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Yearkaemobiu yumamene!

Bawuemy BHUMaHWIO NpeacTaBnseTcsa 6poLopa, NOCBALEHHAsA O4HOMY 13 r106asibHbIX MPUOPUTETOB COBPE-
MEHHOr0 3A4paBOOXpPaHeHUs - obecneyeHnio 6e30MacHOCTY NeKapPCTBEHHbIX MPEMNapaToB, BKOYaA 0CO6eH-

HOCTIN ¢apmaKOHa,u3opa 6VIOTepaI'IeBTVNeCKI/IX JIEKAPCTBEHHDbIX MpenapaToB.

O6LLen3BEeCTHO, UTO 06O TEKAPCTBEHHDBIV MPenapaT MOXKET Bbi3blBaTb HEXemNaTesbHble peakuun. B aton
CBA3Y NEPBOOYEPEAHOI 3aAaueil NPy 06PaLLEHM IEKAPCTBEHHBIX MPENapPaTOB ABMAETCA MOCTOAHHAA OLIEH-
Ka TOro, HaCKO/bKO MoJib3a OT MPUMEHEHWSA NNEKAPCTBEHHOTO NpenapaTta NpeobnafaeT Hag PUCKOM BO3HVIK-

HOBEHNA HEXeNnaTe/lbHbIX peaKLlI/IVI.

BrioTepaneBTMUYeCcKme NpenapaTtbl OTKPbIIN HOBYIO 3pYy B MeANLMHCKON HayKe, CTaB HEOTbEMIIEMOW 1 UYpes-
BblUAHO BaXXKHOW YaCTbio NEUEHUNA CEPbE3HbIX KU3HEYrpoXKatoLwyx 3a6oneBaHuii. B To e Bpemsa MoneKysibl
6110TepaneBTNYECKUX JIEKAPCTBEHHbIX NPENapaToB ABMATCA B COTHM U ThiCAYN pa3 bonee KpynHbIMU U NMe-
I0T HeCoV3mMepMMo 6onee CNOXKHOE CTPOEHMNE MO CPABHEHUIO C XMMUYECKU CUHTE3VPOBaHHbIMM Mpenaparta-
mu. BrioTepaneBTMUECKE NEeKapCTBEHHbIE MPenapaThbl MoJyYatoT C MOMOLLBIO XKUBbIX OPraH3MOB, UX XapakK-
TEPUCTMKN 1 CBONCTBA 3aBUCAT Kak OT 3TUX OPFraHU3MOB, TaK U OT TEXHOJIOTN 11 YCIIOBUI MPOVU3BOACTBEHHOFO
npouecca 13 61MoNOrMYeckoro UCTOYHNKA. IMEHHO COBOKYMHOCTb BCEX 3TUX GAKTOPOB 06YC/IaBAVBAET NHOW
TUM Pa3BUTUS HEXKeSaTeNbHbIX PEeaKLMA, HECBONCTBEHHbIX A1 HU3KOMOJEKYIAPHbIX NPenapaToB XumMmnye-

CKOro CMHTE3a.

OfHUM 13 OCHOBHBIX PVUCKOB MPW NPUMEHEHUN BMOTepaneBTMYECKIMX JIEKAPCTBEHHBIX NpenapaToB ABASET-
CSl BO3MOXKHOCTb Pa3BUTKA cneundUYECcKon AN HUX HEXeNaTeIbHOWM peakLmmn - UMMYHOTeHHOCTM, KoTopas
MOXET NPOABNATHCA MO UCTEYEHUN ANUTENBHOIO Neprofa BPEMEHN OT MOMEHTa NPYMEHeHMWs Npenaparta u
VMETb Pa3HyI0 CTEMEHb BbIPaXKEHHOCTU.

3TO CTAaHOBUTCA YPE3BbIYAHO aKTyanbHbIM BB/AY BbIBOLA Ha PbIHOK BCE GOJbLIErO KONMYecTBa 61onopoob-
HbIX JleKapCTBEHHbIX MpenapaTtoB (bMocummnapoB, 61MoaHanoroe), yunTbiBas, YTo NPOV3BOACTBO 6uoTEpa-
MeBTMYECKMX JIEKAPCTBEHHBIX MPEMNAPaTOB MO CYTU YHUKANbHO, U MPAKTUYECKN HEBO3MOXHO BOCMPON3BECTU
MOJIeKyYJ1y, MOMHOCTbIO MAEHTUYHYIO MOJIEKY/Ie APYroro 61MONOrMYeckoro npenaparta, B TOM YACSIE Y VHHO-
BaLVoHHOro. COOTBETCTBEHHO 1 AE/CTBME TAKOTO Npernapara, ki Hexenartes/ibHble PeaKkLum, XOTS U CXOXUe C
OPUTMHANbHBIM JIEKAPCTBEHHBIM MPENapaToM, BCE-TaKM MOTYT OT/nYaTbCs. [JaHHas n3BeCcTHaA 0CO6eHHOCTb
6110TepaneBTNYECKNX MPENAPATOB BEYET 3@ CO60N HEOOXOAMMOCTb CNeLMdUYECKOTO PerynnpoBaHnsa nX
ob6palleHnn, BKNoYasa BHeAPeHNe 0cobbix TpeboBaHMi K opraHmsaunm GapMakoHagsopa bruoTepanesTuye-

CKuX npenapartos.

B M1poBo NpaKTKe HaKomnJieH 6oraTblil OnbIT B 06/1aCTK 06ecneyeHns 6e30nacHOCTY 61oTepaneBTUUYECKIX
npenapaToB, CGOPMMPOBaHbI OTAEJIbHbIE PETYIATOPHbIE MNOAXOAbl K OLIEHKE MX 6€30MAaCHOCTY Ha MPOTAXe-
HWW BCErO XM3HEHHOTO LIMKNa.

3agaya faHHoW nMy6nukauuy — Ha nprvmMepe BcemupHol opraHu3aumy 3gpaBooxpaHeHna U ctpaH EBpo-
MencKoro cot3a NPOAEMOHCTPMPOBATb COBPEMEHHbBIE NMOAXOAbI K Pa3BUTUIO cMCTeMbl dapMakoHaa3opa 1
BHeApeHIo cTaHaapToB obecneyeHmsa 6e3onacHOCTU GrMoTepaneBTMYECKMX NPenapaToB, YTO, HECOMHEHHO,
ABNIAETCA aKTyanbHbIM Kak Ana Poccuiickon Gepepauu, Tak 1 06LLero pbiHKa nekapcTBeHHbIX cpeacTs EBpa-

3MICKOro SKOHOMMYECKOrO COolo3a.

Bnaoumup LLlunkos

WcnonHumenoHbil Oupekmop

Accoyuayus mexoyHapoOHbIX
gapmayesmuyeckux npouszsooumerneti (AIPM)






(MapmakoHagzop. MNprHUUNbI Hagnexalen NpakTUK1 papmakoHaaopa
N peKoOMeHAaLM1 B OTHOLLEHMIN BroTepaneBTUYeCKUX NpenapaTos 1

dapmaKkoHao30p:
3Mo 8aXXHO 3HAMb

HeobxoanmMo NOHMMaTb BaXHOCTb COOOLLEHUNI O HeXenaTeNbHbIX pe-
aKLMAX NeKapCTBEHHbIX npenapaTtoB. [JaHHble coobuleHna Hanpasne-
Hbl He TONbKO Ha obecrneyeHne 6e30MacHOCTM NPenapaToB, HO N Ha
MOBbILIEHME KayecTBa Tepanumn nayMeHToB no Bcemy Mmupy. NoHnma-
HWe npouecca cbopa MHPopmMaunm no 6e3onacHOCTN No3BoNAeT 3¢-
dekTnBHO cobupaTb 1 obpabaTbiBaTb AaHHble. B uenom, Bce 3T npo-
Leccbl oTHOCATCA K hapmakoHaasopy (OH), 1 Kaxabln U3 HaC JOMXKeH
NPUHUMaTb aKTUBHOE YyacTue B obecneyeHnmn 3pPpeKTUBHON CUCTEMDI

dapmakoHag3opa.

B nepByto ouepenb B Lenax npeaynpexxaeHus, naeHtndrkaumm, yueta
N MHGOPMUPOBAHUSA O HEXeNATeNbHbIX peakLusax HeobxoarMo UMeTb
yeTKoe MnpepAcTaBieHne O CaMOM NIeKapCTBEHHOM npenaparte. buote-
paneBTUYeCKME JIeKapCTBEHHble cpefcTBa (buonpenapaTbl) — 3TO npe-
napaTbl CO CJZIOXKHOW CTPYKTYPOW M YHUKaNIbHbIMY XapaKTepUCTUKaMK;
NMEHHO MO3TOMY MO OTHOLLEHMIO K HUM HEOOXO4MM COOTBETCTBYIOLLMI
MOHUTOPUHI 6e3onacHoCcTW. [JaHHaa Opoltopa nogrotoBsieHa AnA
TOro, YToObI NIyuLLe NOHATL 3adaun, ctoswme nepes OH, 06bACHNTD, Ka-
Kune meponpuatia no ®H HanpaBneHbl Ha pelleHne 3TUX 3a4ay; a Tak-
e 0603HaunTb PoJib N BKNAA Kaxaoro B 3GpdeKTBHbI MOHUTOPUHT

6e30MacHOCTY Neka PCTBEHHDbIX CPEACTB.




MapmakoHag3sop. MprHUMNbI Hagnexalyen npakTnky GapMakoHaa3opa
N peKoOMeHAaLMK1 B OTHOLLEHMN BroTepaneBTNYeCKUX NpenapaTos

GapmakoHao3op u buomepanesmuyecKue

JIeKapCcmeeHHbIe npenapamebl

Mo onpepenenHnto BcemmpHoin OpraHnsauun 3apaBooxpaHennsa (BO3) “dapmakoHagsop”
- 3T0 “HayKa 1 AeNCTBUA, CBA3aHHble C BbiABNEHMEM, OLEHKOW, NMOHUMaHeM 1 npefoT-
BpalLeHeM HeGNaronpuATHbIX Peakuuii Un Kakux-nmbo Apyrvx npobnem, CBA3aHHbIX
C NeKapCTBEHHbIMY npenapatamun”. ' Byayyn HeoTbemneMbiM KOMNOHEHTOM CUCTEMbI 3Apa-
BooxpaHeHnA OH nonyumn LWpoKoe NPr3HaHKe Kak BaXHbI MHCTPYMEHT perynmpoBaHua
npoLeccoB obpaLleHA TeKapCTBEHHbIX MPenapaToB B LiefAx obecrneyeHs 3almTbl 30po-
BbA HaceneHuA. BO3 xapakTepu3yeT HaumoHanbHyto crictemy OH Kak “obA3aTenbHoe 1HBe-

CTUpoBaHyie B Byayliee 300POBbA HACeNEeHNA CTPaHbI”. 2

[MonHoLueHHO oueHUTb ﬂpOCbVU'Ib 6e30MacHOCTN HOBOTO NeKapCTBEHHOIO npenaparta, OCHO-
BbIBaACb TOJIbKO Ha KNMHUYECKUX NCCrefoBaHNAX, NPOBeAeHHbIX C Lenblo nocnenyto-
wewn perncTpaunmn npenaparta, HEBO3MOXHO. OH nossonsaet OpraHam 3[paBOOXpaHeHNA
NOCTOAHHO OLUEeHMBaTb COOTHOLWEHWE NOMb3bl N PUCKa Ha MPOTAXKEHUW BCEro XN3HEH-
HOro UuKna nekapCTBeHHOro npenaparta 1 faeT BO3MOXXHOCTb BbIABUTb pefkue N cepbes-
Hble HeXXenaTtesibHble peakuynu, He 06Hapy)KeHHbIe A0 perncTpauun npenapara . OH Takxe
nossonAeT VILI,EHTVId)I/ILWIpOBaTb HOBble CUrHasbl Mo 6e30MacHOCTY, CBSA3aHHbIE C KAUECTBOM
JNIeKapCTBEHHOIO npenapaTta W/ViNn N3MEHeHVAMN B peaanoM NpPaKTnKe NpumMmeHeHna N Ha-
3HavyeHnA npenaparta. [ina Toro YTOObI 3TO CTANO BO3MOXKHBIM, BaXKHO OpraHn3oBaTb HaeX-

Hyt0 HaLoHanbHyto crctemy OH.

HapexxHocTb cnctembl OH BO MHOrOM 3aBUCUT OT NOC/Ie0BaTENbHOIO, TLATENbHOIO 1 TOY-
HOro c6opa JaHHbIX C NMOCNeAyOLMM aHaNM30M COOOLLEHNI O HEXenaTesbHbIX PeaKkLmax
(HP).>* Be3 Takol NPOYHOI OCHOBbI HEBO3MOXHO BbIAABUTb CUIHasbI Mo 6e30MacHOCTY Npera-
paTa, Tak Kak OHV MOTYT ObITb CKPbITbIMU, HEYNOPAJOUEHHBIMU 1 Pa3MbITbiMU. Heobxogumo
cobupaTb AaHHbIe O HEXesaTesIbHbIX PeakUMsaX ANA Kax4oro lekapCTBEHHOrO npenapara
o BCeMy MUpY, UTOObI B pe3ysibTaTe COTPYAHNYECTBA HaLMOHabHbIX CUcTeM GpapmakoHaa-
30pa CTano BO3MOXHbIM BbIIBIEHVE 1 aHan13 CUrHaaoB no 6esonacHoctu. C 3Toi Lenbio
B 1978 rogy 6bina cospaHa lNporpamma MexayHapopaHoro MoHUTOPUHIA leKapCTBEHHbIX
npenapatos BO3 n LieHTp MoHuTOpUHra B I. Ynncana®.

TWHO (2014) Essential Medicines and Health Products: Pharmacovigilance. World Health Organization,
February 3, 2014 [online].
http://www.who.int/medicines/areas/quality_safety/safety_efficacy/pharmvigi/en/

2 Be30onacHOCTb NeKapCcTBEHHbIX cpeAcTB B [porpammax ObLLecTBEHHOrO 3ApaBOOXpPaHeHUA:
DapmakoHaA30p Kak OCHOBHOW MHCTPYMeHT, 2006.

3 BO3 co3paana pekoMeHaaLmm ana cuctem papmakoHaa30pa, KOTopble HaXOAATCA MO CIeAYIOLLEN CCbike:
http://www.who.int/medicines/areas/quality_safety/safety_efficacy/Pharmacovigilance_B.pdf

“BO3 Tak>xe ogobpuna Habop BE6-MHCTPYMEHTOB, Pa3paboTaHHbIN SKCnepTamy dapmMakoHaa3opa
no cornacoBaHwio ¢ LieHTpom MoHWTOpwHra B r.Ynncana npv nopaepxke MnobansHoro ®oHaa,
KOTOPbI HaxoAMTCA No cneaytoLlelt cebinke: http:/pvtoolkit.org/

* “C okTA6pPA 2013 1. 117 cTpaH NpucoeanHUMCS K NMporpamme BO3 no MexayHapoaHoMy
MOHVTOPVHIY neKapCcTBEHHbIX MpenapaTos. Kpome Toro, 30 acCoLMMPOBaHHbIX Y1eHOB

OXIAAIOT MOMIHOLIEHHOTO UNIEHCTBA, B TO BPEMSA Kak YCTaHaBNIMBAETCA COBMECTIMOCTb GOpMaToB
HaLMOHasNIbHOrO 1 MeXxAyHapoAHoro otyetos”. BcemmnpHaa OpraHusauua 3apaBooxpaHeHms,

3 peBpans, 2014 [onlinel:
http://www.who-umc.org/DynPage.aspx?id=98080&mn1=7347&mn2=7252&mn3=7322&mn4=7324

¢ The European Parliament and the Council of the European Union (2010) Directive 2010/84/EU of the
European Parliament and of the Council. The European Parliament and the Council of the European
Union, January 6, 2015 [online].
http://ec.europa.eu/health/files/eudralex/vol-1/dir_2010_84/dir_2010_84_en.pdf

EBponenckaa Komuccna onpegenvna
[eNCTBMA, OXKnaaemble OT rocyaapcTB-
uneHos EC gna BHegpeHuA Ha

HauMOHa/IbHOM YPOBHE, B JOKYMEHTE!

Jupekmuea Esponetickoti Komuccuu
2010/84/EU: ¢

€) mpebyemcsa npuHAMb 8ce Mepebl,
4mobbl npu cbope nepsuyHoU U,

ecs1u Heo6xo0UMO, 00NOTHUMEIbHOU
UHOPpMAauuU o HexxenamesbHbIX
peakyusix, bbls1o Yemko onpeoesieHo,
KakoU umMeHHo buosioauyeckuti
JleKapcmeeHHsbIl npenapam,
8bINUCAHHbIU, OMNYWeHHbIU unu
NpoOaHHbIU Ha OaHHOU meppumopuu,
A8/15emcs NpednosiazaemMbim 8
OMHOWeEeHUU Ka0020 KOHKPemHoz20
CJ/lyy4as HexenamersibHoU peakyuu,

C yKazaHuem mop208020 HaUMeHOBAHUA
(8 coomeemcmeauu co cmameel 1 (20))

U HoMepa cepuul.




