OLIEHKA HA PA3XOOHATA E®EKTUBHOCT HA BUOJIOTMYHUTE
NEKAPCTBEHU TEPAINWU 3A NNEYEHUE HA NCOPUATUYEH
APTPUT B BBJIFAPUA, 2016 T.

T. Bekog' u C. [xam6a3oe’
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Pestome. bBuonornyHuTe nekapCTtBeHW NPOAYKTU, CAMOCTOSATENHO MIn
B KOMOGMHaUUMA ¢ ApyrM MeankameHTu, ce U3nona3eaT KaTto BTopa M cnefsala
TepaneBTUYHA NNHUA NpU NEeYeHneTo Ha ncopuatmnyeH apTput. B Bwnrapus
paspelwieHnTe 3a ynotpeba kbm 2016 r. Bknouat etanercept (ETA), inflixi-
mab (INF), ustekinumab (UST), adalimumab (ADA), golimumab (GOL), cer-
tolizumab (CER) n secukinumab (SEC). Llen Ha npoy4BaHeTo e oueHsiBaHe
Ha OOMbNHUTENHUTE pa3xoaun (A costs), 4OMbAHUTENHUTE 34paBHU Non3un (A
QALY) 1 TaxHOTO UHKpemMeHTanHo cboTHoweHne (ICER) Ha anTepHaTuBHuTE
BGuonornyHM nekapcTBeHM Tepanuu 3a NeYeHne Ha ncopuaTtuyeH apTpuT B
Bvnrapua. ®apmakoTepaneBTUYHUTE HACOKM B pe3ynTaT Ha HanpaBeHOTO
npoyysaHe, 6asvpaHn Ha KIIMHWYHU JaHHKM 3a TepaneBTUYHa e(UKacHOCT U
6e30nacHOCT M Ha MKOHOMWYECKU OaHHW 3a CpaBHUTErNHa pasxogHa edek-
TMBHOCT Ha Bb3MOXHUTE TepaneBTUYHU anTepHaTuMBM, BKMOYBAT CregHuTe
npenopbkn: 1. SEC 150 mg ce npenopbyBa kaTo nbpBu M3bop 3a BTOpa Nu-
HUA Tepanus Ha ncopmaTUYeH apTpUT NpU Bb3PACTHU NauMEHTU, NPU KOUTO
nuncea agekBaTeH TepaneBTuMyeH oTroBop cned neveHne ¢ DMARD. SEC
150 mg moxe aa 6bae npunaraH cCamoCTOATENHO MK B KOMOMHaums ¢ metho-
trexate. 2. SEC 300 mg ce npenopbyBa KaTo MbpBM M36op 3a TpeTta NnHNA
Tepanusa Ha ncopuaTuyeH apTpuT Npy Bb3pacTHU NaUMEHTN, NPU KOUTO NUMC-
Ba agekBaTeH TepaneBTuieH otroBop crieq nedveHme ¢ DMARD n aHTn-TNFa
Tepanusa (ETA, ADA, INF, GOL, CER).

Knro4yoeu dymu: ncopuamuyeH apmpum, 6UoI02UYHU SIEKapPCMeeHU npodyKmu,
OonbAHUMENHU pa3xo0u, AoMbAHUMEHU 30pasHU MOo3U, UHKPeMeHmarsnHO CbOMHO-
weHue, hapmakomepanesmu4yHu HacoKuU

COST-EFFECTIVENESS ANALYSIS OF THE BIOLOGIC DRUG
THERAPIES FOR THE TREATMENT OF PSORIATIC ARTHRITIS
IN BULGARIA - 2016

T. Vekov' and S. DzhambazoVv?

1Pharmacy Faculty, Medical University — Pleven
2Faculty for Public Health, Medical University — Pleven

