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Pesiome

BBepeHune. BbicokoTexHoNnornyeckme nekapcrTBeHHble npenapatbl ABAAIOTCA NPOAYKTOM NOCNEAHUX AOCTUXKEHUA MeAWLMHCKOW Hayku. Ho
OfHOBPEMEHHO HapsAy C BO3MOXXHOCTAMM HECYT HOBble Yrpo3bl 6e30MmacHOCTM AnA naumneHToB. Cneundunyeckne ocobeHHOCTN NPON3BOACTBA U
NPVMEHEHNA BbICOKOTEXHONTOMMYECKUX NIeKapCTBEHHbIX NpenapaToB TPebyioT 0co6bIX MOAXOAOB K YNPaBIeHWI0 pUCKamMii UX MPUMEHEHNA Ha BCeX
3Tanax >KM3HEHHOr o LUKNa, OT MoNlyYeHnsa MaTepuana Ans NpounsBoACTBa A0 BBeAEeHNA NaLUeHTY.

Llenb. Pa3paboTka NoaxofoB K yNpaBfieHWI0 PUCKaMU NPUMEHEHNsA BbICOKOTEXHONMOMMYECKNX NEKaPCTBEHHbIX NpenapaToB AfiA NauMeHToB Ha
npumepe CAR-T-KneTouyHowm Tepanuun.

MaTepuanbl n metoAbl. MaTepranamu UCCNefOBaHNA MOCNYXUNN 3apybexxHble HopmaTuBHble nMpaBoBble AokymeHTbl EC, CLUA. OcHoBom
NCCnefoBaHNA NMOCAYKUIN HOPMATUBHbIE AOKYMEHTbl U PYKOBOACTBA, MOATOTOBJIEHHbIE PEryNATOPHbIMM OpraHamu ANs YY4aCTHUKOB pblHKa: B
CLLUA - CBER (FDA), B EC - CHMP (EMA).

Pe3ynbTaTbl 1 06Ccy»XaeHMe. B cCOOTBETCTBUMN C €BPONENCKUM PUCK-OPUEHTMPOBAHHBIM NOAXOAOM MpoBeAeHa Knaccudukaunsa puckos ans
nauveHToB. OnpefeneHbl NPUHLMMbI YNPaBAeHNA KaXAblM PUCKOM B 3aBUCMMOCTM OT 3Tamna XM3HEHHOro LMKna JiekapCTBeHHOro npenapara.
Kaxxablii BUI pUCKa pacCMOTPEH B OTAENbHOCTYU. BbIABNEHO, UTO PUCKU MOTYT 6bITb MUHVMU3MPOBaHbI CliefyoWwmm 06pasom: nyTem cobniogeHna
Hafnexalmx npakTuK, obecneyeHns Heob6XxoaNMON KBanndUKaLuum an 3HaHWA Ana Bcex CyObekToB obpalleHns IeKapCcTBEHHOro npenapara.
OCHOBHbIM UHCTPYMEHTOM KOHTPOJIA PUCKOB NMPUMEHEHNA ABNAETCA NPeAocTaBieHne MHGopmaumm o NpMMeHeHrW IeKapCcTBEHHOrO NpenapaTa B
o6bLen xapakTepUCTHKE NIEKapCTBEHHOTO NpenapaTta U MHCTPYKLMUW MO MefNLVHCKOMY MPUMEHEHNIO.

3aknioueHue. BoigeneHbl OCHOBHbIE 3Tarbl BO3HUKHOBEHMA OTAENbHbIX BUAOB PUCKOB BbICOKOTEXHONIOTMYECKMX NEKAPCTBEHHbIX NMPenapaTos,
Kax/bll BUJ pUCKa pacCMOTPeH OTAeNbHO. [1nA ynpaBneHuA prckaMnm NPUMeEHEHUA BbICOKOTEXHOJIOTMYECKNX NeKapCTBEHHbIX NpenapaTos
Heobxogumo chopmynnpoBaTh nepeyeHb TPeboBaHNI: K ANCTPUObIOTEPY — B YacTV NepeBO3KM 1 xpaHeHus JIT, oTYETHOCTM Nepef AepKaTenem
PerncTpaluoHHOro yAoCTOBEPEHNS; K MEANLIMHCKOMY YUPEeXAEHUI0 — B YaCTW XpaHeHus, NpoLeayp NoAroToBKM K Tepanuin, NpoLueaypbl Tepanuu,
KOHCYNbTMPOBaHNA U NHGOPMMPOBAHNA NaLMEHTA O PUCKaX TEPaNUM 1 CUMITOMaX HeXXenaTesbHbIX ABNEHUIA, NPefLIeCcTBYOWNX N NOCNeAYIoWNX
MEeAULIMHCKMX MaHUMNYNALMAX, OTYETHOCTM Nepes AepKaTesieM perncTpalnoHHOro yaocToBepeHus; K MeaULIMHCKOMY NepcoHasy — B CBA3M C ero
KBannduKaLumein B YacT! XpaHeHWs, npoLeayp NOATOTOBKY K Tepanuu, NpoLeaypbl Tepanum, KOHCYNbTUPOBaHNA U UHGOPMUPOBAHUA NaLeHTa O
pUCKax Tepanmu 1 CUMMNTOMax HexkenlaTesibHbIX peakLuii, nocneayoLmnx MegULIMHCKIX NpoLleaypax. Ha ocHoBe nonyyeHHbIX AaHHbIX NnaHnpyeTca
pa3paboTka pekomMeHZaLunii Ana pa3paboTunKoB BbICOKOTEXHONIOMMYECKUX NEKaPCTBEHHbIX NMpenapaTos.

KnioueBble cnoBa: BbICOKOTEXHONOIMYECKNE NleKapcTBeHHble npenapaTbl, CAR-T-kneTkn, KneTouHaa Tepanua, afonTuBHaa MMMyHOTepanus,
dapmakoHaf30p, NNaH ynpasieHna prckamm
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Abstract

Introduction. Advanced therapy medicinal products (ATMPs) rely on recent advances in medical science, but alongside with potential benefits
they may also bring safety concerns for patients. The inherent complexity of the ATMP production and use calls for special approaches to risk
management throughout their lifecycle, from obtaining the raw materials to administration to the patient.

Aim. The aim of the present study was to develop approaches to risk management for ATMPs, using the example of CAR T-cell therapy.

Materials and methods. The study analysed the relevant regulatory frameworks currently in force in the European Union and the United States
of America, namely the regulations and guidelines adopted by the Center for Biologics Evaluation and Research of the U.S. Food and Drug
Administration and the Committee for Medicinal Products for Human Use of the European Medicines Agency.

Results and discussion. The paper provides a classification of patient risks, which was developed based on the European risk-based approach. It
formulates the principles of risk management for each of the risks, depending on the stage of the product life cycle. Each type of risk was considered
separately. The following risk minimization strategies were determined: compliance with the good practices, ensuring the necessary qualifications
or expertise of all parties involved in the product life cycle. The main element of risk control is the detailed description of the medicinal product use
in the summary of product characteristics and patient information leaflet.

