. 3.

[Ipu pacyeTe yInuThIBaIM 3aTpaThl HA KOPPEKIIMIO Ha-
10oJIee YacTo BCTPEYAIOIIMXCSI MOOOUYHBIX 3(D(HEKTOB Te-
panuu >11I crenenu Tsxectu — HeiTponenuu (57,7 %
IS KOMOMHALMKA BEHETOKJIaKca ¥ puTyKcumaba u 19,5 %
IS OpYTUHMOA); TpoMOoLuToneHuu (5,7 % mist Komou-
HalMM BEHETOKJIaKca U pUTyKcumaoa u 5,6 % mis uopy-
THMOa); aHemuu (10,8 % it KOMOMHALIMY BEHETOKJIAK-
ca U putykcumaba u 4,6 % it uOpyruHuba); MHEBMOHUM
(5,2 % nnst KOMOMHALIMK BEHETOKJIaKca U PUTyKCcHMaba
u 6,7 % niast nbpyruHuoa) [2].

3aTpaTel Ha KOPPEKILHUIO HeXeIaTeJbHBIX peaKIlnit
PacCYMUTHIBAIM HA OCHOBE TapudOB 00s13aTCIIHBHOIO Me-
IUIIMHCKOTO cTpaxoBaHus 1o . Cankr-IlerepOypry Ha
2020t [8].

IMockomeky B nccnenoBanmssx RESONATE u MURANO
OBLIO ITOKA3aHO, YTO MAaKCUMaJIbHASI YaCTOTa HeXKeIaTeIb-
HBIX peakluii OTMeYaeTcsl B MepBble 6 MeC Tepamuu, 3a-
TpaThl Ha UX KOPPEKIINIO YIUTHIBAIN B 1-M IIUKJIIE Tepa-
mu (0e3 pasneseHus Ha KB [3, 4].

B 6a3zoBoM BapuaHTe CTOMMOCTb Te€paIluu I10Cie
ImporpeccupoBaHus He yuuThiBaiau. [Ipu mpoBeneHUN
aHaJIM3a YyBCTBUTEIHLHOCTH OLICHUBAIN TAKXKE BapUaHT
C YYETOM CTOMMOCTH TepallMy IaIMeHTOB II0CIIe TIepe-
X0Ja K IIPOTPECCUPOBAHUIO, TIPEANIOJIAral0OINii Ha3HAYE-
HUE BEHETOKJIaKca B TpyIlIie uOpyTuHMOa U nOpyTuHuba
B I'pYIIIle BEHETOKJIAKC + puTyKcumao [7].

Kpome 3Toro, B pamMKkax aHajau3a YyBCTBUTEIHBHOCTHU
OLICHMBAJIM TaKXKe BIMSIHUE Ha PE3YJIBTaThl aHAJI3a CHU-
KEHUS 1 YBEIMICHUS LIEHBI PeTUCTPAlIi BEHETOKIaKCca

Ta6anua 2. Lenst nekapcmeeHHbix NPenapamos, KOMopble yHumol8aiy npu pacieme

Table 2. Drugs prices that were taken into account in the calculation
(]

Tpenapar Jlo3upoBka, KoumuecTBo
MI B YIAKOBKE

Mm6pyBuKa (MOpYyTHHUO)
Imbruvica (Ibrutinib) 140 90
Benknekcra (BeHETOKIIaKC) 10 14
Venclexta (venetoclax)
Benknekcra (BeHETOKIIAKC) 50 7
Venclexta (venetoclax)
BenkiekcTa (BeHETOKIIAKC) 100 7
Venclexta (venetoclax)
Benkiekcra (BeHETOKIIaKC) 100 14
Venclexta (venetoclax)
Benkiekcra (BeHETOKIIaKC) 100 112
Venclexta (venetoclax)
Putykcuma0b
Rituximab

Ilena Iena, ncnoJib30BaHHAs MIPH pacuere, pyo.
perucrpanum, pyo.
445474,54 547991,60
4491,3 5524,88
11227,88 13811,75
22455,76 27623,50
44911,51 55247,00
359 289,85 441973,22

114,87 py6/mr
114.87 rubles/mg

141,31 py6/mr
141.31 rubles/mg
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Tabmuna 3. 3ampame: Ha KombuHayuo eenemokaaxc + pumykcumab u ubpymunub é meuerue yuxaa, pyo.

