IIepexan yKpaiHCEKOO MOBOIO, ABTEHTHYHICTD
SKOr0 MIATBEPJUKEHA YIIOBHOBAXEHOIO 0C00010
3assHuka, imdopmamii 1npo  3acTocyBaHHS
JIKapchKOro 3acofy, 3aTBEpIDKEHO! BiMOBiAHO
A0 HOPMaTHBHHX BHMOT pekoMmennosanux BOO3

Jo peecTpaniiinoro nocindenns
N L) STRe s foor
/

Bix // -b,l ..'./’:.7;7 é&-_p’/// \E‘/-‘

KOPOTKA IHCTPYKIISI V1A MEJMYHOTO 3AC IFOCYBAHHA
MPENAPATY

Lis kopoTka iucrpykuin ne micriuTa yeici neoBxinnol indopmauil 1as Sesneunoro
I epexTinnOro 3reTocyBanng n penapaty BAT®, IMeperaansTe noBHYy
fuerpyxuito ana meanvuuoro JACTOCYBAHNA npenapaTty BATY,

. BATY [BoTyniniunnit auTuToKCUH renTaBRNEHTHIT (A\B,C,D,E,F,G)- .
(kincekuii)] erepuastnil posumn a8 In'cxulit, exnanenni y CIIA: 2013 p.

HEUWOJABHI 3HAYHI 3MIHHereeresermereeecenmeees

Crocif 1actocysansa Ta 403w, nprroTyBaiig a0 3acrocysania (2.2) [09.2016)

[TOKA3BAHHS TA 3ACTOCYBAHH Ammeereeee-

BAT [Gotyniniunuit anTHTokenn renrasanesthiil (A, B, C, D, E, F,G)-
(kincskiH)] a8nse cobota eymius hiparsichris iMyHOrnoByiiny, o noka3aHe f1a
nixysaria cumToMis GoTyalamy nicas nizracpicHrs abo ninoapu Ha
sapaxenis GoTyninlwuumu nelipotokcunamu cepotunis A, B, C, D, E, F a6o G a
aopocnix Ta aited,

Edexrisuicts BAT rpyHTYETLCH BUKIONHO HA ZOCHIDKEHMAX 3 edpextisHoCTi,
HKi NPODOAHMHCA HE MOACAAX GOTYAIIMY Y TBAPUH,

-CITOCIB 3ACTOCYBAHHS TA 03 Mo e rmeeaereeceenas
Tiankn pan suyrpitnsonenioro actocyna s,
BAT pBoiTheA 38 NONOMOrOK0 BHYTPILIHEOBCHHOT NOBIALHOI iyl mean

po3se, 8 cninai i 1:10 3i 3smuatisim disionoriunnm porumHom y
PEKOMEHLOBAHIR 03], U0 HABEAEHE B HACTYNHIN TaBAMUI,

Ipyna Jola TlouaTkosa = |3pocTaioua Maxensmansna
nauicurin woiakicTn wesnaxicrs WoHAKICTY
Indsyaiy ndyslv npu Indyaly
(mepui nepenocimocTi
30 xeuauH) (kowcul
30 xBuaNR)
Jopocni Omimi 0.5 mn/xs Moasoenus 2 Mn/xs
(2 17 pokin) |dnaron lsnakocTi
Mitw (sia 20-100% | 0,01 ma/sr/xn. | 0,01 ma/kr/xn | 0,03 ma/krvx.,
1 poky 110 o3 He He
< 17 pokis) |uopocnoro | NEPEBULLYBATH MEPERHILYDATH
) WBHAKICTS LA wsnakicth ans
Zopocnore A0pOCHOro
Hemosnsta | 10% aoan | 0,01 ma/kr/xs | 0,01 mn/kr/xe  |0,03 Mu/xrixs
(<1 poxy) |nopocnoro
HEIANSHKHO
BiA MBCH
Tina

e WOPMA N03YBAHHS TA CHNA U ermmmeemeeaee
Kowken onnopasosnil (hukor Mictits miniMansHy Kijskicts:

4500-onkHnus (Ou) aHTHTOKCHHY CepoTHNY A;
3300 oaunuus (Ou) anrHTokciny cepotnny B;
3000 oauunLe (On) anrietokeuiy cepoTiny C;
600 oaminus (Om) anTiToRCHHY cepoTHny D;

* 5100 oaunmus (On) anTuTOKCHHY cepotuny E;.
3000 oauuus (On) awTuTOKCHHY cepoTumy F;
600 onunuL, (On) eHTHTOKCHHY cepotuny G,

TTPOTHITOKABAHH e o e

Hewmae,

*  Peaxuii rinepayrnusocti, 3okpena awacdinaxcis. Mliarorysaties ao
BUABIIEHHA T8 NiKYBAHNA Aneprivnux peakuifl (5.1).

*  AneprivHi peaxuil cnosinsHenoro Ty (cHposaTkona xaopoGa),
PekoMenaycTsCA CiocTepekenls 3a naticHTos (5.2).

* Iudysinui peakuil. Kontpomiosatu # ynosinsimi abo
NPHNKHHTH IHY3II0 T2 BBOAKTH NiKYDRHHE 3ANEKHO BiL
TARKOCTI peaxuii (3.3).

*  [lepewkopiants poGoTi MOKOI0-HECISUHDIYHUK CHOTEM
DUMIpIOBaHHS UYKpY kposi. BKOPHCTOBYSATH IMIOK0I0-
cnclsivei BHMipOBansHI citcTomn (5.4),

* BAT aupoBancThen 1 nAATMI KONEN | MOWKE MICTITI IHhekiT
areirri, Hanpiknaa pipyci (5.5).

NOBIMHI PEAKLIT.

*  HahGinbw nownpennsy noGiuHHMH peaKuizmmy, uio
cnocTepiranucs y 2 5 % anoposix A06posonsuin y Kainiiix
sunpoGysanHsx, Gyau rofoskii Gine, Hyaota, ceeptin Ta
kponwus'srka (6.1). '

*  HeRGinsw nowspesumMn nobisHUMK peakuismi, Npo Kxi
nosisomminy 2 1 % nauicwis y kniniunomy nocaimkensi, Gyan
JUIXOMBHKE, BHCHIAHHA, 03HOO, HynoTa Ta Habpaxu (6.1).

*  Oxnua cepRosna noBiyna peakilis y BUIARA]I FeMOMHHAMINHOT
HectalinnHocTi crocTepiranaca nia vac KkniniuHoro aoeaipielis
onHoro nauickTa (h.])

Y pani CHAOWPH na THOLIMHY PEARKTUIO Yo puines a0 wovinanit

Emergent BioSulutions Canada Inc, 38 nomeposs 1-800-768-2304 ao

uo FDA 33 nomepom 1-800-FDA-1088 nfio plaslgafre cufir

www.fda.govimedwatch,

—ereesrrememanes BUKOPH CTAHHS B OCOBJIHBHX I'PYTIAX-—--

* Y nited: wono Geaneky 3acTocysans 8 Aiteh HassHi nuwe
obmexeni aaui. [loaysaHHs B AITeN rpyiTyeTHEs 112 npanuni
ConcGepi (8.4). '

Ruo. 17 wono IHOOPMALI 115 MALIICHTIB va 3aToepasens
FDA sapgysam ans nauicnrio
Meperznyro: 01,2018

TIOBHA [HCTPYKLUA ANA MEHYHOI'Q 3ACTOCYBAHHA
IIPETIAPATY: 3MICT* 6

1 TOKA3AHIIS TA 3ACTOCYBAHHS
2 CHOCIB3ACTOCYBAHHA TA 1031
2.1 CNOCIB 3ACTOCYBAHHS TA 103U
2.2 TlpHroTyBaHHR A0 IACTOCYBAHNR 7
¢ORMA1103YBAH118 TA CHJIA 1] o 8
4 IPOTUTIOKAIAHHS
5 OCOB/THBI BKA3IBKH TA 3AITOBINHI 3AX0IH

5.1 Peaxuil rinepuyrannocri

5.2 Anepriumi peakuif cnosinbuenoro Tiny (cuposatrosa xsopofba)

53 ludyaiftul pearuir 11
54 Tepewxogxansa poboti cucrem BUMIPIOBANIA FAI0KOIN Kposi 12

5.5  Tpaucmicnonl lngexulfind arcimn
MOBIYHI PEAKUIT

6.1 [Jocsin kniuiunux goeninmens
6.2 IMicaspeccrpauiituuil aocnia 3scTocysanus

6.3 ImynoreuuicTs
B3AEMOAIA 3 IHIUMMH JIIKAPChKUMI JACOBAM
BUKOPHCTAHHA B OCOBJIHBHX I'PYMAX

8.1 Barituiers

8.2 Jlaxrauln

84  Jacrocywunun s aitel

8.5 3ucrocysanunus s awoaefi

onuc

KJITHIYHA ®APMA
12.1 Mexaniam alf
122 ®apmakoaunamica

02 A
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14
15
17

12.3 dapmarorineTnka
JOKIIHIMHA TOKCUKOJI0T' 1A

13.2 Tokcurosorin a dgapmakosoris TBapin
KUITHIMHI A0CJITKEHHST
TMOCHJIAHHA
THOOPMALISA IS IAIIIEHTIB

*Po3ainu 4w nigposainu, sxi ne BKMOYERi A0 NoBHOT IHCTPYKILi
ANA MEAUYHOTO 3ACTOCYBAHHS, HE 3a3HayeHi

16 MOPMA BUITYCKY / VMOBH 3BEPITAHHS TA
BHKOPHCTAHHS

16.1 @opma BUnyCRy
16.2 ¥YmoBu 30epiranua Ta BHKOPUCTANNS
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NOBHA IHCTPYKIISA 151 MEJJUYHOTO 3ACTOCYBAHHSI [TIPEITAPATY

1 ITIOKA3AHHS TA 3ACTOCYBAHHS

BAT [0oryniniynuit anTHTOKCHH rentaBaitenthuii (A, B, C, D, E, F, G) — (KIHCBKHH)]
SBISIE CO00I0 Cymilll hparMeHTiB iMyHOII100y 1iHY, 110 10Ka3a#a /s JiKyBaHHS
CHMIITOMIB 6OTYTi3My Mic/is mATBepKeH s ab0 Nif03py Ha 3apaskeHHs 6OTYTiHIYHUMHA
HelipoToKcHHaMK cepoTHIiB A, B, C, D, E, F a6o G B 1opociux Ta niteit.