Conclusion. The study identified the main stages at which ATMP risks may occur, and each type of risk was considered separately. The
following requirements should be put in place in order to manage the ATMP risks: requirements for distributors on how to perform the product
transportation and storage and to keep records for the marketing authorisation holder; requirements for healthcare facilities on how to perform
the product storage, its preparation for use, advising and informing the patients on the treatment risks, symptoms of adverse events, preparatory
and follow-up medical procedures, and on how to keep records for the marketing authorisation holder; requirements for the qualifications of
healthcare professionals who are in charge of the product storage, its preparation for use, treatment procedures, advising and informing the
patients on the treatment risks, symptoms of adverse events, and follow-up medical procedures. The data obtained will be used in the preparation
of recommendations for ATMP developers.

Keywords: advanced therapy medicinal products; CAR-T-cells; cell therapy; adoptive immunotherapy; pharmacovigilance; risk management
plan

Conflict of interest. The authors declare that they have no obvious and potential conflicts of interest related to the publication of this article.

Contribution of the authors. Alexandra A. Taube - the concept of the study, analysis and interpretation of the results, writing the text of the
manuscript, working with tabular material, responsibility for all aspects of the work. Nataliya Yu. Velts - editing the text, responsible for all aspects
of the work.

For citation: Taube A. A, Velts N. Yu. Methodological approaches to risk management of advanced therapy medicinal products. Drug development
&registration. 2023;12(3):250-259. (In Russ.) https://doi.org/10.33380/2305-2066-2023-12-3-250-259

CNMNCOK COKPALL[EHI/IVI TPaHCAYUMPYIOT BUPYCHbIMU  (PETPOBUPYCHBIMK WK
NEHTUBUPYCHBIMWN) NN HeBUPYCHbIMKU BekTopamu (CAR,
MMM VHCTPYKUMA MO MeOULMHCKOMY Mpume- XMUMEPHbIMA aHTUTEHHbIMW peLenTopamu), 3arpyato-

HEHWIO

JIB JINCTOK-BKNAAbILL

Jin neKkapCcTBeHHbIV npenapar

oxnn 06LaA XapaKTepucTika NekapCcTBEHHOIO
npenapara

HP He)kenaTesibHaA peakumsa

nyp nyaH yrnpasneHna puckamm

ALL OCTpbIf NUMGOONACTHBIN NENKO3

CAR XUMEPHbIV peLenTop aHTUreHa

DLBCL  auddysHas KpynHoknetouHas B-kneTou-
Hasa numdoma

BBEOEHUE

AponTuBHasA Tepanusa NeYyeHna OHKONIOFMYECKUX 3a-
6oneBaHNN ABNSETCA OTHOCUTENIbHO MOJIOAbIM U PEBO-
NOUNOHHBIM METOAOM KneTtouyHow Tepanuu [1-3]. Hawu-
6onee nepCrneKkTMBHbIM HaMpaB/ieHWEM afoNTUMBHOW
Tepanuun apnaetca tepanua CAR-T-knetkamn [4, 5]. Tepa-
nua CAR (Chimeric antigen receptor) T-knetkamu (num-
doumTammn) OCHOBaHa Ha BblaeneHurM nyTem feneunm
T-KNneToK OT 340POBbIX AOHOPOB (anfIOreHHbIE) UK Na-
uneHTa (aytonorunutbie) [6, 7]. Oanee T-numdouwntbi

wumn reHbl CAR [3] ¢ o6pazoBaHmem CAR-T-KneTku, Ko-
Topasi MpefcTaBnAeT cobort 3PEeKTopHylo T-KneTky,
pacno3HaloLWylo 1 YHUUTOXAIOLWY creundunyeckme pa-
KOBble K/eTKM HEe3aBMCMMO OT MOJIEKYN FTaBHOMO KOMM-
nekca rucrocosmectumoctn [3]. Ha cnepytowiem 3Tane
KynbTuBupyemble CAR-T-KneTku pa3mMHOXaOTCA U 0un-
watotcA. NMponsBoacTBEeHHbIN Npouecc oT cbopa T-Kne-
TOK MaLMeHTa C nomolyblo adepesa [0 MonyyeHusa ne-
KapcTBeHHoro npenapata (JIM) B cpegHem 3aHMMaeT
3-4 Hepenu [8], panee JIMN NHPY3MOHHO BBOAUTCA NaLu-
eHTy Ana crneunduyeckoro BO3AENCTBMA Ha OMyxone-
Bble knetky [3]. CAR-T-Tepanuna B HaCTOAWMNN MOMEHT UC-
nonb3yeTca NpenMyLLeCcTBEHHO Af1A NeyeHusa rematono-
rMyecKmx 3y10KauecTBEHHbIX HOBOOOpa3oBaHuii [4, 9-11].

B mepcnektuBe HeKoTOpble UCCNEfOBaHUA MPOrHO-
3upytoT npumeHeHne CAR-T-KneTok Ana neyeHna conng-
HbIX OMyXOnewn, BK/oYaa MeslaHOMY, pPak MOJSIOYHOM Ke-
nesbl 1 capkomy [12], apyrue [3, 13] cumTaioT neuveHune
CONVIAHBIX OMyxonen HeLenecoobpasHbIM U3-3a HefoC-
TAaTOYHOCTN U HETUMUYHOCTU MONEKYNAPHbBIX MULLEHEN
ansa CAR-T-KneTok, ytobbl aTakoBaTb M KOHTPONMPOBaTb
MUKPOOKpYXeHne onyxonu. MeTto Takke paccmartpu-
BaeTCA Kak MepcrneKkTMBHbIA ONA NIeYeHUA XPOHUYECKMX
UHOEKUMA U ayTOMMMYHHbIX 3aboneBanuii [14]. Apon-
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TUBHAA KJIeTOYHaA Tepanua NPOAEMOHCTPUPOBana 3Ha-
YNTENbHYIO KIVHWYECKYIO MPOTMBOOMYyXoneBylo dddek-
TUBHOCTb in vivo [6, 9, 11, 12], a¢ppekTuBHOCTb CAR-T-
KNEeTOYHON Tepanuu OKasblBaeTCA 3HAUMTENIbHO Bbille,
yem y TPaAWUMOHHOW paguoTepanuu, XMmmotepanuu u
ayTOJNIOrMYHOW/anIoreHHON TpaHCMAaHTaLum CTBONOBbIX
KNeToK B YCNOBUAX peungmsupytolero/pedpakrepHoro
3abonesaHuA [6, 10,11, 15-18].