GOapmakoHaasop. MprHUMNbI Hagnexalyen NPakTUKN GapmakoHag3opa
1 PeKOMEHJALMMN B OTHOLLIEHNMN BUOTepaneBTUYECKUX NpenapaTos

CneflyeT OTMETUTb, UTO OpraHn3aLms HageXHOWN cucTeMbl dapmMakoHaa3opa Heobxoauma
B OTHOLLIEHUV BCEX JIEKAaPCTBEHHBIX MPenapaToB, HO 0COBEHHO 3TO BaXXHO AnsA buoTepanes-
TUYECKMX NIEKapCTBEHHDBIX NpenapaTtoB.”? Crelndryeckne XxapakTepuUCTUKMA TakNX CIIOX-
HbIX MPEnapaToB, VX IMMYHOTE€HHbI NMoTeHUMan, TpebyoT NPUCTaNbHOrO MOHUTOPUHTA
6e3onacHocTu. Perynupytowme opraHbl EBponeiickoro Cotosa (EC) paspaboTtany MmexaHu3-
Mbl Ana ycuneHua OH, utobbl obecneunTb HaLEXHYIO AEHTUdUKALMIO NeKapCTBEHHOrO
npenaparta, B OTHOLIEHNM KOTOPOrO MOJyYeHO COOBLLEHNE O HEXEeNaTeNbHbIX peakumsax.’
YnpaBsieHvie N0 KOHTPOJIO 3a Ka4eCTBOM MULLEBbIX MPOAYKTOB U JIeKapCTBEHHbIX Mpena-
patos CLUA (FDA) cdopmynrpoBano nofobHoe NpeanoxeHre B NpoekTe PykoBogcTBa No

6110MoA06HbBIM NleKapCTBEHHbBIM NpenapaTtam B despane 2012 r.'°

B xope HepaBHero o6cyaeHNs 0cobeHHOCTeN GapMakoHaa3opa GroTepaneBTUYecKmX
NeKapCTBEHHbIX cpefcTB B VHcTUTyTe BpyKrHrca, BawmHIToH, 6bi10 chopmynmpoBaHo
cnepytoulee nonoxeHve: “IpGeKTMBHOCTb crcTeMbl OH 3aBUCKUT OT BO3MOXKHOCTU TOY-
HO UIEHTUPMLMPOBATb KOHKPETHbI JIeKapCTBEHHDIN NpenapaT 1 onpeiennTb CBA3b ero
NPVIMEHEHVA C HAbNIOLAEMBIMU HeXenaTesbHbIMK peakumamn”.! DTa 3agava CTaHOBUTCA
BCE Gosiee CNIOKHOM B MUPOBOM MacluTabe 13-3a 60MbLIOro UMCa PasfvuHbIX KNaccoB
6roTepaneBTUYECKUX MPenapaToB, BKYas 6ruonofobHble n gpyrue 6uotepanesTuye-
CKue NeKapCTBEHHble NMpenapaTbl, 3aperucTpMpOBaHHbIe MO Pa3fNYHbIM PEryiaTOPHbIM
npouenypam. MOHUTOPVHI Ha YPOBHE KOHKPETHOro MeAMLIMHCKOro NpofyKTa (npocrne-
KUBaeMocTb, traceability) — ocHoBHas uenb cnctembl ®H 6roTepaneBTNYECKUX NeKap-
CTBEHHbIX CPEACTB; 3aAa4Ya COCTOUT B TOM, YTO6bl AOOUTHCA NOLOOHOIO OTCNEXMNBAHUA
B Npefeniax OTAeNbHO B3ATbIX CTPaH C Nocneayowmum obbearHeHnem nHbopmaumn B
rnobanbHOM MacluTabe Ans KOPPEKTHOWN NAEHTUUKALUM 1 OLEHKM CUTHANOoB Mo 6e3-

onacHoCTu.

7Giezen et al. Safety-Related Regulatory Actions for Biologicals Approved in the United States and
the European Union. JAMA, 2008; 300(16): 1887

8Giezen, T., et al. (2009). Pharmacovigilance of Biopharmaceuticals. Drug Safety 32(10): 811-817.

?Regulation (EU) No 1235/2010 of the European Parliament and of the Council of 15 December
2010. Official Journal of the European Union. 2010;348:1-16; Directive 2010/84/EU of the European
Parliament and of the Council of 15 December 2010 amending, as regards pharmacovigilance,
Directive 2001/83/EC on the Community code relating to medicinal products for human use.

"WFDA. Guidance for Industry. Scientific considerations in demonstrating biosimilarity to a
reference product (February 2012); section VIII.

""Engelberg Center for Health Care Reform at Brookings, Developing Systems to Support
Pharmacovigilance of Biologic Products: Discussion Guide (Nov. 15, 2013) (Brookings Paper).

OcHo8Hble npuHyunei

* Bce nekapcTBeHHble
npenapaTtbl MOTyT Bbi3BaTb
HeXkenaTesibHble peakuuu
(HP). BuotepaneBTnueckue
neKapcTBeHHble npenaparbl
obnajatoT yHNKanbHbiMU
XapakTepucTukamu,
06ycnoBneHHbIMU UX
6ronornyeckon npupogomn
1 CJI0’KHOW CTPYKTYpPOW,
uTO TPEbyeT NUHANBMAYANIbHOTO

OTC/IEXXKNBAHUA HeXeJaTeJibHbIX

peakuui. Hekotopble

cnyyau MoryT 6biTb
HACTOJIbKO pegKUmMu, 4To ux
HEBO3MOXXHO BbIABUTb Ha
3Tane npegperucTpayuoHHbIX
KJIMHUYeCKNX UCC/Ief0BaHni,
BnocneaCcTBMN OHU MoryT
NPUBOAUTb K Pa3BUTUIO
He)KenaTesIbHbIX peakunin
WNu faxke K CHUPKeHUIo
3dppeKTNBHOCTMU
neKapcTBeHHOro npenapara.




MapmakoHag3sop. MprHUMNbI Hagnexalyen npakTnky GapMakoHaa3opa
N peKoOMeHAaLMK1 B OTHOLLEHMN BroTepaneBTNYeCKUX NpenapaTos

Ba)xHocmeb npodiaexueaemocmu
6uomepane6muquKux npenapamoe

Kak 6b1n10 oTMeueHo B NpeAblAyLiemM pasfene, BO3MOXHOCTb TOUHOW MAEHTUGVKALUN KOHKPETHOTO
61oTepaneBTMYECKOTO NpenapaTa 1 ero Homepa Cepuyi ABIAETCA OCHOBOW Haanexaluen crctembl OH.
113-3a cBOEI CNIOXKHOCTU B1OTEPaneBTNYECKME NIEKAPCTBEHHbIE MPenapaTbl MOTYT Bbi3blBaTb HEXe-
natesnbHble UMMYHHbIE PeaKLyu, KOTOPbIe Pa3nnyHbl MO AWana3oHy N BO3MOXHbBIM OCNIOXKHEHWAM,
KpOMe TOro, MHOTfa UX CII0KHO CBOEBPEMEHHO MAEHTUGMLMPOBaTb. COXHDIA NPOLECC NPOn3BOA-
cTBa 6VI0TepaneBTUYECKUX MpenapaToB BO MHOrOM OnpefeNiAeT CBONCTBA KOHEYHOTO NPOAYKTa, 1
NMOCTOAHCTBO AAHHOMO NPOLeCcca JOMKHO HAXOANTLCA NOA CTPOrMM KOHTpOsieM. VI3meHeHwsA B Npo-
Liecce NPOM3BOACTBA, CllyYaliHble U NpejHaMepeHHble, MOTEHLMAIbHO MOTYT MPUBOAUTD K Pa3Bu-
TUIO HEXeNaTeNbHbIX PeakLUui, KOTOpble BO3HUKAIOT MHOTAA MO UCTEYEHNN MHOTUX MecALeB nocse
Hauana neyeHus. Moatomy Ana GroTepaneBTUYECKUX IeKapCTBEHHbIX NPEenapaTos, Mo CPaBHEHMIO
C TPAZMLMOHHbIMY NpenapaTamu, NMoslydeHHbIMY NyTEM XMMUYECKOro CMHTe3a, 0COGEHHO BaXHO
NOCTPErncTpaLmoHHoe HabnoaeHe Ha YPOBHE KOHKPETHOTO JIeKapCTBEHHOro Npenaparta. MonHas
NPOCNEXNBAEMOCTb HEOOXOAMMA HE TONBKO AJIA TOro, YTOObI TOUHO ONpeAennTb bruoTepaneBTUYe-
CKWI1 NpenapaTt n HOMEep CEPUK, K KOTOPOMY OTHOCKTCA KOHKPETHOE COOBLLeHNe O HexenaTenbHom
peakLuu, HO 1 AN MOATBEPXKAEHUA TOTO, YTO 3TO AENCTBUTENIbHO MEHHO TOT IEKAPCTBEHHbIN Npe-

napar, KOTOprIh 6blN1 N3HAYANbHO BbIMKWCAH nauneHTy (cm. PUCYHOK 1.

HasHauyeHwne OTnyck Coob6weHune o HP

4 4 4

NoeHTndunumpo- NoeHtnéuumpo- NpoeHtndunumpo-

BaHHbII npenapar BaHHDbII npenapar

MNMoareepxaeHne

BaHHbIN Npenapat

PricyHok 1: TlonHas npocnexmnBaemMoCTb Ha MPOTAXKEHUW BCEI LieNOYKN
Ha3HaueHVe-0TMYCK-COOOLLEHMNE O HEXeNaTeNbHbIX PeaKLMAX

C Lienbio JOCTUXKEHMA MOHON NPOC/EXNBAEMOCTN B1OTepaneBTUYECKMX NpenapaToB Heo6XoaUMbI NX
yeTKaa naeHTUdMKaLma 1 yyeT. OCHOBHbIM METOAOM MAEHTUUKALMI ABNAETCA NCNONb30BaHWe pas3nu-
YMMOTO Ha3BaHWA NpenapaTa, YH1KanbHOro 1 eAnHoo6pasHOro BO BCemM MUpe AJiA Kaxkoro buotepa-
NeBTUNYECKOrO JleKapCTBEHHOTO npenaparta. Homep cepum Takxe ABNAETCA BaXXHbIM UAEHTUDMKATOPOM
[N obecrneyeHUa NPOCNEXMBaEMOCTI JIeKapCTBEHHOTO Npenaparta 1 ABNATCA 0COOeHHO HeobXxoam-
MbIM [115 BbIABNIEHNA HeXenaTenbHbIX peakLui, aCCOLMMPOBAHHbIX C KOHKPETHOW cepueit ekapcTBeH-
HOro npenapata KOHKPETHOro fiep»aTena PerncTpauvioHHoro yaoctoBepenna. OfHako HefaBHue
1CCneAoBaHA B OTAENbHbIX PErMoHax noKasasnu, YTo HoMep Ceprm He Tak YacTo yNoMMHaeTcs B coobLje-
HMAX O HeXxenaTenbHbIX peakuyuax.'”? oaTomy AononHuTeNbHble CPeACTBa MAEHTUGUKALMN U perncTpa-
LMK HeobXoAMMbI Ha BCeX STanax obpalleHns NeKkapcTBEHHOro Npenapara: HasHauyeHre npenapara,
OTMNYCK, YYeT, OTYET O HEXeNaTesbHbIX PeaKuMAX U aHanu3 curHana, bnarogapa KOTOpbIM OTYeT
O HeXKenaTeslbHON peakLuum, MoayUYeHHbI B pamKax 60 PUCANKLUM, NO3BONNT YCTaHOBUTbL

CBA3b JaHHOW peaKLnn C KOHKPETHbIM NeKapCTBEHHbIM MpenapaTom, Ha3HaYeHHbIM nauneHTy.

2Vermeer, N., et al. (2013). Traceability of Biopharmaceuticals in Spontaneous Reporting Systems: A Cross-Sectional
Study in the FDA Adverse Event Reporting System (FAERS) and EudraVigilance Databases. Drug Safety 36(8): 617-625.



(MapmakoHagzop. MNprHUUNbI Hagnexalen NpakTUK1 papmakoHaaopa
N peKoOMeHAaLM1 B OTHOLLEHMIN BroTepaneBTUYeCKUX NpenapaTos

Ecnn HP Ha npenapat
pa3BuBaeTca npun
Ha3HayeHun
npenapaToB TONIbKO
no MHH:

Bpay Ha3HauaeT
npenapaTbl TONbKO
no MHH

QapmaLieBT OTNyCKaeT
Havbonee JOCTYyrHble
1M Hanbonee JelleBble
6uoTepaneBTNYECKME
nperapatbl C TaKNM e
MHH

3aasutenb HP He
MMeeT Henocpen-
CTBEHHOrO jOoCTyNna K
nHpopmaLun, Kakoi
VMeHHO npenapar
6b1n OTMNyLLEH NALNEHTY

Heun3gecTHO, Kakomn
WNMEHHO JIEKapCTBEH-
HbI Npenapar Bbi3Ba
HP

Ecnn HP Ha npenapat
pa3BuBaeTca npu

Ha3HayYeHn NnpenapaTos
no MHH v Toprosomy

HannMeHOBaHMIO:

Bpau Ha3HauaeT
npenapartbl Mo TOpPro-
BOMY HaVIMEHOBAHMIO
UK PasINunNMomy
MHH

(apmaLieBT OTNycKaeT

J'IeKapCTBeHHbIIZ npenapar

Mo TOpProBomMy Hanme-
HOBaHWIO TN KOHCYJb-
TUPYETCA C BpayoM AnA
corlacoBaHMA 3aMeHbI

3aasuTenb HP TouHo
3HaeT, KaKoil UMeHHO
NneKapcTBeHHbIN npe-
napar 6bli NpeaocTas-
NeH NauneHTy

Bpau nonyyaet nHdop-
mauwmto o HP, accounn-
[POBaHHbIX C KOHKPET-
HbIMW JIeKapCTBEHHbIMU
npenapaTtamu

Taknm 06pa3om, Ha3HaueHVe MPenapaToB Mo TOProBbIM HaMe-
HOBaHMAM 11 pa3fiNyaeMbIM MeXXAYHAPOLHBIM HEMATEHTOBAHHbIM
Ha3BaHuAM (MHH) no3BonseT Bpayam noyuntb MHGOpMaLmio
0 TOM, KaKO IMEHHO JIEKapCTBEHHbIV NMPenapar Bbl3Bas
HaboAaeMble HeXeslaTeslbHble PeakLu.

OcHo8Hble npuHyuneli

* Bce 6uotepaneBTuyeckme
NleKapCTBeHHble Npenaparbl,
BK/louana 6monofo6Hbie,
OOJKHbI UMETb pasnnynmble
YHMKa/bHble HaVUMEHOBAHUS,
KOTOpble YeTKO OT/INYaloT NX
OT ApYyrux 6uoTepaneBTUYECKNX
npenapartoB. 3To o6ecneynt
BO3MO>KHOCTb YETKOMN
npeHTuduKaymum,
6e3onacHoe Ha3HaueHue

1 OTNYCK MaLyeHTy,

a TaK»e No3BOJINT TOYHO
yunTbiBaTb M aHaNM3MpoBaTb
DaHHbIe 0 HeXeNnaTesbHbIX
peakuumsax (T.e. obecneunTb
NpocCneXnBaeMmocCTb).

¢ OyeHb BaXKHO, YTOODI
crneuvanucTbl 3aPaBOOXPaHeHUsA
6b1/11 NPONHGOPMUPOBAHDI

0 Heo6xoaumMocCTun
MCMosnb30BaThb pa3nnyMmMble
HaMeHOBaHWA NPY Ha3HaYeHNN
1 oTNycKe. DTO NO3BONAUT
rapaHTMpPOBaTh, YTO KakAas
BblfIB/IeHHAs HeXenaTesnbHas
peakuus 6yaeT accoyMpoBaHa
C COOTBETCTBYIOLWM
6roTepaneBTNYECKUM
neKapcTBEeHHbIM NpernapaTom

1 KOHKPETHbIM HOMEPOM Cepuu.

PricyHoK 2. Pa3nnuvmMble HaMeHOBaHMSA - rapaHThA NPOC/IeXXMBAEMOCTY Npenapara

Mpobnembl ¢ NpocneXKrBaeMoCTbio Mpernapata MOryT ObiTb 06yCrI0BNeHbl PAAOM NPUUKH. Mprmep no-
KasaH Ha prcyHke 2. OH UNIOCTPUPYET CUTYaLIo, KOrAa eKapCTBEHHble NpenapaTbl UMeoT OfMHaKO-
Bble HeMaTeHTOBaHHble HAUMEHOBAHVA — B 3TOM Cllyyae Bpay 1 GapmaLieBT He PUKCMPYIOT YHUKaNbHOe
Ha3BaHMe npenapata, KOTopblii Obl Ha3HaueH 1 oTnyLeH nauveHTy. CooTBETCTBEHHO, 3asaBuTenb HP,
KOTOPbIM MOXET ObITb Bpay Unn NaLWeHT, JOIKEH BbIACHUTb, KaKoii UMEHHO Npenapart Bbi3Ban JaHHY0
peaKLmio, YToObl NpeAoCcTaBUTb MHPOPMaLIMIO O Clyyae AepXaTesto perncTpaLMoHHOro yaocToBepe-

HUA NN PETYIATOPHBIM OPraHam.
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C6op coobuweHuUl 0 HexxenamesibHbIX
peaxkyusx u eblsesieHue cuzHana

BTopbim BaxkHbIM 3n1emeHTOM OH ABNAETCA BO3MOXKHOCTb YCTaHOBNIEHWNA NPUUYNHHO-CNIEACTBEH-
HOWI CBA3U MeXAy NPYMEHEHNEM NIeKapCTBEHHOTO Mperapara v BO3MOXHbIMU rcxogamu HP.®
7O OCYLLECTBAAETCA C MOMOLLBIO MPOLIECCA BbISIBNIEHUs CrHana. Kak oTMeuanoch Bbllue, CricTe-
Ma dapmaKkoHaA30pa — 3TO BaXKHblii MHCTPYMEHT YMOJIHOMOYEHHbIX OPraHOB 3[1paBOOXpaHe-
HVA ANA NMOCTOAHHOW OLIEHKN COOTHOLLEHUS NOMb3a/PUCK Ha NPOTAKEHNN »KU3HEHHOTO LKA
NeKapCTBEHHOTO Npenaparta. Becb Lukn paspaboTky 1 nocnegyollas npoLleaypa perncrpaumm
NleKapCTBEHHOTO Npenaparta HanpaeeHbl HA TO, YTOObI raPaHTUPOBaTb SPHEKTUBHOCTL 1 6E30-
MacHOCTb JIEKapPCTBEHHbIX MpenapaToB. B To »e Bpems, BaXKHO Kak MOXHO GbicTpee obecreunTb
[OCTYMHOCTb MaLieHTaM JIEKapCTBEHHbIX NpernapatoB. Heo6xoaymMo pasymMHOe COOTHOLLEHME
MeXAy KONIMYECTBOM 1 TUMOM [iaHHbIX (HanprMep, AaHHbIE O BbIKMBaeMOCTU, GapMaKkoamHa-
MUYecKas KOHeYHas TouKa), KOTopble JOMKHbI ObITb MPeAOCTaBNeHbl HA MOMEHT PerncTpaLmy,
N [JaHHbIX, MOMlyYaeMblX MoCsie PerncTpauum (Hanpumep, MakcMManbHOe KOMMYeCTBO Mnauu-
€HTOB, NoMyYMBLIMX Npenapat). [1o Mepe yCNoXHeHNs CTPOeHUsA NpenapaToB 3TO PaBHOBeCHE
CTaHOBUTCS OCOBEHHO BaXKHbIM, MOCKOIbKY MPUXOAMT OCO3HaHWE TOro $paKTa, UTo KIMHUYECK/e
MCCeoBaHNUA B MpoLecce pa3paboTKy IEKaPCTBEHHOMO Mpernaparta He MOryT rapaHTUpOBaTh
abcontoTHO yBEpPEeHHOCTM B 6e30MacHOCTM Npenapata. Takum 06pa3om, HaLMoHasbHbIe peryns-
TOPHbIE areHTCTBa (PerynATopHble opraHbl) U GpapmMaLieBThYecKas NPOMbILLNIEHHOCTb HAXOAATCA
B MOCTOAAHHOM MOUCKE PUCK-OPUEHTVPOBAHHbIX MOAXOA0B, MO3BONAIOLWMX 06ECneunTb Hanbo-
nlee paHHWIN JOCTYM K NIEKapCTBEHHBIM Mpernaparam v, BMeCTe C TeM, FapaHTMPOBaTh afeKBaT-
Hy10 3GPEKTUBHOCTb 1 6e30MacHOCTb 3TKX MpenapatoB. Mofo6HbIe NoAXombl OCHOBbIBAKTCA
Ha JOMNOSHUTENBbHOW MHbOPMALIY, MOMYYaeMON YXKe Nocsie PerncTpaLmy npenapara, ¢ Lesbio
NPOSCHEHNA BOMPOCOB, KOTOPbIE OCTaBANINCh HEACHBIMY Ha MOMEHT PernucTpaumy npenapara u
[1A NOATBEPXKAEHNIA COOTHOLLEHMA MOJb3a/PUCK YKe NO pe3ynbTaTam NPUMEHEHNS B pearbHO

KNMHNYECKOW NpaKTuKe.

