flMnepuMmmMmyHornooynuHemusa D
(aedbunT MeBanoHaTKMHa3sbl)

AnekceeBa EkaTtepunHa MocudcdpoBHa

FnNaBHbLIN BHELWTAaTHbIN OETCKUA
cneuunanuct peemaronor MuHsgpasa Poccuu,
3aBeayroLllan peBMaToNIorM4eCKMM oTaeneHnem
PrAy «HMULU 3popoBbs geten» Munsgpasa Poccun

yrneH-koppecnoHaeHT PAH



B =

CuHapoM runepummyHornoéynuiemumn D HIDS
|pedbmumnT meBanoHaTkmnHasbl VKD

« PacnpoctpaHeHHOCTb — Hen3BeCTHa
 Bo Bcem mupe 3apeructpupoBaHo > 200-300 cnyyaeB

« IJTHUYeCKas NPUHaAANEXHOCTb — OONbLLIMHCTBO
crlyyaeB 3apeructpupoBaHbl cpeau nuy poaom us
HupepnanpoB n CesepHou EBponbl

 [eOGroT — 6onee yem y 90% naumMeHTOB CUMNTOMbI
NOABIAIOTCA YXXe B rPyAHOM BO3pacTe

Drenth JP, Cuisset L, Grateau G, et al. Mutations in the gene encoding mevalonate kinase cause hyper-IgD and periodic fever syndrome. International Hyper-IgD Study Group. Nat Genet. 1999;22:178-81
Houten SM, Kuis W, Duran M, et al. Mutations in MVK, encoding mevalonate kinase, cause hyperimmunoglobulinaemia D and periodic fever syndrome.
Nat Genet. 1999;22:175-7

Haas D and Hoffmann GF. Mevalonate kinase deficiencies: From mevalonic aciduriato hyperimmunoglobulinemia D syndrome. Orphanet J Rare Dis. 2006;1:13



CuHapom runepummyHornoéynuiemuu D HID S
| nedbmnumnt meBanonatkuHasbl MKD

AyTOCOMHO-peLecCUBHbIN TUM HacregoBaHUSA

OG6ycnoBneH mytaumeu reHa MVK,
Koaupyrowero CUHTe3 MeBarioOHaTKMHa3bl
(cuHTE3 XOonecTtepuHa)

OnntenbHOCTbL KPU30B 3-7 AHEU
OGocTpeHus Kaxable 2—12 Hepernb




MposiBNneHns cMHapomMa rmnepMMMyHOrfooynmHemmn

D /pecbuumTa MeBanoHaTKUHa3bl
 Bbicokas nuxopapaka 3-7 gHeun
« Makynonanyne3Has KOXHas Cbinb ”
(kopenono6Hasi, HanoMUHalroLWas KpanuBHUUY), :
(nagoHHO-NoJoOWBEHHAA 3pUTEMA) :
- MNopaxeHue XKT (6onu B X1MBOTe, TOLLHOTA, e T

Avapes)
 AdTO3HLIN CTOMATUT
* JlumdapeHonaTua
 ApTpuT, 605K B cycTaBax, MbliLluLax
 CnneHomeranus

 HeBponornyeckass cumntomatmka (ronoBHas
bonb)

* [loBbiweHue COI, ypoBHAa CPB, CAA, IgD,
NenKkouunTos

1. Van der Hilst JC and Frenkel J. Hyperimmunoglobulin D syndrome in childhood. Curr Rheumatol Rep. 2010;12:101-7
2. Grose C. Periodic fever in children with hyperimmunoglobulinemia D and mevalonate kinase mutations. Pediatr Infect Dis J. 2005;24:573-4
3! Kastner DL, Aksentijevich | and Goldbach-Mansky R. Autoinflammatory disease reloaded: a clinical perspective. Cell. 2010;140:784-90




OToaneHHble OCIIOXHeHUsA &
CUHOpPOMA rmnepuMmMmyHornooynuHemumn D
/pedbnunta meBanoHaTKnHasbl

OcHoBHbIle ocnoxHeHua HIDS/MKD

- BaktepuanbHble nHceKkuumn (OTUT, cenTULEeMNA, MEHUHIUT,
NHEBMOHMUSA), He CBSAAI3aHHblIe C MMMYHOcCynpeccuBHou Tepanuen (25%)

 Cnavkv B OpPHOLLHON NOJFIOCTU, CBSAI3aHHbIE C NOBTOPHbLIM
NepPUTOHUTOM, MOryT NPUBOAUTL K HEMPOXoAUMOCTU KuwiedHuka (10%)