KnnHnuecknin ycnex tepanun CAR-T-kneTkamu npwm
reMaTosiormyecknx 310KavecTBeHHbIX HOBOObOpa3oBa-
HUAX MOTMBMpPYET fAajibHellee paclimpeHne nokasa-
HUIN, HO OfHOBPEMEHHO C BO3MOMHOCTAMM BO3HMKAIOT
HOBble Yrpo3bl 6e3onacHoCTVM Tepanuu AnA nayueH-
TOB [19-21]. Tepanus cBA3aHa C cCepbe3HbIMU NOBOYHbDI-
MK 3dPeKTaMn, TaKUMK KaK CMHAPOM BbICBOOOXIEHUSA
UMTOKMHOB [10, 21, 22] U CUHAPOM HENPOTOKCMYHOCTH,
CBA3AHHBIN C UMMYHHbBIMU 3GdEKTOPHBIMY KneTKamu [4,
8,10, 17, 18, 21]. B HacToALEee BpemMA B MUpe NPOBOAAT-
CA WHTEHCUBHbIE HEKIIMHUYECKNEe N KIUHMNYeCKne uc-
cnepoBaHus [8, 10], uToObl MOHATL ONTUMaNbHY CTPYK-
Typy n po3y CAR-T-knetok, ycunutb 3¢ddeKTMBHOCTb 1
CHU3UTb TOKCMYHOCTb NpoBoAUMON Tepanuu. «lpouecc
ynpaBneHma puckamm Heobxoamm pana obecneyeHus
npumeHeHna JIMN npy MakcMManbHO BO3MOXKHOM MpPEeBbI-
WeHUM nosb3bl onpeaeneHHoro JIM nnu coBoKynHOCTH
JIM Hapg puckammn gna Kaxkgoro naumeHTa v ana LeneBblxX
nonynaymin B uenom» [23].

CornacHo poccmmnckomMy 3akoHopatenbctBy JIM ren-
HOW 1 KJIETOYHOWN Tepanuu 0603HAYalTCA TEePMMUHOM
«brmomeMUMHCKNE KeTouHble npoaykTbly (BMKM) n pe-
rynupytotca otgenbHbim  (PegepanbHbiM  3aKOHOM  OT
23.06.2016 N2 180-03 «O 6MOMEeANLIMHCKUX KNeTOUHbIX
npopgykTtax»'. B 3akoHopatenbctee EA3C npumeHseTca
TEPMUH «BbICOKOTEXHONOTMYECKME JIeKapCTBEHHbIe npe-
napatbl» (BTJIM), KoTopble perynupyroTca OAMHAKOBO C
ocTanbHbimMK JTTT2,

B pesynbTtaTe nepexopa perynnmpoBaHUs pbiHKa 06-
palleHnAa neKkapcTBeHHbIX CPeAcTB C HALMOHANbHOrO Ha
HagHaUMOHaNbHbI ypoBeHb B pamkax EASC um3ameHun-
NMCb NpaBufia nojauyn [OKYMEHTOB B COCTaBe PerucT-
paumoHHoro gocbe (PO) B dopme obLEro TEXHUYECKO-
ro pokymeHta [24]. CormacHO npaBunaMm Hagfexaliemn
npakTukn dapmakoHaasopa EA3C® B coctaBe mogyns 1
PO npw perucrpaumn uim BHeCeHUU M3MeHeHun B P[]
Ha BTJIM 3aaBuTenb nogaeTt nnaH ynpaBneHUA puUckamm
(MYP) [23]. Uenbto TYP sBnsercs onucaHue cUCTEMbI
ynpasneHua puckamu gna JIlMN ¢ Hagnexawmm nnaHnpo-
BaHVMEeM YMpaB/fieHMA PUCKaMW Ha MNPOTAXKEHUWN BCero

' ®epepanbHbiil 3aKOH OT 23.06.2016 N° 180-03 (pep. ot
08.03.2022) «O 61MoMefMLMHCKUX KNETOUYHBIX MPOAYKTax».

2 PeweHne CoBeTa EBpasninckoil 3KOHOMUUECKON KOMWC-
cum ot 03.11.2016 N 78 (pem. ot 17.03.2022) «O [MpaBunax
perncTpauum un 3SKCNepTU3bl NEKaPCTBEHHbIX CPeacTB AnA
MeAVLNHCKOrO MPUMEHEeHUA».

3 PewweHune CoBeTa EBpasnincko SKOHOMNYECKOI KOMUCCN
ot 03.11.2016 N° 87 «O6 yTBepkaeHuUn MpaBun Hagnexalyen
npakTMkn ¢apmakoHagsopa EBpasMinckoro >KOHOMMYECKOro
coto3a.

»KM3HEHHOro uukna npoaykrta. C aton uenbto MYP poky-
MeHTUpyeT nNpodunb 6e30nacHOCTU NPOAYKTa, nogvyep-
KuBaa npobrnembl 6e3onacHocTy, Tpebywlime danbHen-
Wen oueHKU U/unnm MUHUMU3ALUN PUCKA, OeACTBUA NO
dapmakoHapzopy (OH) ana xapakTepucTMku npobnem
6e30macHOCTM 1 Mepbl, MpefHa3HayeHHble AnA npe-
AOTBPALEHUS WM MUHMMM3AUUN PUCKOB AJSIA MaLuneH-
ToB [25].

Lenb mccnepoBaHma — pa3paboTka MogxodoB K
YNpPaBeHNIO pUCKaM MPUMEHEHNA BbICOKOTEXHOSOMM-
YecKux NIeKapCTBEHHbIX MpenapaToB AnA MauMeHTOB Ha
npumepe CAR-T-KneTouyHoON Tepanuu.

MATEPUAJIbI U METOADbI

MaTepuanamy mccnefoBaHUA NOCAYXUNU 3apybex-
Hble HOPMAaTMBHbIE MPaBOBblE JOKYMEHTbI 1 PYKOBOACT-
Ba EC, CLLA: Guideline on safety and efficacy follow-up
and risk management of advanced therapy medici-
nal products (EMEA/149995/2008), Regulation (EC)
No 1394/2007 of the European Parliament and of the
Council on advanced therapy medicinal products;
Code of Federal Regulations, Title 21 - Food and drugs,
Part 1271 - Human cells, tissues, and cellular and tis-
sue-based products; European Medicines Agency. Legal
framework: pharmacovigilance; European Medicines
Agency and Heads of Medicines Agencies. Guideline on
good pharmacovigilance practices (GVP), Module V -
Risk management systems, EMA/838713/2011, 20 Feb-
ruary 2012; European Medicines Agency and Heads of
Medicines Agencies. Guideline on good pharmacovigi-
lance practices (GVP), Module V - Risk management sys-
tems (Rev 2), EMA/838713/2011 Rev 2*, 28 March 2017;
European Medicines Agency. Guidance on the format of
the risk management plan (RMP) in the EU - in integra-
ted format, EMA/164014/2018 Rev.2.0.1 accompanying
GVP, Module V, Rev.2, 31 October 2018; Guideline on sa-
fety and efficacy follow-up - risk management of ad-
vanced therapy medicinal products; Summary of risk
management plan for yescarta (axicabtagene ciloleucel);
Summary of opinion 1 (post authorisation) Yescarta; Cli-
nical Pharmacology BLA Review Division of Clinical Eva-
luation and Pharmacology/Toxicology Office of Tissues
and Advanced Therapy (Yescarta); Package Insert — YES-
CARTA.