Summary. Biologic drug agents alone or in combination with other types
of remedies are used as a second or as a following therapeutic line in the
psoriatic arthritis therapy. In Bulgaria approved currently (2016) on the market
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are etanercept, infliximab, ustekinumab, adalimumab, golimumab, certoli-
zumab, and secukinumab. The aim of the study is to evaluate the cost-
effectiveness (A cost), health benefits (A QALY), and their incremental cost-
effectiveness ratio (ICER) in the alternative biologic drug therapies for the
treatment of psoriatic arthritis in Bulgaria. Pharmacotherapeutic guidelines
based on clinical data include: (1) secukinumab 150 mg is recommended as a
first choice for the second therapeutic line of psoriatic arthritis in adult patients
with a lack of adequate response to DMARD. Secukinumab 150 mg alone or
in combination with methotrexate; (2) secukinumab 300 mg is recommended
as a first choice for the third therapeutic line of psoriatic arthritis in adult pa-
tients with a lack of adequate response to DMARD and anti-TNFa therapy.

Key words: psoriatic arthritis, biologic drug agents, cost effectiveness, health
benefits, incremental cost-effectiveness ratio, pharmacotherapeutic guidelines

BvBeaeHue

McopmaTUYHUAT apTpUT € BU4 Bb3nanuteneH apTpuT, KOUTo ce
pa3suBa npu 74% OT NaunueHTUTe, KOUTO MMaT NpeaxoaHa AnarHosa
nnakateH ncopuasuc. MNpu npubnuantenHo 15% oT naumeHTUTE Ce
pa3BMBaT €QHOBPEMEHHO MNfiakaTeH ncopuasuc n ncopuvatuyeH apT-
puT, 1 cbwo npn 15% OT nNauMeHTUTEe ce pasBMBa NMbPBO NcopuaTu-
YeH apTpuT, a crepn ToBa nnakateH rncopuasuc. Han-ronsima e Bepo-
ATHOCTTaA NCOPUATUYHUAT apTpuT fa ce pasBue cpeaHo 10 roamHu
crnep noctaBsaHe Ha AnarHosa nnakateH ncopmasuc [1].

CobuwecTByBaT NeT OCHOBHU BMAA NcopuaTUyeH apTpuT:

— AcumempudeH ricopuamu4eH apmpum. 3acsra okorno 70% ot
naumMeHTuTEe U OBMKHOBEHO MpefcTaBnsiBa feka oopmMa Ha apTpwT,
KOMTO 3acsra no-mManko oT 3 cTaBW, aCUMETPUYHO Pa3rofioXEHN B
ABETEe CTpaHu Ha TAnoTo.

— CumempuyeH ricopuamudeH apmpum. Cpelia ce npu OKoso
25% OT nauyneHTuTe U 3acdra eaHOBPEMEHHO CbOTBETHUTE CTaBu B
ABeTe CTpaHu Ha TAnoTo. CUMETPUYHUAT NCopnaTUYEH apTpPUT € MHO-
ro nogobeH Ha peBMaToOMAHUS apTPUT KaTo CUMMNTOMU U nporpecupa-
He Ha 3abonaBaHeTo.

— WHeanudusupaw, ricopuamu4yeH apmpum. 3acsara no-manko
oT 5% OoT nauMeHTUTE N NpeacTaBnsaBa Texka dopma Ha 6bpP30 pas-
BMBALL, Ce apTpuT, BoAeL, A0 CTPYKTYPHU N3MEHEHUS N AedopMUupaHe
Ha cTaBuTe.
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— CnioHOunum. To3n BUL ce xapakTepuampa CbC CKOBAHOCT Ha
rpbOHa4YHMA cTbNb MNK BpaTta, HO CbLLO MOXE Aa NOBMuUsie Ha pbLeTe
N KpakaTa, no nogobme Ha CUMETPUYHUS NCOPUATUYEH apTPUT.

— [ucmaneH uHmepgbanaHeeaneH apmpum. To3n Tun ncopua-
TUYEH apTpuUT Cce yCTaHoBsIBa NMpu oKosio 5% OT naumMeHTuTe u ce xa-
pakTepusnpa c Bb3naneHne n CKOBaHOCT Ha CTaBUTE, KOUTO ca Haum-
ONn3Ko 40 Kpauvwiata Ha NPbCTUTE Ha pbLETe U KpakaTa.