Edexrusnicts BAT rpyHTYy€ThCS Ha I0CTiUKEHHAX eheKTHBHOCTI, SIKi IPOBOIMIMCS HA
MoJiesX OOTyNi3MYy y TBapHH.

2  CHOCIb 3ACTOCYBAHHS TA 1031

BAT npusuayenuii 1ume J/1st BHYTPIlUHbOBEHHOI0 32CTOCYBAHHSL.

2.1 Cnocif 3acTocyBanns Ta 1031

*  Koxen daaxon BAT mae MiHIMaIbHy KilbKICTh aHTHTOKCHHY JI0 CEpOTHINIB A, B,
C, D, E, F ta G [ous. posoin «@opma doszyeanns ma cura ity (3)].

* Y nopocnux, miteif i HemoBnstT BAT BBoASTE v 103yBaHHI 3riauo 3 Tabnuuero 1.
Jetanprimy indopmartio mpo 103yBaHHs B iTeli 32 MAcOIO Tila IUB. Y TabIALi 2.

*  Bsoautu Bci no3u BAT nicis possenenns y dizionoriyuromy posunni B
criiBBigHOMeHHi 1:10 mIsX0M MOBIILHOT BRYTpimHBOBEHHOT iH(BY3iT 2rigHo 3
HaBEJACHUMH B TadmHIl | 3MIHHMMH WBHAKOCTAMHU 1HDY3iT.

*  KonTposmosary )HUTTEBO Bak/ MBI 03HaKy npoTsirom indysii. [Ipu 106piit
MEPEHOCHMOCT] IIBUAKICTh 1HOY3iT MOxe GYTH MOCTynoBo 30i/IbIeHa ax 10
MaKCHMAJIbHOI Ta TPHBATH MIPOTATOM PEIITH YACY BBEEHHS, 3MEHIIMTH IBHIKICTH
1H(y3ii, AKIO B nanicHTa po3BUBacThes auckoMdopt abo modiuni peaxnii, noB's3aHi
3 iHdy3iero.

Emergent BioSolutions
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Tabanus 1 BuGip peskumy 103yBaHns Ta MBHAKICTH BHYTPIilIHbLOBEHHOT iH(Y3il

I'pyna nauicnrin Ho3a IMouaTkoBa 3pocraroua Makeumanbna
WBHAKICTD inpy3il | wsuakicTs indy3ii | wsuakicrs indysii
(nepuri 30 XBUANH) | ipu nepenocumocTi
(rkouni 30 xBuANH)
Hopocni (> 17 pokis) (OanH duakon _ 0,5 mn/xB [ToaBoeHHA 2 MIV/XB
LIBHIKOCTI
Hitu (Bix 1 no < 20-100 % no3u 0,01 mu/kr/xs. He 0,01 ma/kr/xs 0,03 ma/kr/xs. He
17 pokis) J10pocnoro TIEpeBUILIYBATH NepeBHIIYBaTH
UIBHAKICTh TS IWBHAKICTD U151
JIOPOCIHX HOPOCIIHX
Hemosasra (< 10 % no3n nopocnoro (0,01 Ma/Kr/xs 0,01 Ma/kr/xs 0,03 mMa/kr/xs
1 poky) HE3QIEKHO Bil MacH
Tina

Pospaxysatu pexum nosysanns BAT y niteit 3a Macoro Tina 3rigmo 3 Tabauiero 2.

Tabauns 2 Bubip pexumy no3ysanns BAT y aireii 3a npasuiom Couacbepi (Bin 1 1o < 17

POKiIB)

Maca Tina (kr) BiacoTok 103n gopocnoro” (%)
10-14 20
15-19 30
20-24 40
25-29 50
30-34 60
35-39 65
4044 70
45-49 75
50-54 80
=55 100

"BuGip nosysanus 3a npasuiom Coscoepi (1):
* Maca rina <30 kr: 2x mMaca (Kr) = % /1034 0POCIIOro /IS BBEAEHH
* Maca rina > 30 kr: Bara (xr) + 30 = % 1034 ZOPOCIIOTO /15 BBEICHHS
He nepesuutypati 103y Ginbie 1 ¢uaxona, He3anexHo Big MacH Tina,

“"MinimMaabna AnTAYA 1032 cranosuTh 20 % Bi 103H nopocaoro. J{us.
Tabmuiio 1 1 BuGopy 103yBaHHA B HEMOBJIAT.

2.2 IlpuroryBanns 10 3acrocyBanus

1. JloBectn dnaxon 10 KiMHATHOT TeMmepaTypH.

*  JIKIO BMiCT 3aMOpPOKEHHIH, TO PO3MOPO3UTH (IIAKOH, ITOMICTHBIIIH
XOJI0AM/IPHAKA 3 TemIepatypolo Bia 2 10 8 °C (36 no 46 °F), 1o
BIATAE MPOTSToM NpubIu3Ho 14 romus.

Emergent BioSolutions
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* Ilpenapar MOKHa MIBHIKO PO3MOPO3HUTH, BUTPUMYIOUH HOTO ITpH KiMHATHII
TeMIeparypi NpoTAroM oJIHi€l ro MKy, a OTIM Ha BoAsHi# 6ani npu 37 °C (98,6
°F) no noBHoOro BigTaBaHHI.

* He posmoposxyiiTe neit npenapar y MikpoxBuboBiii neyi. He 3aMOpOoKyiiTe
(p;1akoH IOBTOPHO.

2. OrasnpTe pr1akoH, OG NepPeKOHATHCS, IO 06TUCHEHHS a60 (IAKOH He MOMIKOUKEH.
32 HasgBHOCTI NMONIKOKEHHS yTHII3yHTe (IIaKOH.

3. He cTpymyiite dy1akoH mix 4ac NpuroTyBaHHs 0 3aCTOCYBAHHS, 106 VHUKHYTH
CIIHECHHS.

4. Possenits y crisBinnomensi 1:10 ¢isionoriuaum 0,9 % pozuuHoM XJ10pHIy HATPiIO,
hapmaxones CIIA (dizionoriunuii posuns), masxom nonapanus posunny BAT i3
(hiakony 10 BifNOBiNHOI KiIBKOCTI (i3ionoriunoro po3unny B kpanensuuii. He
BHKOPHCTOBYHTE iHILI PO3YMEH /U1 po3BeeHHs. OCKiIBKH 06'eM 3alI0BHEHHS Y
(hnaKoHi 3MiHIOETBCs 3aIeXkKHO Bil HOMepy cepii (mpu6mm3no Bix 10 10 22 M), To Gyae
10tpibHo Bix 90 1o 200 M diziosorignoro pozunny. CrIOpokHITS HIAKOH IOBHICTIO,
o6 0TpuMaTH MoBHMI 06'eM (rakoHa. Skino OTpibHA MIIe YacTHHA BMiCTY
(hrrakona (711 BUKOPHCTAHHS B AiTeil), TO A1 TOYHOTO PO3PAXYHKY Z03H TAKONK
NoTpiOHO BUIOPOKHUTH BECh BMICT (hi1akona [Tabmuus 2].

5. llepen BBeICHHAM PeTeIbHO OIJIAHBTE IIPENapaT Ha HasBHICTh MEXAHIYHMX BKIIOYEHD
I 3MiHH KOJILOPY. He BUKOPHCTOBYBATH, SIKIIO PO3UMH KalaMyTHHUI, HENPo3opHii a6o
MICTHTb iHIIN YaCTHHKH, OKPIM KiTBbKOX GLTKOBHX BiZ HAMiBOPO30POro 10 Giloro
KOJILODY.

6. BukoprcToByiiTe BHYTpilIHbOBEHHENH KaTeTep Ta indy3omar. Bukopucrosyiire
15 MiKpoHHHIT CTepUILHHI, aniporeHHuil BOYA0BaHUH (BinbTP i3 HU3BKIUM
3B'A3yBaHHAM OLIKIB.

7. @uaxonu BAT npussadeni a1s oMHOpa3soBoro BUKOPHCTAHHS Ta HE MiCTATD
KoHcepBaHTiB. Ilicas Toro, sk npobky drakoHa MPOKOI0NH, SKHAHIIBHIILIE
BUKOPHCTANTE BMICT (pJ1aKOHa [UIs IPUTOTYBAHHSA KpaneJsHuIi Ta ii 38CTOCYBaHHA.