B cuny MHOroo6pasuisi 1 HY3KOW YacTOTbl OTAENbHBIX OXKMAAEMbIX HEXKENATeNbHbIX PeakLmii Ha
6rioTepaneBTNYECKIE NIeKapCTBEHHbIE NpenapaTbl, cuctemMbl OH AOMKHbI ObITb UyBCTBUTENbHBI K
BbISIBNIEHUIO U3MEeHeHI B YacToTe HP, nx npupoge 1 TsKeCTu, a TakxKe ObiTb B COCTOSIHUM KOPPEK-
THO COOTHECTM 3TU CUTHASIbl C KOHKPETHBIM JIEKapPCTBEHHBIM MpenapaToMm. B HacToswee Bpems
CYLLIeCTBYIOT pasnuyHble MeToAbl papMakoHaf30pa, NPy 3TOM Harbornee WUPOKO BO BCEM MUPE
NCMOnb3yeTcA METOA cbopa CMOHTaHHbIX coobuieHnin o HP. pyrve, 6onee cnoxHble MeToAbl,
TaKme Kak MeULMHCKNE PErncTpbl Uy PETPOCMEKTUBHDIN aHann3 CywecTBytowmx 6a3 gaH-
HbIX, TAKXXE MOTYT UCMOJIb30BaTbCA C YUETOM CrieLubrKn onpeaeneHHbIX NPOAyKTOB (Knac-
COB) UK CJlyYaeB. B OTHOLLEHNN MHOXECTBA JIEKapPCTBEHHbIX MPenapaToB G1OorMyeckoro Npo-
NCXOXAEHNA, 0COBEHHO NPeAHa3HaUYeHHbIX ANA NNeYeHNs Cepbe3HbIX 3a60neBaHU, UCMONb3YIOT

pPerncTpbl gnAa I'IO,D,pO6HOI'O N3yyeHna OTHOCUTENbHO 3a/leiCTBOBAHHOM nonynayunu nalneHTosB.

Haunbonee wupoko ncnonbyemble Metoabl OH 6a3mpytoTca Ha CMOHTaHHO OTYETHOCTY O BO3-
MOXHbIX HP 11 MHOTVIe BaXHble CUrHasbl Mo 6e30MacHOCTM Gbinv MOyYEHbl UMEHHO STVM MyTEM.
K HepgocTaTkam meTofia c6opa CrOHTaHHbIX COOBLUEHNI OTHOCATCA HI3KMIA ypOBEHb coobLLae-
MOCTW, HEMOJIHOTa NPeAOCTaBAAEMON MHPOPMALIM U BbICOKasA 3aBUCUMOCTb OT 13BECTHBIX UK
HeM3BeCTHbIX BHELWHUX $aKkTopoB." Kpome TOro, obunmne CnoHTaHHbIX COOBLUEHNIA YCNOXHAET
aHanM3 N MefULIMHCKYIO OLEHKY KOHKPETHOrO Cilyyas, Mo3TOMy BCe 6GOSblLUylo aKTyasnbHOCTb
nprobpeTaeT pa3paboTKa CIOXKHBIX U Cneyndryecknx WHCTPYMEHTOB AN BbiABAEHUA

*Engelberg Center for Health Care Reform at Brookings, Developing Systems to Support
Pharmacovigilance of Biologic Products: Discussion Guide (Nov. 15, 2013) (Brookings Paper).

“The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP).
Guide on Methodological Standards in Pharmacoepidemiology (Revision 1).
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3aKOHOMEPHOCTE B MOMYYEHHbIX AaHHbIX (Hanpumep, AMCNPOMOPLMOHANbHbINA aHanus).'”®
[ins obneryeHns aHanm3a 3Trx AaHHbIX CMOHTaHHble coobLueHuns o HP koHconuampyioTcs B 0606-
LLieHHble 6a3bl AaHHbIX, HO V1 MPU UX UCMOMb30BaHUM €CTb OrPaHNYeHUs, Takve Kak pasnnyms B
BE[IEHNV OTYETHOCTU B OTAENbHbIX CTPaHax, CyLLeCTBEHHAA pasHuLLa BO BPEMEHU MeX[y pas-

BUTNEM peaKkUunn N BHECEHNEM VIHd)OpMaLl,VIVI B 6a3y AaHHbIX.

lMpumepol 6a3 OAHHbIX

BO3 MexpayHapoaHas lNporpamma MOHUTOPUHIa IeKapCTBEHHbIX
npenapatos (Vigibase) http:/www.umc-products.com/DynPage.
aspx?id=73590&mn1=1107&mn2=1132

US FDA Cnctema OTYETOB O HeXKeNaTeNlbHbIX peakumax gna
nekapcTBeHHbIx npenapatoBs (FAERS) http://www.fda.gov/Drugs/
GuidanceComplianceRegulatorylnformation/Surveillance/
AdverseDrugEffects/default.htm

Bba3a gaHHbIX papmakoHaasopa B EC (Eudravigilance)
https://eudravigilance.ema.europa.eu/highres.htm

Peaucmp - 3TO OpraHM30BaHHaA CUCTeMa, B paMKax KOTOPOW WCMOJfb3yeTca MeTof Ha-
6ntoAeHVA AnA coopa OAHOPOAHBIX AAHHbBIX B OMpeAeneHHON MONYNALMM C KOHKPETHbIM
3aboneBaHvem, ycnoBuem uwnv Bo3pencTsuem.” B upeane pernctp [OmKeH BKOYaTb
KOHTPOJIbHYIO FPYnny 1 He BCeraa npeanonaraeT Ha3HauyeHvie MmauueHTam onpefeneHHo-
ro npenapata. HeobxoAMMO OTMETWTb, YTO Ha MPAKTUKE CMOHTAaHHO MpefoCTaBfiEHHbIe
AaHHble MOTYT 6biTb HETOUHBIMU 1 HeMoMHbIMU. Kpome Toro, yuacTue B peructpe ABnaeTca
AOOPOBOSIbHBIM 1 MMeeTCA BOMbLUOM Avana3oH MonyvyaeMblX AAHHbLIX B 3aBUCMMOCTU OT
NPVHATBIX NPAKTVK 1 NpaBu. PerncTpbl He CywecTByoT camu No cebe — oHY popmmpyIoT-
CA U3 peanbHON cpefibl U NCMONb3YITCA Kak UCTOUYHMK UHGOPMaLIK, Ha OCHOBE KOTOPOW
MOryT OblTb MpoBefeHbl SMUAEMUONOrMYecKre NCCNefoBaHUA B COOTBETCTBMM C MpaBu-
namn  Hagnexallen dapmakosnuaemmonorun. HexxenatenbHble peakuuy, COb6paHHble
B peructpe, 06pabaTbiBaloTCA Tak »Ke, Kak U CMOHTaHHbIe COOOLUEHMNA 1 BHOCATCA B 6a3bl faH-

HbIX, ONCaHHbIE BbILlE.

He3aBMCMMO OT UCTOYHUKOB MPOUCXOXKAEHNA AaHHbIX, GOPMMUPOBAHME CUrHAMOB onpeae-
naetca KonnyectsoM HP, nonyuyeHHbIX Ha NPOTAXKEHWN ONpeAeNeHHOro Nepuoaa BpemeHmn
B OTHOLLEHMMN KOHKPETHOro AeCTBYIOLLEro BelecTBa Uan nekapcTBeHHOro npenaparta. lNpe-
BblLLIEHVIE KOJIMYECTBA COOBLLEHNI MO OTHOLLEHMIO K OXKMAAaeMOMY At laHHOTO Npenapara
CYMTAETCA CUFHANIOM 1 TpebyeT fanbHeNWwero n3yyeHuns 1 oueHKN. “Oxungaemble” nokasare-
JIN OTYETHOCTN MOTYT BbiTb CBA3aHbl C APYTUMUN AeACTBYIOLMMM BELLeCTBAMU/NIEKaPCTBEH-
HbIMU NpenapaTamu. MPUHLUMBI TaKMX BbIYNCNIEHWIA MOKa3aHbl Ha PucyHke 3. Yem 6onblue
6a3a [laHHbIX, TeM 6onee penpeseHTaTUBHbIMU OyayT “OX1aaemMble” MoKasaTenm OTYETHOCTY.
TakKe He06X04MMO OTMETUTb, UTO OLIMOOYHAA KnaccuduKauma ogHoOM UM HeCKoNbKnx HP
MOXET NPUBECTM K CyLLIeCTBEHHOMY MCKa)EHMI0 pe3ynbTaToB, YTo, B CBOK ouepefb, MPUBo-

[T K OLINGKe B pPacno3HoBaHUU CUrHana, 0Cco6eHHo AnA penknx HP.

5 Almenoff JS, Pattishall EN, Gibbs TG, DuMouchel W, Evans SJW, Yuen N. Novel statistical tools for
monitoring the safety of marketed drugs. Clin Pharmacol Ther 2007;82:157-66.

®The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP).
Guide on Methodological Standards in Pharmacoepidemiology (Revision 1).

”Guideline on Good Pharmacovigilance Practices (GVP) - Module V, EMA/838713/2001.
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OcHo8Hble npuHyUnoI Nudopmaumsn

* CuctemMbl OTYETHOCTHN
®H gonxHbl 6bITb NPOCTHI 3anBuTenb

B UCMOJIb30BaHUWN, YTOODI

obecneunTb BO3MOXKHOCTb

NpeaoCTaBAATb COOOLEeHNs 3aperucTpu-

poBaTbCA B
0a3e JaHHbIX,

0 HeXenaTenbHomn peakynn
AnA BCeX y4aCTHUKOB

Cpenatb oTyeT
B COOTBETCTBU
c TpeboBaHu-

OLeHUTb CAlyyain
Y 3aMoJTHNTb

popmy

npouecca, BKn4aa

nauneHToB N cneynanncrtos AMU BHELUHUX

31paBOOXpPaHEeHUA; TaKXKe 6a3 AAHHbIX

OHW [OJTKHbI GbITb XOPOLIO

CTPYKTYpUpPOBaHbI AnA C3 = CneumnanucTbl 34paBoOXpaHeHNA
HPA = HaumoHanbHoe perynatopHoe areHTCTBO (perynaTopHbI OpraH)
[PY = nepxatenb perncTpaloHHOro yjoCcToBepeHna

ocyuecTBneHns 3¢pGpeKTUBHOro

dHanunisa faHHbIX
O HeXeJlaTeJibHbIX peakunax
Ha 6VIOTepaHEBTVI'-IECKI/Ie

MpoBepka 4 BeecTu
HegoCTaloLLeil TOproBoe Ha3BaHue
MHGOpMaLK; 3anpoc NeKapCTBEHHOTO
AONOAHUTENbHOM npenapata, ecnu
nHGOpMaLmn AOCTYMHO

JieKapCTBeHHbIe npenapartbl.

* OpraHbl 34paBoOXpPaHeHNH,
perynsaTopHbie opraHbi,

nccnepgoBarenn OueHnTb
Cepbe3HOCTb U Npu-
UMHHO-C/IeACTBEHHYIO
cBA3b; B Cllyuae
COMHEHWI - OLleHNUTb

noxoxwue cnyyan

Mposepka
060CHOBAHHOCTIN
BK/IlOYAET NPOBEPKY
HP B 6a3ax gaHHbIX
KOMMNaHuu

1 papmaLeBTUUECKME
KOMMNaHWy BOJIKHbI UMETb
BO3MO>KHOCTb NPOBECTU

AHaJIn3 KaK Ha YpOBHe KJjlaCcCa

neKapCTBEHHbIX NpenapaToB McTounik: MSD.

(Hanpumep, 3pUTPONOSTUHBI), PrcyHOK 3: My Tb COOBLLEHNIN O HeXXenaTeNbHbIX peaKLAX Ha NeKapCTBEHHbIN
TaK 1 Ha ypPOBHE OTAENbHOrO npenapat OT 3aABUTENSA 0 KOHEUHOW 6a3bl JaHHBIX

npenapara (Hanpumep, no PaHHee BblABIEHMe, MOCNEaYIOLIan He3aMeINTeNbHasA OLieHKa 1 MOATBEPXKAEHUe CUrHa-
KOHKpeTHOMY npoussoguTtesio fla BaXKHbl, OCOGEHHO MPU BO3HUKHOBEHWW HEMPEABUAEHHbIX HeXenaTeNbHbIX peakLuunii
unun pepx<atenio PY) ana (HHP) Ha onpefeneHHbIN NeKapCTBEHHbI MPenapat. To NO3BONAET OCYLIECTBUTL ObICTpble
1 TOYeUHble OTBETHble [EWCTBUA; HanpyMep: MUHUMM3ALMA pUCKa 3a CYET U3MEeHeHUA

Ka»xxgoro 6I/IOTepal1€BTVI‘-IeCKOI'O
VHCTPYKLUMU MO MEAMLWHCKOMY MPYMEHEHWIO, B3aVMOAENCTBre CO  CreumanicTamn
JIeKapCTBeHHOro npenaparta.

3apaBooxpaHeHus (C3), BpemeHHoe MpMOCTaHoBNeHUE O6paLieHUs feKapCTBEHHO-
ro npenapara. Yem 6Gosnblue BpeMeHU 3aHUMAET MPOLECC Pacro3HaBaHWA CUrHana, Tem

Gonblue naumeHToB ByayT nogsepeHbl pucky HP. Mpu novcke crrHana orpaHnYeHHOCTb

[aHHbIX UrpaeT onpeAensioLlylo posb [JIA OLEHKN 0OOCHOBaHHOCTU CUrHasna, nmo3Tomy
cicTeMa OOHapyXeHUA CUrHana AO/MKHA MPOBOAWTLCA C MPUMEHEHWEM MPU3HAHHBIX,
HaZIeXHbIX METOAVIK 1 MEXANCLMMIVHAPHOTO MOAXOA], BKIOUAA CTaTUCTUYECKUIN aHanm3
COOTBETCTBYIOLMIN 0bpabaTbiBaeMoMy 06beMy fjaHHbIX. [TOATBEPXAEHNE MPUUYNHHO-CNeA-

CTBEHHOW CBA3M BCeraa 6y,qu Tpe6OBaTb NOonCKa OONONHUTENbHbIX AOKa3aTesbCTB.
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lnaH ynpasneHusa puckamu
U Mepbl No UX MUHUMU3ayuu
8 cucmeme ¢hapmakoHao3opa

Ha MOMeHT perncTpaLm fiekapcTBeHHOro npenapata Hpopmauma no 6esornacHocTu ne-
KapCTBEHHOrO CpefCTBa ABNAETCA HEMOJHON B CPaBHEHUM C TeM 06beMOM MHPOpMaLMK,
KOTOPbIA MOXET OblTb HAKOMJIEH B MpoLiecce NMpYMEHEHUA NIeKapCTBEHHOTO MpenapaTa B
KNMHMYeCKol npakTyvike. [laHHble, COOpaHHble AnA Lienein peructpaumy, MoryT YacTuyHO
cofepaTb N3BECTHbIE UMM MOTEHLManbHbIE PUCKY 6€30MacHOCTV ANA NaLMEeHTOB, OCHOBAH-
Hble Ha pe3ynbTaTax AOKMMHUYECKUX N/UAN KIIMHUYECKNX 1ccnefoBaHuii. Mpn 3Tom He nc-
KJI0YEHO, YTO MMeeTCA He[JOCTaTOK MHPOPMaLIM B BUAE “KPUTNYECKNX MPOBENoB B 3HaHNAX
MO KOHKPEeTHbIM Npobriemam 6e30nacHOCTU AnA onpefeneHHbIX FPymnn HaceneHms, KoTopble

UCTONb3yHOT JIeKapCTBEHHbIN npenapat”. '

KomnaHus, oTBeTCTBEHHaA 3a 6UOTepaneBTUYECKMIA Npenapar, pa3pabaTbiBaeT 1 cornaco-
BbIBaeT MniaH no 6e30mMacHOCTH, U3BECTHDIN Kak MnaH yrnpaeneHuna puckamu (MYP) ¢ ynon-
HOMOYEHHbIM PerynaTopHbiM opraHom. [YP fonxeH cofep aTb BCe 3BECTHbIE U MOTEH-
LmanbHble PUCKK, NepeyeHb JaHHbIX, MoAnexalumx nocnegyolemy coopy 1 aHanusy c

Lenblo OUeHKN 6e30MacHoCTn KOHKPETHOro IeKapCTBEHHOIO npenapara.

EBponelickoe AreHTCTBO Mo JiekapCTBEHHbIM cpefcTBam (EMA) 0603Hauunno

npegHa3sHauveHue MYP kak psag meponpuatui no OH, koTopblie:

» HanpaBneHbl Ha yTouHeHne npodunsa 6e30nacHOCTY IeKapCTBEHHOTO
CpepacTBa;

« MnaHnpyloTca 3apaHee A5 OLEHKN N3BECTHbIX PUCKOB U BblABNIEHNSA
HOBbIX PMCKOB, a TaK>Ke AJA pacluMpeHns 3HaHM o npodune
6e3omacHoOCTU Npenapara;

« MMnaHnpyoTCA 1 OCYLECTBAAIOTCA C LieSIblo MUHMMU3ALMMN U CMATYEHNA
N3BECTHbIX PUCKOB U OLIEHKN 3G HEKTVBHOCTU NPEANPUHIMAEMbIX
ycunuia no 6esonacHoctn.'”

Bo mHorux ctpaHax MYP — oba3aTenbHoe ycnoBre AnA NoayYeHUA pPerucTpaLmMoHHOro
YAOCTOBEPEHUSA C YCJIOBMEM NOC/eAyIoLLEero O6HOBMIEHNA Ha MPOTAXKEHNMN BCETO KN3HEHHO-
ro UuKna npernapara no pesysnsratam meponpuatiin no ®H 1 cobpaHHbIX AaHHbIX 0 6e30-

NnacHOCTW.

"®Annex IV, ICH-E2C(R2) Guideline.
" Guideline on Good Pharmacovigilance Practices (GVP) - Module V, EMA/838713/2001.