[McopnaTtnyHUAT apTpUT MOXE Aa Bb3HMKHE BbB BCsiKa Bb3pac-
TOBa rpyna, BbMpekn 4e Han-4ecto ce nosiesaBa Ha Bb3pacTt mexagy 30
n 55 roguHun. 3abonsiBaHeToO 3acdAra egHakBO M ABaTa norna, KaTto no-
4YecTo ce cpelya cpeq 6anarta paca B cpaBHEHME C appuKkaHUM U a3un-
aTtum [2].

CbrnacHo uscnegBaHe Ha rnobanHuTe U permoHanHuTe TeHOEeH-
UMM Ha BonectHoctTa kbM 2013 r., BonecTHocTTa OT NcopuaTU4eH
apTpuT Bapupa B rpaHuumte Ha 3,2-3,8% OT TOTanHOTO HacereHue,
KaTo € nogobHa Ha 6onecTHocTTa OT ncopmasuc. Obwo Hag 240 MAH.
nauMeHTn B cBeTa ca guarHocTuuMpaHu cbe 3abonsiBaHe ncopuatu-
4yeH apTpuT kbM 2013 r. [3].

[MbpBa TepaneBTUYHA NIMHUSA 3a fledeHMe Ha ncopuaTuyeH apT-
PUT OOMKHOBEHO BKIIOMBA aHTMPEBMATUYHU NEeKapCTBEHU MPOAYKTH,
mMoandguumpalm s3abonssaHeto (DMARD). BuonornyHmute nekapcr-
BEHW NPOAYKTU, CAMOCTOATENHO UM B KOMOMHaUMA ¢ OApyrM Meauka-
MEHTU, CE€ U3NON3BaT KaTo BTOpa W crneaBalla TepaneBTUYHa NIMHUS
npwu Ne4YeHNneTo Ha NCopuaTUYEH apTpuT.

B bbnrapus paspellueHnTte 3a ynotpeba 61monorniyHm nekapcTtBeHn
NPOLYKTU 3a fne4veHne Ha ncopuaTtudeH apTpuT kKbm 2016 r. Bknwousar
etanercept (ETA), infliximab (INF), ustekinumab (UST), adalimumab
(ADA), golimumab (GOL), certolizumab (CER) 1 secukinumab (SEC).

Llen Ha npoy4BaHeTO

OueHsiBaHe Ha gonbrHUTENHUTE pasxoan (A costs), gonbrHK-
TenHute 3gpasHy nonsu (A QALY) 1 TAXHOTO MHKPEMEHTASHO CbOT-
HoweHne (ICER) Ha anTepHaTuBHUTE BMONOrMYHM NEKAPCTBEHU Te-
panuuM 3a fnedYeHne Ha ncopuatmyeH aptput B bbnrapusa. Lenta e
Cb3faBaHe Ha papmMakoTepaneBTUYHM HACOKW 3a fevyeHne Ha ncopu-
aTU4eH apTpuT, BasmpaHn KakTo Ha KMMHUYHM OaHHW 3a TepaneBTud-
Ha edumkacHoCT n 6e30nacHOCT, Taka U Ha MKOHOMWYECKN OaHHM 3a
CpaBHUTENHA pa3xoaHa edeKTUBHOCT Ha Bb3MOXHUTE TepaneBTUYHMU
anTepHaTmBu.
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MaTtepunan n metoau

OueHsiBaHETO Ha TepaneBTUYHATa edMKkacHOCT, 6e3onacHoOCT u
pasxogHa eqeKTUBHOCT € W3BbpPLUEHO OT rnegHa Todka Ha SEC
CNpsAMO OpyruTe TepaneBTUYHM anTepHaTUBM.