Table 3. Therapy cost of venetoclax + rituximab combination and ibrutinib during the cycle, rubles

BeneToknakc + puTykcumMad ¢ yueTrom

Puryxeu- 3aTpaT HA BBeJIEHHE PUTYKCHMA0a NopyTunno

Ilepuon Benerokinakc Mab

®asa TUTPOBaHMS BEHETOKIaKca
(5 Hen) 212 700,44 = 212 700,44 —

Venetoclax titration phase (5 weeks)

oA (GOREC) 44197322 95380,73 538 490,65 511458,80
cycle (28 days)

2p e en i) 441973,22 127 174,31 570 284,23 511458,80
-6™ cycle (28 days)

poid s woenengow e wmons Gassly | g . 441 973,22 511458,80
7 cycle and subsequent (28 days) ’ ? >

Tabmua 4. 3ampams: Ha mepanuio peyudusupyue2o,/pehpaKmeprHo2o XpoOHU1ECK020 AUMpoyumapHoeo reiikosa 6 pacieme Ha 1 nayuenma (6azoeulii
eapuanm,)

Table 4. The treatment cost of recurrent/refractory chronic lymphocytic leukemia per 1 patient (basic variant)

Pa3mmuns B 3aTparax (BeHEeTOKJIAKC +

+
Bz icun: s NopyTunno PUTYKCHMAO VS HOPYTHHHIO)

3arparsl T

Ha BeHeTok1aKe B (hazy TUTpOBaHUSI, ThIC. PYO.
Venetoclax costs in the titration phase, 212,700 0 212,700
thousand rubles

OHROTEMATONOIUA 1’2020 tom 15

Ha tapretHbie mpemaparts (1-ii Tox), THIC. pyo. 5253 649 6079.610 —825.961

Costs of targeted drugs (1% year), thousand rubles

Ha purykcrmab ¢ y9eTOM BBEIEHUS,
TBIC. PYO. 716,113 0 716,113

Rituximab costs, considering costs for administering,
thousand rubles

OO11ue 3aTpaThl Ha Ipernaparhbl 3a 1-i1 rox,
THIC. py0. (%) 6182,462 6079,610 102,852 (+1,7)

Total drug costs for the 1* year, thousand rubles (%)

Ha TapreTHbie mipemaparsl 3a 2-ii rof,
ThIC. PYO. (%) 4200,974 4861,438 —660,464 (—13,6)

Costs of targeted drugs for the 2™ year, thousand
rubles (%)

Ha TapreTHbie ipemaparsl 3a 3-11 rog,
ThIC. PYO. (%). 0 4388,776 —4388,776 (~100)

Costs of targeted drugs for the 3" year,
thousand rubles (%)

Ha TapreTHbie ipemaparsl 3a 4-11 rof,
ThiC. PY6. (%) 0 4067,233 —4067,233 (—100)

Costs of targeted drugs for the 4" year,
thousand rubles (%)

Ha xoppeKIiuIo HeXenaTeIbHbIX SIBJICHMIA,
TEIC. pyO. 38,942 16,279 22,663

The cost of adverse events therapy, thousand rubles

OG6111e 3aTpaThl Ha TepANuio 3a 4 Tofa,
ThIC. PY6. (%) 10 422,379 19413,337 —8990,958 (—46,3)

Total therapy costs for 4 years, thousand rubles (%)
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Ha 15 % u cHkeHus LeHbl uopyTrHKGa Ha 30 % 1o cpaB-
HEHMIO C ICHOM pEeruCTpallun.