OcHo8Hble npuHyunel

* MexxgyHapogHasa Oepepauus
®apmaueBTUUECKMX
MpounsBogutenen n Accourauynn
(IFPMA) noapep»unBaer
NPOaKTUBHbIN NOAX0A,

B ynpaB/ieHNU NOTEeHUaNbHbIMMN
pucKkamm B Lienax cMAryeHuns
HeraTMBHbIX NOCNeACTBUI AN
naymneHToB. Pe3ynbTaTBHOCTb
njaHa ynpasfieHusA

puckamu onpegenseTcs
BO3MO>KHOCTbI0 nAeHTUGMKaLmn
JieKapCTBEHHbIX NpenapaTos,
Npo3payHON N MOHATHOWN
CNCTEMOW Ha3HauYeHunA

1 BbINXCbIBaHUA, a TaKXKe
B3alIMOMOHMMAHNEM

MeXay cneuvanucramm
3ipaBOOXpaHeHNA, NaLeHTamun

1 MePCOHaNoM no yxoay.

MapmakoHaa3sop. MpuHUMMbI Haanexallen NpakTnky dapmakoHagsopa
Y PEKOMEHJALMMN B OTHOLLIEHNMN BMOTepaneBTNYECKUX NpenapaTos

MYP 1 Mepbl MO MUHMU3ALMN PUCKOB NMPUMEHAIOTCA KO BCEM JIeKapCTBEHHbBIM MpenapaTtam,
HO B OTHOLUEHUN 6rOTEPaNEBTNYECKMX U BLMONOJOGHbIX MPenapaToB MMeT 0coboe 3Haye-
HVe, MOCKONbKY Npoduab 6e30MacHOCTM AA STUX JIeKapCTBEHHBIX MpenapaToB YyBCTBU-
TeneH K Maneiym M3MeHeHUAM B NpoLecce NPOV3BOACTBA, U BbiABNAEMbIE yxe nocne
perucTpauumn npobnembl, BO3HMKAOLME B XOfE NEYEHNSA, YacTO CBA3aHbl C BMAHUEM Ha
VUMMYHHY!0 cricTemy. . Mepbl Mo MUHUMM3ALMK PYCKOB MOTYT cofiepaTb 06pa3oBaTesibHble

maTtepwanbl N MporpamMmmbl, B TOM Ynucnie n perncTpbl.

Heobxoanmo npunaratb
3HAUUTENbHbIE YCMINA, YTOBbI He
TOJIbKO BOBJIEKATb CMEeLManucToB
3[paBOOXpaHeHunsA, MaLeHTOB

1 MepCoHal, yXa>Ku1BawLyui

3a MauyeHTamm, HO 1 06 bACHATD
NX KJTIOYEBYIO POJIb B yrpaBaeHnUm
puUcKamm, AN Yero 310 HYXXHO

U KaK Te WJIN UHble PUCKN

no 6e3onacHocTu cnegyet

paccMaTpuBaTh C TOUKM 3peHUs
nieyebHoM TakTUKN.?'

YT06bI CTUMYNIMPOBATL NALMEHTOB U CMEeLVannCTOB 34PaBOOXPaHeHNs coobLaTb O Nlo6bIX
HP Ha nekapcTBeHHbIV Npenapat B HaLMOHasbHble CUCTeMbl C6opa COObLLeHWIA 1 TeM CambiM
noanepxunBatb rnobasnbHyl0 cuctemy AEHTUGUKaLMM CUTHANOB 1 UX aHanK3a, HEKoTopble
CTPaHbl 1 PErvoHbl BBENU CrielnanbHble TpebGoBaHWA K MOHUTOPUHTY 6e30MmacHOCTM AnA
HeflaBHO 0fJ06PEHHbIX AeCTBYIOLMX BELLECTB 1 ANA BCeX OMoTepaneBTUYEeCKUX JleKapCTBEH-

HbIX MpenapaTos., BK/oYas 61MonoaobHble.””

Ycnex peanusauuu MYP 3aBUCAT OT BO3MOXHOCTM ObICTPO ONpefenATb U pellaTb MoTeH-
LmarnbHble npobnembl, a 3T0 B CBOIO ouepeab CUSIbHO 3aBUCUT OT BO3MOXHOCTU UAEHTU-
dnuMpoBaTb NeKapCTBEHHbIN Npenapat, YeTKON 1 MOHATHON CUCTEMbl €ro Ha3HayeHusA 1
BbIMUCbIBAaHUA peLienToB. JTa HeobXoAMMOCTb AOMKHa ObiTb pasbACHeHa crneyluanmctam

3[paBOOXpPaHeHNA, NayneHTam n nepcoHany no yxoay.

2°Giezen, T. J,, et al. (2008). “Safety-Related Regulatory Actions for Biologicals Approved in the United
States and the European Union.” Journal of the American Medical Association (JAMA) 300(16): 1887-
1896.

2'Edwards IR, Lindquist M. Understanding and Communicating Key Concepts in Risk Management:
What do we mean by Benefit and Risk? Drug Safety, 2009, 32(6):449-452.

22Hanpumep, EBponerickuit Cotos Tenepb TpebyeT HanMunA cneymanbHOro CMMBONA AA HeAABHO
0A06PEHHbIX 1e/CTBYIOLNX BELECTB 1 6VONOrMYecKnX TeKapCcTBEHHbIX NpernapaTos, BKovas
6rI0CMMUNAPDI, 3aperncTprpoBaHHble nocne 1 aHBapa 2011 roaa. ina nonyyeHus 6onee noapo6bHoi
nHdopmaumu, noxanyicra, obpatuteck B European Commission, April 19, 2013 [online].
http://europa.eu/rapid/press-release_IP-13-199_en.htm?locale=en
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N peKoOMeHAaLM1 B OTHOLLEHMIN BroTepaneBTUYeCKUX NpenapaTos 1

Posiu u 06s3aHHOCMU y4ACMHUKO8
cucmembl (hapmakoHao3opa

BBuay pasnuunin B opraHy3aLmy cucTeMbl O6LIECTBEHHOTO 34PaBOOXPaHEHNA He BCe CTPaHbl pac-
ronaraiotT HeoGXoAVMbIM 06OPYLOBaHVEM, SKCNEPTU30i 1 pecypcamn ansa sddexTmeHoro OH. #
B psge cTpaH nepBuYHan MeguLMHCKaa NOMOLLb B CENIbCKMX PaioHax MOXET OKa3blBaTbCA 0OyyeH-
HbIMU CrieLuanicTamyi, He MMeLLMMI NPOGECCOHaNbHOM MEANLIMHCKON MOATOTOBKM 1 OCTATOY-
HOTO MOHVMAHWA 3HaYeHNA HexenaTesNbHbIX peakLmil. OrpaHNYeHHOCTb PeCYpCoB MOXET NPUBECT
K MOABNEHNIO HEMOSTHOLEHHbIX CUCTEM MEAVLIMHCKOrO KOHTPOJIA, B TOM YMC/e U 13-3a HeflocTaTka
nabopaTopHOro 060pyAoBaHYA, NO3BONAIOLErO NPaBUIbHO U CBOEBPEMEHHO [MArHOCTUPOBaTb
BO3HMKaloOLMe HexenaTeNbHble peakLymn Ha NekapcTBEHHbIe npenapatbl. B page ctpaH nposoaAaT-
ca Mporpammbl O6LwectBeHHoro 3poposba (MO3) nnn Mporpammbl Mogaepsku Mauyertos (M),
B PamMKax KOTOPbIX OCYLLECTB/IAETCA Ha3HauYeHVie NpenapaToB NaLMeHTam Kak nog rocyAapCTBeHHbIM
KOHTpOJIeM B pamMKax OAHOW CTPaHbl, TaK 1 NOJ, 3r1Aoi MeXAyHapOAHbIX OpraHM3aLuii, Taknx Kak
BO3 wnu IOHUCE®. B nopgobHbix nporpammax nauyeHTbl pefKko MMEIT BO3MOXHOCTb Hanpsamyto

CBA3aTbCA C BPa4yoOM, OCHOBHbIE YCUTNA OPraHM3aTopOB Harnpas/ieHbl Ha KOOPAMHaLKIO MporpaMmmbl.

B cnyuasx, korga meponpuatna B pamkax OH v MN0O3 peanusyiotca OAHOBPEMEHHO 1 HE3aBUCMO
Lipyr OT Apyra, 3TO MOXeT NPUBECTU K AyONMPOBaHUIO YCWNIA, HEOCTaTOYHOI COrNMAacoBaHHOCTN B
TEPMUHOJOTWY, NpoLiecce c60pa AaHHbIX 1 YCTaHOBNEHUA NMPUYMHHO-CNEACTBEHHON CBA3W. B 3a-
BUCMMOCTMN OT CTPaHbl, HaLMOHasbHble LieHTPbl Mo OH MoryT 6GbiTb Kak LieHTPann30BaHHbIMY, Tak 1
[leLieHTpanM30BaHHbIMU, 1 MO3TOMY GYHKLIMOHMPOBaTb Kak OTAesbHble noApasaeneHra (Ha ypoBHe
paiioHa, 0611acT My cTpaHbl). OfHaKO Kakoi 6bl HU 6bina CTPYKTYpPa, BaxHO 06ecrneumnTb XopoLuyto
KOOpAMHALWMIO 1 MHTerpauuio featenbHocTy no ®H mexay pasnnyHbIMM BEPTUKANbHLIMU CTPYKTY-

PaMu 1 HaneX<allyto afeKBaTHY0 SKCNepPTN3y Kak Ha YPOBHE CTPaHbl, Tak U permoHa.

OnA sddexTnBHOM paboTbl cvicTeMbl OH Heo6X0AMMO Hannume O6LLENPUHATBIX CTAHAAPTOB U PYKO-
BOJCTB 1 BO3MOXXHOCTb 06MeHa nHpopmaLmenn o HP Ha noKanbHOM, pervioHanbHOM 1 robanbHOM
YPOBHAX. ITOT OOMEH MOXeT ObiTb CyLLecTBEHHO obneryeH
CTaHAapTu3auMel MUHUMasbHBIX KpuTepreB AnA oTyeTa
O HeXKenaTesibHbIX peakLunaAx, BeayLLyto posib B 3TOM BOMpoce .
PerynatopHbiin
nrpaeT lMporpamma BO3 MexgayHapogHoro MoOHUTOPUH- opraH
ra JlekapctBeHHbIx [MpenapatoB B LleHTpe MoHuTOpMHra

BT. Ynncana. Ha cerogHALHMI MOMEHT LieNblo ABNAETCA falib- Llepatenn
perncrpayoHHOro

yAocToBepeHna

OpraHusaumsa

Hellllee pa3BUTME 3TOW NPOrpaMmbl 1 pa3paboTka Heobxo- 3ApaBOOXpaHeHMs

[MMbIX PYKOBOZCTB 1 PEKOMEHAALMI B OTHOLLEHWM BrioTepa-

NeBTUYECKNX NNEKAPCTBEHHbIX NpenapaTos.

[laxke xopoLLo opraHu3oBaHHasA crictema ®H He rmeeT cvbic-
na 6e3 BOBNEUYEHHOCTY BCEX YUYACTHUKOB MpoLecca (peryns-
TOPHbIX OPraHoB, fep)KaTesel PermcTpaunoHHbIX YOOCTO- ®apmauesT
BEPEHUI, CMEeuManncToB  34PaBOOXPaHeHUs, MaLMEHTOB,

nepcoHana no yxody 3a HMM 1 LUIMPOKON OBLLECTBEHHOCTY)

MepcoHan

(cm. PucyHok 4) B npouecc c6opa rHbopMaLmm o NnekapcTBeH- no yxony
3a nauvieHTamm

HbIX penapaTax X BO3MOXXHOM BNNAHUN Ha 6e30MacHoOCTb.

OTBETCTBEHHOCTb Kaxzoro y4aCTHVMKa B npouecce ynpasne-

HUA PrICKaMM OMNMcaHa HIKe, C y4eToM 0CO60r0 BHAMAHNA, He-
06X0AVIMOTO B OTHOLLIEHMI 61OTePaneBTYECKYIX MPernapaToB. PUCYHOK 4: OCHOBHbIE YUaCTHUKN

npouecca dapmakoHaa3opa

23B03. be30MacHOCTb NEKAPCTBEHHBIX NpenapaTtos B [Iporpammax
O6uecTBeHHOro 310poBbA: DapMakoHaA30p KaK OCHOBHOW UHCTPYMEHT
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N pekomeHgaunm B OTHOLWEHUN 6I/I0Tepa|'leBTI/ILIeCKI/IX npenapatos

Hepxamenu
pea2ucmpayuoHHbIX
yoocmoeepeHul

[lep>kaTenn perncTpaLnoHHbIX YyA0CTOBEPEHNI
(PY) HecyT OTBETCTBEHHOCTb 3a BbIMOSIHEHMNE
npoueayp ®H 1 nprHATE HeobXoAMMBIX Mep
no 6e30MacHOCTA B OTHOLLEHMU NIeKapCTBEHHO-
ro npenapata. Bo MHOrMx opucankumax Takas
OTBETCTBEHHOCTb 3aKpernsieHa 3aKoHoAaTe IbHO.
B oOTHOWeEHUN O6uoTepaneBTUYECKNX Npena-
paToB pfepxatenu PY pomkHbl obecneuntb
NOAAEPXKKY WCCNefoBaHUN MO  KANHWYECKOMN
VMMMYHOJIOTUM 1 aHaNUTUYECKYI0 MOALEPMKKY
CneunanncToB 3apPaBoOOXPaHEHNA 1 NALMEHTOB,
YTOObI MOMOYb UM BbISBAATL HeXenaTesibHble
peakumm Ha NleKapCTBEHHblE NpenapaTtbl U Ko-

OpAVHUPOBaTb AaNbHeNWne JeNCTBUA.

JHepxamenu pe2ucmpayuoHHbIx

ydocmosepeHuli

[Jepxatenu PY, 06bIuHO

B JILIE YNOSIHOMOYEHHOrO

no dapmakoHaz3opy, HecyT

OTBETCTBEHHOCTb 3a:

» HenpepbiBHbI MOHUTOPWHT faHHbIX
no papMakoHaf30py 1 HayuHyto
OLIEHKY BCel HbOPMaLMN O pucKax,
aCCOLIMMPOBAHHbIX C MPUMEHEHNEM
NleKapCTBeHHOro npenapara.

= [NpepocTaBneHve TOYHbIX
1 [OCTOBEPHDBIX AAHHbIX
0 BbISIBJIEHHbIX HeXenaTesibHbIX
peaKkumaX Ha NeKapCTBEHHbI
npenapar ynosIHOMOYEHHbIM OpraHaMm.

« JbdeKTnBHOE COTPYAHNYECTBO
C YMOSIHOMOYEHHbBIMUN OpraHamu
4nA nonyyeHus noboi nHoop-
MaL1K, KOTOPAsA MOXET MNOBNNATH
Ha COOTHOLLIEHVE NoJb3a/pPUCK.

« O6HoBMEHWE NHPopMaL
O npenapare (B TOM uncne
B IHCTPYKLMAX MO MEANLIMHCKOMY
NPUMEHEHNIO) C y4ETOM BCEX
HayYHbIX 3HAaHWI 1 NpeJoCTaBNeHye
aKTyanbHoW nHbopmaLmm no
6e30mnacHOCTY creymanncTam

34paBOOXpPaHeHNA 1 NaUMeHTaM.

Pe2ynamopHeie
op2aHsbl

PerynatopHble opraHbl UrpatoT [ABOWHYIO POSib
B pgeAtenbHoctn no OH. C ofHOWM CTOPOHbI, OHM
KOHTPONUPYIOT 3asBuUTenei n pepxatenenn PY
Ha cooTBeTcTBYE TpeboBaHUAM K cructeme OH, ¢
npyroii — obecneunBaloT paboTy HaLMOHaNbHOW
cnctembl no OH Ha TeppUTOPUUN UX OTBETCTBEH-
HOCTW (Hanprmep, COfeNCTBYIOT COOOLLEeHMAM O
HP Ha nekapcTBeHHbIV Npenapat, co3gatoT 6a3bl
aHHbIX, HeobxoauMble Ans aHanun3a). OHU Tak-
e NPOBOAAT aHanM3 AaHHbIX No 6e3onacHoCTy,
MOJTyYeHHbIX B XOAe KOrOPTHbIX WCCIefoBaHNN,
pasfiMyHbIX MPOrpaMm W WHULMATKB, ABAAIO-
LMXCA OCHOBOWM MpPOrpaMm 3ApaBOOXpPaHeHus,
nposogMMmbIXx npu copencteum BO3 n gpyrux
HerocyfjlapCcTBEHHbIX U 6NaroTBOPUTENbHBIX Op-
raHusaymn.

PerynatopHble opraHbl AOMKHblI OKa3blBaTb CO-
[leicTBMe creymnanmctam 3[paBoOXpaHeHnsa ©
nauMeHTam B BbIABIEHUN 1 COOBLWEeHNN NHPOp-
MaLuy O HeXKenaTeslbHbIX peakuMAX B OTHOLLe-
HVM BUOTepaneBTNYECKMX MPenapaTos, NPy STom
yAenaa ocoboe BHYMaHNE Pa3bACHEHUIO BaXXHO-
CTU cneunPryecknx NaeHTUPUKaTOpPOB MPOAYK-
Ta, BKNlo4ana HoMep cepuu.

B OTHOWeHMM M3MeHeHWA B nmpouecce nNpowms-
BOACTBa OMOTepaneBTUYECKNX NpenapaTos, pe-
rynATOpHble OpraHbl [O/MKHbI paccMaTpuBaTb
MX C TOYKUN 3PeHUA BAUAHUA Ha 3GPEKTUBHOCTb
1 6@30MacHOCTb NleYeHNA 1 HeOOXOANMOCTH Tlla-
TENbHOrO KOHTPONA MNOCNEACTBUIN, MOCKONbKY
3amMeHa ofjHoro buoTepaneBTUYeCKOro npenapa-
Ta Ha ApYyroi B xofe NeyeHvs TpebyeT TuaTenb-
HOro yuyeTa WHAMBUAYANbHbIX OCOBEHHOCTEN
nauMeHTa, a perynaTopHble opraHbl U OpraHun3a-

LMK1 34PaBOOXPaHEHNA AOMKHbI COAENCTBOBATbL

cneumanncTtam 34paBOOXPaHEHUs, 4TO6bl OHMU

TWATEeNIbHO YUYNTbIBaNM U JOKYMEHTUPOBaNy 3a-
MeHy npenaparta f/ia obecrneyeHns YeTKON Npo-
cnexusaemocTu. bonee Toro, pykoBogCTBO MO 3a-
MeLLEHWI0 IeKapPCTBEHHbIX MPenapaTtos, BK/OYas
3aMeHy pedepeHTHOro NeKapCTBeHHOro npena-
paTta Ha 6VOMOAO6HbIN, AOMKHbBI FraPaHTUPOBATb
HEBO3MOXHOCTb 3aMeHbl MPU OTCYTCTBUM [lOKa-
3aTeNIbCTB TOTO, YTO OHa He MOBAMAET Ha 6e3onac-
HOCTb NaumeHTa nv 3pGeKTUBHOCTb TeYeHNs.