[aHHuTe 3a TepaneBTUYHa edukacHocT Ha SEC 3a neveHue Ha
ncopmaTMyeH apTpuT ca MonyyvYeHn OT ABe paHOOMU3MPaHU MHOro-
LeHTpoBun KNMHNMYHK nanmteanma FUTURE-1 [4] n FUTURE-2 [5].

[ObnrocpoyHnTe OaHHM 3a TepaneBTUYHA edUKACHOCT, WU3BbH
nepuoa Ha KNnUHUYHUTE U3NUTBAHUS, ca MOLENMUPAHKN, KaTo € U3Mof-
3BaH mogen Ha RTI Health Solutions [6].

[aHHUTe 3a TepaneBTUYHA edPMKACHOCT ca TpaHcepupaHn am-
PEKTHO OT MNPUNOXEHUS pasxoaHo edekTBeH mogen. [aHHuTe 3a
pasxoguTe 3a TepaneBTUYHUTE anTepHaTMBU 3a NleYeHne Ha ncopua-
TN4eH apTpuT B bbnrapusi ce ocHoBaBaT Ha peepPeHTHUTE LieHN Ha
ETA, INF, UST, ADA, GOL, CER u SEC, nybnukysaHu B lNo3nTtmueeH
nekapcteeH cnucek (MNJ1C) kbm aBrycT 2016.

B aHanus3a He ca BKIOYEHWN OPYrM NPEKN UMM KOCBEHWU 34paBHU
pa3xoan, OCBEH pasxoauTe 3a fekapcTBeHa Tepanus, 3alloTo ce
cuMTaT 3a aHanorMyHu Npu pasnuyHnuTe TepaneBTUYHN anTepHaTUBM
n Morat ga 6baat enUMUHUPaHW.

OcHOBHMUTE nMapamMeTpu Ha MpUNOXKEeHUss Moaen BKM4YBaT
34paBHa nepcrnektvBa, rnegHa Todka Ha nnateua H3O0K, mogen Ha
Mapkos, 20-roguileH BpeMeBu XOPU3OHT U AUCKOHTUPaHe Ha pa3xoau
n 3apaBHu nonau ¢ 5%.

Pesyntatun

Pesyntatnte ot npunoXxeHust Mogen 3a oLeHABaHe Ha anTepHa-
TUBHUTE 3[paBHM TEXHOSOIMMM 3a fieyeHne Ha ncopuaTuyeH apTpuT B
AHIMnA ca npegcraBeHn B Tabn. 1.

Ta6nuua 1. MogenupaHu gaHHu (A costs, A QALY, ICER) Ha 6uonorm4Hu nekapc-
TBeHU Tepanuu vs. SoC 3a neyeHue Ha NcopuaTUYeH apTpuT

MNapametbp | SEC CER ETA ADA INF GOL usT

A costs £8124 £9124 £ 4221 £ 3609 £18778 | £13370 | £7120

A QALY 0,39 0,34 0,18 0,14 0,40 0,63 0,17

ICER £20738 | £26685 | £23996 | £26444 | £47389 | £21060 | £41179
U3nonseaHu cbkpaweHus: SEC - secukinumab, CER - certolizumab, ETA -

etanercept, ADA — adalimumab, INF — infliximab, GOL — golimumab, UST - usteki-
numab, QALY — quality-adjusted life year, ICER — incremental cost-effectiveness ratio
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PasxoguTte 3a roguiueH TepaneBTUYEH KYPC 3a fle4YeHne Ha nco-
punaTuyeH apTpuT ¢ BUONOrMYHK nekapcTBeHn Tepanum B bbnrapus,
n3uncneHn cnpsmo pedepeHtHata ueHa B MNJ1C kbm aBryct 2016 r.,
ca npencraseHun B Tabn. 2.

[aHHUTe 3a WU34YNCNEHUTE WHKPEMEHTaNHW CbOTHOLIEHUS Ha
SEC B cpaBHeHME C BCUYKM APYrM OMONOrMYHN TepaneBTUYHM anTep-
HaTuBK B bbnrapus ca npegcraseHn B Tabn. 3.