8. Yrum3yiite Oyap-siKi HEBUKOPHUCTAHI 3AIMIIIKHL.

3  ®OPMA JJO3YBAHHSI TA CUJIA i

BAT sBisie coboro crepuibRuit po3dus ouumiennx F(ab"), ta F(ab')-momi6Hix
(parMenTiB iMyHOrI06yIiHIB, OTPUMAHMX 13 KIHCHKOT IUTA3MH, 110 Ma€E AHTUTOKCHYHY
aito mojo Gorysinigux Hefipotokeunis A, B, C, D, E, F ta G.

Koxxen oxHopasosuii hakoH HesanexHO Bix po3mipy a6o 06'eMy HAMOBHEHHS MICTHTE
MIHIMAJIBHY KUJIBKICTh AHTUTOKCHHIB:

* 4500 On aTUTOKCHHY cepoTUITy A
* 3300 On anTHTOKCHHY cepoTuny B;
* 3000 Op anrurokeuny ceporuiy C;

* 600 Ox anTuTOKCHHY cepotuny D;

Emergent BioSolutions Koupizenuiiina indopmatis, 1o € BIaCHICTIO KOMNaHiT



* 5100 On anturokcuny ceporuny E;

* 3000 On anTuTOKCHHY cepoTuny F;

* 600 Ox aurrTOKCHHY cepotumy G.

4  TIPOTHUITIOKA3AHHSI

Hewmae.
S OCOBJMBI BKA3IBKH TA 3AIIOBI’KHI 3AXO0/ 11

5.1 Peakuil rinepuyriansocri

[Ticin BBeenss BAT MoxcyTs 3'sBHTHCS TSDKKI peaxuil rinepuyTiuBoCTi, y ToMy yucii
aHadinakTuyni Ta anadinaxkroigni peaxuii. [lanienTu, sKi nonepeaHsO OTPUMYBaJIH
JKYBaHHA MPOTHOTPYTAMH/aHTUTOKCHHAMH, OTPHMAHHMH BiZ KOHEil, MAlOTh B aHaMHe3i
TINEpYyTIMBICTh 0 KOHEl, acT™My ab0 CiHHY THXOMaHKY, CXHIIBHI 10 BHILOTO PH3HKY
PO3BHTKY TAXKKHX peakuiil rinepuyTauBocTi nmpu 3actocysanti BAT. BukopucroBysarn
BAT notpi6uo B ycranosi 3 BinnosigHuM o61agHaHHAM, MeIHKAMEHTAMH, Y TOMY YHCIII
eriHeQPHHOM, a TAKOK MEPCOHATOM, HABYEHNM HalaBaTH JONOMOTY NIPH TAKHX CTAHAX, K
rinepyyTIHBICTh, aHa(iIaKcis Ta MmoK.

KonTtposmoiiTe Beix naiieHTiB Ha mpeaMeT 03HaK Ta CHMITOMIB FOCTPOT aTeprivHol
peaxuii (Hanpukiaz, KpOIUB'IHKA, CBEPOIXK, EpUTEMA, AHI1OHEBPOTHUHHI] HaOpsIK,
OponxocnasM i3 xpunamu abo Kamiem, CTPH/I0p, HabPAK rOPTaHi, rinoTeHsis,
Taxikapzis) nia gac i micns BBenenns BAT. [Ipu po3BuTKY peakiii rimepayTMBocT
HeraHo 3ynuHITh BBeCHHA BAT Ta HazaiiTe HaJleX)HY HEBiAKIA/IHY IOIIOMOTY.
otpibro, mob Gynu B HAABHOCTI TaKi MpenapaTu A1 eKCTPEHOro MTiKYBaHHS TOCTPHX
peakuiif rinepuyyTIMBOCTI, K eniHedpHH.

Y nauieHTis 3 BUCOKHM PH3MKOM PO3BUTKY alepriunol peakiil 0unHaiTe BBECHHA
BAT 3 naitruzxyoi nocsoxnol mBmakoeri (< 0,01 Mi/xB) Ta crocTepiraiite 3a cTaHOM
natiesTa.

5.2 AJteprivni peaxuii croBijibHEHOro THIY (CHPOBATKOBA XBOP0GA)

AJIEprivHi peaKilii CoBLIbHEHOro THITY (CHPOBATKOBA XBOPOGa, HAIPHKIIAL, rapsiuka,
YPTHKapHHMii ab0 MISSMHCTO-NANyIb03HHI BUCHII, MiaJjiris, apTpairis Ta
niMpazieHonaTis) MOKYTh BUHHKATH Hic/1s 3acTocyBanns BAT, Sk npasuio, gepes 10—
21 nn. micns ingys3ii. CnocTepiraiiTe 3a namicHTaMy MO0 HASBHOCTI 03HAK i
CHMIITOMIB a1epriuHoi peakuil CoBLILHEHOrO THITY.

Ko € migo3pa Ha HasSBHICTB alepriuHoi peakwil COBIIBHEHOTO THITY, TO HajauTe
BIANIOBIIHY MENYHY JIOTIOMOTY.

5.3  Indysiiiui peakuii

O3u00m, MXOMaHKa, TonoBHi 6o, Hy10Ta ¥ GioBOTA MOXYTb OyTH ITOB's13
MBAKICTIO iHQY3il. MOXYTh TaKOX PO3BUHYTHCS ApTPaITis, Miaris Ta By
BazOBaralbHi peakilii. YBayKHO criocTepiraiiTe 3a nalieHTaMH U1 BUABIIE
TakHX 1HQY31HHUX peakwil IpoTAroM ycboro uacy indysii Ta Gesmocepe

Emergent BioSolutions Konthinenuifna iHpopmaliis, 1110 € BIACHICTIO KOMMAHIT



3MeHIUTe WBUAKICTH iH(Y3il, KO B NaiienTa 3'B1s10ThCA indy3iiini peakiii, Ta
3aCTOCYHTE CUMITOMATHYHE JiKYBAHHS. SIKILO CHMIITOMH MOTipIIyIOThCH, TO
NIPHIAHITH BJTMBAHHA Ta HAJIAHTE BiANOBIHY MEANYHY IOHOMOTY.

5.4 ITepemxokanus poGoTi cHeTeM BUMIPIOBAHHS TIIOK03H KPOBI

ManbTo3a, 1o MicTiThes B BAT, MOKE B3aeMOIISITH 3 ASKMMM CHCTEMaMH LIS
BUMIPIOBAHHS PIBHS LIYKPY KPOBI, HAPHK/IAA TAKHMH, 110 6a3yI0Thes Ha
[JIFOKO30/eT1IpOreHasHoMy mippornoxinomin-xinonosomy (GDH-PQQ) meroxni. Ile mosxke
IIPH3BECTH 10 XMOHO NiJABHILEHHUX TOKA3HUKIB PiBHS IIIFOKO3H Ta HEaneKBaTHOTO
BBEJCHHS 1HCYJIIHY, 110 IIPH3BOAMTE 0 PO3BUTKY HeOE3NEYHOT ISl KUTTS MiIorikeMii.
Burazaku cnpapxnpoi rinorikemii MoKy Th 3amumarucs 6e3 TiKyBaHHS, SKLIO
TIIOITIKeMIYHAH CTaH MAaCKYEThC 32 XHOHO 3aBUIEHUMH Pe3yIIbTaTaMul [Oue. po3oin
«Bzaemodia 3 inwumu nikapcokumu sacobamu » (7)].

5.5  TpaucmicuBHi indexuiini arentn

Ocxinexu BAT BupoOnseThes 3 1a3Mu KOHEH, TO BiH Moske MicTuTH indexiiiisi arenTH,
HalpuKiIaf Bipycu. [1ynn KIHCBKOI [U1a3MH NEPEBIPAIOTECS HA HASBHICTD AKX
iHdekuiltnux arenTis, a npouec BupodHuuTsa BAT BKMIOYae 3aX0u iHAKTHBALIT Ta
BU/IQJIEHHS IEBHUX BIpYCiB [Ous. po3din « Onucy (11)]. Heapaxaroun Ha 11i 3aX0/IH, TaKi
Npenapary Bee L MOTEHIIHAO MOXKYTh IepeaBaTH XBopoou. XKoanoro sunaxy
nepezadi BipyCHHX 3aXBOPIOBaHb He 0yJ10 N0B'A3aH0 3 BUKOpHCcTaHHIM BAT.

ITosinomnsiite npo Bei Bunazky iHGeKUil, ski, Ha YMKY JiKaps, BUHHKIH depe3
3acrocyBanHs npenapaty BAT, 1o komnanii Emergent BioSolutions Canada Inc. 3a
HOMepoM 1-800-768-2304. O6roBopiTh PU3NKK Ta EPEBATH 1HOTO MPOIYKTY 3 MALliEHTOM
abo #0ro 3aKoOHHMM OIIKYHOM IIepei II0YaTKOM BBEJEHH S [Ous. po3din «Ingdopmayis ons
nayieHmiey

(17)].

6  IIOBIYHI PEAKIIIT

Ha#0u1b1u nomupesuMH I0GIYHIMA PEaKisaMH, 110 CIOCTEPIraInuCh ¥ = 5 % 3/10pOBHX
I00POBOMBLIB y KNIHIYHHX BUIPOGYBaHHSIX, Oy ro0sHuit 6ib, Hy10Ta, CBepOikK Ta
KpOnuB'sHKa.

HaiiGiyb1u nommpenumMu moGiYHMMH peakiisMu, 3apeecTpoBaHuME Y = 1 % namienTis y
KIIHI9HOMY J0CITiUKeRHi, Gy JIMXOMaHKa, BUCHIIAHHS, 03HO0, HyI0Ta Ta HAGPSKH.