B paboTe npuMeEHANNUCb CTPYKTYPHO-NOrnyecKkne
METO/bl, METOAbI HabNOAEHWA, MOAENNPOBaHUS, SKCTPa-
MOALUN U CPaBHEHNA.

PE3YJIbTATblI U OBCYXAEHUE

AKTVMBHO MpoBOAMMbIE KIMHUYECKMe NCCefoBaHuA
1 ogobpeHne aNA NPUMEHEHUs B KIIMHUYECKONW MpaKTu-
ke JIM KneTouyHOW Tepanuu MOATBEPXAAIOT NX Nepcrek-
TUBHOCTb ANA BOCMONHEHWA HeYAOBIeTBOPEHHbIX Mean-
LUMHCKMX noTpebHocTen B Mupe. B Tabnuue 1 npeacras-
NeHbl CPOKM aBTOpU3aLMN 1 YTBEPXAEHHbIE MOKa3aHuA
K npumeHeHuto B EC n CLUA JIMN CAR-T-tepanuun.
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Ta6bnuua 1. Ono6peHHbIe NeKapcTBeHHble npenapaTtbl Tepanun CAR-T-knetkammn
Table 2. Approved drugs for CAR-T cell therapy
ABTOpusaumsa, r
Marketing FDA, noKasaHus EMA, nokasaHua
authorisation FDA-approved EMA, Approved use
(FDA/EMA)
DLBCL; B-kneTouHas numdoma BbICOKOW CTEMEHW 3M10Ka- PeuuguBupyiowan  win  pedpakrepHan
yectBeHHocT (HGBCL); nepBuyHaa MepuacTUHaNbHas
B-knetouHaa numdoma [11]; KpynHoknetouHas B-kne- DLBCL; nepsuian mepuacturanchas B-
. | kneTouHas numpoma, GoNNUKYNAPHaAA M-
i escar) | o7t [Towen b pebbaepuan e el | o iy
12 MeCIFILl,eB1 ! I?LBCL relapsed/refractory; p'rimary medias-
DLBCL; diffuse large B-cell lymphoma, high grade B-cell ::]naa(IFLB)—?ceII lymphoma; follicular lympho-
lymphoma (HGBCL); primary mediastinal B-cell ymphoma'’
Peuunpueupytowasn/pedpartepHas DLBCL; poiiHaa num-
doma unu tFL-donnmkynapHaa numdboma; B-knetouHas
numéoma BbICOKOI cTeneHm 3nokadyectBeHHocTn 1 DLBCL, | Peuupusupytowmin/peppaktepHblin - B-kne-
BO3HVKatoLme 13 GonnmnKynapHom Tumpombi® TouHbli ALL; peunpavBupylowas/pedpak-
Tisa-cel (Kymriah) 2018/2018 ALL; Relapsed/refractory DLBCL relapsed/refractory and | tepHas DLBCL
FL specified, high grade B-cell lymphoma and DLBCL | Relapsed/refractory DLBCL relapsed/refrac-
arising from FL relapsed or refractory FL; B-cell precursor | tory and FL; DLBCL relapsed/refractory
acute lymphoblastic leukemia (ALL) that is refractory or in
second or later relapse?
Peuunpueunpytowan/pedpaktepHas  KpyrnHOKneTouHas B-
KnetoyHas numdboma nocne gByx wnn bonee nuHui cuc- | DLBCL; nepBnyHaa  mepanacTMHanbHas
TemHon Tepanuu, Bkioyaa DLBCL, B-knetouHaa numdo- | KpynHokneTouHaa B-kneTouHas numéoma
Liso-cel (Breyanzi) 2021/2022 Ma, NepBMYHasA KpyrnHoKneTouHas B-knetounas numéoma, | (PMBCL); ponnmkynapHasa numdoma 3B cre-

cpepocTeHnsa 1 donnukynapHasa numdoma cteneHm 3B* newHu (FL3B)*

LBCL, DLBCL. not otherwise specified, high-grade B-cell | DLBCL; primary mediastinal large B-cell lym-
lymphoma, primary mediastinal large B-cell ymphoma, FL | phoma (PMBCL); FL grade 3B°

grade 3B*

Peunpunsupyowan/pedpaktepHad  MaHTUNHO-KNeTOYHan
numdoma (MCL); peumnausmpytowmii/peppakrepHblii ALL
2021/2020 npeglecTBeHHUKOB B-kneTok®

Relapsed/refractory mantle cell lymphoma (MCL). Re-
lapsed/refractory (r/r) B-cell precursor acute ALL®

Brexucabtagene
autoleucel (Tecartus)

JNlumdboma 13 KNeTok MaHTUNHOW 30HbI”
Mantle cell lymphoma’

2022/2022

Carvykti COBHOE Peunpusmpyiowana nnn pedpakrepHas MHOXeCTBeHHas | Peuuavsupytowas n pedpaktepHas MHO-
(ciltacabtagene 4 Muenoma® »ecTBeHHas muenoma’

2022/2022 . 5 ; 9
autoleucel) conditional Relapsed/refractory multiple myeloma Relapsed/refractory multiple myeloma

Mpumeuanue. ' FDA. U.S. Food & Drug. loctynHo no: https://www.fda.gov/media/157539/download. Ccbinka akTuBHa Ha 26.09.2022.

2 European Medicines Agency. floctynHo no: https://www.ema.europa.eu/en/documents/smop/chmp-post-authorisation-summary-opinion-
yescarta-ii-42_en.pdf. Ccbiika akTMBHa Ha 26.09.2022.

3 Highlights of prescribing information. JoctynHo no: https://www.fda.gov/media/107296/download. Ccbinka akTvBHa Ha 26.09.2022.

4 BREYANZI (lisocabtagene maraleucel). loctynHo no: https://www.fda.gov/vaccines-blood-biologics/cellular-gene-therapy-products/breyanzi-
lisocabtagene-maraleucel. Ccbinka akTvBHa Ha 26.09.2022.

® European Medicines Agency. Breyanzi. [loctynHo no: https://www.ema.europa.eu/en/medicines/human/EPAR/breyanzi. Ccbinka akTiBHa Ha
26.09.2022.

STECARTUS (brexucabtagene autoleucel). [octynHo no: https://www.fda.gov/vaccines-blood-biologics/cellular-gene-therapy-products/
tecartus-brexucabtagene-autoleucel. Ccbinika akTvBHa Ha 26.09.2022.

7 European Medicines Agency. EU/3/19/2220: Orphan designation for the treatment of mantle cell ymphoma. JoctynHo no: https://www.ema.
europa.eu/en/medicines/human/orphan-designations/eu3192220. Ccbinika akTMBHa Ha 26.09.2022.