ITpu aHanu3e BAMSIHUS HA OI0MXKET OLIEHUBAIN TaKXKe
BapMaHTHI C YBEJIMUYCHNUEM KOJIMUECTBA €KETOTHO BBISIB-
JISIEMBIX Y HYXKIAIOIIMXCS B Tepalliy MalreHToB Ha 10, 20,
30 50 %.

KInHUKO-3KOHOMMYECKHNI aHAIMU3 MPOBOIUIHN CO
CTaBKOM IMCKOHTUPOBaHUsI, paBHOI 3,5 % B roa. AHaIu3
BJIMSTHUSA Ha OIOJKET MPOBOAUIN 6€3 TUCKOHTUPOBAHUSA.

Pesynbmambi

AHaJIM3 KJIMHAKO-3KOHOMIYECKOo#i 3(deKTHBHOCTH. 3a-
TpaThl npu Tepanuun XJIJI komOuHaluel BeHeToKIIake +
pUTYKCUMA0 1 MOPYTUHMOOM IIpeICTaBICHBI B Ta0. 4.

W3 Tabi. 4 BUAHO, YTO pEKUM, BKITIOYAIOIIUI BEHETO-
KJIaKC, ITO3BOJISIET CHU3UTh 00BheM 3aTpaT 3a 4 roma Ha
46,3 %.

PesymbraTel aHanm3a 9yBCTBUTEIBHOCTY BBISIBJICHHBIX
ImoKazaTeJiell K U3MEHEHUIO ITapaMeTPOB MOICIMPOBAHMS
npeacTaBieHbl B Ta0I. 5.

W3 tabn. 5 BUAHO, YTO MpPU BCEX MPOaHATM3UPOBAH-
HBIX BapMaHTaX BEHETOKJIAKC O0ECIIeYMBACT CHUXKCHIE

3aTpaT Ha Tepanuio Ha 23,3—57,5 %, 4To TOBOPUT O Ha-
JIESKHOCTH TTOJTYYCHHBIX PE3YIBTaTOB.

AHAM3 BJIMAHMA HA OI0MKeT. 3aTpaThl IPU Tepanuu
XJIJI kxomOuHalMeit BeHeTOKJIaKC + pUTyKcumMao u uopy-
TUHUOOM IIpeACTaBIeHbI B Ta0. 6. Kak mokassIBaloT 31
JIIaHHBIC, PEXXKUM, BKITIOUAIOIINI BEHETOKJIAKC, ITO3BOJISI-
eT CHU3UTh 00beM 3aTpart 3a 4 rona Ha 1,579 mupa py6.
(29,0 %).

IIpu sToM B citydae HazHayeHust 100 % manmeHTOB
¢ peuuauBupyoIIuM /pedpakrepabiM XJIJI komOuHA-
IIMM BEHETOKJIAKC + PUTYKCMMad BMECTO MOHOTEpAIINHU
UOPYTMHMOOM 3aTpaThl Ha Teparuio B 1-ii ron yBeauuu-
BatoTcst Ha 1,9 %, a 3a 2, 3 u 4-1i roabl CHUKAIOTCS Ha 5,1;
33,31 48,1 % cooTBeTcTBeHHO. B Lieji0M 3a 4 roga CHUKe-
HUe Harpysku Ha G6romxet coctaBur 29,0 %.

PesynbraTel aHanmm3a YyBCTBUTEILHOCTH BBISIBJICH-
HBIX TTI0Ka3aTelIeil K I3MEHEHUIO ITapaMeTPOB MOACINPO-
BaHU TIpeJcTaBlieHbl B Ta0j. 7. OHM MOKAa3bIBAIOT, YTO
yKe gepe3 3 roma COBOKYITHAsI Harpy3Ka Ha OIOIKeT CHM-
3UTCS IIPY Ha3HAYCHUM KOMOWHAIIMM BEHETOKJIaKca
U puTyKcuMaba Ha 17,3 % 1no cpaBHEHUIO C Ha3HAYEHU -
eM uopyTuHuOA.