Hactynni cepiiosni no6iuni peakuii 1eTanbHO PO3IISAAIOTLCS B IHIIMX PO3/inax
MapKyBaHHS:

* Peakuii rinepuyTimBocTi [Ous. po3din « Ocobauei exazieku ma 3anobiscri 3ax00u»
6.1)].

* AnepriuHi peakuii CroBiTbHEHOr0 THILY/CHPOBATKOBA XBOPoDa [Ous. po3din « Ocobnugi
sKasiexu ma 3anobisxcHi saxoouy (5.2)].

¢ Iudysiitni peaxuii [oue. pozdin «Ocobauei exazieku ma 3anobGisicHi 3axo00uy (3.3)].
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6.1 JoeBia KIIHIYHNX J0CTIAKEHD

Ockinvku kniniuni 6unpoBysanns npoeooamuca 6 0yHce PIsHOMAHIMHUX YMOEAX, MO
wacmoma nobiunux peaxyiii, w0 cnocmepieacmyCs 6 KAiniunux 6unpofysanmsx
npenapamy, ve mMoxce 6ymu npamo nOPIGHAHA 3 ROKAZHUKAMU 8 KNIHIYHUX OOCRIONCCHHAX
IHW020 npenapamy i Moice He 6i00OPaANCAMU NOKAZHUKY, SKi CHOCMEPI2AIOMbCA HA
npakmuyi.

¥ panzoMizoBaHoMy MOJBIHOMY CIiMOMY KIIHIYHOMY JAOCTiKEHH] B apasieibHIX
rpynax, Io IIPOBOIHIIOCS 3 METOIO OLIHKH Oe3nexn 3actocyBants BAT y 3nopoBux oci
Ta BCTAHOBJICHHS (hapMaKOKiHETHYHOrO IPOQINIO CeMHM CepoTHIIIB GOTYIIHITHOTO
AHTHTOKCHHY, 10 MicTAThCA B BAT, micas BHyTpimmboBenHoro (/) BBeeHus. 40 oci6
OyI10 paHZOMi30BaHO IS OTpHMaHHS abo oxsoro (n = 20), a6o ABox drakoHis (n = 20)
BAT.

B inmomy nozsilinomy cnimomy paszomizoBanomy (apMakoaHHaMidHOMY AOCTIKEHH] B
napane]bHUX rpynax 26 310posux ocib 6y/10 paHAOMi30BaHO 1T OTPUMAaHHS a00
npenapaty BAT, pozseaenoro 3 dizionoriunum posuunom (n = 16), abo mrauedo (0,9 %
bizionoriunmit pozuny; n= 10).

HaitGinpnr yactumu noGiYHMME peakuissMU B yCiX 3I0pOBUX JOCIIDKYBAHUX OYIIH
ronoBHUH 61k (9 %), cBepbik (5 %), Hynora (5 %) i kponus'auka (5 %). Iami no6iumi
peaKuil 3apeecTpOBaHO MEHII HiXK y 4 % A0CII/DKYBAHMX, Y TOMY YHCII IPONACHULS Ta
auckomdopt y ropai. Yci 3apeectpoBani no6iusi peakiuil BBaKamucs JerkuMu abo
cepeanimu. ITpo cepito3ni no6iuni peakuii ne nosigomustocs. [Tosizomisnocs Ipo 1Ba
BHITA/IKH FOCTPHX ANEPriyHUX PeaKiii MOMipHOro BUpaKeHHS, MO MOTpedyBau
ZI0CTPOKOBOI'O NMPUNHHEHH 1H(Y3ii Ta JiKyBanHs. Peakuii 6y1u nonepeasbo BU3HAYCH] SK
JIETKi, AKILO A0CII/UKYBaHHUIl yCBITOMITIOBAB X, alle Mir nepenocnTH. Peakriii cepemboi
TSIKKOCTI OyJIM nonepeinbo BH3HAYEH] AK AMCKOMQOPT, 10 3aBaXae 3BUYaiiniii
NOBCAKIACHHIN aKTHBHOCTI,

3araziom 231 nocnimkyBannii i3 11i103poro abo minTBEpIKEHIM GOTYII3MOM OTPUMAITH
BAT y Biakputomy crocTepekHOMY KIIHIYHOMY AOC/iKEHH] 3 pO3IIHPEHIM JIOCTYTIOM,
crioHcopoBaHoMy LlenTpamu 3 korTpoIIHO i podinaxTuku 3axsoproanb (1LIK3).

biapmicts gopocinx (213/216) Ta niteit (13/15) orpumanu oany 103y BAT. Tpoe
ZIOPOCTNX MOCIIIKYBAHUX OTPUMATH Apyry 103y BAT, a 1Ba 10CTiKYBAHKX TUTAYOTO
BIKy OTpHMAJIH KOKeH 110 181 103k A1t HemoBiAT (10 % Bif 103H s Z0POCIIOro).
Baenenns apyrof /1o3u BapiroBanocs Bijg ceMu roIMH 0 OZHOTO MicAIs Mic/s nepuof
11031,

Hawui npo Gesnexy axtiBHO 36upamucs LIK3 Bix nikapis. OyHaK Ha MiCLSIX MOHITOPHHT
Oesneku He mpoBoauBest, Tomy 1K3 /U1 BU3HAYCHHS YACTOTH BUNAAKIB MTOGITHIX peakiin
BHKOPHCTOBYBAJIN JaHI NIOANBIIOTO CIOCTEPEREHHS, [0 HaaaBamucs Jikapsamu. 3 231
JOCIIKYBAHOTO, sIKi oTpuMyBatn BAT, indopmartis npo 6esnexy Oyia poctynua B 228
ociB. [Tobiuni peaxuii Binsnagamucs 8 10 % ycix nauientis. HaidgacTimmumu no6igHmmu
peaxuismu Oynu rapsuxa (4 %), Bucunauus (2 %), 03106 (1 %), nynora (1 %) ta HaOpsKu
(1 %). Inmi nobiuni peakuil BigsHavamucsy y Menm Hix 1 % namienris. Y 5K0QHOrO
nocmmlcynanoro ana(])malccm ue cnoc*repwanacsl B omnoro 3 nocmmx} BaHupm

XapakTepusyBaiacs OpajnKapai€lo, Taxikapaieio Ta aCHCTOIEO Mijl yac
OJIHOTO IOCIII/DKYBaHOTO 3'BHIIAcs JIerka JopMa CHpOBAaTKOBO] XBOpoO

Emergent BioSolutions Koniaenuiitna ingopmatis, mo € BracHicTio komnasii
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POSBJISIACS MIANITIEI, APTPANITIEIO Ta TEMHOKO CEYEIO Yepe3 ABAHAIIATE JHIB Micis
BBeneHHs BAT.
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Tadmus 3

/06

[lizeymok Beix nebamannx aikapeskux peaxuiit (HJIP), npo sixi

MOBIZOMJISIOCH ¥ A0C/TIIKY BAHNX, 32 I0IIOMOT010 crioncopoBanoro ITK3
KJIiHIYHOT0 10C/IAKEHHS 3 PO3LIHPEHUM 10CTYTIOM

Knac eucremu oprauis Baxanuii Tepmin Yeworo
(N=1228)
Kinbkicrs  |Kinokiers  |[%
peakuiii YYACHHKIB  |yyacHuKIB
YCI CUCTEMHM OPTAHIZMY 3ATAJIOM 37 23 10,1
CepueBi nopyLeHHa 3ynuHKa cepua 1 1 0.4
Bpaauxapais 1 1 0,4
Taxikapnis ] 1 0.4
Po3naau mmyHKOBO-KHIIKOBOTO TPakTy |BmioBoTa 1 1 0,4
Hynota 2 2 0,9
3aransHi NOpYIUIEHHA Ta NOPYILIEHAA, lapsuka 9 9 3.9
NOB'A3aHi 31 CTAHOM MICLLS BBEAEHHSA
Huckomdopr vy rpyasx |1 ] 0,4
Habpsak 2 2 0,9
O3H00 3 3 1,3
BimayTTs 3anenoxkoenns |1 1 0,4
IMopymenHs iMyHHOT cHCTEME CuposarkoBa xsopoba |1 1 0,4
OGcTexenns [Tineumenuit 1 1 0,4
apTepiagbHHil THCK
[linBuiueHa KijbKICTh l 1 0.4
NefiKOLUTIR
IMenxivki posnaau 30ynkenHa 1 1 0,4
TpuBora 1 1 0,4
IMopymenHs 3 60Ky HHPOK i 3aTpumka 1 1 0,4
CEYOBMBIIHUX UUIAXIB CEYOBUITYCKAHHS
ITopymrenns 3 Goky auxanbHOT cucteMy, |BpoHxocnasm 1 1 0,4
OpraHiB TpyaHOT KJIiTKH Ta
cepeoCTiHHA
[Topymenns 3 60ky nikipu Ta Epurema ] 1 0.4
MIKIPHOT TKAHHHY
[inepriapo3 1 ] 0.4
Bucun 4 4 1,8
TTopymenns 3 Goxy cyauH I'emonnHaMiyHa 1 1 0,4
HecTabiNbHICT et -
IinoTensis 1 1 A,ﬂ:ﬂ:@%&\
Yei nobiuni peakuii 6y knacudikosani sinosiaso 1o MedDRA Version 15.0 i pan 10I0),

3HAYYLIICTIO B MeKaX YKa3aHWUX CMCTEM OPraHiB.