8 CARVYKTI. floctynHo no: https://www.fda.gov/vaccines-blood-biologics/carvykti. Ccbinka akTBHa Ha 26.09.2022.

° European Medicines Agency. New gene therapy to treat adult patients with multiple myeloma. loctynHo no: https://www.ema.europa.eu/en/
news/new-gene-therapy-treat-adult-patients-multiple-myeloma. Ccbinka akTmsHa Ha 26.09.2022.

Note. ' FDA. U.S. Food & Drug. Available at: https://www.fda.gov/media/157539/download. Accessed: 26.09.2022.

2European Medicines Agency. Available at: https://www.ema.europa.eu/en/documents/smop/chmp-post-authorisation-summary-opinion-
yescarta-ii-42_en.pdf. Accessed: 26.09.2022.

3 Highlights of prescribing information. Available at: https://www.fda.gov/media/107296/download. Accessed: 26.09.2022.

*BREYANZI (lisocabtagene maraleucel). Available at: https://www.fda.gov/vaccines-blood-biologics/cellular-gene-therapy-products/breyanzi-
lisocabtagene-maraleucel. Accessed: 26.09.2022.

® European Medicines Agency. Breyanzi. Available at: https://www.ema.europa.eu/en/medicines/human/EPAR/breyanzi. Ccbinka akTmBHa Ha
26.09.2022. Accessed: 26.09.2022.

6 TECARTUS (brexucabtagene autoleucel). Available at: https://www.fda.gov/vaccines-blood-biologics/cellular-gene-therapy-products/tecartus-
brexucabtagene-autoleucel. Accessed: 26.09.2022.

7 European Medicines Agency. EU/3/19/2220: Orphan designation for the treatment of mantle cell ymphoma. Available at: https://www.ema.
europa.eu/en/medicines/human/orphan-designations/eu3192220. Accessed: 26.09.2022.

8 CARVYKTI. Available at: https://www.fda.gov/vaccines-blood-biologics/carvykti. Accessed: 26.09.2022.

° European Medicines Agency. New gene therapy to treat adult patients with multiple myeloma. Available at: https://www.ema.europa.eu/en/
news/new-gene-therapy-treat-adult-patients-multiple-myeloma. Accessed: 26.09.2022.
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Ta6nuua 2. Pucku, cBA3aHHbIE C KAUeCTBEHHbIMU XapaKTepuctukamu JIM, xpaHeHuem n npumeHeHuem Yescarta

Table 2. Risks associated with drug assessment, storage and use of Yescarta

Manufacturing defect

Puck Meponpuatve YnpaBneHune
Risk Event Control
JInueHsmposaHue; MHbopmmpoBaHMe naumeHTa ©
Mpou3BoaCTBEHHbIN 6pak GMP; MIN, 11B MeAULMHCKIo nepcoHana

GMP; label and package leaflet

Production Licensing Informing the patient and me-
dical staff

VHduumpoBaHue npu npon3soacTee

MP
Contamination during manufacturing G

JInueHsnposaHve
Product Licensing

GMP; OXNM; MN
Peakumu runepuyBcTBUTENBbHOCTA

Hypersensitivity reactions

GMP; summary of Product Characteristics;
label and package leaflet

NHbopmMmupoBaHue naumeHTa U MeJULIMHCKOrO nep-
COHana; obyyeHune Me[ULMHCKOrO NepcoHana Tepa-
nmu

Informing the patient and medical staff; Medical
personnel training in therapy

Prckn, cBA3aHHbIE € TIOTMCTUYECKUMU
onepauuamm:

- XonopaoBas Lenb;

— KOHTaMMHaLws;

- nepenyTbiBaHWe

Risks associated with logistics operations:
- cold chain;

— contamination;

- confusion

OXn, UMN, GDP, GSP. O6ecneyeHune xono-
ZLOBOWA LLenu, NCKITIoUYeHre nepenyTbiBaHUs
Summary of Product Characteristics. label
and package leaflet; GDP; GSP

Hapnexaluan mapKnpoBka; nHpopmmnpoBaHue 1 oby-
yeHve aUcTprbbloTepa U MeANLIMHCKOro nepcoHana
Labeling; Information and education distributor and
medical staff

Yescarta u Kymriah Hauyanu npumeHATbCcA B pamkax
eBponenckon nporpammbl PRIME (HeypoBneTBopeHHble
MeaununMHcKne notpebHoctn) ¢ 2016 roga. Bckope no-
CNlefoBano X yTBEpP)KAEHME U MapKeTUHroBasA aBTOPW-
3aums CLUA (2017) n EC (2018). NMocnegHuin ogobpeHHbIin
EMA NN CAR-T-tepanun (25.03.2022 r.) — Carvykti. Bce
JIN npusHaHol B8 EC n CWA opdanHHbimmn JIM. 1 anpens
2022 FDA ofobpuno paclmpeHHoe K1Cnosb3oBaHue Yes-
carta B KayecTBe MepBOro BapuaHTa nocsie XxmmuoTepa-
N gns B3POCSbIX C 3anyLleHHON arpeccmBHol $hopmon
paka Kposu'. OXnpaeTca, YTo HECKONbKO APYrux Kre-
TouHbIx npogyktoB CAR-T nonyuat opobpeHue FDA B
6nvxariwme 3-5 nert [4].

B cooTBeTCTBMM C PUCK-OPUEHTUPOBAHHbLIM MOA-
xogom EMA? B EC puckm knaccudumumpyiotca criegyto-
WMmM obpa3om: pUCKM ANA MauMeHTOB, PUCKK Ana Tpe-
TbUX UL U PUCKM ONA OKpy»Katowewn cpepbl. Puckn ana
nauMeHTOB MOXHO YCNOBHO pasfenntb Ha TPW rpynmnbi:
PUCKN, CBA3aHHbIE C KayeCTBEHHbIMU XapaKTepucThKa-
mun JIM, xpaHeHnem n npumeHeHnem BITJ1; puckn, cea-
3aHHble ¢ B3aumopenctemem JIIM ¢ naymeHTom, CTONKO-
CTblO €ro B OpraHu3mMe nauMeHTa; PUCKX ANA NaLMeHTOB,
CBA3aHHble C Npoleaypamy BBeAeHVA 1 nocneayowymm
MaHUNyNALMAMU.

! Reuters®. Available at: https://www.reuters.com/markets/
companies/GILD.O. Accessed: 26.09.2022.

2 European Medicines Agency. Guideline on safety and ef-
ficacy follow-up and risk management of advanced therapy
medicinal products - Scientific guideline. Available at: https://
www.ema.europa.eu/en/guideline-safety-efficacy-follow-risk-
management-advanced-therapy-medicinal-products. Accessed:
26.09.2022.