Tabaunua 5. Paziuuus 6 3ampamax npu HA3HAHEHUU PENCUMA, BKAIOUAIOU4e0 8eHEMOKAAKC U PUMYKCUMAO, NO CPAGHEHUI0 ¢ MOHOMepanuetll uopymunuoom
npu AeHeHUuU peyuousuUpyoue20,/ pepaKmepHoeo XpoHu1eCK02o AUMPOYUMApHO20 AeliK03a (AHANU3 HYECMBUMEAbHOCMU)

Table 5. Cost differences in venetoclax + rituximab therapy compared with ibrutinib monotherapy for recurrent/refractory chronic lymphocytic leukemia

(sensitivity analysis)

Bapunanr

BazoBeblii
Base

CHIKeHME IIEHBI BEHETOKIIakca Ha 15 %
15 % reduction in venetoclax price

VBenuueHue 1eHbl BeHeTOKIakca Ha 15 %
15 % increase in venetoclax price

CHuxeHue LeHbl nopyTuHNOa Ha 30 % 10 CPaBHEHMIO C 3apETMCTPUPOBAHHOM LIEHOM

30 % reduction in ibrutinib price compared to the registered price

Pa3nuuns B 3aTparax,
ThIC. py0/manueHt (%)
—8990,958 (—46,3)
—11 171,640 (—57,5)
—7540,859 (—38,8)

—3171,837 (-23,3)

VYBenuueHre 4acToThl MporpeccupoBanust Ha 15 % 1o cpaBHEHMIO ¢ 6a30BbIM BAPUAHTOM

B 00€UX IpyIax CpaBHEHUS

—8425,970 (—45,3)

15 % increase in progression rate compared with the baseline in both comparison groups

CHMXEHUe YaCTOThI PorpeccupoBaHusi Ha 15 % 1o cpaBHEHMIO C 6a30BbIM BADUAHTOM

B 00€UX IpyIax CpaBHEHUSI

—9555,942 (—47,2)

15 % decrease in progression rate compared with the baseline in both comparison groups

Ha3znaueHnue nmocie mporpeccupoBaHus B TPYIINE BEHETOKIAKC + PUTYKCMMA0 MOpYTHHMOA,

a B TpyIIe UOPYTMHIGA — BEHETOKIIaKCca

Ibrutinib therapy after progression in the venetoclax + rituximab group, and in the ibrutinib group —

venetoclax monotherapy

—10074,780 (—41,8)

Hasnauenue mmociie mporpeccupoBaHus B TPYIIe BEHETOKIIAKC + PUTYKCMMab nopyTuHMOa,
a B TpyIe HOpyTMHNOa — BEHETOKJIAKCa C YBEJTMYEHUEM YaCTOThI TPOTPECCUPOBAHMS

3a00JIeBaHMSI MTOCJIe 3aBEPLICHUA 2-JeTHen TEpaIry BEHETOKJIAaKCOM Ha 15 %

—9994,814 (—41,5)

Ibrutinib therapy after progression in the venetoclax + rituximab group, and in the ibrutinib group —
venetoclax monotherapy with disease progression after completion of 2-year venetoclax therapy by 15 %

CHUXeHNe BpeMEHHOTO TOPM30HTA UCCIIEIOBAaHMS 10 3 JIeT
Reducing the study time horizon to 3 years

—4923,721 (=32,1)
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Tabauna 6. 3ampamet Ha aevenue peyudusupyUe20,/pedhpaKmepHO20 XPOHUHECK020 AUMPOUUMAPHO2O0 AeliK03a NPU HA3HAYEHUU MapeemHol mepanuu
100 nayuenmam 6 200 (6a3oewiii éapuanm)

Table 6. The treatment cost for recurrent/refractory chronic lymphocytic leukemia using targeted therapy in 100 patients per year (basic option)

Pazmmuus
Ha3navenue B 3aTparax
Hasnauenne KoMOMHAINH nopyruanda 100 %  (semerokiakc +
Sapama BEHETOKJIAKC + purykcumad 100 % BHOBb BBISIBIIEMBIX  PUTYKCHMAD vs
BHOBb BbISIBJISIEMbIX ALEHTOB NALUEHTOB NOPyTUHNO)