Cambiii  3pdeKTVBHbIA  CNocob  obecneumtb
CMeuVanucToB 34PaBOOXPAaHEHNA BaXHOW WH-
dopmaLen — 3To BKIOUNTL €e B PyKOBOACTBA
N VHCTPYKLMM MO MEAULIMHCKOMY NMPUMEHEHUIO
61OTepPaneBTUYECKOro  NIeKapCTBEHHOTO  Mpe-
napata. B uyenom, obwenpuHATble MeTofbl KOM-
MyHMKaUun 1 paspaboTaHHble WabnoHbl MoryT
cnocobcTBoBaTh 6ornee apdekTuBHOMY yuety HP,
a TaKXe NPOAKTUBHOW OLiEHKE PUCKOB NMpUMEHe-

HNA NeKapCTBEHHbIX NpenapaTos.

PeaynamopHsie opaaHel

PerynAtopHble opraHbl MHCNEKTUPYIOT
cnctembl OH, geprkatenein PY Ha
npeameT HanMumns BCeX HeOOXOAUMBIX
WHCTPYMEHTOB AJ1A BbINONHEHNA
TpeboBaHWi1, NpeabABAAEMbIX

K cucteme OH v BbiAiBNEHMIO
HeCoOTBETCTBMA TPEOOBAHMAM 1
YCTPaHEHUIO 3TVX HECOOTBETCTBUN.

24[inA nonyyeHns 6onee noapobHON MHGOPMALIIN O KOTOPTHBIX UCCIIE[OBAHNAX U NPUMEPOB, NOXaNnyncTa, cneayinTe no ccbinke:
http://www.who.int/hiv/topics/pharmacovigilance/4_pharmacovigilance_cem.pdf
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Cneyuanucmel
30pasooxXpaHeHus

CuUCTeMbl CMOHTAHHBIX COOOLWEHNA — Hanbonee
pacnpocTpaHeHHbI  MeXaHu3M, C MOMOLLbIO
KOTOPOro Npomucxoput cbop AaHHbIX Mo 6es-
OMacHOCTW, U 3TN CUCTEMbI B OCHOBHOM pac-
CUUTaHbl Ha HEMoCPefCTBEHHOE yyacTue BCEX
3aVHTEPECOBAHHbIX CTOPOH, BOBMIEYEHHBIX B
NPOLECC Ha3HAYeHWs, OTMYCKa W MPUMEHEHUs
neKapCcTBEHHOro npenapata nauveHtom. Cpean
HYIX - Bpaun, papmaLieBTbl U Apyrne paboTHNKM
3[]paBOOXpaHEHNA. VX ponb 3aKnioyaeTcs B TOM,
YTObbl YAOCTOBEPUTLCA, UTO MaLMEHT [OCTa-
TOYHO NPOVHGOPMMPOBAH N MOTUBUPOBAH ANA
coobLieHns 0 NobbiX BO3MOXHbIX Hebnaronpu-
ATHBIX NocneAcTBMAX. OHM TaKXKe UrpaloT Kio-
YeByl0 posib B obecrneyeHnn NpociexmBaemo-
CTN Ha3HAYEHHOTO JIEKapPCTBEHHOTO Npenapara,
rapaHTvpys, u4To BCA Heobxoaumas uHdopma-
LMA O Ha3HaYeHUW TOrO WM UHOTO Mpenapara
1 ero NPUMEHEHUN BKITIOUYEHbI B MEAVLIVHCKYIO
KapTy MaumeHTa, KoTopas JOo/KHa ObITb JOCTYN-
Ha [i11A MPOBEPKM B C/lyyae COOOLIEHNA O HEXe-

NnaTenbHbIX peakuymnax.

[inA 6roTepaneBTNYECKYIX IEKaPCTBEHHBIX Npena-
paToB 3TN PONV 1 06A3aHHOCTN OCTAIOTCA TEMM e
CaMbIMK, HO B OTHOLLIEHIW 3TON rpynMbl Npenapa-
TOB KpaliHe BaXKHbl JasibHeliLiee 0byyeHrie 1 BOB-
NeyeHHOCTb BCeX YYaCTHMKOB NpoLiecca BbiABe-

HUA U AEHTUUKALMN HEXenaTeNlbHbIX peakLmi.

lMayueHmeol
U NepcoHas no yxooy

MaumeHTbl, Npexae BCero, HeCyT OTBETCTBEH-
HOCTb 3a COOMIOAEHME CXeMbl NIeYeHUA U Bbl-
NoJIHeHMe peKoMeHAAUMn Mo MeAULMHCKOMY
NPUMEHEHNIO, MOHUMaHWE HaNNuMA OCHOBHbIX
PVICKOB. XOTA OCHOBHYIO POSib B PENopTpPOBa-
HUW HeXXenaTenbHbIX Peakuuin B yNOTHOMOYEH-
Hble PerynaTopHble opraHbl UrPaloT camu Npo-
V3BOAWTENN 1 CMeLManuncTbl 3APaBOOXPaHeHNs,
cuctembl OH AOMKHBI BbITb OTKPBITHI ANA Nps-
MoOro npvemMa VHGOpMaLMK, Kak OT MaLWeHTOB,
Tak 1 OT Apyrvix npeactasuteneil. Hagnexatyee
MOHVIMaHWe NauMeHTaMyi NPeMyLLECTB 1 PUCKOB
NeyYeHV A, CBA3AHHDBIX C NIeKapCTBEHHbBIM Mpernapa-
TOM, MOXET OKa3aTb MONIOKUTENIbHOE BIUAHME Ha
CcOOp COOOBLLIEHNI O HEXeNaTeNbHbIX Peakuuax 1
BbINO/HEHWE COOTBETCTBYIOLMX MEPOMPUATHI MO

MUHUMKM3ALMK PUCKOB (cm. Tabnnua 1).

JlaHHbIe 0 Hanu4yuu HoMmepos cepuli npednosiazaembiX

6uos102u4ecKUX JIeKapcmeeHHbIX npenapamos,
KnaccuguyuposaHHble No muny 3aseumens

Tvin 3aaBuTens FAERS (n=487,065)

EV (n=356,293)

O6Lee uncno

JlekapcTBeHHble
NleKapCTBEeHHbIX Npenapartbl

Obuwee uncno  JlekapcTBeHHble
NeKapCTBeHHbIX MNpenapatbl

npenapaTos® C M3BECTHbIM npenapaTos MN3BECTHbIM
HOMEpOM ceprn HOMepOM cepumn
[n%] [n%]
Bpau 112,770 15,026 (13.3) 94,928 6,667 (7.0)
(DapmanesT 12,971 2,984 (23.0) 9,999 1,896 (19.0)
[pyrow cneymannct
34paBOOXpPaHeHNA 64,235 9,087 (14.1) 46,765 5,366 (11.5)
MoTpebuTenb 198,282 76,006 (36.3) 117,411 47,800 (40.7)
fOpuct 1,489 10(0.7) 1,242 5(0.4)

2 [InA obwero konnyectsa 97 318 61onornyeckrx neKapCcTBEHHbIX MPenapaTos,
3aperncTpupoBaHHbIx B FAERS 11 85 948 B EV, Tvn 3aaBuTens He yHUKaneH, nnbo HeAoCTyneH.
EV Eudra Vigilance, FAERS FDA Cuctema cooblyeHuii o HexenatenbHbix peakuusx (FDA Adverse

Event Reporting System)

Tabnuua 1. laHHble 0 HaNMYKK HOMEPOB CepPUN NPeANoNaraeMbiX GUONOrMYeCKX
NleKapCTBEHHbIX NpenapaToB, KNnaccndruympoBaHHble No Tuny 3aasutens »

2\lermeer, N., et al. (2013). “Traceability of Biopharmaceuticals in Spontaneous Reporting Systems: A Cross-Sectional
Study in the FDA Adverse Event Reporting System (FAERS) and EudraVigilance Databases”. Drug Safety 36(8): 617-625.
26WHO http://www.who.int/biologicals/en/; International Conference on Harmonization of Technical Requirements
for Registration of Pharmaceuticals for Human Use http://www.ich.org/; Council for International Organizations of

Medical Sciences http://www.cioms.ch/

OcHogHble npuHyunel

* Ecnu KnuHunveckne spPpeKkTbl
npenapaToB CXOXKW, CleLuanmnucT
3PaBOOXpPaHEHNA AOJKEH

6bITb MHGOPMUPOBAH O
Heo6X0o4MMOCTM NCNOJIb30BaAHUA
Pa3nnuMMbIX HAUMEHOBAHUN NPy
Ha3HayeHUn 6MoTepaneBTNYECKNX
NleKapCTBEHHbIX MpenapaToB.
Mopo6Han npakTuKa NOMOXKeT
Bpauy caenartb Bbi6op Hagnexaluen
Tepanuu ANA NnaymneHTa u obecneunt
AICHOCTb B BOMPOCE, KaKoil UMEHHO
npenapar 6bU1 Ha3HayeH.

e HesicHOCTb Npu Ha3HaYeHUn
npenaparta MoXKeT NpPMBECTU K
ABTOMAaTNUYeCKOll 3aMeHe npenaparta
1 HETOYHOCTU B onpefesieHun
He)XKenaTesNbHbIX peakuyuii Ha
npenapar, B pe3ysibTaTte Yero

Bpay He 6yfeT TOUHO 3HaTb, Kakom
MIMEHHO JIeKapCTBEeHHbIV Npenapat
noJslyuuns naLmneHT.

* B HacTosllee BpeMs HET Hay4HbIX
OCHOBaHUI NMonaraTtb, YTo c6op
AaHHbIX No ¢papmMaKoHag30py

B OTHOLIEHUN 6MonoAo06HOro
npenapara AOJKEH OT/IMYaTbCA
6onbluelt NN MeHbLuen
CTPOrocCTbio NP CPaBHEHUU C
OPUrMHaNbHbIM JIEKaPCTBEHHBIM
npenapartom. lapaHTus Toro,

YTO BCe 61OTeXHoNormYeckme
NPOU3BOACTBA NPUAEPKUBAIOTCA
MeXAYHapOoAHbIX CTAaHAAPTOB

no npoussoactey u OH (BO3,
MexayHapofHas KoHbepeHuuns

No rapmMoHM3aL N TEXHNYECKUX
Tpe6oBaHuUiA K permcrpayum
NeKapCcTBEHHbIX CPeACTB Ans
MeAVLMHCKOrO NPUMEeHeHNs,
MexpayHapopHbin CoBET HayUYHbIX
MeAULVHCKUX OpraHu3ayuin)
o6ecneunt 6e30nNacHOCTb NaLNEeHTY
1 noaaep»KaHue KayectBa
cywecTByowWwmx npaktuk OH.

e Kaxpbin gepxarenb PY
610n0rnyecKoro npenapara AoJIKeH
MMmeTb HapiexHylo cuctemy OH,
4yTOObI 06EeCcneunTb Hagnexawmmn
MOHUTOPUHT 6€30MacHOCTUN CBOEN
npoayKyun.2
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lnobanvHoe
ob6HapyxeHue cu2Hanoe

MexayHapoaHble papmaLieBTMUYeCKe KOMMaHUN HaLeneHbl Ha pa3BuUTMe 1 obecneyeHre JocTyna na-
LIMEHTOB BCEro MMpa K fleKapCTBEHHbIM NpenapaTtam. To 03HayaeT, YTO COOOLUEHNA O HeXenaTeNbHbIX
peaKkumMAX Ha flekapCTBEeHHbIe MpernapaTbl MOryT MOCTYMNaTb U3 pa3HbiX CTPaH Mupa. Kpome Toro, 311 co-
o06LeHVA NPefoCTaBNATCA CNeLVanicTaMi 34PaBOOXPaHEHNA, PEryNATOPHbIMU OpraHamu, naLueH-
Tamm 1 BCeMU, KOMY MOXET CTaTb N3BECTHO O HEraTUBHOM BIMAHUV OMPEeAEeNeHHOro IeKapCTBEHHOTo
npenapata. YTo6bl NPaBUIbHO 11 CBOEBPEMEHHO NPeAO0CTaBUTb U MPOaHaIN3MpPOBaTh Takoe pasHoobpa-
31ie AaHHbIX, apMaLieBTYecKre KOMMNaHuW co3fanu rnobanbHble cuctembl OH. Cxema nyTv cnefoBaHuA
coobLeHNA O HeXKenaTeNlbHOM ABMEHNN Ha NIeKapCTBEHHbIV npenapat oT 3aaBuTens Ao 6asbl AaHHbIX
rokasaHa Ha PucyHke 3. Bbin onpeaeneHbl MUHUManbHbIE KpuTepuy And UHGOPMaLIK, KoTopas AOSTK-
Ha 6bITb MONyYeHa ANA KaXXAOro 3HaUMMOro cyyas. HepocTaTok f1lo60ro U3 STUX OCHOBHbIX /IEMEHTOB
O3HauaeT, UTo TaKoWl Clyyail ABNAETCA HenosHbIM. O6A3aHHOCTb AepxaTens PY — npeAnpuHATL BCe ycu-
nva pna cbopa HepocTaloLlen uHpopmaLmn. OaHaKo Ha MPaKTUKe YCNelwHOCTb Takux 3anpocos o Npefo-
CTaBNeHNUN JONONTHUTENbHON HOPMaLMK MO Ciyyato ABNAETCA HU3KOW, KPOME TOro, TakKe NPUXOANT-

CA yUUTbIBATb COOBPAKEHNA KOHPUAEHLMANBHOCTN.

4 0CHOBHbIX 3/1eMeHma coobweHus
0 HebiazonpuamMHoU peakyuu Ha
JlekapcmeeHHbIl npenapam:

p p p SnnaeMmmnonormsa
(1) NpeHTudurumpyemblii ICTOYHNK

VlHd)OpMaLlVlVl CneunanucTbl 34paBooxpaHeHna

(PapmakoHaasop

(2) UpeHTndnumpyembli naLmeHT
PerynatopHbin opraH
(3) HexenatenbHadA peakunsa
MpocnexneBaemocTb

(4) Mpepnonaraembii NeKaPCTBEHHbIN CuvirHan
npenapat

Kak y pepxatens PY, Tak n y perynatopHoro opraHa cywecTByeT 3afjlaya cobpaTb AOCTaTOUHO UH-
dopmaumm, npryem Tak, Ytobbl COOOLEHNA ObIIV JOCTOBEPHBIMM, TOYHBIMM, U, HACKONBbKO 3TO BO3-
MOXHO, He fy6nvpoBanu apyr Apyra. Kpome Toro, 601blioe KonmuyecTBo COObLEHWI 0 HexXenaTesb-
HbIX peakumsx, NPeACTaBNEHHbIX B COOTBETCTBYOWEN 6a3e JaHHbIX, MOBbILLAET BO3MOXHOCTY ANis
06HapyXeHUsi CUrHanoB 6e3onacHoCcTr.?”” C 3TOW TOUKN 3PEHUSA BaXKHO MMETb BO3MOMXHOCTb 0OMeHa
MHbOpPMaLMel 0 HeXenaTeNibHbIX peakuymsax. [nobanbHble CTaHAAPTbl B OTHOLWEHMN OCHOBHbIX d1e-
MEHTOB COO6LIEeHNIN 06MieryaloT NCMosb3oBaHMe rnobanbHbIX 6a3 AaHHbIX Kak 415 COMOCTaB/eHNA
1 NMOWCKa AaHHbIX, TaK 1 AN1A NPOBEPKU NPeAnono)XeHunin. Takve cTaHgapTbl, B 0CO6EHHOCTA B OTHO-
LeHUN 4 OCHOBHbIX 31IEMEHTOB COOBLLEHNs, MOTYT TakKe CNocobCTBOBATb IMKBUAALMMN MOBTOPHbBIX
COOO6LLEHNI, OCHOBAHHOWN Ha BO3MOXHOCTU NAEHTUOULMPOBATb COOBLUMBLLETO 1 NALMEHTa, 1 Mo-
MOraloT n3bexaTb HeBepHoOW Knaccudukaumm (Hanprmep, 6narogaps HeBepHOMY Ha3BaHUIO Npes-
roflaraemoro niekapcTBeHHOro Npenapara, Korga ykasaHHoe B COO6LEHNM Ha3BaHMe Npenapara He
[laeT BO3MOXXHOCTY YCTaHOBUTb KOHKPETHBIN MPoAyKT). B uenom, cnepoBaHvie rnobanbHbiM npoLec-

CcaM " ncnonb3oBaHMe onpeaesnieHHbIX CTaHAAPTOB NOBbIWaeT KayeCTBO AaHHbIX.

Hammon IW, Gibbs TG, Seifert HA, Rich DS. Database Size and Power to Detect Safety Signals in
Pharmacovigilance. Expert Opin Drug Saf 2007;6:713-21.
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3aKJsiroyeHue

BrioTepaneBTryecKmne neKapCTBEHHbIE Npernaparbl, BKouas 61onofo6Hble, HECYT OFPOMHYI0 NOSib-
3y mayueHTam no Bcemy mupy. HoBble 6roTepaneBTryecKue npenaparbl U GOCMMUAAPDI 1 B Aarb-
Heliwem 6yayT NPMHOCUTb HECOMHEHHYIO MOMb3Y OIS NALUUEHTOB U CUCTEMbI 3PAaBOOXPAHEHNS B
uenom. OfHaKO B CBA3M CO CIIOKHOCTBIO CTPYKTYPbl GOTEpPaneBTNYECKUX NPenapaToB U YHMKallb-
HOCTbIO METOLOB MPOMW3BOACTBA KpaiHe Ba)KHO Hanuume HapexHow cuctembl OH ana rapaHTum

TOrO, YTO LLEHTPOM Hallero BHUMaHNA NO-NpeXHeMy ABNAETCA 6€e30MacHOCTb NaLmneHTa.

SddpekTrBHLIN OH B OTHOLWEHMN BUOTepaneBTUYECKMX eKapCTBEHHbIX MPenapaTos, 0CO6eHHO B yc-
NOBUAX rN06aNbHOro NPUMeHeHWs G1uoTepaneBTNYECKMX NPEenapaToBs, NPOU3BeLEHHbIX Ha Pa3HbIX
NpPOV3BOACTBEHHbIX MJloLWafKaX, TpebyeT obecneyeHuns NpocieXXKMBaeMoCT Ha YPOBHe npenapara.
OTyacTy 3T0 MOXeT 6bITb 0becneyeHo naeHTudrKaumen no MHH. OgHako B 60NbLINHCTBE ClyYaeB
NpPOCNeXNBaeMoCTb 3aBUCUT OT 3pdekTnBHOCTU cucTembl ®H 1 npouenypbl cbopa coobLyeHnin no
6e30nacHOCTM C 06A3aTeNbHbIM BOBMNEYEHNEM He TOIbKO PEryaATOPHbIX OPraHOB 1 MPOU3BOANTE-
nel NeKapCTBEHHbIX NPENAPaToB, HO U CNeLnancToB 34PaBOOXPAHEHNA, MALMEHTOB U WMPOKON
o6uiectBeHHoCTU. DapMaKkoHaf30p B OTAENbHbIX CTPaHax onpeaenseTcs 0CO6eHHOCTAMU CUCTEMbI
3[1paBOOXPaHeHNs B AaHHON cTpaHe. Tem He MeHee, paboTa no OH - 3To rnobanbHas 3agava 1 TpebyeT
06X YNNI, 1 Mbl MoAZepXK1BaeM ycunusa BO3, HanpaBneHHble Ha NMOMOLLb CTPaHaMm B anbHelilem
pa3Butum nx cnctem OH 1 NPakTVK ANA BHeJPeHUA 06LWMX CTaHAAPTOB, CMOCOOCTBYEM PA3BUTUIO MEX-

,quapo,quVI CNCTEMDI c6opa 1 aHanM3a AaHHbIX No 6e30MacHOCTI Ha 6naro BCcex nauneHToB.