PaccmoTpurm, Kak peluaeTcs Kaxgas npobnema pucka
AnA nauumeHTa B oTaenbHocTy Ha npumepe JIIM Yescarta.
OTmeTum, UTO AnA pasHbIX KaTeropuin pPuCKoB pelue-
HMA MO UX MUHMMU3ALUN MOTYT 6bITb OfMHAKOBLIMW U
NOXOXUMU. PUCKN AnA mauveHToB, CBSI3aHHblE C KauyecT-
BEHHbIMW XapaKTePUCTUKAMWN, XPaHEHUEM U MpPUMEHe-
Huem Yescarta, npenctaBneHbl B Tabnuue 2.

B knMHMYecKux ncciefoBaHuAX obHapyeHa Bepo-
ATHOCTb NPOM3BOACTBEHHOro 6paka <1 %, KoTopas npu-
BOAUT K HeappektuBHocTh JIM3, MHPopmaumna BbiHece-
Ha B MHCTPYKUUM NO MeguUMHCKOMY npuMmeHeHuto MI
(J1B), mauymeHT npedynpexnaeTcs 0 HeEOOXOAMMOCTU Mo-
BTOPHOro Kypca B Cllyyae NpoOW3BOACTBEHHOro Hpaka.
YnpaBneHne puUCcKOM B AaHHOM cJlyyae 3akJioyaeTca B
obecneuveHny KayecTBa MPOWU3BOAMMON MNpPOAYKUUN B
COOTBETCTBUM C MpaBuiaMy Hagnexxalen npon3BOACT-
BEHHOW NpaKTUKW. PUCK MHOUUMpOBaHMA NpomayKuum
CBA3aH C BbICOKMM PUCKOM KoHTamuHauuwn JIIN 3n0okKa-
YeCTBEHHbIMU KNETKaMW B ayTONIOMMYHBIX YCNIOBUAX U
ynpaBnaeTca Hagnexkawen Npon3BOACTBEHHON (TKaHe-
BOW) NPaKTUKON.

PncKn BO3HMKHOBEHMA peakuun rmnepyyBCTBUTENb-
HOCTW 0OyCNOBNEeHbl TeXHONOrMel NPoM3BOACTBA N MO-
ryT ObiTb Bbl3BaHbl ANMETUSICYIbPOKCMAOM UMM OCTa-
TOYHbIM COAEpPXaHMEM reHTamuuMHa B Mpenapare.
YnpaBneHue 3aknio4yaeTca B KOHTPOSie KayecTBa Npous-
BOAUMOWN MPOAYKUMW, HaHEeCeHUW npepynpexneHns B
MMM (J1B), obyyeHun mMeguLMHCKOro nepcoHana Kynw-

3 LABEL: YESCARTA- axicabtagene ciloleucel suspension.
Available at: https://dailymed.nlm.nih.gov/dailymed/druginfo.
cfm?setid=9b70606e-b99c-4272-a0f1-b5523cce0c59. Accessed:
26.09.2022.



POBaHUIO anfepruyecknx peakumi, NHGOPMMPOBAHWM
nauMeHTa 0 BO3MOMKHbIX CMMMTOMAx M HeEOBXOAMMOCTMN
npu BO3HWKHOBEHWM CMMMTOMOB ObpalleHusa K Bpauy.
YnpaBneHue puckamu, CBA3aHHbIMU C OCOBEHHOCTAMU
nepeBo3Kkn 1 xpaHeHua JIM, peanvsyetca nytem obyue-
HUA COTPYAHUKOB, OMUCTPUOLIOTOPOB M MepcoHana Me-
OVLVHCKMX YupexaeHun, cobniofeHus npaBun Hagne-
Xallen OMCTPUObIOTOPCKOWM MNPaKTUKW U Hagjexallen
NPaKTUKM XpaHEHNA.

Puckn, cBasaHHble ¢ B3aumogaenctemem JIIN ¢ naym-
€HTOM, dapMAKOKMHETUYECKUMU U papMaKogMHaMMYe-
CKMMKN xapakTepuctukamu JII B opraHu3sme nauneHTa,
npeAcTaBieHbl B Tabnvue 3.

Bca mpeHTUdUUMpoBaHHas MHPopMaumnsa o nepe-
UMCSIEHHbIX B Tabnuue 3 puckax nmeeTtca B obuiein xa-
paKkTepUCTMKe nekapcTBeHHOro npenapata (OXJM) un
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NMI (JIB). Kak npaBuno, HexenaTenbHble peakuymmn (HP)
CBAi3aHbl C MeXxaHM3MoMm pencteumA Yescarta, coctasre-
Hbl peKkoMeHZauuyM No WX YCTpaHeHut. YnpasneHue
PVICKaMIM 3aKJTIOYAETCA B TOM, UTO MeAULMHCKUIA paboT-
HUK Pa3bACHAET NaLMeHTy BCe BO3MOXHble CYMMTOMbI
HP n nHbopmmpyet, uTo Npy BO3HUKHOBEHWNW CUMMTO-
MOB HeobxoAuMo o6paTuTbca K Bpayy. MeguumHCKUR
nepcoHan obyueH obHapyxuBatb HP 1 nposoanTtb co-
OTBETCTBYloWYlO Tepanuto. Hanpumep, nepen BBOAOM
Yescarta meguuMHCKMIA pabOTHWMK pomxeH ybeauTb-
CA, YTO B HaNMUUK UMeeTca 2 TepaneBTUYecKne A03bl
Touunnsymaba. M3 cepbesHbix MHOEKUMUA OTMeyvatoT-
CA BUPYCHble UHPEKLMM N onpeaensiemMble KnHnYe-
CKMe CUMMTOMbI peaKTMBaLMy OnoscbiBaloWwero nuwas
WUNn neroyHon rpubkoson nHbekumm [26]. MosTomy ne-
pen cbopom KeToK AfiA MPOV3BOACTBA PEKOMEeHAyeT-

Ta6nuua 3. PUcKn, cBA3aHHble ¢ B3anmogencreuamm Yescarta c naymeHTom

Table 3. Risks related to patient associated conditions/ /disease or underlying disease, or concomitant treatment

LnToKknHOBbIN WTOpMm — 88-98 % NauneHToB

Cytokine release syndrome - 88-98 % pa- O6yuatoume nporpamms

Summary of Product Characteristics.

Puck Meponpuatue YnpaBneHue
Risk Event Control
oxnn. WNHpopmaLmsa Ha STHKeTKe.
VM. NHdpopMupoBaHme naumeHToB.

O6yueHue nepcoHana
label and package leaflet.

Age, gender
label and package leaflet.
Monitoring

Summary of Product Characteristics.

tients . :
label and package leaflet. Informing patients.
Tutorials Training
NHpopmauma Ha sTUKeTKe.
MOHWTOPUHT COCTOAHMA NaLeHTa eXXeAHeBHO 7 AHeNn
HeBponoruieckas TokCuHOCTb - To xe B CEPTUPMLMPOBAHHOM MEANLIVHCKOM YUpeXaeHnn
80 % nauymeHTOB p' P yap
. - ) Same Labeling.