1-1i 200

Ha BeHeTOKI1aKC B (pa3y TUTpOBaHMSI,
MJIpA pyo. 0,021 0 0,021

Venetoclax costs in titration phase, billion rubles

Ha tapreTHble npenapatsl 6e3 yuyera ha3bl

TUTPOBAHUS, MJIPI py6 0.535 0.618 —0.083
Targeted drugs cost excluding the titration > ? ?
phase, billion rubles

OO011Me 3aTpaThl Ha TapreTHLIE Mpernapa-

THI C y9eTOM (ha3bl TUTPOBAHUSI, MJIPT

pY6. 0,556 0,618 —0,062
The total cost of targeted drugs, considering

costs for titration phase, billion rubles

Ha putykcumab ¢ yueToM BBeIeHUS,
LT 0,072 0 0,072

The cost of rituximab, considering costs for
administering, billion rubles

Ha xoppekiiuio HexxenaTenbHbIX SIBJe-
HUU, MJIpJ pyoO. 0,004 0,002 0,002

The cost of adverse events therapy, billion rubles

OHROTEMATONOIUA 1’2020 tom 15

O0m1ve 3aTpathl 3a 1-ii rom, Mipa pyo. (%) 0,632 0,620 0,012 (+1,9)

Total costs for the 1% year, billion rubles (%)

2-1i 200

Ha BeHeToKIIaKe B (ha3y TUTPOBAHMSI,
MJIpI PYO. 0,021 0 0,021

Venetoclax costs in titration phase, billion rubles

Ha tapreTHble nmpemapathl 6e3 yuera ha3bl

TUTPOBAHMUS, MIIPL PYO. 0,978 1,131 —0,153
Targeted drugs cost excluding the titration ? ? >
phase, billion rubles

OO6111e 3aTpaThl Ha TApreTHHIE TIpernapa-

THI C y4eTOM (ha3bl TATPOBAHUS, MIIPJL,

pyo. 0,999 1,131 —0,132
The total cost of targeted drugs, considering

costs for titration phase, billion rubles

Ha putykcumab ¢ yaeToM BBeIeHUS,
MJIpI pyo. 0,072 0 0,072

The cost of rituximab, considering costs for
administering, billion rubles

Ha xoppekiiuio HexenaTeIbHbIX SIBJIe-
HU, MJIpJ, pyo. 0,004 0,002 0,002

The cost of adverse events therapy, billion rubles

OO1mue 3aTpaThl 3a 2-ii roa, MiIpa pyo. (%) 1.075 1.133 —0,058 (=5,1)

Total costs for the 2™ year, billion rubles (%)
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3arparsl

Ha BeneToknakc B hazy TUTpoBaHus,
MIIpI py6.

Venetoclax costs in titration phase, billion rubles

Ha rapretHble npenapaThl 6e3 yuera dasbl
TUTPOBAHMUSI, MJIPJ PYO.

Targeted drugs cost excluding the titration
phase, billion rubles

OO01111e 3aTpaThl Ha TAPreTHbIE TPenapaThl
¢ yueToM ha3bl TUTPOBAHMS, MIIPIL PYO.
The total cost of targeted drugs, considering
costs for titration phase, billion rubles

Ha putykcumab ¢ yueToM BBeIeHUS,
MJIpI pyo.

The cost of rituximab, considering costs for
administering, billion rubles

3aTpaThl Ha KOPPEKLNIO HeXeTaTeTbHbIX

SIBJIGHUM, MJIpJI, pyO.
The cost of adverse events therapy, billion rubles

OO61ye 3aTpaThl 3a 3-ii roa, MiIpa pyo. (%)
Total costs for the 3™ year, billion rubles (%)

Ha BeHeTOKIaKC B (ha3y TUTPOBAHMSI,

MJIpA pyo.
Venetoclax costs in titration phase, billion rubles

Ha tapreTHble mpemapatsl 63 yuyera

a3zl TUTPOBaHMSI, MJIPH pYyO.
Targeted drugs cost excluding the titration
phase, billion rubles

OOG111e 3aTpaThl Ha TAPreTHBIE MTPenapaThl
¢ yueToM ha3bl TUTPOBAHMSI, MIIPI, PYO.
The total cost of targeted drugs, considering
costs for titration phase, billion rubles

Ha putykcumab ¢ yueToM BBeIeHUS,
MJIpI pyo.