Emergent BioSolutions
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6.2 [Micasipeeerpauiiinmii gocsin 3actocyBanns

Y nauienTtis, sxi orpumysamu BAT, crioctepiramics Taki anepriusi peaxuii/peaxitii
rinepyYyTIAHBOCTI:

*  AnadinaktHuHHi mOK
*  AHIIOHEBPOTHYHHH HaOPsK

*  Kpomus'suxka.

6.3 IMyHorensicTs

Ak i Bei TepanesTuyni Gk, BAT € notenuiitno imysorenunm. Yei JOCIIJUKYBAHI 3 JIBOX
KJIIHIYHHX BUTIpoOyBansb Oy/u mepesipeni Ha iMyHorenHicTs 10 BAT na NoYaTKy Ta
HaNPUKIHII 10C11uKeHb (28 /IeHb) 33 ONIOMOTrOI0 BATII0BAHOIO aHAI3Y. B OXHHALISTH
YYacHHKIB ¥ XOZi 1BOX BUTIPOGYBaHb BiAGymnacs cepokonepcis. B oasoro y4acHHKA B
KOXHOMY JIOCTI/DKEHHI criocTepiranacs oMipHa anepriuna peakiiis miz 4ac BBeAeHHs
BAT. O6uzBa nociimkyBaHuX MaIn HeraTHBHHII Pe3yJIbTAT Ha I0KA3HUK aHTH-BAT
AHTHUTII HA NOYATKY Ta HANPHUKIHII BiANIOBIAHAX A0CTiKeHb, BHABICHHS YTBOPEHHSA
QHTHTLIT CATIBHO 3aJIeXKH T BIJl 4y T/IHBOCTI Ta Celu(iuHOCT] aHATi3Y. Kpim roro, Ha
CHOCTEPEKYBAHY 4aCTOTY MO3UTHBHOCTI AHTHTLN (y TOMY UHCI HEHTpasi3ylounX aHTHTIN)
B aHA/II31 MO’Ke BILIHBATH Kijibka (aKTOPIB, BKIIOYHO 3 METOAMKOIO anaizy, o6pobkoro
3pasKiB, TepMiHOM 360Dy 3pasKiB, CyIyTHBOKO JIKAPCHKOKO TEPAIi€o Ta (OHOBHMMU
3aXBOPIOBAHHAMM. 3 NUX OPHYMH NOPIBHAHHA YACTOTH NMOZHUTUBHOCTI auTHTIA 710 BAT i3
4aCTOTOIO aHTHTLI 10 IHIIMX Npenapatis Moxke OyTH OMaHINBHM.

7 B3AEMOJIs 3 IHIIMMM JIKAPCBKUMHM 3ACOBAMMH

Jlabopamopni e3aemo0ii 3 inwumu nikapcokumu 3acobamu; Bum IPIOBAHHA PIGHA 2NI0KO3U
Kposi

BAT micTuTh MaIbTO3y, 110 MOJKE B3AEMOIIATH 3 IEBHHMH CHCTEMAMH JULS BUMIPIOBAHHS
PIBHS ITIIOKO3M KPOBi [0us. pozoin «Ocobauei exaziexu ma 3anobixcni 3ax00u» (5.4)]. Y
NAIIEHTIB, AKi 0TpuMYI0Ts BAT, c1in 3acTOCOBYBATH JHMINE ITIOKO30- -crietnigHi
cucremu. Take nepemxko/Dkanus podoTi MOJKe IPU3BECTH [0 OMHIIKOBO MiABHIIEHHX
NOKA3HHKIB PIBHA IIIFOKO3H, 1110, Y CBOIO HEpry, MOJKE NPU3BECTH [0 HEKOMITEHCOBAHOT
rirorikemii ado 10 HeHANEKHOTO BBEACHHS IHCYIiHY, 10 HOPU3BOAMUTE 10 PO3BUTKY
HeOe3neqIHOT IS JKUTTS MnorTiKeMil,

[rdopmaltito mpo nMpoayKTH, MO BITHOCATECS 10 CHCTEM BU3HAYEHHS PIBHSI TJIIOKO3H
KPOBI, ¥ TOMY 4ucIi IHﬂHKaTOle CMYKKH, IOTPIOHO PETeILHO NEPEBipATH s
BH3HAYEHH, Y TaKa CHCTEMA [IXOUTh I BHKOPHUCTAHHS 3 TaPeHTepPaIbHIMHA
CACTEMaMH, 1O MICTATE MaIbTO3y. SIKIIO icHye Oy/b-SKa HEBU3HAYEHICTD, 3BEPHITHCA 10
BHpOGHHKa CHCTEMH BH3HAYCHHS PiBHA IIIOKO3H KPOBI, 1100 BU3HAYMTH, UM TAKA CHCTEMA
MiIXOAHTE JUTsl BHKOPHUCTAHHS 3 TIAPEHTEPAIBHIMA CHCTEMAMH, 1110 MICTATE MaabTO3y.

i, ""x

LY Apalda .
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8  BUKOPHUCTAHHS B OCOBJIUBUX I'PYIIAX

8.1 Barituicrs
Kopomkuii 0enso pusuxie

Hani, oTpumaHi Bix f0cTiKeHb Y TBapuH ab0 MOAeH, 010 HasBHOCTI a6o BicyTHOCT]
PH3MKIB, NOB'I3aHMX i3 3acTocyBanHaM BAT, BimcyTHi.

8.2 JlakTanis
Kopomxuii 0210 pusuxie
Hani mozo ouinku HasBrocTi abo BizcyTHOCTi BAT B %iHOYOMY MOJIOLI, BIIHBY Ha

IUTHHY, 100 nepebyBae Ha rpyHOMY BHTOZ0BYBaHHI a00 Ha NPOILYKYBAHHS/BU/IiTeHHS!
MOJIOKa, BiJICyTHI.

3BacaiiTe Ha [IEPEBAry IPY/IHOTO BHIOJOBYBAHHS 1IOI0 PO3BHTKY Ta 3J0POB'S OJHOYACHO
3 KJIiHI4HOIO TI0Tpe6o1o Matepi B BAT i Mox/IuBicTIO Gy /h-9KHX TOGIYHMX peaKiiil y
JUTHHH [IPY I'PYAHOMY BUIOJOBYBaHHI, OB'A3aHMX 5K 13 BAT, Tax i 3 ponosum
3aXBOPIOBAHHAM Matepi.

8.4  3acrocyBanus B miteit

Edexrusnicts BAT y xireit He Bcranonena. JocTyYNHI nuiue o6MexeHi Aani 100
Oe3nexu 3aCTOCYBaHHS B JIiTEH.

[I'sTHausTs nocmipxyBanux auTsadoro Biky (six 10 auis 1o 17 pokis, BKIoYHO 3 ]
HOBOHAPOUKECHHUM, 3 HEMOBJIATAMH, 4 1iTeMu Ta 7 nigmitkamu) otpumanu BAT mig gac
criorcopoBanoro LIK3 xainiyHOro nocmimkents 3 posmmpenum goctynom. OHa guTHHA
3 POKiB Ta OIHE HEMOBJIA OTPUMAJIH IBI 103K ISl HEMOBIIAT, a AiTH BikoM 13 pOKiB — OJIHY
AWTAYY 103y 3riaHo 3 npaBuiaoM Coscbepi [Tabmuns 2].

J1Bi noGiuni peakuii 6ynu 3apeecTpoBani y BOX AiTeil. B oguiel AuTHHM Mic/is BBeACHHS
BAT nouanacs rapsuxa, Tozi sk B iHIIOI — cepito3na mobiyna peakiiis y BUTIS
reMo/JIMHaMIYHOT HecTablIbHOCTI, SIKa XapakTepuiyRanacs Taxikapiiero, OGpanuxapaiero Ta
acucTo€ero nij vac indysii BAT.

Jo3yBauns B miteit rpynTyethes Ha npasuii Concbepi.

8.5 3acTocyBanus B J1107€il JITHBOIO BiKY
besnexa, papmaxokineruka ta epextusnicts BAT y miTHIX /H0/1€if He BCTaHOBICHI.

Tpunuste wicts fochimKyBaHnX MiTHBOrO Biky oTpumyBand BAT mix vac
criocopoBanoro LK3 kiiHiyHOro n0Ci/UKeHES 3 pO3MIKpPEeRUM 10CTyIIOM. B 01HOrO 3
TaKuX J0C/iuKyBanux nicist indysii BAT crniocTepirapes BUCHIL

11 OIIuC

iIMyHOr100y 1iHy, OTPHMAHOrO Bijl KOHEH, AKi 6yimu iMyHizoBaxi crieuudj
OOTYNHIYHOrO aHATOKCHHY Ta TOKCUHY. J[/1s OTpHMaHHA KIHLEBOIo re

ol £

2
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IpenapaTy 3MINIyeThCs CiM cepoTHIiB anTuTokcuHiB. BAT nocrayaetses abo B 20 ado 50
MI1 Grakowi, mpuuomy o6'eM 3anoBHeHHs KoTuBacThes Bix 10 10 22 Mty dakoni. BAT
BBOIMTHCS BHYTPILIHLOBEHHO.,

[Iponec BUpoOHUIITBA KOKHOIO TUITY aHTHTOKCHHY BK/IOYAC B ce0e KaTioHOOOMIHHY
Xpomarorpadiio a1 OuMLIeH s IMyHOT 106y 1iHOBIX (pakiiii, hepMenTaTHRHE
PO3MIEILICHHS MENCHHOM /Ui npoayKyBaHHs F(ab'), Ta F(ab')2-nmoai6uux ¢parmentis
iMyHOrI00Y 1iHY, aHiOHOOOMIHHY XpoMmaTorpadito 171 BUAATEHHS MENICHHY Ta 1HIINX
AoMiloK, piasTpauio. KpiM Toro, nporec BUpoSHULITBA BKIIOYAE B cefe j1Ba eTanu
iHaKTUBaIii/BuIaneH s Bipycy; conbBent/aeTeprentry (C/J1) 06pobKky Ta dhineTpyBaHHS
BipyciB [Tabmuis 4].