Xapakmepucmuku HadexHbix cucmem OH

« [pocToTa B ncnonb3oBaHUM (Gopmbl COOOLLEHNIA, MPoLieAyPbl Mofauy 1 cbopa coobLleHuiA)

« BO3MOXHOCTb NpefoCcTaBeHUs COOOLIEHNI NALUMEHTAMU 1 MeAULUHCKUMI PaboTHUKaMM1

» Xopollo CTPYKTyprpOBaHHasa cMcTeMa A1A NPOBeAeHUA aHain3a faHHbIX

« CraHpapTu3MpoBaHHbIe NpoLeaypbl U TepMUHONOTUA (Hanpumep, nepeyeHb
penopTupyembix COObITVI, MpoLeypa PenopTNPOBaHuA)

« Bo3MOXHOCTb NpoBefeHVA aHanm3a Ha YpOBHE Kiacca npenapara (Hanpumep,
SPUTPONO3TUH), @ TaK>Ke Ha YPOBHE KOHKPETHOro npenapata (Mo NpousBoguTenio
VNN fepKaTento PerncTpaloHHOro y0CTOBEPEHNSA)

- [pouepypbl 4ns aHanm3a 60/bLINX 06beMOB UHbOPMALMK

« Hapgnexaime KOMMyHMKaLun

« O6yueHue

CosmecmHas pa6oma AeJsiaemca
KJ1ro4yesbimMm d)aKmopOM ycnexa

MakKcmmarnbHoe BoBrieUeHMe 1 NoAJepKKa Hagnexalmx npaktmk ®H HeobxoauMbl AnA paclunmpeHns
BO3MOMHOCTEI BCEX YUYACTHMKOB Mpolecca, YTobbl obecneuntb 3PpdeKTUBHBIN cbop cooblueHuii no
6e30MacHOCTY Ha rnobanbHOM ypoBHe. Hanexalme npakTuky CyLecTByoT BO MHOMMX CTpaHax, HO
6ONBLUIMHCTBO YUPEXAEHUI, MaLMEHTOB, CNELVanCTOB 3APaBOOXPAHEHNA 1 APYTUX YYaCTHUKOB He
BCErfa MOHVMAIOT BaXKHOCTb CBOETO YYacTWsA UM He YyBCTBYIOT yBEPEHHOCTM B TOM, YTO €C/I OHU MOA-
HMMYT BOMPOCbl 6e30MacHOCTY NPenapaTos, TO 3TO 6yAeT NPaBUIbHO BOCMPUHATO PErYNATOPHbIMA
opraHamu. EMA oco3HaeT BaXKHOCTb 3TX Mep 1 B bnvKalilwee Bpema GygeT ony6nvnkosaH Mopaynb
(XI) Hapnexalein npakTukn papmakoHaf3opa, NocBALeHHbIN yyacTuio obuectseHHocTr B OH. OTa
TeHAEeHLUA JOMKHa CTaTb rNobanbHOM, €CIM Mbl XOTM 0becneunTb 3¢pdeKTrBHYto cnctemy OH. 310
MMeeT KPUTMYECKOe 3HaueHre Af1A pacnpocTpaHeHna MHPopmaLuy no 6e3onacHoCTy, NpeaocTas-

JIEHHOW BCEMU 3anHTepeCcoBaHHbIMN yHaCTHUKaMW — HaA€XXHbIMW NapTHepPamMmu No ¢apmaKOHa,q30py.
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N pekomeHgaunm B OTHOLEHNN 6VIOTepaI'IeBTI/NeCKI/IX npenapatos

Inoccapuu

HexxenatenbHasA peakuma Ha NeKapcTBeHHbIN npenapat (HP):
He6naronpusaTHas 1 HenpeaHamepeHHas PeaKLms, KOTopas BO3HUKAET B OTBET Ha
MCMoNb30BaHwe Npenapara y YenoBeka B Lenax NpodunakTUKI, ANAarHOCTUKI U
JleyeHnA 3aboneBaHwi, nm ANa nsmeHeHUa dusmonoruyeckor GyHKumm. (BO3, 1972).

HP, B 0TnInume OT HeXKenaTeNbHOro ABNEHNS, XapakTepr3yeTcs BO3MOXKHbBIM
Hanuumem NPUYMHHO-CNEeACTBEHHO CBA3M MeXY NIeKapCTBEHHbIM NpenapaToM
1 CNYUMBLUMMCS HEXKENATENbHbBIM SBIEHUEM, T.€. NPY COOBLLEHNN O ABNEHUN NN
Npw BbIABNEHNUM €ro CrieLuanicTom 3paBooXpaHeHns NoapasymMeBaeTcs ero
B3aMMOCBA3b C fleueHrem.”®

HexenartenbHoe siBneHune (HA): nioboe HebnaronpuaTHoe MeauLUHCKOe
NposABEHNE, KOTOPOE MOXKET BO3HVKHYTb BO BPEMS NleUeHs 1eKapCTBeHHbIM
npenapaTom, HO KOTOPOe He 06A3aTeNbHO MMEET NPUUVHHO-CNIEACTBEHHYIO CBA3b
€ 3TUM neyeHnem.?

BroTepaneBTMYecKe NeKapCcTBEHHbIE CPEACTBA: leKapCTBEHHbIE CPEACTBA,
AKTVIBHbIE VHTPEAVEHTbI KOTOPbIX ABMAIOTCA 6ekamu (Takue Kak ropMOHbI

POCTa, MHCYNNH, aHTUTENA) UK MOMYYeHbl 113 6eKOB 1 APYTX CyOCTaHLMIA,
MPOVU3BOAMMBIX KMBbIMV OPraHN3Mamy (TaKUMK KaK KIeTKY, BUPYCbl 1 GakTepun).
OHM sBnAlOTCA 6onee KPYMHbIMU 1 6osiee CIOXKHBIMM, YeM JIeKapCTBEHHbIE
CPeLCTBa, MOJyUYEHHbIE XVUMUYECKIIM CUHTE30M, 1 UX XapaKTePUCTVKM 1 CBOMCTBA,
Kak NpaBuIo, 3aBUCAT OT KOHKPETHOTO NpoLiecca NPon3BoAcTea. >’

(MapmaueBTuyeckas cybcTaHLmaA: JeNCTBYlOLLee BELECTBO, KOTOpoe
obecneumBaeT GpapmMaKkonormyeckyio akTMBHOCTb UM APyroe NpsMoe AeNcTBIE
Npwv AUarHoCTrKe, neyeHnr, obneryeHnm CMnToMoB U NpodunakTrke
60ne3HM MY ANA BO3AENCTBUA HA CTPYKTYPY 1 GYHKLMIO OpraHmn3ma.
DapmaLieBTUYeCKan CybCTaHLMA He BKIIOYAET NPOMEXYTOUHbIE MPOAYKTbI,
ncnonb3yloLyeca Bo BPeMs CMHTe3a Takux MHrpeaneHTos (21 CFR 314.3(b)).
OnpegeneHvie papmaLeBTNYECKO CYyOCTaHLMM MOXET TaKXKe UCMOoNb30BaTbCA
NPUMEHNUTENBHO K GU3NYECKO CMec BYX Unu 6onee bapmaLeBTUYECKNX
Cy6CTaHLMI, NCMONb3yembIX AnA NosyyeHns GUKCUPOBAHHOM KOMOUHaLUK
neKapCcTBEHHbIX MpenapaTos.”!

[JucnponopuunoHanbHbIi aHanW3: CKPUHWHT 6a3bl JAaHHBIX UHAVBUAYANIbHbBIX
CMOHTaHHbIX COOB6LEHMIA MO 6e30MacHOCTY ANA yyeTa NoKasaTenen, KoTopble
0Ka3anuch BbiLLe, YeM 0XKMAANOC. [115 Nap «ieKapCcTBEHHBIN Npenapat-
HexenaTenbHan peakLyaA» NokasaTensamm AUCnponopLOHanbHOCTM ABNAIOTCA:
NPONOPLMOHaNbHbIA KO3hOULIMEHT OTYETHOCTY, KOIGPULIMEHT OTKIIOHEHUA
OTYETHOCTU, UHHOPMALIMOHHBIN KOMMOHEHT U SMMMPUYECKINIA FeOMETPUYECKNI
nokasarenb baiieca. TakxKe CyLLeCTBYIOT NOKa3aTeny AUCPONOPLMOHANIbHOCTH
[N TPUMETOB «fleKapCTBEHHbIN NpenapaT-nekapcTBeHHbIN Npenapat-
HeXenaTenbHas peaKLyia», Takue Kak Omera (Q).3

SNuAeMUONoruA: Hayka, KoTopast 3aHMAeTCs U3yueHrem GakTopos,
onpefensoLmx YacToTy 1 pacnpoCTpaHeHvie 3a6oneBaHui, TpPaBm 1

LPYruX COBbITUI, CBA3AHHbIX CO 3A0POBbEM, 1 UX MPUYUHDBI B ONPEAENIEHHOM
yenoBeyecKo NoNynALMM B LIeNIAX pa3paboTKi NporpamMm Mo npejoTBpaLLeHnio
11 KOHTPOJTIO VX Pa3BUTUA U PacPOCTpaHeHus. >

28The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.
The Uppsala Monitoring Center, September 29, 2014 [online].
http://www.who-umc.org/graphics/27400.pdf

2Tam xe.

3WHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs).
World Health Organization, September 29, 2014 [online]. http://www.who.int/
biologicals/areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.
pdf?ua=1

31FDA (2010) Guidance for Indutry - Drug Substance Chemistry, Manufacturing, and
Controls Information. US Food and Drug Administartion, December 12, 2014 [online]
http://www.fda.gov/downloads/animalveterinary/guidancecomplianceenforcement/
guidanceforindustry/ucm052498.pdf

32The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.
The Uppsala Monitoring Center, January 5, 2015 [online].
http://www.who-umc.org/graphics/27400.pdf

3Tam xe.

34WHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs).
World Health Organization, September 29, 2014 [online]. http://www.who.int/
biologicals/areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.
pdf?ua=1

33WHO (2004) The Health Academy Avoiding Tuberculosis - Self Study Program on

Tuberculosis. World Health Organization, January 16, 2015 [online].
http://www.who.int/healthacademy/WHO_TB.pdf?ua=1

MMMyHOreHHOCTb: CNOCOBHOCTb CyBCTaHLMI 3anycKaTb HeXenaTenbHbIn Unn
Henpe/BUAEHHbI UMMYHHBIV OTBET N peakLio.>*

VIMMYHHas cuctema: CUCTeMa, KOTOPas 3aLLMLLIAeT OPraHN3M OT Pa3fnyHbIX
Cy6CTaHUMIN U NaTOreHOB, BK/lOUas BUPYCHI 11 6akTepnn. >

DepxaTtenb perncrpaumoHHoro yaoctoepeHus (lepxkatens PY):
1oprANYecKoe nnv Gu3nyecKkoe NnLo, Ha Ybe UMA GbINO BbIAAHO PEMMCTPALIMOHHOE
ynoctoBepeHue (PY). OHv HeCcyT OTBETCTBEHHOCTb 3a BCe acneKTbl 0OpaLleHns
3aperncTPUPOBAHHOTO NIEKAPCTBEHHOTO NpernaparTa, BKoyas KauecTBo

1 COOTBETCTBYE YCNIOBUAM peructpaumn. lepxkatens PY B cBoeli pabote
PYKOBOACTBYETCA 3aKOHOAATENBCTBOM rOCYLAPCTBa, KOTOPOe Bbigano PY, uto
06bI4HO 03HaUaeT HeMOCPeACTBEHHOE MPUCYTCTBME B COOTBETCTBYIOW e cTpaHe. >

HauvoHanbHo perynatopHoe areHTcTBO (HPA) — rocynapcTBeHHbI opraH unm
yupexaeHue, HaleNneHHOE PErynATOPHbLIMY WU KOHTPONbHO-HAA30PHBIMM
NonHOMOUNAMY B chepe MeANLMHCKOI AeaTenbHocTI.

OpurunHanbHbIii IeKapCTBEHHbIN Npenapart: IeKapCTBEHHbI Npenapar,
KOTOPbIN 6blN 3aperncTpupoBaH perynaTopHbIMU OpraHamMyi Ha OCHOBE MOMIHOrO
PerncTpaLyoHHOro AoChe; T.e. yTBepKAeHHOEe(ble) MoKasaHue(MA) K NpUMeHeHUIo
060CHOBaHbI MOMHOTOM AaHHbIX MO KauecTsy, 3hpdeKTUBHOCTY 1 6e3onacHocTn.>®

DapmoKoanHamuiKa: pasaen ¢apMaKkonoruu, NydyarLnin BInaHme
NeKapCTBEHHOTO Npenapata Ha OpraHK3m yenoseka.>

(DapMaKOBI'II/I.EIeMI/IOﬂOFVIﬂZ nccnefoBaHve BIMAHNA NCMOTb30BaHNA
NeKapCTBEHHbIX NpenapaTos B 6onbLurx nonynaunax. 40

®apmakoHapgzop (OH): HayKa 1 aeATeNbHOCTb, CBA3aHHbIE C onpefeneHreMm,
OLIeHKOM, MOHVMaHNEeM v NPeAoTBPaLLeHNEM HexXenaTeNibHbiX 3$deKToB nm
KaKMX-M60 NPob/eM, CBA3aHHbIX C fleKapCTBEHHbIMY NpenapaTtamu.”!

CurHan: nHGopMaLs 0 BO3MOXKHOM HaJIMUMM MPUYNHHO-CIELCTBEHHOM

CBA3U MEXAY HeXenaTenbHo peaKLuel 1 IeKapcTBEHHbIM NpernapaToMm,
B3aMIMOCBSA3b paHee HeM3BECTHasA MO0 NOMHOCTBIO HE 3a[JOKYMEHTUPOBAHHaA.
OG6bIYHO ANA reHepaLumn curHana Heo6XoAMMO Hanmuue 6osnee Yem OfHOTO
COOBLIEHUS V1 ONIPEAENAETCS CEPbE3HOCTbIO COBLITUA 11 KaUeCTBOM MOJYYEHHOM
nHdopmaumu. Mybavikauma coobLLeHNsA 0 cUrHae, Kak Npasusio, NofpasymeBaeT
HEOBXOAVMOCTb KaKX-NN60 AOMONHUTENbHBIX PaccefioBaHNil U AeicTenin.

MopoGHbIN GroTepaneBTUYECKUIA Npenapart unmn buocumunsp:
6roTepaneBTMYECKINIA NpenapaTt, KoTopbIi NoJ06EeH No KauecTsy, 6e3onacHoCTH
1 3$PEKTUBHOCTY y>Ke 3aperncTpupoBaHHOMY pedepeHTHOMY (OpUrMHabHOMY)
6roTepanesTMyeckomMy npenaparty. Mprmeyarue: BO3 otaaeT npeanoyteHmne
TepmuHy SBP (Similar Biotherapeutic Product) — nogo6Hbil 6roTepaneBTryecKumin
npenapar.*

36WHO (1998) Marketing Authorization of Pharmaceutical Products with Special
Reference to Multisource (Generic) Products: A Manual for Drug Regulatory Authorities
- Regulatory Support Series No. 005. World Health Organization, February 23, 2015
[online]. http://apps.who.int/medicinedocs/en/d/Js2273e/10.html

37FDA (2015) Glossary of Terms. US Food and Drug Administration, January 5, 2015
[online]. http://www.fda.gov/forpatients/clinicaltrials/ucm410359.htm

38 WHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs). World
Health Organization, September 29, 2014 [online]. http://www.who.int/biologicals/
areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.pdf?ua=1
39EMA (2010) EU Clinical Trials Register. European Medicines Agency, January 6, 2015
[online]. https://www.clinicaltrialsregister.eu/doc/EU_Clinical_Trials_Register_Glossary.
pdf

“°The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.
January 5, 2015 [online]. http://www.who-umc.org/graphics/27400.pdf

“TWHO (2014) Essential Medicines and Health Products: Pharmacovigilance. World
Health Organization, February 3, 2014 [online]. http://www.who.int/medicines/areas/
quality_safety/safety_efficacy/pharmvigi/en/

“The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.
September 29, 2014 [online]. http://www.who-umc.org/graphics/27400.pdf

“WHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs). World
Health Organization, September 29, 2014 [online]. http://www.who.int/biologicals/
areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.pdf?ua=1
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Pharmacovigilance:
Reasons for Reading On

Everyone should understand the value in reporting side effects

of medicines. This is an important measure by which the safety

of medicines for, and treatment of patients worldwide can be
improved. Less is further known about how reporting actually
happens, what may prevent reporting from happening effectively
and what is done with the data once collected. Collectively, these
activities are referred to as pharmacovigilance (PV), and we all have

a role to play in delivering effective PV.

In order to anticipate, identify, record and report side effects, we first
need to have a good understanding of the medicines themselves.
Biotherapeutic medicines (or biotherapeutics) are complex and

have unique characteristics; therefore they require appropriate

PV monitoring. The purpose of this brochure is to help outline the
challenges, explain how PV practices can address these challenges
and describe the different roles we all have in contributing to

effective monitoring for safe medicines use.
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Pharmacovigilance and
Biotherapeutic Medicine

The World Health Organization (WHO) describes “pharmacovigilance” as “the
science and activities relating to the detection, assessment, understanding
and prevention of adverse effects or any other drug-related problem.”” PV
systems are widely recognized as important tools in the regulatory process
for medicines, for protecting public health and an integral component

of patient healthcare. The WHO describes a national PV system “as an

obligatory investment in the future public health of the territory.”

It is impossible to completely characterize the safety profile of a new
medicine through clinical investigations before the first marketing
authorization is granted. PV is necessary as it allows health authorities to
continue to assess benefit/risk

throughout the life-cycle of a medicine and potentially detect rare and
serious adverse drug reactions (ADRs) that were not detected before
marketing authorization. PV can also identify new safety signals related to
product quality and/or changes in use and prescription patterns. In order to

do soitis important that a robust national PV system is established.

However, maintaining a robust PV system relies on consistent and accurate
acquisition, integration and analysis of ADR data.>* Without such a strong
foundation important safety signals can get hidden, confounded or diluted.
Moreover for any given medicine used across the globe, it is imperative that
ADRs are collected, safety signals identified and analyzed in a comprehensive

way, combining the output from multiple national PV systems. To that end,

the WHO Program for International Drug Monitoring was set up in 1978 and is

delivered by the Uppsala Monitoring Centre.