* AMunounaos (5%)
[NMpouue (peakue) ocnoxHeHusa HIDS/MKD

« KoHTpakTypbl cycTtaBoB (4%)
 CnHpgpom aktuBauum makpocparos (CAM)

Drenth JP, Cuisset L, Grateau G, et al. Mutations in the gene encoding mevalonate kinase cause hyper-IgD and periodic fever syndrome. International Hyper-lgD Study Group. Nat Genet. 1999;22:178-81
Bader-Meunier B, Florkin B, Sibilia J, et al. Mevalonate kinase deficiency: a survey of 50 patients. Pediatrics. 2011;128:e152-9

Rigante D, Capoluongo E, Bertoni B, et al. First report of macrophage activation syndrome in hyperimmunoglobulinemia D with periodic fever syndrome. Arthritis Rheum. 2007;56:658-61

Frenkel J, Houten SM, Waterham HR, et al. Mevalonate kinase deficiency and Dutch type periodic fever. Clin Exp Rheumatol. 2000;18:525-32

Drenth JP, Cuisset L, Grateau G, et al. Mutations in the gene encoding mevalonate kinase cause hyper-IlgD and periodic fever syndrome. International Hyper-IgD Study

Group. Nat Genet. 1999;22:178-81

Schulert GS and Grom AA. Pathogenesis of macrophage activation syndrome and potential for cytokine- directed therapies. Annu Rev Med. 2015;66:145-59

Toker O and Hashkes PJ. Critical appraisal of canakinumab in the treatment of adults and children with cryopyrin-associated periodic syndrome (CAPS). Biologics. 2010;4:131-8

No garowbde



Kputepuu guarHosa
CuvHapom runepummMmyHornooynmHemumn D HIDS
Ilaedpuumnt meBanoHatkuHasbl MKD Eurofever/PRINTO

 KnuHun4yeckue KnaccupukaumoHHble Kputepuum

— Hannyue MUHUMYM 3 U3 6 KputTepueB
- Bos3pacTt Hauyana 3aboneBaHuna <1 roga
* MopaxeHue XXKT
* BbonesHeHHble NMMdaTnyecKne y3nbl
* AdTO3HbLIN cTOMATUT
* Tpwurrepbl

« Makynonanyrne3Has Cblifnb

Gattorno M, et al. Ann Rheum Dis 2019;78:1025-1032. doi:10.1136/annrheumdis-2019-215048



Kputepun anarHosa
CuHapom runepmmmMmyHornooynumHemum D HIDS
Ilaecomnunt meBanoHaTtkuHasbl MIKD (Eurofever/PRINTO)

« KnaccudmkaumoHHble KpuTepum npu Hann4Yum
MOJIEKYJIAPHO-TeHEeTUYECKOro nccregoBaHus

— noaTBepXAeHHbIn reHotun MVK  (roMO3UrotHble  unu
OnannenbHble KOMNayHA-reTepo3nroTHble Mytaumm) U1 oaHO U3
crieayrowmx nposiBrieHnmn

* nopaxeHue XKT ( 6onu B XnBoTe, TOWWHOTA, Anapen)
* LWWenHbIN NnMMdaaeHnT

* adpTO3HbLIN CTOMATUT

Gattorno M, et al. Ann Rheum Dis 2019;78:1025-1032. doi:10.1136/annrheumdis-2019-215048



KnuHuuyeckoe nccnegosaHne ACZ885 &
(KaHakKnHymao)

PaHgomunanpoBaHHOe, ABOMHOE crienoe, nrauebo-KOHTponmpyemoe
uccriegoBaHue KaHakKMHymaba y nauMeHToOB C CMHOPOMaMMU
HacneacTtBeHHoOU nepuoguyeckoun nuxopaaku: TRAPS, HIDS, kKonxnuuH-
pesucteHTHaa FMF

72 naymeHTa ¢ HIDS/MKD (nnaue6o n=35, kaHakuHymao 150 mr n/k
Kaxable 4 Heaenu n=37)

[MpenapaT noka3an BbICOKYI 3h(hpeKTUBHOCTb MO CpaBHEHUIO C nNnaueodo
(yepe3 16 Hegenb — KynupoBaHue odoctpeHunsa y 35% nauneHToB,
nony4aBLlUIMX KaHaKUHYMab u y 5% — nnaue60) u xopowunn npocpuns
Ge3onacHoOCTU (YNCNO Cepbe3HbIX HeXenatenbHbIX ABNEeHUN
AOOCTOBEPHO He OTNMYanochb OT rpynnbl nrauebo)

De Benedetti F, Gattorno M, Anton J, et al. Canakinumab for the treatment of autoinflammatory recurrent fever syndromes. N Engl J Med. 2018;378:1908-19