Neurological toxicity — 80 % patients L B . . )
Monitoring the patient’s condition daily for 7 days in a
certified medical institution

Cepbe3sHble MHdeKunK. CKPVHUWHT NauneHTa.

MpopomxutenbHas LUTONEHNA. MNHpopmauma Ha STUKeTKe.

I'mnorammarnobynmHemua To xe YTBEpXAeHHble NPOorpaMmbl Tepanum

Serious infections. Same Patient Screening.

Prolonged cytopenia. Information on the label.

Hypogammaglobulinemia Approved Therapy Programs

BTopuyHble 3n0KayecTBeHHble HOBOOOpPa30- ;

BaHA To xe [lonrocpoYHbIf KOHTPONb NaLNEHTOB

. Same Long-term follow-up of patients
Secondary malignant neoplasms
oxnn.
VM (71B). NHpopmupoBaHmne, obyyeHne nauyeHTa n MeauLH-
BospacT, non MoHuTopUHr pMnp e H Anu

CKOro nepcoHana
Informing, educating the patient and medical staff

oxnn.

Puck BHeonyxonesbix 3$deKToB, Heuenesblx VMM (TB)

s¢ppexToB

Risk of non-tumor effects, off-target effects label and package leaflet

Summary of Product Characteristics.

CnepyeT paccmaTpuBaTh Kak 4acTb o6Lyeid OLeHKN
pricka Tepanuu
Part of the overall risk assessment of therapy

M3meHeHne/CHMXKeHne CO3HaHMA UAKN Koop-

JTUKETKa U YCTHOE MpeaynpexieHve o BAUSHUM Ha
CNOCOGHOCTb YNpaBnATb aBToMo6MneM 1 paboTaTb C

Anraumm Toxe MeXaHn3Mamm

Change/decreased consciousness or coordi- | Same . - )

nation Label and verbal warning of effects on ability to drive
and operate machinery

[pyrve HP To e NHpopmupoBaHme, obyyeHne naLyeHTa 1 MeanLIH-

O?f:ler AE Same CKOro nepcoHana

Informing, educating the patient and medical staff
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Ta6nuua 4. Pucku gns nauneHToB, CBA3aHHble C NpoueAypaMmu BBegeHus Yescarta

Table 4. Risks to patients related to administration procedures

Puck

Risk Event

Meponpuarne

YnpaBneHve
Control

oxnn.
MMM (N1B).

MoproTtoBKa nauveHTa nepea Tepanuen
Preparing the patient before therapy

label and package leaflet

Informing the patient

ObyyeHMe MeNLIMHCKOro nepcoHana.
NHpopmupoBaHue naumeHTa
Summary of Product Characteristics.

Training of medical personnel.

Mpoueaypbl NOArOTOBKM NaLMeHTa.

Hannuwne JIMN ot HP B MeanumHckom yupexaerun; NH-
dopmunpoBaHme naymneHTa 06 0CO6EHHOCTAX U NPOAB-
nenusax HP; obyueHwne Tepanuu HP

Patient preparation standards.

the presence of drugs from AR in a medical institution;
informing the patient about the features and manifes-
tations of AR; AR Therapy Education

Educating the medical staff

oxnn.
MMIT (N1B) Ob6yueHune ycnoBusaM xpaHeHusi u nogrotoBku JIM K
PasmopasnsaHne ObyyeHne MeMLIMHCKOrO NepcoHana NHPY3MM
Defrosting Summary of Product Characteristics. Training in the conditions of storage and administration
label and package leaflet. procedures

Mapkunposka.

O6yueHve meanepcoHana
Label and package leaflet.
educating the medical staff

NpeHTndurkayms naymeHTa
Patient identification

CpaBHeHue nHpopmMaLmm Ha KacceTe ¢ naeHTuduKaTo-
pamu naumeHTa

Comparison of Information on the Cassette with
Patient IDs

CA BbINOJIHATb CKPUHWHI Ha BUPYCHble renatntbl n BUY.
BepoATHOCTb MoOABNEHWA BTOPMYHbBIX 310Ka4YeCTBEH-
HbIX HOBOOOPA30BaHWI OCTAETCA MOXU3HEHHO. [Mo3To-
My Mporpammbl ynpaBfieHNa puckaMmy BCeX 3aperncrpu-
poBaHHbiIx JII copepkaT ycnoBUA [ONTOCPOYHOIO KOHT-
pons pa3BuUTUS HOBOOGpa3oBaHuin. [Ana sTtoro EMA Tpe-
6yeT MCnonb3oBaHUe peecTpa MaLMEHTOB AJiIA MOHUTO-
pviHra AONrocpoYHol 6esonacHOCTN U 3GGEeKTUBHOCTM
NeyeHus B KauyecTBe YCNI0BUA ONA MOMyYeHUA perncrpa-
LIMOHHOTO YAOCTOBEpeHus'.

BblsiBNeHO, UTO YacToTa pPa3BUTUA CUHAPOMA BbICBO-
60XXaeHNA UUTOKMHOB [19], HEBPONOrMYeckom TOKCUY-
HOCTW Ao303aBucuma [13, 14], a Takke 3aBUCUT OT MoONa,
BO3pacTa. Y »KEeHLWMH Yalle BCTpeyanncb HeBponorunye-
CKre NPOosABNEHNA NO CPAaBHEHUIO C CYObEKTaMUN MY>KCKO-
ro nona [19]. OnpefeneHo, YTO PUCK TAXKENOrO CUHAPO-
Ma BbICBOOOXAEHUA LUUTOKMHOB M HENPOTOKCUYHOCTU
koppenupyetT ¢ go3on CAR-T-knetok [27], a Takke ony-
xonesow Harpyskon [8, 10]. B knnHnuyeckux mnccneposa-
Husx [8, 10] onpenenvnn CbiIBOPOTOUYHbIE GUOMapKepbl,
KOTOpble MO3BONAIT BblABUTb CTeNeHb puCKa Aja na-
LMEHTOB M HayaTb CTpaTernyM paHHero BMelLaTeNnbCTBa
y MayMeHTOB C CaMbiM BbICOKUM PUCKOM TOKCUYHOCTM.
BHeonyxoneBblin 3$ppeKkT 1 «Heueneoi» 3ddekT pac-
CMaTpUBAETCA KaK YacTb obLyeli oueHKN cneynduyHoro
pucka anAa tepanuu CAR-T-kneTkamu. PUcK n3meHeHus
W CHWXKEHMA CO3HAHMA UM KOOPAWHALMW KaKk CneacT-
BME HEBPOJIOTNYECKON TOKCUYHOCTM Tepanuu MOXeT
HabnogaTbCA B TeyeHne 2 mecsues nocne seegeHus JM.