"WHO (2014) Essential Medicines and Health Products: Pharmacovigilance. World Health Organization,
February 3, 2014 [online].
http://www.who.int/medicines/areas/quality_safety/safety_efficacy/pharmvigi/en/

2 The Safety of Medicines in Public Health Programmes: Pharmacovigilance an essential tool, 2006.

3The WHO has created guidelines for pharmacovigilance systems that can be found through the
following link:
http://www.who.int/medicines/areas/quality_safety/safety_efficacy/Pharmacovigilance_B.pdf

4“WHO has also endorsed a web-based toolkit, developed by pharmacovigilance experts, reviewed
by the Uppsala Monitoring Centre and funded by the Global Fund, that can be found through the
following link: http://pvtoolkit.org/

* “As of October 2013, 117 countries have joined the WHO Programme for International Drug
Monitoring, and in addition 30 ‘associate members’ are awaiting full membership while compatibility
between the national and international reporting formats is being established.” World Health
Organization, February 3, 2014 [online].
http://www.who-umc.org/DynPage.aspx?id=98080&mn1=7347&mn2=7252&mn3=7322&mn4=7324

¢ The European Parliament and the Council of the European Union (2010) Directive 2010/84/EU of the
European Parliament and of the Council. The European Parliament and the Council of the European
Union, January 6, 2015 [online].
http://ec.europa.eu/health/files/eudralex/vol-1/dir_2010_84/dir_2010_84_en.pdf

To provide some context for what this
means in practical terms, the European
Commission has defined the following
expectation for EU Member States to
enact at the national level:

European Commission Directive
2010/84/EU: ¢

(e) ensure, through the methods for
collecting information and where
necessary through the follow-up of
suspected adverse reaction reports, that
all appropriate measures are taken to
identify clearly any biological medicinal
product prescribed, dispensed, or sold

in their territory which is the subject of a
suspected adverse reaction report, with
due regard to the name of the medicinal
product, in accordance with Article 1(20),
and the batch number;
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While this need for a strong foundation is common to all medicines, it is

especially so for biotherapeutic medicines.”® The specific characteristics of
such complex products immunogenic potential require more emphasis on
PV monitoring. Regulators in the European Union (EU) have put mechanisms
in place to strengthen PV monitoring to ensure accurate attribution of ADRs
and the medicinal product.® The United States Food and Drug Administration
(US FDA) has made similar suggestions in their draft biosimilar guidance

issued in February 2012.1°

A recent discussion on PV for biotherapeutic medicines at the Brookings
Institution in Washington D.C. summarized the imperative: “PV systems depend
on the accurate identification of individual products and an ability to link
exposure to possible adverse outcomes.”" This challenge becomes more difficult
in a global environment with multiple sources of a given class of biotherapeutic
medicine, including biosimilars and other biotherapeutics that have been
authorized under different regulatory pathways. Product-level traceability is a
core objective for PV systems for biotherapeutics medicines; the challenge is how
to achieve this within countries and how to connect these systems globally so

that safety signals are quickly and correctly identified and assessed.

7Giezen et al. Safety-Related Regulatory Actions for Biologicals Approved in the United States and
the European Union. JAMA, 2008; 300(16): 1887

8Giezen, T., et al. (2009). Pharmacovigilance of Biopharmaceuticals. Drug Safety 32(10): 811-817.

?Regulation (EU) No 1235/2010 of the European Parliament and of the Council of 15 December
2010. Official Journal of the European Union. 2010;348:1-16; Directive 2010/84/EU of the European
Parliament and of the Council of 15 December 2010 amending, as regards pharmacovigilance,
Directive 2001/83/EC on the Community code relating to medicinal products for human use.

"WFDA. Guidance for Industry. Scientific considerations in demonstrating biosimilarity to a
reference product (February 2012); section VIII.

""Engelberg Center for Health Care Reform at Brookings, Developing Systems to Support
Pharmacovigilance of Biologic Products: Discussion Guide (Nov. 15, 2013) (Brookings Paper).

Key Principles

¢ All medicines have the
potential to cause ADRs.
Biotherapeutic medicines have
unique product characteristics,
due to their biological nature
and complex structure that
require individual product ADR
tracking. Certain events which
may be too rare to be detectable
during clinical trials prior to the
marketing authorization can
lead to ADRs or even decreased
efficacy.
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Importance of Traceability for
Biotherapeutic Medicines

4

As highlighted in the previous section, accurate identification of an individual biotherapeutic
medicine and manufactured batch is one of the pillars of a good PV system. Because of their
complexity, biotherapeutics may cause unwanted immune responses, which differ in range
and severity and sometimes are difficult to identify quickly. The complex production process
of a biotherapeutic partly determines the characteristics of the end product, and this process
is tightly controlled for consistency. When changes occur in the process, either intentionally
or unintentionally, this has the potential for triggering ADRs, which can occur up to many
months after initiation of treatment. Therefore, more than for conventional chemically-
synthesized small molecule medicines, post-approval follow-up on an individual product
level is essential. Full traceability requires not only that the ADR report can be allocated to
one particular biotherapeutic medicine and given batch, but also that it is verifiable that this

is indeed the same product that was originally dispensed to the patient (see Figure 1).

Prescribing Dispensing ADR Reporting

{ l {

Globally Globally Globally
distinguishable m—) distinguishable m—) distinguishable

Batch number @ Batch number

Verification

Figure 1: Full traceability throughout the prescribing,
dispensing and ADR reporting chain

To achieve product-level traceability for biotherapeutics, clear identification and
recording is needed. A fundamental measure for identification is the use of a
distinguishable name, which is used consistently around the world and yet unique for
each individual biotherapeutic medicine. Batch number is also an important identifier
for traceability, and has proven particularly useful for identifying batch-related ADR to
a product belonging to one Marketing Authorization Holder (MAH). However, recent
experience in some regions demonstrates that batch numbers are not as frequently
recorded in ADR reports.” Therefore, additional means of identification and recording
are needed at all steps of use: through prescription, dispensation, record-keeping,
ADR reporting and signal analysis to ensure that a link can be made between an ADR
reported in any jurisdiction and the exact product dispensed to that patient.

2Vermeer, N., et al. (2013). Traceability of Biopharmaceuticals in Spontaneous Reporting Systems: A Cross-Sectional
Study in the FDA Adverse Event Reporting System (FAERS) and EudraVigilance Databases. Drug Safety 36(8): 617-625.
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If ADR occurs
INN only

Physician
prescribes
by INN only

Pharmacist
dispenses an
available or cheapest
biotherapeutic

with same INN

Reporter does
NOT have
immediate access
to precise product
given to patient

Itis unclear
which medicines
are linked

to ADRs

If ADR occurs
Brand and INN

Physician prescribes
by brand and
distinguishable

INN

Pharmacist
dispenses

stated brand or
contacts physician
to agree change

In event of an

ADR reporter knows
exactly which
product the patient
was dispensed

Physicians know
which drugs are
linked to ADRs

Prescribing by brand name and distinguishable
International Nonproprietary Name (INN) allows
physicians rapid access to the precise product

Source: Amgen

dispensed when reporting ADRs

Key Principles

® Each biotherapeutic medicine
including biosimilars should

be required to have a
distinguishable name that
clearly differentiates it from
other biotherapeutic
medicines. This will ensure clear
identification, safe prescription
and dispensing to patients,

and enable accurate reporting
and analysis of ADR data (i.e.,
improve traceability).

* Itis very important that
healthcare professionals are
educated and encouraged to use
the distinguishable name when
prescribing and dispensing to
ensure that any ADRs reported
are assigned to the correct
biotherapeutic medicine and
batch number.

Figure 2: In a multisource environment, distinguishable names ensure
traceability

Loss of traceability can occur for a number of reasons. An example is given in Figure 2.
Figure 2 describes the impact when a medicine is prescribed in an environment where
separate products are marketed using the same non-proprietary name and the
physicians and pharmacists do not record a distinguishable name for what is prescribed
and dispensed. Subsequently a reporter, who could be the prescriber or patient, needs
to associate a side effect with the drug dispensed and report to a company or national

regulatory agency (NRA).
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ADR Collection and
Signal Detection

A second important pillar of PV is the ability to link exposure to possible adverse
outcomes.” This is done through a process called signal detection. As described
previously, the ability to conduct PV is an important tool for health authorities to
continuously assess the benefit/risk throughout the lifecycle of a medicine. Product
development and subsequent authorization aims at making medicinal products
available that have been demonstrated to be effective and safe. At the same time,
however, it is important to ensure that medicines are made available as quickly as
possible to patients that need them. There needs to be a good balance between
the amount and type of data (e.g. survival data, pharmacodynamic endpoint) that
need to be available prior to authorization and the data that can be generated after
approval (e.g. higher number of patient exposure). With increasing complexity of
the products involved, this balancing act becomes more important, recognizing
that clinical studies during the development of a medicine will never be able to fully
provide certainty. Thus, national regulatory agencies (or regulators) and industry are
constantly looking for more risk-based approaches that allow earlier access while
still ensuring adequate efficacy and safety. Such approaches rely on additional data
being generated post-marketing authorization approval to inform on defined and
acknowledged uncertainties remaining at the time of marketing approval and to

confirm the benefit/risk profile in clinical practice.

Because of the variety and rarity of ADRs that can be anticipated for biotherapeutic
medicines, PV systems need to be suitably sensitive to identify changes in ADRs with
respect to incidence, type and severity and to be able to correctly link these signals to
products. Several PV techniques are available, spontaneous reporting of ADRs being
the most widely and globally used. Other, more complex methods such as medical
registries or retrospective analyses of existing databases can be used in addition, to
focus on a certain product (class) or on an event. Many products of biological origin,
especially those intended for serious diseases, use registries to follow the patient

population in more detail.

The most widely used method of PV relies on spontaneous reporting of suspected
ADRs and many important safety signals have been picked up in this way. Drawbacks
of spontaneous reporting include underreporting, incomplete information, and
sensitivity to known or unknown external factors.” Furthermore, the vast number of
spontaneous reports received makes case-by-case analysis and medical evaluation

more and more challenging and specific tools have therefore been developed to

*Engelberg Center for Health Care Reform at Brookings, Developing Systems to Support
Pharmacovigilance of Biologic Products: Discussion Guide (Nov. 15, 2013) (Brookings Paper).

“The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP).
Guide on Methodological Standards in Pharmacoepidemiology (Revision 1).
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help identify patterns in the data (e.g. disproportionality analysis).”>° To facilitate
aggregated analysis of the data, spontaneous ADR reports are collected in databases.
However, these databases may have some limitations too (e.g. reporting practices of
the countries that submit the data to the database may differ considerably or time

difference between the occurrence of the event and the availability in the database).

Example of Databases

WHO International Drug Monitoring Program Vigibase
http://www.umc-products.com/DynPage.
aspx?id=73590&mn1=1107&mn2=1132

US FDA ADR Reporting System for Pharmaceutical Products (FAERS)
http://www.fda.gov/Drugs/GuidanceComplianceRegulatorylnformation/
Surveillance/AdverseDrugEffects/default.htm

Eudravigilance Database in the EU
https://eudravigilance.ema.europa.eu/highres.htm

A registry is an organized system that uses observational methods to collect uniform
data on specified outcomes in a population defined by a particular disease, condition
or exposure.” Ideally a registry will contain a control group and should not only
include patients being prescribed a specific product. As for spontaneously reported
data, in practice, recorded data can be inaccurate or incomplete. Furthermore,
participation in a registry is voluntary and will vary by practice or institution.
Registries do not stand on their own; they are used as a data source within which
(epidemiological) studies can be performed, keeping in mind guidelines for good
pharmacoepidemiology. In addition, ADRs reported in a registry will also be dealt

with as spontaneous reports and end up in one of the databases described above.

Whether signals originate from the monitoring of data from spontaneous reporting or
from data originating from other sources can be based on a number of ADRs received
over a defined period of time for a defined drug substance or medicinal product. Higher
reporting than expected for the active substance or product of interest is considered to
be a signal, which has to be further investigated and validated. The ‘expected’ reporting
rate can be related to all other active substances/medicinal products in the database. The
principles of these calculations are shown in Figure 3. The larger the database, the more
representative the ‘expected’ reporting rate will be. But it can also be easily seen from this
figure that misclassification of one or more ADRs can lead to a substantial shift outcome,
which could make the difference between a signal or no signal, in particular when
the ADR s rare.

5 Almenoff JS, Pattishall EN, Gibbs TG, DuMouchel W, Evans SJW, Yuen N. Novel statistical tools for
monitoring the safety of marketed drugs. Clin Pharmacol Ther 2007;82:157-66.

®The European Network of Centres for Pharmacoepidemiology and Pharmacovigilance (ENCePP).
Guide on Methodological Standards in Pharmacoepidemiology (Revision 1).

”Guideline on Good Pharmacovigilance Practices (GVP) - Module V, EMA/838713/2001.



Key Principles

* PV reporting systems should
be easy to use to allow reporting
by any party including patients
and HCPs and well-structured to
facilitate the meaningful analysis
of ADR data on biotherapeutic
medicines.

¢ Health authorities, national
regulatory agencies, medical
researchers and companies
should be able to perform
analyses at both the product
class (e.g. epoetin) and
individual product level (i.e.
separated by manufacturer or
MAH) for each biotherapeutic
medicine.
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Follow-up information

Reporter

Logininternal
database

Report as
required

HCP = Healthcare Professional

NRA = National Regulatory Agency
MAH = Marketing Authorization Holder

Check for missing Input Product
information; Brand name
Follow-up with if available
reporting

Check for Assess
validity; seriousness

Include ADR in & relatedness;
company When in doubt:
database related

Source: MSD

Figure 3: Reporting path of and ADR from reporter to final database

If an unexpected ADR with a particular product does occur, early signal detection
and subsequent rapid assessment and validation are important. This will allow
quick and targeted action (e.g. risk minimization through a change in the
product information, communications to healthcare professionals (HCPs) or even
a temporary withdrawal of the product from the market). The longer it takes

to pick up the signal, the more patients will have been exposed and be at risk.
When searching for signals, therefore, the limitations of the dataset play a role

to determine the evidentiary value. For these reasons, signal detection should
follow recognized and robust methodology and a multidisciplinary approach,
including statistical analysis that is appropriate for the data set. Proof of causality

will always require additional evidence to be generated.
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Risk Management Plans
and Risk Minimization
V4 Elements in the PV System

At the time of regulatory approval, the safety information about a medicine is
still relatively limited compared to the information that will be available when
the medicine is actually used in healthcare practice over the years. The evidence
compiled for regulatory approval may identify known or potential safety risks for
patients, based on the preclinical and/or clinical study results. There may also be
missing information, which is defined as “critical gaps in knowledge for specific

safety issues or populations that use the marketed product”®.

The company responsible for a biotherapeutic medicine usually agrees with the
approving regulatory authority on a safety plan, known as a risk management
plan (RMP), to address this need to further collect and analyze the safety data for

a given medicine - its known and potential risks and any missing information.

The European Medicines Agency (EMA) recently summarized the scope
of a RMP as a defined set of PV activities which:

» Aim to characterize the safety profile of the medicine
« Proactively plan activities to characterize risks and to identify new risks
and increase knowledge about the safety profile of the medicine; and

« Plan and implement risk minimization and mitigation and to assess
the effectiveness of these efforts.”

In many countries, RMPs are a requirement for marketing authorization, and it is
expected that the RMP will be continually modified and updated as the PV work

proceeds and safety data is gathered and assessed.

"®Annex IV, ICH-E2C(R2) Guideline.
" Guideline on Good Pharmacovigilance Practices (GVP) - Module V, EMA/838713/2001.



Key Principles

¢ [FPMA supports pro-active
management of potential risks
to further mitigate adverse
consequences to patients. For
effective RMP, an effective
system for identification of
medicines, clear prescribing and
recording of the information,
and good communication to
HCPs, patients and their carers

are needed.

Good Pharmacovigilance Principles and Considerations for Biotherapeutic Medicines

RMP and risk mitigation applies to all medicines, but for biotherapeutics,
including biosimilars, there is the added emphasis for monitoring because the
safety profile of these medicines is sensitive to seemingly small changes in
production processes, while any problems identified after approval are often
related to impacts to the immune system resulting from the treatment.?® Risk
mitigation measures may include educational materials and programs including

registries.

Furthermore, considerable effort
is needed in not only engaging
HCPs, patients and their carers in
understanding their role in risk
management, but also to explain
why risk management is needed
and how these safety risks should

be considered in the context of
their treatment.?'

To encourage patients and HCPs to report any ADRs through their national
reporting systems, and thereby to help support global safety signal identification
and analysis, some countries and regions have instituted specific monitoring
requirements for newly approved active substances and for all biotherapeutic

medicines, including biosimilars.??

The success of a RMP relies on the possibility to quickly identify potential
problems and therewith on an effective system for identification of medicines,
clear prescribing and recording of the information, and this needs to be well

communicated to HCPs, patients and their carers.

2°Giezen, T. J,, et al. (2008). “Safety-Related Regulatory Actions for Biologicals Approved in the United
States and the European Union.” Journal of the American Medical Association (JAMA) 300(16): 1887-
1896.

2'Edwards IR, Lindquist M. Understanding and Communicating Key Concepts in Risk Management:
What do we mean by Benefit and Risk? Drug Safety, 2009, 32(6):449-452.

22For example, the European Union now requires a special symbol for newly approved active
substances and for biologics, including biosimilars, authorised after 1 January 2011 to be included
on package. For further details please see European Commission. Pharmaceuticals: New symbol to
identify medicines undergoing additional monitoring. European Commission, April 19, 2013 [online].
http://europa.eu/rapid/press-release_IP-13-199_en.htm?locale=en
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Roles and Responsibilities
of Stakeholders

The global diversity in the organization of public health systems means that
many countries lack the necessary facilities, expertise and resources for PV.*
Primary healthcare may not be delivered by medically-trained personnel but
rather by trained non-medical village workers with incomplete understanding of
adverse reactions. Shortages of resources may lead to underdeveloped medical
control systems and lack of laboratory facilities to help diagnose ADRs. Public
Health Programs (PHPs) or Patient Support Programs (PSPs) may exist, based on
direct administration of medicines, either directly controlled by the country, or
under the leadership of an international organization such as WHO or UNICEF.
Also in such programs, patients rarely have direct contact with a physician, as

resources are usually focused on setting up the program.

Where PV systems and PHPs exist alongside each other, this may lead to
duplication of effort and lack of harmonization in terminology, data collection
and causality assessment. Depending on the country, national PV centers

may be centralized or decentralized and function at different levels (district,
state or country level). Whatever the structure, it is important to ensure good
coordination, bringing the relevant expertise together and integrating the PV
activity between the different vertical structures (disease specific PHPs or other

systems) in a country or region together.

For effective PV, global standards and guidelines are needed as well as free

exchange of information regarding ADRs on a local, regional or global level.