NekapcTBeHHbIN NpenapaT KaHaKMHYMao6 &
3apeructpupoBaH B Poccunckoun depepaunm

MexayHapogHoe HenaTeHTOBaHHOe HaMMeHOBaHue
KaHaknHyma6b

ToproBoe HaumeHoBaHue
Unapuc®

JlekapcTBeHHasa ¢opma

PacTtBop Ana noaKkoXXHOro BBeAeHUs

JIlnodhmunusar gnga npuroToBrieHUs1 pacTBopa Ans
G NOAKOXHOro BBeAeHUS

Hanuune BocnpousBeadeHHbIX nNpenapaTtoB
HeT

OchmumanbHaa MHCTPYKUUA MO MeAULMUHCKOMY NMPUMEHEHUIO
NleKapCTBEHHOro npenapara KaHaKMHyMmao:

NMOKA3AHUA K MIPUMEHEHUIO

AyTtoBocnanuTtesibHble CUHAPOMbI NEePUOANYECKON FTUXOPAOKN:
runep-lgD-cuHapom/cnHapom aeduvumuta MmeBanoHaT-KMHasbl
(HIDS/MKD) y B3pocnbIx 1 aeTen B Bo3pacTe 2 fieT n ctapue

1.  WHCTpyKuuMs No MeoMLMHCKOMY NPUMEHEHMUIO NneKkapcTBeHHOro npenapara Mnapuc (nnocdunusar Ans NnpuroToBrneHUs pacTBopa AfA NoAKOXHOro BBeaeHus, 150 mr). PY JIM-001414.
2. (maTta o6pauenus 31.08.21)


https://grls.rosminzdrav.ru/

[aHHble Ansa pac4yeToB No a

CTOMMOCTHU HEKapCTBeHHOﬁ Tepanuu
CTouMoCTb NnekapcTBeHHbIX NpenapaTtoB 3a ro4o0BON KypcC

CtonMoCTb

MuHumanbHas CtoumocCTb
Kon-Bo rogoBoro

CTOUMOCTDb YNaKOBKMWU,

Peructpauusn ynakoBOK Kypca

ynakoBKU B npeanaraemas ans
pecdepeHTHbIX  BKnto4veHus B PoHA, KVDC
cTpaHax, py6.* py6. (6e3 HOC) yP

B PO Ha rogoBoM Tepanuum,
pyo. (6e3

HAC)

504 376,53

(cHMxeHMe Ha 28%) 13 6 556 894,97

KaHaknHymab AA ~700 000,00

B HacTosillee BpeMA runepuMmmyHornooynmHemusi D He BkntoveHa B «KopoTkui opdaHHbIN
nepeyeHb»!, NporpamMmmy BbICOKOTEXHONMOMrMYHON MEOULMUHCKOM NOMOLUMZ MU B Nporpammy
«BblcoKo3aTpaTHbIX HO30Mornm»3, obecnevyeHne geten BO3IMOXHO TOMbKO 3a cYeT GloaxeToB
CyOBLEKTOB NpU HaNnM4yun MHBaNUAHOCTM.

BknioyeHue runepuMmyHorno6ynuHemum D B nepevyeHb 3aboneBaHUN, NeYyeHne KOTopbIX
cdomHaHcupyeTca PoHagom «Kpyr goobpa», no3BonNUT obecne4ynTb NpoBeAeHUe naumeHTam
naTtoreHeTU4YeCKOM Tepanuen 6e3 nepepbIBOB B JIEHEHUMN.

*Wndopmanus 1Jas pacuera croumocty 1o nenam JII nosyyena oT KoMIaHUH IPOH3BOUTeEIIS.

1 IocranoBienne Ilpapurenabcrea P® ot 26.04.2012 N 403 (pea. ot 05.06.2020) «O nopsinke Begenusi ®eaepajbHOro perucTpa Jull, CTPaJ aAI0IUX KH3HEYTPOKAIOIUMH H XPOHHYeCKUMH
NPOrpeccCHpPyIUINMH peIKUMH (0ppaHHBIMH) 3200/ 1eBAHHSIMY, IPHBOASIIIIAMH K COKPALIEHHIO PO/I0/IKHTEIbHOCTH KU3HH IPAXKIaH HJIH HX HHBAJTH/IHOCTH, H €r0 PerHOHAILHOI0 CETMEHTa».

2 ITocranoBienue [IpaButesnncrBa P® ot 28.12.2020 r. Ne2299 «O nporpaMMe rocy1apcTBeHHbIX FApAHTHIi §eCIJIATHOT0 0KA3aHHUs TPAXKAaHAM MeJHIHHCKOMH momMouia Ha 2021 rojx u Ha NIAHOBBIH
nepuoa 2022 u 2023 rogoB».