AHanu3bT Ha aganTupaHuTe AaHHU 3a pasxogHaTta e(PeKTUBHOCT
Ha anTtepHaTUBHUTE OMOSOrMYHM Tepanun 3a NnevYeHne Ha ncopuaTtu-
yeH apTpuT B bbnrapusi nokasea, 4e SEC gommHupa CER, ETA, ADA,
UST u e pasxogHo edektmBHa Tepanuda B cpaBHeHue ¢ INF (INF vs.
SEC, ICER 1 306 000 nB./QALY) n B cpaBHeHne ¢ GOL (GOL vs.
SEC, ICER 33 892 nB./QALY).

Tabnuua 2. CTOMHOCT Ha pa3xoga 3a egHOrogullHa cucTteMHa 6GuonornyHa Tepa-
nus Ha ncopuatnyeH apTput B bbnrapus, asryct 2016

NekapctBeH | [o3upoBKka M HauMH Ha | KonuuyectBo nekap- | PedhepeHT- CToMHOCT Ha
npoayKT npunoxexHue CTBEH NPOAYKT 3a Ha LieHa, pa3xopa 3a
roAuLLEH Tepanes- nB./mg roaviuHa
TUYeH UMK, Mg Tepanus, nB.
ETA 50 mg cegMMyHO 2600 8,4951 22 087,26
INF 50 mg/kg Ha cegmmua 1, 2, | 3600 7,8560 28 314,00
6, nocreABaxm OT Cbluyata
[103a Ha BCeku 8 ceamuLm
ADA 80 mg Ha cegmuua 1, 1040 23,7329 24 682,22

nocneasanu ot 40 mg
npes cegmuua

UST 45 mg Ha cegmuum 1 5, | 270 135,8164 36 670,43
nocneasanu ot 45 mg Ha
BCeku 12 cegmuum

SEC 150 mg Ha ceamumua 1, 2, | 2250 6,7796* 15 254,10
3, 4, nocneggaxu ot 150
mg BCekun Mecel

CER 400 mg Ha cegmnum 0, 2, | 5600 4,2314 23 695,84
4, nocneaganu ot 400
mg BCekun Mecel
GOL 50 mg MeceyHo 600 38,8904 23 388,24

* — yeHaTa Ha SEC e npegocTtaBeHa OT npuTexaTensi Ha paspeLleHneTo 3a ynotpeba n
He e BkntoyeHa B MJ1C

U3nonseaHu coekpaweHus: ETA — etanercept, INF — infliximab, ADA — adalimumab,
UST — ustekinumab, SEC — secukinumab, CER - certolizumab, GOL — golimumab
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Tabnuuya 3. AganTupaHM gaHHU 3a pa3xogHaTa ecekTuBHocT Ha SEC B cpaBHe-
HMe c OMONMOrMYHM TepaneBTUYHM anTepHaTUBM 3a JleYeHue Ha ncopuaTuyieH
apTput B bbnrapusa, 2016 r.

KomnapaTtopwu A costs, nB. A QALY ICER, nB./QALY

SEC vs. CER -8441 +0,05 SEC gpomuHmpa

SEC vs. ETA -6833 +0,21 SEC gomuHupa

SEC vs. ADA -9428 +0,25 SEC gomuHupa

SEC vs. INF -13 060 -0,01 ICER, ICER 1 306 000

SEC vs. GOL -8134 -0,24 GOL, ICER 33 892

SEC vs. UST -21 416 +0,22 SEC gomuHupa
UsnonseaHu cobKkpaweHus: SEC — secukinumab, CER - certolizumab, ETA -

etanercept, ADA — adalimumab, INF — infliximab, GOL — golimumab, UST — usteki-
numab, QALY — quality-adjusted life year, ICER — incremental cost-effectiveness ratio