Such exchange has been made easier by the standardization of the
minimum criteria for a meaningful adverse reaction report and the
WHO Program for International Drug Monitoring at the Regulator
Uppsala Monitoring Centre has been central to this
effort. The objective now is to extend this further Health

Authority

and to provide further guidance and direction with

respect to biotherapeutic medicines.

Even the best designed PV system is meaningless
without the contributions of all stakeholders
(requlators, MAHs, HCPs, patients and their carers
and the wider public) (see Figure 4) to provide the
information about a medicine and any potential impact
on safety. The responsibilities of each of the stakeholders in

the risk management cycle have been highlighted below, with special

reference to biotherapeutics.

Figure 4: Key stakeholders

2WHO. The Safety of Medicines in Public Health Programmes.
Pharmacovigilance an Essential Tool.
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MAHs (Marketing
Authorization Holders)

MAHs are the ‘owner’ of a medicinal
product and as such primarily responsible
for ensuring that the objectives for PV are
being met and that appropriate action
can be taken when needed. In many
jurisdictions, this responsibility is captured

in the law.

With respect to biotherapeutics, MAHs
should provide clinical immunology and
analytical support to HCPs and patients to
help them to identify and manage related
ADRs.

MAHs, usually through a qualified
person for PV, are responsible for:

- Continuous monitoring of PV
data and scientific evaluation of
allinformation on the risks of the
medicinal product.

« Submission of accurate and verifiable
data on ADRs to the competent
authority.

- Effective communication with the
competent authority on any
information that may impact the
benefit/risk balance.

« Update of the product information to
reflect all scientific knowledge and
communication of relevant safety
information to HCPs and patients.

Regulators

The regulators have a dual role in PV
activities. On the one hand, they supervise
the compliance of applicants with their PV

activities.

On the other hand, they play a role in
facilitating PV activities in their territory
(e.g. by facilitating reporting of ADRs or
by creating databases that allow pooling
of data to facilitate analysis). They can
also play a role in proactive safety reviews
and data capture that can be organized
for cohort event monitoring, linked to

a particular healthcare investment or
initiative. Such examples are evident

for healthcare programs initiated by
WHO and other non-governmental

organizations and charities.*

For biotherapeutics, regulators should
also provide guidance and support to
HCPs and patients to help them to identify
and report ADRs, advising specifically

on the need for product-specific
identifiers, including batch numbers.
With respect to process changes for
biotherapeutics, the regulators closely
assess these changes for impact on safety
and efficacy and monitor the results
accordingly. Because substitution of one

biotherapeutic medicine for another

24For further details on cohort event monitoring and examples, please refer to:
http://www.who.int/hiv/topics/pharmacovigilance/4_pharmacovigilance_cem.pdf

in the course of a patient’s treatment

requires careful consideration of the
patient’s individual circumstances, the
regulator and health authority should
encourage the HCPs to carefully consider
and document the substitution to ensure
accurate traceability. Moreover, guidance
regarding substitution between products,
including between biosimilars and their
reference products, should be provided
to ensure that these products are not
used interchangeably without evidence
supporting a lack of impact on patient

safety or efficacy.

An efficient and direct way to provide
HCPs with essential information is to
include such information and guidance
in the labelling of the medicine. More
generally, common communication

methods and templates could facilitate

Regulators will organize PV inspections

to ensure that:

» The MAH has everything in place
that is needed to meet the PV
requirements.

- Toidentify and address
non-compliance and take

enforcement action when necessary.
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related ADRs.
Patients and their carers

Patients primarily have the responsibility

HCPs (Healthcare
Professionals)

Spontaneous reporting systems are

the most common mechanism by to comply with the treatment schedules

which safety reporting occurs, and and recommendations in the label and

these systems rely heavily on the direct to be aware of important risks. Although

contributions of all stakeholders who have ~ Much of the focus for ADR reporting

been involved in the prescription, delivery has been centered on the regulatory

and use of a medicine by a patient. This authorities, the manufacturers responsible

includes physicians, pharmacists or for the medicines themselves and the

other healthcare workers. Their role is reporting healthcare practitioner, PV

to ensure that the patient is sufficiently systems are opening up to more direct

informed and motivated to report any input from patients themselves as well

untoward effects they may experience. as other representative bodies. A good

They also have a crucial role in ensuring understanding by patients of the potential

traceability of the prescribed product by benefits and risks of a medicine is likely

ensuring that all necessary information to have a positive effect on reporting of

on the product prescribed and dispensed ADRs and compliance with suggested risk

is included in the patient file, which can minimization activities (see Table 7).
be accessed for verification e.g. in case

of a reported ADR. For biotherapeutics,

these roles and responsibilities remain the

same, nevertheless further education and

engagement may be helpful in preparing

all stakeholders to identify and manage

Availability of batch numbers for reported suspected

biopharmaceuticals stratified by type of reporter

Reporter type FAERS (n=487,065) EV (n=356,293)
Total number  Drugs with batch  Total number Drugs with batch
of drugs? number available  of drugs number available
[n(%)] [n(%)]
Physician 112,770 15,026 (13.3) 94,928 6,667 (7.0)
Pharmacist 12,971 2,984 (23.0) 9,999 1,896 (19.0)
Other healthcare
professional 64,235 9,087 (14.1) 46,765 5,366 (11.5)
Consumer 198,282 76,006 (36.3) 117,411 47,800 (40.7)
Lawyer 1,489 10(0.7) 1,242 5(0.4)

2 For a total of 97,318 biopharmaceuticals in the FAERS and 85,948 in EV, the reporter type was
not unique or unavailable. EV Eudra Vigilance, FAERS FDA Adverse Event Reporting System

Table 1: Availability of batch numbers for reported suspected biopharmaceuticals
stratified by type of reporter

2\lermeer, N., et al. (2013). “Traceability of Biopharmaceuticals in Spontaneous Reporting Systems: A Cross-Sectional
Study in the FDA Adverse Event Reporting System (FAERS) and EudraVigilance Databases”. Drug Safety 36(8): 617-625.
26WHO http://www.who.int/biologicals/en/; International Conference on Harmonization of Technical Requirements
for Registration of Pharmaceuticals for Human Use http://www.ich.org/; Council for International Organizations of
Medical Sciences http://www.cioms.ch/

Key Principles

¢ Even though the clinical effect
of certain products may be
similar, healthcare professionals
should be educated on the
necessity for using
distinguishable names when
prescribing biotherapeutic
medicines. This practice will help
maintain the role of the physician
in selecting a particular therapy
for the patient and provide
clarity for the pharmacist about
what medicine was prescribed.

* Confusion about the
physician’s intended treatment
choice may lead to automatic
substitution and inaccurate
attribution of ADRs as the
prescribing physician may not
be aware which medicine the
patient received.

* Currently, there is no scientific
basis to conclude that greater or
lesser rigor in the collection of PV
data for biosimilars is required
when compared with originator
products. Ensuring that all
biotechnology manufacturers,
adhere to global standards

for manufacturing and PV
(WHO, ICH, CIOMS,) will protect
patient safety and maintain the
quality of existing PV practices.
Therefore, each MAH of each
biological product must have an
established PV system to ensure
comprehensive monitoring of
the product.?
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Global Signal Detection

4

Global pharmaceutical companies aim to develop and make their products available

to patients worldwide. This means that ADRs will be reported in principle from many
countries all over the world. In addition, ADRs can be reported by HCPs, regulatory
authorities, patients or anyone else who becomes aware of an untoward effect to a
certain medicine. To allow correct and timely reporting and analysis of this large variety
of data, pharmaceutical companies have set up extensive PV systems. A schematic
outline of the path followed by an ADR starting at the reporter and ending with the

actual inclusion in the database is given in Figure 3.

Minimum criteria have been defined for information that needs to be available in order
to have a meaningful case report. Lack of any of these elements means that the case

is incomplete. It is the responsibility of the MAH to put every effort into collecting the
missing data. However, in practice, the success rate of such follow-up queries is low,

while also privacy considerations have to be taken into account.

The 4 essential elements for an ADR: Epidemiology

1) Identifiabl t
(1) Identifiable reporter Healthcare Professional

(2) Identifiable patient Pha rmaCOV|g||ance

(3) Adverse reaction National Regulatory Agency

4) S ted product
(4) Suspected produc Traceability

Both the MAH and the NRA have the task to collect sufficient information to ensure

that reports are authentic, accurate, as complete as possible and non-duplicative.
Furthermore, a high number of drug-specific ADRs in an adverse reactions database have
been shown to increase the power for detecting safety signals.”’ From that perspective,
it is beneficial to be able to share and exchange information on adverse reaction
reports. Global standards for essential elements in reporting processes and definitions
would facilitate the use of global databases for collating and searching data as well as
for testing hypotheses once a signal has been detected. Such standards, specifically

in relation to the 4 essential elements, can also facilitate the elimination of duplicates
(based on identifiable reporter and patient) and avoid misclassifications (e.g. due to
imputation of the name of the suspected product when the reported name does not
unequivocally identify the individual product). Overall, consistent global processes and

use of well-defined standards will increase the quality of the data.

Hammon IW, Gibbs TG, Seifert HA, Rich DS. Database Size and Power to Detect Safety Signals in
Pharmacovigilance. Expert Opin Drug Saf 2007;6:713-21.
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Summary

Biotherapeutic medicines, including biosimilars, have brought considerable benefits to
patients around the world. New biotherapeutic medicines and more alternatives for supply
will bring further value to patients and to healthcare systems. However, because of the
complexity of biotherapeutic medicines and their unique method of manufacture, a strong
PV system is needed to ensure that value is maintained and patient safety remains at the

center of our efforts.

Effective PV for biotherapeutics, particularly as multiple sources of biotherapeutics emerge
globally, requires that we establish product-level traceability. Some of this will be made
possible by advances in non-proprietary identification. However, much of this effort relies
upon the effectiveness of PV systems and the practices of safety reporting amongst not only

regulators and manufacturers, but critically amongst HCPs, patients and the wider public.

Countries generally have some form of PV system in place, and this has developed in the
context of the healthcare setting and needs of that country. However, PV is a global effort,
and we support the WHO in its efforts to help countries to further develop their PV systems

and practices to reach a common standard and to encourage and support global safety

reporting and analysis for the benefit of all patients.

Characteristics of robust PV systems

« Easy to use (reporting forms, procedures for submission and collection of reports)

« Allows reporting by patients and healthcare providers
« Well structured to facilitate analysis

- Standardized procedures and definitions (e.g. what is a reportable event,
follow-up and processing of case reports)

= Allows analysis on product class level (e.g. epoetin) and on individual
product level (by manufacturer or MAH)

« Procedures for analysis of aggregated information
« Good communication practices

« Training

Collaboration is key

Greater engagement in and support for PV practices are needed to empower all
stakeholders to help deliver effective safety reporting on a global basis. Good practices
exist in many countries, but in too many settings, patients, HCPs and other stakeholders
do not understand the role that they should play or feel concerned that they will not

be well received by the authorities if they raise safety concerns. The EMA recognizes
this important measure, and it will soon be publishing its first “Good Vigilance Practice”
Module (XI) on public participation in PV. This is a trend that must become global if we
are to ensure that the effective PV systems we establish, have the critical input of safety

information provided by all stakeholders - our critical partners for PV.



16 Good Pharmacovigilance Principles and Considerations for Biotherapeutic Medicines

Glossary

Adverse (Drug) Reaction (ADR): A response which is noxious and
unintended, and which occurs at doses normally used in humans for the
prophylaxis, diagnosis, or therapy of disease, or for the modification of
physiological function. (WHO, 1972).

An ADR, contrary to an adverse event, is characterized by the suspicion
of a causal relationship between the drug and the occurrence, i.e. judged
as being at least possibly related to treatment by the reporting or a
reviewing health professional.?®

Adverse Event (AE): Any untoward medical occurrence that may present
during treatment with a pharmaceutical product but which does not
necessarily have a causal relationship with this treatment.?

Biotherapeutic Medicines: Medicines whose active ingredients are or are
derived from proteins (such as growth hormone, insulin, antibodies) and
other substances produced by living organisms (such as cells, viruses and
bacteria). They are larger and more complex than chemically synthesized
drugs and their characteristics and properties are typically dependent on
the manufacturing process itself.>

Drug Substance: An active ingredient that is intended to furnish
pharmacological activity or other direct effect in the diagnosis, cure,
mitigation, treatment, or prevention of disease or to affect the structure or
any function of the human body, does not include intermediates used in
the synthesis of such ingredient (21 CFR 314.3(b)). The term drug substance
can also be used to refer to a physical mixture of two or more drug
substances used to produce a fixed-combination drug product.*'

Disproportionality Analysis: Screening of Individual Case Safety Report
(ICSR) databases for reporting rates which are higher than expected.

For drug-ADR pairs, common measures of disproportionality are the
Proportional Reporting Ratio (PRR), the Reporting Odds Ratio (ROR), The
Information Component (IC), and the Empirical Bayes Geometrical Mean
(EBGM). There are also disproportionality measures for drug-drug-ADR
triplets, such as Omega (Q).*?

Epidemiology: The science concerned with the study of the factors
determining and influencing the frequency and distribution of disease,
injury and other health-related events and their causes in a defined
human population for the purpose of establishing programs to prevent
and control their development and spread.®

2The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.

The Uppsala Monitoring Center, September 29, 2014 [online].
http://www.who-umc.org/graphics/27400.pdf

#?1dem.

3WHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs).
World Health Organization, September 29, 2014 [online]. http://www.who.int/

biologicals/areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.

pdf?ua=1

31FDA (2010) Guidance for Indutry - Drug Substance Chemistry, Manufacturing, and
Controls Information. US Food and Drug Administartion, December 12, 2014 [online]

Immunogenicity: The ability of a substance to trigger an unwanted or
unanticipated immune response or reaction.**

Immune System: A system that protects the body against foreign
substances and pathogens, including virus and bacteria.*

Marketing Authorization Holder (MAH): The person or company

in whose name the marketing authorization has been granted. This
party is responsible for all aspects of the product, including quality
and compliance with the conditions of marketing authorization. The
authorization holder must be subject to legislation in the country
that issued the marketing authorization, which normally means being
physically located in the country.*

National Regulatory Agency (NRA): Public authority or government
agency responsible for exercising autonomous authority over some area
of human activity in a regulatory or supervisory capacity.®”

Originator Product: A medicine which has been licensed by the national
regulatory authorities on the basis of a full registration dossier; i.e. the
approved indication(s) for use were granted on the basis of full quality,
efficacy and safety data.*®

Pharmacodynamics: Is the exploration of what the Medicinal Product
does to the body.*

Pharmacoepidemiology: Study of the use and effects of drugs in large
populations.*

Pharmacovigilance (PV): The science and activities relating to the
detection, assessment, understanding and prevention of adverse effects
or any other drug-related problem.*

Signal: Reported information on a possible causal relationship between
an adverse event and a drug, the relationship being unknown or
incompletely documented previously. Usually more than a single report
is required to generate a signal, depending upon the seriousness of the
event and the quality of the information. The publication of a signal
usually implies the need for some kind of review or action.*

Similar Biotherapeutic Product (SBP) or Biosimilar: A biotherapeutic
product which is similar in terms of quality, safety and efficacy to an
already licensed reference biotherapeutic product. Note: The WHO
prefers to use the term SBP.*

36WHO (1998) Marketing Authorization of Pharmaceutical Products with Special
Reference to Multisource (Generic) Products: A Manual for Drug Regulatory Authorities
- Regulatory Support Series No. 005. World Health Organization, February 23, 2015
[online]. http://apps.who.int/medicinedocs/en/d/Js2273e/10.html

37FDA (2015) Glossary of Terms. US Food and Drug Administration, January 5, 2015
[online]. http://www.fda.gov/forpatients/clinicaltrials/ucm410359.htm

38 WHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs). World
Health Organization, September 29, 2014 [online]. http://www.who.int/biologicals/
areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.pdf?ua=1

39EMA (2010) EU Clinical Trials Register. European Medicines Agency, January 6, 2015

[online]. https://www.clinicaltrialsregister.eu/doc/EU_Clinical_Trials_Register_Glossary.
pdf

“°The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.
January 5, 2015 [online]. http://www.who-umc.org/graphics/27400.pdf

“TWHO (2014) Essential Medicines and Health Products: Pharmacovigilance. World
Health Organization, February 3, 2014 [online]. http://www.who.int/medicines/areas/
quality_safety/safety_efficacy/pharmvigi/en/

http://www.fda.gov/downloads/animalveterinary/guidancecomplianceenforcement/
guidanceforindustry/ucm052498.pdf

32The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.
The Uppsala Monitoring Center, January 5, 2015 [online].
http://www.who-umc.org/graphics/27400.pdf

31dem.

34WHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs).
World Health Organization, September 29, 2014 [online]. http://www.who.int/ “The Uppsala Monitoring Center (2013) Glossary of Terms Used in Pharmacovigilance.
biologicals/areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010. September 29, 2014 [online]. http://www.who-umc.org/graphics/27400.pdf

pdf?ua=1 BWHO (2009) Guidelines on Evaluation of Similar Biotherapeutic Products (SBPs). World
33WHO (2004) The Health Academy Avoiding Tuberculosis - Self Study Program on Health Organization, September 29, 2014 [online]. http://www.who.int/biologicals/
Tuberculosis. World Health Organization, January 16, 2015 [online]. areas/biological_therapeutics/BIOTHERAPEUTICS_FOR_WEB_22APRIL2010.pdf?ua=1
http://www.who.int/healthacademy/WHO_TB.pdf?ua=1



About IFPMA:

IFPMA represents the research-based pharmaceutical
companies and associations across the globe. The
research-based pharmaceutical industry’s 2 million
employees research, develop and provide medicines and

vaccines that improve the life of patients worldwide.

Based in Geneva, IFPMA has official relations with the
United Nations and contributes industry expertise to help
the global health community find solutions that improve
global health.

www.ifpma.org

About AIPM:

The Association was established in 1994. It comprises more
than 60 international pharmaceutical companies that
provide over 80% of the world’s pharmaceutical products
and over 60% of medicines imported to the Russian
Federation, which is more than 60% of the entire Russian
pharmaceuticals market in money terms.

www.aipm.org

Photography

Cover:  Crucell

Page 1: Eisai

Page 3: Lundbeck

Page 7: Novartis

Page 12: GlaxoSmithKline

© IFPMA 2015



Anazamemock / For notes




Anazamemock / For notes




International Federation Chemin Des Mines 9
) P.O. Box 195
of Pharmaceutical 1211 Geneva 20

Manufacturers & Associations Switzerland

Tel: +41 223383200
Fax: +41 223383299

www.ifpma.org

r
0O
IFPMA

123001, MockBa,
TpexnpyaHbin nep., 9, cTp. 2,

odunc 313
Association of Accounaumsa
International MeXAYHapPOAHbIX Ten: +7 (495) 933-7040
Pharmaceutical ¢dapmaveBTnyecKnx
Manufacturers  npoussogutenei Oakc: +7 (495) 933-7041
www.aipm.org

ISBN 978-2-940498-44-4

9"782940"498444" >