C/]1 06pobka € eekTHBHOIO MPH IHAKTHBALIT BIZOMHX BipYCIB i3 JinizHOI0 06010HKOIO,
TAKUX SK BipycH KiHChKOro eHuedanity, KinchbKoro aprepiity, Bipyc 3axizzoro Hiny,
iH(exuiinoi ageMii KoHel, Bipyc KIHCBKOrO repriecy, Bipyc ckasy Ta KiHHOTO IPHITY.
[Ipouiec Bupobruntea BAT Takoxk Bxmouae B ceGe Haailiny cTamiio GimsTpanii, fxa €
e(heKTHBHOO /UIS 3HIDKEHHS PIBHS JeAKMX BIpYCiB i3 minignoo 06010HKO0 (HaBeaeH]
BHILE) Ta TAKHX 0€300010HKOBHX BIpyCiB, 5IK KIHCHKI pUHOBIPYCH, aJ1€HOBIpPYCH,
aJeHoacoLifoBani BipycH Ta KIHCHKHIl ITapBOBipyC.

Tabanns 4 €muicTh BipycHoro kiipency npu surorosienni BAT

3 ofosonKOI0 bes obononkn
[enom PHK PHK PHK JHK PHK JHK JHK PHK
Bipyc XMuLV | WNV BVDV PRV PI3 Ad2 CauHAYH EMC
[IapBOBIpYC

Ponuna Petposip | ®nasisip | @nasisip | [epnecsi | [lapamikc | AneHosi| TTapsosipyci | [TikopHasipy

yciB yciB ycis pyciB oipycis | pycis B cip
Poamip (1m) 80-110 | 40-70 50-70 | 150-200 | 100-200 | 70-90 18-24 25-30
HaunodineTpauis >2.7 =21 >4.,5 H. I H. I >4,7 4,5 >4.5
(logio)
C/I1 (logio) >4,3 >5,1 H. I >5,1 , H. I H. T H. 11
3arajibHe =70 =72 >4.5 >5,1 >3, >4.7 4,5 >4.5
3MEHILUEHHS
(logio)

XMuLV: Xenotropic Murine Leukemia Virus (KceHOTpOrHHil Bipyc nefikemii MHLIEH); cneuudivHa Moaens Ans indexuifinoi anemii
Kkoneii Ta monens PHK-gipycis i3 ninianoio 060710HK010 cx030ro posmipy, TaKHX K BIpYC BEINKYIAPHOTO CTOMATHTY (POaMHA
Pabaosipycie).

WNV: West Nile Virus (pipyc 3axinnoro Hiny); penesanthnsii sipyc ta cnewumdivna Monens o6ononkosux PHK-Bipycis, BKAIOMHO 3
apGosipycamu, ski BrnouaoTs ax Flaviviridae, Tax i Togaviridae, Takos sxmouac 8 ceGe Bipyci KOHSHOTO eHuedamTy (poausa
Torasipycin) Ta BipycHuit kinceknit aprepiir (poanna ApTepieipycis, panilue Hanexas 10 poavuy Torasipycis).

BVDV: Bovine Viral Diarrhea Virus (sipyc aiapei senmkoi poratoi xya06u); pesesanThuii pipye Ta cneundiuda moaens 06010HKOBHX
PHK-Bipycis, Brmiouaioun apGosipycy, aki Bmosaiots sk Flaviviridae, ax i Togaviridae, Takow BKiouae B cede BIpPYCH KOHA4OI0
enuedanity (poanna Torasipycis) Ta pipycunii kincekuit apTepiit (poansa Aprepisipycia, pasime Hanekas 00 POAHHH Torasipycis).
PRV: Pseuderabies Virus (sipyc ncepnockasy); crewd)iuna Moaenb Bipycy KIHCbKOTO repnecy Ta Hecnetndiuna Moaens Bipycis i3
NINiAHOK 060NOHKOK0,

PI3: Parainfluenza 11T Virus (sipyc naparpuny [11); Moaess wwig ainiannx oSonorkosux PHK-sipycis Ta Bipycis cXomnx poasH,
OPTOMIKCOBIPYCIB, AKi BEIIOMAIOTE BIPYC MPUITY KOHEH,

Ad2: Adenovirus (anenosipyc); cnetngiuna Mogens ageHoBipycy KOHeil.

EMC: Encephalomyocarditis Virus (sipyc snuedanomiokapanty): cnetndidsa Moes napsosipycy Koueil Ta aneHoacowifioBaHoro
8ipycy, Hecneundiuua Moaeb MATHX Niniaxux Ta Geanimianux 060NOHKOBHX BipyCiB.
H. M. — HE NepeBIpEHME.
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BAT mictts 10 % mansrosu ta 0,03 % nonicopGary 80. Heposhacoanuii npenapar
MicTuTh pu6msHo 3-7 r% (30-70 minirpamis/mininiTp) npoteiny.

AKTHBHICTb NPENIApaTy BUPAXKAETHCS B OMHHLLIX, IO 0a3yI0ThCA HA TECT 3 HelTpaizawii
mumi (THM). Koxna omunnns BAT pospaxosana Ha Helitpanizamiio 10 000
IHTpanepiToHeAIbHUX TeTATbHUX 03 A Muleit 50 % OIHHEIb (MIPLDsg)
Ootyniniynoro Hefiporokeuny ceporumis A, B, C, D, F ta G, a takox 1000 MIPLDsp
cepotuny E.

12 KUIIHIYHA ®APMAKOJIOI'IS

12.1 Mexanizm aii

Mexanism jii BAT nonsrae B nacusHii iMyRi3auii KIHCBKMMHE HOJIKI0HATEHAMH
parmenTamu anTuTin (y nepmry gepry F(ab’), i Fab) npotu GoTyniniuaux HEIPOTOKCHHIB
(boHT) A, B, C, D, E, F ta G. L{upkymoiouu, GpparMeHTH NOMKIOHAILHAX aHTHTIN
38'3y10T5 BibHI BoHT. Lle nepemkomkae B3aemonii BoHT 3 Miciamu kpinsesns
TaHIJI03K/IIB Ta MPOTETHOBMX PELIENITOPIB HA XOMHEPriYHMX HEPBOBHX 3aKiHUEHHSX. Y
CBOIO 4epry e 3anodirae inrepranizauii BoHT y kiiturax-mimensx. [Ticas usoro
KOMIUIEKC @aHTUT€H-aHTHTL BUBOAMTHCA 3 UPKYJISLIT Opranamu, mo 6epyTh y4acTh y
[IPOLECUHTY IMYHHHX KOMILIEKCIB.

ExcriepumenTanphi 1aHi o0 KiTbKOCTI LMPKYIFOK0Y0r0 AHTHTOKCHHY, HEOBXIAHOTO /1A
nporuali inTokcukanii boHT, 3azokymentoBaui HenosnicTio. Pesynbrar j1iKyBaHus
3AICKUTD, SK L€ OyBa€ NPU IHIMX MOPIBHAHMX YMOBAX, 3HAYHOIO MipOIO Bil mepioay
yacy, IO MHUHYB BLI [OSBM CUMIITOMIB i /10 BBEICHHS aHTHTOKCHHY.

12.2 dapmakoanHamika

BunpoGysaibre 10303anexHe KAiHiYHE A0C/DKEHHS TIPOBOIUIOCH 3 BUKOPHUCTAHHSM
M'si3a KOPOTKOro po3rusaya nansiuis (KPIT) cTonu B sikocTi Mogeni mwis BUMIPIOBAHH S
M'430BOTO napanidy micis BIIMBY GOTYIiHIYHOrO ToKeuHy. V wiit Mozeni BAT y
JOCTIUKYBaHHX MONIEPEIKYBAB 3HIKEHHS M'130B01 (YHKIIT Hic/s BIMBY GOTY.IiHIYHOIO
nerporokcuny (boHT) ceporuniB A ta B. Yuacuuku nocniukenns, mo orpumani
nanedo (n = 10), nponemoncTpyBanu Brpaty 6inbiu Hik 50 % M's3080i pyukiii KPII
npotsiroM 3 aniB micas BBy BoHT cepotunis A ta B. V rpyni 10¢1imKyBasmx, 0o
orpumanu BAT (n = 16), m's30Ba dyuxuis KPIT 3 yacom 6yna crabinpHoro, BKA3VIOYH Ha
Te, wo 3actocyBanns BAT Oyno epexrusunm qis 36epeskens M's30801 byHKIi
IPOTAroM 28 NuHiB mic/s BILTUBY AK CepoTumy A, Tak i cepotuny B BoHT.

12.3 DapMmakokiHeTHKA

®apmakokineTuky (OK) cemu 60Ty HIYHMX CepPOTHITIB AHTHTOKCHHIB BU3HAYAH B
3/I0POBHX JOCIIUKYBAaHHX MTiC/IA B/B BBeleHHA 01HOro (n = 20) a6o x8ox (n = 20)
¢naxoniB BAT. Pi3ni mapamerpu ®K 3peneni B tabmuui 5.