O6cbxaaHe

[aHHnTe 3a TepaneBTUYHa e(PUKACHOCT OT KIMHUYHOTO M3NUTBaHe
FUTURE-2 gokasBart, 4ye B rpynarta nauyeHTu, KOMTo umat He3agoBonu-
TerneH oTroBop kKbM aHTU-TNFo Tepanua kato nbpea NuHus (ETA, ADA,
INF, GOL, CER), camo SEC 300 mg aemMoHcTpupa 3Ha4Mmo MO-BUCOK
OTHOCUTESIEH AAn Ha MOCTUrHaT TepaneBTUYEH OTIOBOP criopes Kpute-
punte Ha ACR 20 (46%). JaHHWTE OT KNMHUYHUTE U3NUTBAHWS NoKa3saT
cbwo, Ye SEC nma 3HaumtenHo no-gobbp npocun Ha 6e3onacHoCT B
CpaBHEHWE C BCUYKM BUOSOMMYHN TepaneBTUYHM anTepHaTuBmM OT rpyna-
Ta Ha TNFo uHxmbutopute, KOMTO MoraTt ga npeamsBUKaT CEepPUO3HU
HEeXXenaHn NEeKapCTBEHN peakuun KaTo 3rioKayvecTBeHUM 3abonsiBaHus,
cencuc, Tydepkynosa n ap. SEC nma nogobeH npodun Ha 6GesonacHoCT
kato UST, HO ro npeBb3xoxaa CbC 3HAYUTESNHO MO-HMUCKA YecToTa Ha
UMyHOreHHocT (< 1% vs. < 8%), koeTo gonpuHacs 3a no-gobpa abnroc-
pOYHa KNNMHUYHA eOUKACHOCT.

AHanmM3bT Ha aganTMpaHuTe JaHHW 3a pas3xogHaTa ePekTUBHOCT
Ha anTepHaTUBHUTE OMONOrMYHN Tepanun 3a fie4YeHne Ha ncopuaTm-
JYeH apTpuT B bbnrapus nokasea, 4e SEC pomnHupa CER, ETA, ADA,
UST wn e pasxogHo edektmBHa Tepanuna B cpaBHeHue c INF (INF vs.
SEC, ICER 1306 000 nB./QALY) n B cpaBHeHne ¢ GOL (GOL vs.
SEC, ICER 33 892 nB./QALY).
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3aknoyeHue

dapmakoTepaneBTUYHUTE HACOKU 3a NedYeHuMe Ha ncopuaTudeH
apTpuT B bbnrapusa, 6asnpaHu Kakto Ha KNUHMYHM JaHHWU 3a Tepanes-
TMYHa edmKacHOCT M 6e30NacHOCT, Taka U Ha MKOHOMWYECKU OaHHMU
3a CpaBHUTENHa pa3xogHa e(EeKTUBHOCT Ha Bb3MOXHUTE TepaneB-
TUYHM anTepHaTUBK, BKOYBAT CNeaHnTE NpenopbKu:

1. SEC 150 mg ce npenopbyBa kaTo NbpBM M360p 3a BTOpa K-
HUSA Tepanusa Ha ncopuaTtuyeH apTpPUT NPU Bb3pacTHU NaUMEHTU, Nnpu
KOWTO nurncea agekBaTeH TepaneBTUYEeH OTroBOp Cnepd IevyeHue ¢
DMARD. SEC 150 mg moxe ga 6bae npunaraH CamoCTOATENHO UIn
B KOMOMHauUusa ¢ methotrexate.

2. SEC 300 mg ce npenopbyBa KaTo NbpBu M36op 3a TpeTa nu-
HUSA Tepanusa Ha NcopuaTtuyeH apTpPUT NPY Bb3pacTHU NaUMEHTU, Npu
KOUTO nuncea agekBaTeH TepaneBTUYEH OTroBOp cned fevyeHue C
DMARD un anHTu-TNFa Tepanus (ETA, ADA, INF, GOL, CER).
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