3 ®degepanbublii 3axoH oT 21.11.2011 N 323-®3 «O06 ocHOBax 0XpaHbI 310pOBbsi rpaxaaH B Poccuiickoii ®@enepannm».



Kputepuun HazHa4yeHuda npenaparta KaHaKMHymMmab

Beaywummn akcneptamm PP B obrnactm HacneaCTBEHHbIX
nepuoguyecKkux rfmMxopagok Ha OCHOBaHUM eBPOMNEeUCKUxX
KIIMHUYECKUX pPEeKoOMeHpauMu U fOaHHbIX peanbHOMU
KIIMHUYECKOU NMPaKTUKMN ONA npoBeaeHUss 6Mororunyveckou
TepanMu nauMeHTOB C runepumMmmyHornooynuHemmen D
pa3paboTaHbl crieqyrowme Kputepuu.

« Bo3spacT 2 roga u ctapLue

 Hanuuyue myTtauum B reHe MVK

« Hanuuue artak 3aboneBaHuss n/unun CyOKNMHUYECKOro
BOCnarieHMsa mexay HUMMU

Hansmann et al. Pediatric Rheumatology (2020) 18:17



Llenu neyeHna kaHaKMHYyMaboM nauueHToB C
CUHAPOMOM runepummMmyHornodynuiemumn D HIDS
InecbvunutTom meBanoHatkuHasbl VKD

 PaHHMA 1 ObICTPLIN KOHTPOSIb aKTUBHOCTU 3aboneBaHuUs

* [lpodhmnakTnka HapyLweHun, cBA3aHHbIX ¢ AB3 n neyeHuem
 BO3MOXHOCTb y4acTusi B NOBCeAHEBHOMU AeATENIbHOCTMU

* YnyulieHue KayecTBa XXMU3HU, CBA3aHHOro Co 340pPOBLEM



KnuHnyeckune Kputepmun, no3BonsoLime oOueHNTb
3¢ heKTMBHOCTb NPOBOANMOroO Jfie4yeHUs1 NnauueHTOB C
CUHOPOMOM rmnepuMmmyHornooynmHemumm D
/laecbmunta meBanoHaTKMHa3sbl , MoslyyaroLmx
KaHakuHymab 3a c4yet cpenctB ®oHAaa

 J[locTOoBepHOe CHMXEeHMe Korim4yectBa 000OCTPEHUN
3aboneBaHuA/QoOCTNXKEHNE NIeKAPCTBEHHON peMUuccumn

« J[locTOoBepHOEe CHMXXeHue BocnannTeribHOU akTUBHOCTM,
B TOM Yncne CyOKnMHn4yecKoun

 CHMXeHUe KormyecTBa OCNOXHEeHUN 3aboneBaHuA

« OTcyTCcTBME NporpeccupoBaHus 3aboneBaHus



[aHHble pernctpa AB3
Accounauumn geTcKux peBmMaTosioroB

PacuyeTHOE

KONMMU4YecTBO
naumeHToB C

HIDS/MKD

9%, 13% = TRAPS B Poccuinckon

‘ Penepaumnm

¢

= CAPS CymMmMapHO Ha
16% 6nunKaiimne
| m FMF 10 net
62%
m HIDS/MKD

nauneHTos

. 1o 18 net ¢ HIDS/MKD,

_ KOTOpbIM OyaeT
B HacTosiwee Bpemsa B peructpe AOP 3apeructpuposaH 191 . HeoBxoavma Tepanus

nauueHT ¢ AB3: TRAPS - 26, CAPS - 32, FMF - 123, HIDS/MKD - 17 § npenapaTom
KaHaKuHymab

*[laHHble perucTpa Accounaumm OETCKMX PEBMATOSOrOB



Oetn c cMHAPOMOM runepuMmMmyHornooynmHemum D /
aAedpuUNTOM MeBanoOHAaTKUHA3bI ,
KOTOpPbIM HeoOXxoAuMa naToreHeTn4Yeckas Tepanus
npenapaToM KaHakKMHymab

12

nauueHToB

 [etn c noaTBepPXAEHHbIM MONEKYNAPHO-reHeTU4eCKUM AUarHo3om
rmnepuMmMyHornooynuHemum D, HyXXaarowmecs B fie4eHUU n
COOTBETCTBYHOLLME KPUTEPUAM Ha3HA4YeHMSA npenapara
KaHaKuHymab

Brogxet Ha obecneyeHue neYyeHus
o nauueHToB
(6e3 HOC), mnH pyo.
2021* 35,3

2022 9 1 y 8 * 2021 pacyeT HAa OCHOBAHUM MOJYT010BOii MOTPEOHOCTH