The cost of rituximab, considering costs for
administering, billion rubles

Ha xoppekinio HexxeaaTeTbHbIX

SIBJIGHUU, MJIpI pyO.
The cost of adverse events therapy, billion rubles

OO1mye 3aTpaThl 3a 4-ii roa, MiIpa pyo. (%)
Total costs for the 4" year, billion rubles (%)

O61uume 3aTpatsl 3a 4 roga, Mipa pyo6. (%)
Total costs for 4 years, billion rubles (%)

Hasnayenue KoMOUHAIMA
BeHeTOKJIaKC + purykcumad 100 %
BHOBbD BbISIBJISIEMbIX ITALITUEHTOB

3-ii 200

0,021

0,978

0,999

0,072

0,004

1,075

4-ii 200

0,021

0,978

0,999

0,072

0,004

1,075

3,857

Okonuanue maba. 6
End of table 6

Pazmmuns

Hasznauenne B 3aTpaTrax
nopyrunnda 100 %  (semerokiakc +
BHOBD BbISIBISIEMbIX  PUTYKCHMAO vs

MAIHEHTOB HOPyTHHHO)

0 0,021
1,610 —0,632
1,610 —0,611

0 0,072
0,002 0,002
1,612 —0,537 (—33,3)

0 0,021
2,069 —1,091
2,069 —1,070

0 0,072
0,002 0,002
2,071 —0,996 (—48,1)
5,436 —1,579 (-=29,0)
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Tadmuna 7. Paziuuue naepysiu Ha 6100%cem npu HA3HAYEHUU PeNCUMA,
BKAIOYAIOUe20 8eHemOKAaKC U pumykcumab, 100 nayuenmam c peyuou-
supyouuM,/pedhpakmepHoviM XPOHUHECKUM AUMPOUUMADHBIM NeUK030M
€Jce200H0 NO CPABHEHUI0 ¢ MOHOMepanueli UOpYmuHuOom (ananu3s wyecm-
sumenbHocmu)

Table 7. Budget load differences for venetoclax + rituximab therapy to

100 recurrent/refractory chronic lymphocytic leukemia patients annually
compared with ibrutinib monotherapy (sensitivity analysis)

Pazmmuns
Bapaant B 3aTparax,
P mapa pyo. (%)
basoBbrit —1,579
Base (—29,0)
CHUXeHUe BpeMEHHOTO TOPU30HTA UCCITe- —0.583
JOBaHUSI 10 3 JIeT — 17 3)
Reducing the study time horizon to 3 years ’
CHIKeHUe LIEHBI BeHeTOKIaKkca Ha 15 % —2,112
15 % reduction in venetoclax price (—38,8)
VBennueHue eHbl BEeHETOKIaKkca Ha 15 % —1,046
15 % increase in venetoclax price (=19,2)
CHpXeHue LeHbl nopyTnHnoa Ha 30 %
IO CPABHEHMUIO C 3apeTHCTPUPOBAHHOI +0,020
30 % reduction in ibrutinib price compared to the (+0,5)
registered price
HaszHnavyeHue mociie mporpeccrupoBaHust
B IpYIINE BEHETOKJIAKC + PUTYKCUMAO
HOpyTMHMOA, a B rpyIine MOpyTMHUOa — _1.413
MOHOTEPAINU BEHETOKJIAKCOM (_2’1 8)

Ibrutinib therapy after progression in the veneto-
clax + rituximab group, and in the ibrutinib
group — venetoclax monotherapy

I1pu GoABIIMHCTBE IIPOAHATIM3UPOBAHHBIX BApUAHTaX
BEHETOKJIAKC 3a 4 rofa o0ecrieynBaeT CHIDKCHIE Harpy3Ku
Ha Oromxet. TakuM 0O6pa3oM, aHaJIM3 YYBCTBUTEJIbHOCTU
IIPOIEMOHCTPUPOBAJ BRICOKYIO HAIEXKHOCTD ITOTy4EHHBIX
PE3YJIBTaTOB.