! European Medicines Agency. First two CAR-T cell medicines
recommended for approval in the European Union. Available
at: https://www.ema.europa.eu/en/news/first-two-car-t-cell-
medicines-recommended-approval-european-union. Accessed:
26.09.2022.

K pakTopam purcka Takxe cnegyeT OTHeCTUM BEPOATHOCTb
pPe3nNCTEeHTHOCTU OMyXONeBbIX KNeTok K Tepanuu. [pe-
obnagamowymM MeXaHW3MOM Pe3NCTEHTHOCTU ABMAETCA
notepsa peuentopoB K CAR-T-kneTkam v MHrMbmpoBaHue
MUKPOOKpPYXeHnem onyxonu [27].

Prcku, cBA3aHHble ¢ npoueaypamu UHPy3umn Yescar-
ta, MVMHUMK3UPYIOTCA Ha YPOBHe CepTUPMLMPOBAHHOIO
MEAMLIMHCKOIO yupexxaeHus. B kauectBe npumepa B Tab-
nuue 4 npuBeeHbl HEKOTOPble PUCKNA.

Pnuckn MUHUMM3MPYIOTCA NOArOTOBKOW MaLMeHTa
Kak Ha ypoOBHe Tepanuu, Tak 1 JO Hayana Tepanuu. lNpo-
BOAUTCA MpeABapuUTesibHOe OOyuYeHue MeULMHCKO-
ro nepcoHana AMarHOCTMKe COCTOAHWA MauueHTa, He-
06X0AMMOCTN Ha3HayeHWA NpeaBapuTeNibHOW Tepanuu
[0 Hayvana Tepanuu, a Takke 0COOEHHOCTAM U TeXHUKe
nHody3um Yescarta.

OrpaHnyeHVe HacToALlero UCCnefoBaHUA: He pac-
CMOTpPeHbl puckn npumeHeHna BTJIM gna TpeTtbux nuy
N OKpy»atoLen cpefpl.

3AKNIOYEHUE

Taknm 06pa3oMm, KOHTPOSIb PUCKOB Afs MauueH-
ToB npwu Tepanun JIM Yescarta nponopuynoHaneH ypoBs-
HIO PUCKOB 1 CHOKYCMPOBaH Ha COXpaHeHUN Hapanexa-
ero KayecTsa NpounsBefeHHON MPOAYKUUN Ha BCel no-
rMCTUYECKON LenoyKke, OT NPOU3BOANTENA 4O NauueH-
Ta, OKa3aHUU Hagnekawmx MeguUMHCKUX YCnyr, npo-
drnakTnke n paHHen guarHoctuke HP. MpounsBogntens
npegocrtasnaet nHGopmalno MeQULMHCKUM OpraHu-
3aumnAm no NpodunakTMKe U YMEHbLUEHUIO TAXKECTU ”
cepbesHocTn HP. Ona npodunaktukun HP nposogut-
cA obyuyeHune MaUMEeHTOB U MeJULNHCKUX PaboTHMKOB
paHHemy onpegeneHuto cumntomoB HP. [ina paHHen
AnarHoctukn HP npownssogntens paspabatbiBaeT Tpe-



6oBaHMA K npouedypam HabnoaeHWA 3a NauMeHTamm

Ha HanMuune NPU3HaKoB UAN CMMMTOMOB U K AMarHOCTU-

Ke, npexpae Bcero cepbe3Hbix HP. B cnyyae nx nosasne-

HUA MNPOV3BOAWTENb AaeT peKkoMeHAauuu Mo Tepa-

nuu. nA noaTBep>KAeHNA COOTBETCTBUA MeAMLMHCKUX

yupexgeHun npeabasnAeMbiM TpeboBaHMAM NpPOBO-
anTca ux keanudurkauus B opme ceptudukaymm. Cnu-

COK aBTOPM30BaHHbIX MeAULMHCKNX LLEeHTPOB MPOU3BO-

AVTenb pa3MellaeT Ha CBOeM canTe.

OCHOBHbIM WHCTPYMEHTOM KOHTPOJIA PUCKOB Mpu-
MeHeHua BTN asnatotca OXIMN gnsa uHbopmmnpoBaHua
MeAVLMHCKMX paboTHuKos, MMM (JIB) - gns uHpopmu-
pOBaHMA MeQULNHCKUX PaboTHUKOB M nauuneHToB. MNpu
3TOM:
® 060 BCeX pUCKAX, KPOME CBA3AHHbIX C JIOTMCTUKON U

TexHuKon nHobysnm, naymeHT nHbopmmnpyetca nepes

Hayaniom Tepanuu;
® O puCKax, CBA3aHHbIX C JIOTUCTUKOW N XpaHeHueMm,

npepynpexaeHbl ANCTpUbbIOTEPbl U MefULUHCKME

yupexgeHus;

® O pucKax, Tak WM MHaye CBA3aHHbIX C MauMeHTOM
WU ero COCTOAHMEM W comyTcTByOWMMM 3abonesa-
HUAMY, MEOULMHCKUMA NepcoHan npovHGOopMMpoBaH
1 06yueH MeponprATUAM NO KOHTPOJIIO 38 PUCKaMU.
OnAa ynpaeneHna puckamu nprmeHeHuna BTN Heob-

xoaumo chopMynMpoBaTh NepeyeHb TpeboBaHNI K:

1. OuctprbbiloTepy — B 4acCTy NepeBO3KM N XpaHeHUsA
JIMN, oTyeTHOCTM Nepen pep<aTenem perncrpaumoH-
HOro yA0CTOBEpPEeHUsA

2. MeOunuUMHCKOMY YUYpexneHUi0 — B YacTU XpaHeHuA
JIN, npouefgyp NOAroTOBKM K Tepanun, KOHCYMb-
TUPOBaHUA U UHGOPMUPOBAHUA NaLUEHTa O PUC-
Kax Tepanuu n cumnTomax HP, npepwecTBytowmx
M nocnegyowmx MegULUHCKUX MaHUNynAuuax, oT-
YeTHOCTN nepen [AepXkaTenem perucTpaunoHHOro
YAOCTOBEPEHUS.

3. MegnumHcKkomMy rnepcoHany — B Yactn xpaHeHus J1M,
npouenyp NOAroTOBKM B Tepanuu, npouenypbl Bee-
LEHVA WHDBEKUMM, KOHCYNbTMPOBaHMA U uHGOP-
MMPOBaHUA MNauMeHTa O pUCKax Tepanum U CUMM-
TOMax HeXkenaTeslbHbIX peakuuii, nocneayowmx me-
OVILMHCKMX npoueypax, OTYEeTHOCTU B MeAULMH-
CKOM yUpeXxaeHuu.

Ha ocHOBe monyuyeHHbIX AaHHbIX NAHUPYeTCcA pas-
paboTka pekoMeHZauun ana pPaspaboTuMKoB BbICOKO-
TEXHOJTIOrMYECKNX TEKapPCTBEHHbIX MPenapaTos.
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