[Tapametpn @K pisHnmCcs 3a1€KHO BiZl BAMIPIOBAHOTO CEPOTHITY AHTHTOKCHHY.
Ceporuny anturokcuny D ta E Manu naitmenmmmil mepio HamiBBHBC/ICHHS. Tum 4acoN,

cepoTin B ta C manu Haitnopmmit nepion nanissuBenenus. 3navenss AU Q‘Qﬁ A T
KPHBOIO )00 Ta Cmax MPONOPLIHO 3611bIIyBATHCS 3a71€XKHO Bia 3611beHE 1051

OHOrO 210 1BOX (akoHiB. KpiM Toro, cepenni snauenus kmipeHcy Buss
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MDK 000Ma IpyniaMu JIiKyBaHHS JUI CEMH aHTMTOKCHHOBMX CEPOTHMIIIB, IO CBLIYATH npo
ninifnicTH 1031 BAT y nocnimxyBanomy mianasoni 1o3.

Tabauus S apmakokinernuni napamerpun (cepeani suavenns) s AHTHTOKCHHY CEPOTHIIB
A-G y Juoaeii mic/ist BHYTPIilINLOBEHHOTO BBEIEHHS 0HOTO 260 ABOX paakonis BAT

Ceporunan | I'pyna AUC)-» Cmax t12 (ron) Cl Va(mn)
THTOKCHHY JNiKyBaHHsI (On*roa/ma) (Oa/»n) (ma/ron)
A | pnakon 26,00 2,69 8,64 293 3637
2 ¢dnakoun 56,09 6,23 10,20 285 3993
B 1 (pnaxon 29.30 1,90 34,20 196 9607
2 ¢nakoHn 62.55 4,28 57,10 181 14 865
C | dnakon 37,34 2,26 29,60 144 6066
2 durakoHn 86,25 4.89 45.60 127 8486
D | dnaxon 7,62 0,81 7,51 137 1465
2 thnakonu 14,83 1,60 7,77 151 1653
E | nakon 7,16 0,94 7,75 1250 14172
2 drakonu 15,66 1,75 7,32 1110 11596
F | ¢naxon 31,40 2,37 14,10 169 3413
2 thnakoHu 63,19 4,29 18,20 168 4334
G 1 drakon 7,05 0,59 11.70 149 2372
2 dnakouu 14,66 1,19 14,70 144 3063

AUC = nnowa nin kpusoro konuentpanii (Area Under the Concentration Curve); Cl = knipenc (Clearance); C o = MAKCHMANbHA
CHPOBATKOBA KoHUeHTpauis (Maximum Serum Concentration); BAT = Sotyainiunmit antirokeny rentasanentinii (A, B, C, D,E,F,G)
— (KiHCBKNIA); t), = nepion naniseuseaenns (Half-life); Tpa = Hac A0CATHEHHA MAKCHMATBHOT KOHUEHTpalLT B niasmi kposi (Time to
Maximum Serum Concentration); U = oaunnus (Unit); V= 06'em po3noainy (Volume of Distribution).

13 JOKJIIHIYHA TOKCHUKOJIOTI' I

132 Toxcuxoorist Ta papmaxoorisi TBApHH

Toxcuxonoriugi gocaipKeHss He nposoaumcs juis BAT Ta Horo KoMnoHeHTIB.

Ouinka HOBUX METOJIIB JiKyBaHHS GOTYJ13MY 3 BUKOPHCTAHHAM KOHTPOJILOBAHHX
AOCTIDKCHD Ha JIOJSIX € HESTHIHOIO Ta HeAoUinbHOK. Tomy edexrusHicts BAT ma
JKyBaHHS GOTYi3My IDYHTYETBCS Ha 106pe KOHTPOIBOBAHKX A0C/TiDKEHHAX
e()eKTHBHOCT], IPOBE/ICHNX HA MOPCHKMX CBUHKAX Ta MaKaKax-pe3yc.

Mopcvka ceunka

Y KOHTPOIbOBAHOMY JIOCTIDKEHH] TepaneBTHIHO] eheKTHBHOCT MOpPCLKi CBUHKH OyJiu
NUIaH1 IHTOKCHKALT 33 I0IIOMOTOK0 BHYTPIIIHBOM 'SI30B01 1H'€KIIiT B [IpaBy 3a/HIO
KIHUIBKY pi3HuMH cepotunamu BoHT (A, B, C, D, E, F 1a G) y 1031, wo popisHOBaia 1,5
BHYTPIIHbOM 5130801 50 % neTanproi 1034 1ist Mopeskux cBuHOK (GPIMLDso). IToTim
TBAPHHM OTPUMYBATH a0 Mranedo-KoHTpoIb abo oauy 103y BAT y nepepaxynky Ha
JIOZACBKY Bary (Bara JauleHa Ha 3HAYEHHs! CepeHbOl Bary TIOIUHH B 70 Kinoggaﬁisjﬁﬂggg_
TNOSABY MOMIPHUX KIiHIYHIX 03HAK 60TyaisMy (cnabkicTs npasoi 3aaHb01 BBRE, 20N,
CIMHOBH/ILIEHHS, CTb030Teua, C/1abKi KIHIIBKM Ta TOMiTHI 3MiHK YacTOTH 00 Tty \\‘1\%
anxanns). Jlikyanua sa qonomoroo BAT npu3Besio 10 CTATUCTHYHO i

Ty
AR <oh
x—‘i“‘m%
3 @jg’)ﬁ“g
PARN 2
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MOTIMIIEHHS TOKA3HHKa BUKUBAHOCTI TBAPUH [UIS BCIX JOCIIKEHHX CEPOTHIIIB

[Tabmmus 6].

Tabauus 6 Peslove JaHnX NP0 BHKHBAHICTL MOPCLKHX CBHHOK M 4AC A0CAIKenHS
TepaneBTHYHOI epekTHBHOCTI BAT

/el

CepoTun HeiipoToKCcHHY I'pyna aikybauus Hacrora BumuBanun (%) JlBobiunuit TouHnMi
Kputepiit Miwepa
(3HayeHusn p)
A 1x BAT 34/34 (100 %) p<0,0001
ITnaneGo-koHTpos 0/34 (0 %)
B 1x BAT 34/34 (100 %) p <0,0001
[Tnanedo-kouTpons 1/34 (3 %)
C Ix BAT 33/34 (97 %) p <0,0001
[TnaueGo-koHTpPOIIb 4/34 (12 %)
D Ix BAT 33/34 (97 %) p <0,0001
[TraneGo-KoHTpoIb 5/34 (15 %)
E Ix BAT 34/34 (100 %) p <0,0001
[Tnaue5o-koHTpoIIb 0/34 (0 %)
F 1x BAT 34/34 (100 %) p <0,0001
I1nane6o-koHTpOIE 4/34 (12 %)
G Ix BAT 34/34 (100 %) p <0.0001
[Tnaneo-KoHTpoas 17/34 (50 %)

BAT = Gotyniniuunii anrurokcun rentasatentnuit (A, B, C, D, E, F, G) — (KiHCBKHMIA).
Henoounonodiona maena

Y KOHTPOTbOBAHOMY J0CIi/DKCHH] TepaneBTUYHOT e()eKTUBHOCTI MaKaKu-pe3yc Gyim
mianasi intoxenkanii BoHT ceporurty A, sikuit BBOANIN BHYTPIIIHBOM'S3080 B 1031, 110
nopisHioBana 1,7 BHYTPIIHEOM 130801 50 % eTanpHOT 1034 IS HETIOAMHOIONIOHMX
maB1 (GPIMLDso) na kinorpam macu Tina. [Totim TBapuHu oTpuMyBamm ato miane6o-
KOHTpPOJIb @00 oy 103y BAT y nepepaxyHxy Ha 0/CEKY Bary (Bara Jii/leHa Ha 3HAYEHHS
cepe/iHbO1 Baru jioAuHu B 70 Kinorpamis), 1iciis OSBH KIIHIYHEX 03HAK GOTYTi3My (11103,
M'A30Ba cabKicTh abo auxaabHa HeoCTaTHiCTh). JIiKyBaHHS 3a nonomoro BAT
IIPU3BEJIO 10 CTATHCTHYHO 3HATYIIOT0 NOMINIIEHHS TIOKa3HHKa BIKHBAHOCTI [Tabnus 7).

Tabanus 7 Pe3srome nanux npo BKHBanicTh MAKAK-pe3yC Mia uac J0CAL/KEHHS
TepaneBTHYHOT epekTHBHOCTI BAT

HABobiunuit ToyHwil KpuTeEpii
@iuepa (3nauesns p)
Ix BAT 14/30 (47 %) p <0,0001
ITnane6o-koHTpONEL 0/30 (0 %)
BAT = Gotyniniunuii anrurokcun renrasanenthuii (A, B, C, D, E, F, G) — (kiHchKuR),

I'pyna nikyBanus Yactota BumuBanns (%)

14 KJIHIYHI JOCJIIKEHHS

EdexrusnicTs 3acTocyBanus BAT rpyHTYeTbCS Ha JOCTI/DKEHHSAX edeKkTHs
ACMOHCTPYIOTH IIEPEBArd BHXXMBAHOCT] Y TBAPMHHHX MOJIEIAX GOTYIIi3!
«oxniniuna moxcuronoziay (13.2)]. Nocnimkenns Ge3nexu mpoBoam

AN

.'.'./
24 .
Kondizenuiiina indopmanis, mo € BracHicTio }comnamiw PGS
i < b

R ——

Emergent BioSolutions



/3

JI0POCIMX 1 MaIienTax i3 nino3poro Ha 6oTyaiam, axi orpumani BAT mia wac kniriumoro
NOCTIIKEHHSA 3 PO3IIHPEHUM J0CTYTIOM.

dapmakokineTHIHi, (hapMaKoAMHAMIYHI TOKA3HUKH Ta TOKA3HUKM Oe3nexd moao BAT
Oynu OuiHeH] y IBOX KMIHIYHUX A0CHIKEHHAX. Y IIUX KIIHIMHHX A0CI1DKEHHIX
nokasano, wo BAT mae npuitasaranit npodins Gesnekn Mpu BHYTPIIHLOBEHHOMY
BBE/ICHHI 0/1HOr0 abo nBox ¢akonis BAT 310poBuM ocobawm.