3akniouenue

Tepamusa penunuBupymoiero/pedpakrepHoro XJ1JI
KOMOMHAaIIMel BeHETOKIaKca U pUTyKcuMaba CorocTaBu-
Ma I10 KJIMHUYEeCKOM 3(pPEeKTUBHOCTH C MOHOTEpaIuei
MOPYTMHUOOM U MO3BOJISIET IIPU 3TOM CYLLIECTBEHHO CHU-

HaznaueHue mociie mporpeccupoBaHuUs

B IPYIINE BEHETOKJIAKC + pUTyKCUMao
nOpyTMHNOA, a B TPYIIEe MOPYTUHMOA — MO-
HOTEPAIIMUA BEHETOKIIAKCOM C YBEJIMYEHUEM
YacCTOThbI ITPOTrpeECCUPOBAHUA 3a00JIeBaHUsI
TIOCJIe 3aBePIIIeHMS 2-JIETHE Teparmu
BEHETOKJIaKCOM Ha 15 %

Ibrutinib therapy after progression in the venetoclax +
rituximab group, and in the ibrutinib group — vene-
toclax monotherapy with disease progression after
completion of 2-year venetoclax therapy by 15 %

—1,390
(=21.4)

VBenuveHre 4acTOThI MPOTPECCUPOBAHUST
Ha 15 % mo cpaBHEHMUIO ¢ 6A30BBIM BapraH-
TOM B 00€MX I'pyIIax CpaBHEHMUSI

15 % increase in progression rate compared with
the baseline in both comparison groups

—1,480
(=28.2)

CHIXEHME YaCTOThI IporpeCcCupoBaHUA

Ha 15 % 1o cpaBHEHMUIO ¢ 6A30BBIM BapraH-
TOM B 00€MX IpyIIiax CpaBHEHUS

15 % decrease in progression rate compared with
the baseline in both comparison groups

—1,678
(=29,9)

VBeMueHre YMCIa eXXeroIHO BBISBISIEMBIX
MalMeHTOB, MOIyYalouIrX Tepanuio, Ha 10 %

I10 CPAaBHEHUIO C 0a30BbIM BapuaHTOM
10 % increase in the number of annually identified
patients receiving therapy compared to the baseline

—1,737
(=29,0)

VYBenumueHMe YKClia eXKeTOHO BISIBISIEMBIX
MalMEeHTOB, MMOJIyJaroluX Tepanuio, Ha 20 %
10 CPaBHEHUIO ¢ 0a30BBLIM BApUAaHTOM

20 % increase in the number of annually identified
patients receiving therapy compared to the baseline

—1,895
(—29,0)

VBenuueHue ynucia €2XKETroaHO BbISABISICMbIX
MalMeHTOB, MOIyJalorX Tepanuio, Ha 30 %
1O CPaBHEHUIO ¢ 6a30BBIM BApUAHTOM

30 % increase in the number of annually identified
patients receiving therapy compared to the baseline

—2,053
(=29,0)

VBenuueHue Ynciia eXXeroaHo BhISIBISIEMbIX
MaleHTOB, IOJyYalolIrX Tepamnuio, Ha 50 %

I10 CPAaBHEHUIO C 0a30BbBIM BapuaHTOM
50 % increase in the number of annually identified
patients receiving therapy compared to the baseline

—2,368
(—29,0)

3UTh 3aTPATHl CUCTEMEBI 3IPAaBOOXPAaHEHUSI, a BCIICICTBUE
3TOT0 YBEJIMYUTD TOCTYITHOCTh MHHOBAIIMOHHOM TepaItnu
JIIJIST JAaHHOM TPYIIITBI ITAIIMEHTOB.
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