Y pannoMi30BaHOMY OJHOLIEHTPOBOMY MOABIHHOMY CIIIIOMY JOC/iIKEHH]
(hapmakokineTuky Ta Gesnexy BAT ouinosamm B 40 310poBHX JOCTIKYBAHUX, SIKMM B/B
BBeM oauH (n = 20) abo n8a (n = 20) ¢pnaxonn BAT. Pisni BAT y cupoBatii kpoBi
BMMIPIOBAIH 32 IOIIOMOTOIO TecTy Heltpanisauii mumti (THM) [Oue. po30in «Kninivna
papmaxonoziay (12.3)].

Y panoMi3oBaHOMY OHOLEHTPOBOMY MOABIHHOMY CIIIOMY J0CIiIKeHH]
apmakosunamiky Ta Oesnexky BAT owuinioBamu y 26 310pOBHX A0CTIUKYBAHUX, SKUM B/B
BBOJMIH a00 oauH ¢uaxon BAT (n = 16) abo miane6o (n = 10). By10 BU3HaueHO BIUIHB
BAT na 3anobiranns po3sutky napamigy KPIT M's13iB cTOIH micist BBeAHHS
Gotyniniunoro neifpoToxcuHy cepotuny A uu B [0us. po3din «Kniniuna apmaxonoziay

(12.2)].

J1s HajauHs 104aTKOBOT MIATPHMKH e)EKTUBHOCTI, [IPOIEMOHCTPOBAHIM Ha MOIEISIX
TBapHH, OyJI0 IPOBEIEHO NOMEPEIHIN aHAI3 JaHUX, OTPUMAHHUX i3 L[eHTPIB KOHTPOIO |
NMPODLIAKTHKH 3aXBOPIOBAHb, 3 BIAKPHTOIO KJIiHIYHOTO JIOC/TIDKEHHS 3 PO3LIMPEHHM
AOCTYIOM 11010 JIKYBAHHS JIOCITIUKYBAHKX i3 11103pOt0 a60 3 MiATBEPUKCHIM
GoTyizMom, o oTpuMyBanu Tepanito BAT. 3i 148 nanientis, mo nikysamucs BAT
NPOTATOM MePIoAy anatisy, 109-Tu nocTaBuIM OCTATOYHMIN AIArHO3 MO0 MTi103PIOBAHOT0
abo miaTBep KeHOro 60Ty Ii3My, Takox mi 109 gocimimKyBaHnX 6Y/I0 BKIIOYEHO 10
aHanizy nomynsuii. Cepenniit yac Biz noyatky cummTomis 60TynisMy 10 nikypass BAT
cTaHoBHB 3,6 1Hs (1ianason: 0,25-38 nuiB). Paumiit nouarok gikyBaHHs (< 2 IHiB ricis
MOSBH CUMIITOMIB) 32 lonomororo BAT OyB nos's3anuii i3 KOPOTILOO TPHBATICTIO
rocriranizauii, TpuBamicTIo nepeGyBaHHs y Bi/UlIeHHI peanimallii Ta iHTeHCHBHOT Teparii
(BPIT) ra TpusanicTio mryysoi BenTHusuii serenis (IIIBJI) nopiBHAHO 3 ni3HiM n0YaTKOM
JIKYBaHHs [Tabnuus 8] Ta y3ro[uKyeThes 3 MexaHi3MoM mii [ous. pozdin «Kniniuna
@apmaronoainy (12.1)].

Tadanns 8 Pesrome Tpnsanocti rocniraaizauii, rpusanocri nepebysauns y BPIT ta
rTpusayocti IIBJT y nanientis IIK3, mo orpumysaan BAT

Yac gin nosisu cumnromis |Kinbkicrs nauientis (N) (Cepenns Tpubasticrs y

10 JIIKYBAHHSA ansx (SD)
Iocniranizauis <2 nHiB 14 12,4 (9,28)

>2 nnis 72 26,1 (26,37)
[Tepebysanus y BPIT <2 nuiB 13 9.2 (7,40)

> 2 NHIB 70 15,8 (18,76)
1IBJI1 <2 nHiB 9 11,6 (7,83)

> 2 jHiB 41 234 (21,11

15 IMOCHJIAHHSI

1. Lack JA, Stuart-Taylor ME. Calculation of drug dosage and body surfa
children. Br J Anaesth. 1997; 78:601-605.
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16 POPMA BUIIYCKY / YMOBHU 3BEPIT'AHHSI TA BHKOPUCTAHHSI

16.1 ®opma Bunmycky

BAT nocragaerses aGo B 20 M, a60 B 50 M1 CKISHEX (DIAaKOHAX, 3aKOPKOBAHHX

Oy THIKayTyKOBOIO IIPOOKOIO Ta OGTHCHEHNX AMIOMIHIEBAM KOBIIAYKOM 13 IJIACTUKOBOTO
KPHIIKOIO BIIKUIHOTO THILY, Y SKHX 00'€M 3amoBHEHHS KOMHBaeThes Bia 10 mo 22
MUILTITPiB Ha (akor. Koxken duakon, He3anexHo Bix poamipy abo o8'eMy HAOBHEHHS,
MICTHTB MiHIMalbHY KUIBKICTS > 4500 Ox1 anTHTOKCHHY cepoTHIy A, > 3300 Ox
aHTHTOKCHHY cepoTtuny B, > 3000 On anturoxenny ceporuny C, > 600 O aHTUTOKCHHY
ceporuny D, > 5100 On anturokcuny ceporuny E, > 3000 On antutokcuny cepotumy F
1a > 600 Ox anTHTOKCHHY cepotuny G.

BAT He BupoGsieThest 3 HaTypaIbHOTO KAYYyKOBOTO JaTeKCy.

Hauionansauit Koz jgikapeskoro 3aco6y  Onmc npenapaty
60492-0075-2 ®nakon Ha 50 M1 3 OIHIEIO 03010 MIpenapary.
60492-0075-3 ®raxon Ha 20 M1 3 OfIHIEIO 103010 Mpenapary.

16.2 YMOBH 3BEPITAHHSI TA BUKOPUCTAHHS

*  30epirat B 3aMOpOXEHOMY CTaHi npu Temnepatypi < -15 °C (< 5 °F) a6o HuKuye 10
BHKOPHCTAHHS.

. Onun pa3 po3aMopokeHuit 60Ty iHIYHMI aHTHTOKCHH renTaBaneHTHH (A, B, C, D,
E, F, G) — (xincekuii) moxe 36epiratucs npu temmeparypi 2-8 °C (3648 °F) makcumyM
MpoTAroM 36 MicaAuis, aGo 48 MicsauiB i3 JaTH BUrOTOBJIEHHS, 3aJI€KHO Bijl TOTO, 110
Hacrane nepmmM. He 3amoposkyBaTs moBTOpHO.

*  [liczs Toro, K mpodKy (1akoHa NPOKOIONH, SKHARIIBU/ILE BUKOPHCTaiiTe BMICT
(h1akoHa 11 MPUTOTYBAHHS KpalleJIbHULI Ta 1i 3aCTOCYBaHHS.

*  @naxoxu BAT mpusnadeni 11s 0HOPa30BOr0 BUKOPHCTAHHS TA HE MiCTSTD
KOHCEPBAHTIB. YTHII3y#iTe Oy ab-sIKi HEBUKOPHMCTAH] 3ATHIIKH.

17 THO®OPMAUIA JJIs1 TAIIEHTIB
[usucs 3atsepkene FDA mapkysanns juist manientis (Indopmanis ais namienta).
. [IpoindopmyiiTe nauieHTiB MPO HUKYEHABE/ICHE.

* BAT onepxyioTs i3 n1a3mMu KOHe#, TOMY BiH MOXKe MICTUTH Taki iH(eKwiitHi
areHTH, SIK BIPYCH, 110 MOKYTb CIIPHYHHUTH 3aXBOPIOBAHHSL.

* Pusuk mepenaui TakuMy npenapatamy iHQEKIIHHIX areHTiB 6YJI0 3MEHIUCHO
3aB/SIKH CKPUHIHTY KOHEH Ha MpeIMeT NMONEePeaHbOr0 KOHTAKTY 3 IeBHHMH
BIpYCaMH, TECTYBAHHIO Ha HASBHICTH NIEBHHX BipyCHHUX iH(eKIii Ta
iHaxTHBail Ta/abo BUIAIEHHIO [IEBHUX BipyCiB Mix Yac BUPOOHHUIITBA.

* HesBaxkaroun Ha 1li 3aX0/H, TaKi IpenapaTy Bee e MOTeHIiHO
nepenaBaTH XBopoo.

¢ IcHye Takox MOKIHBICTB TOTO, 110 B TAKHX MTPOAYKTAX MOXK)
HeBLAOMI 1H(eKUiiHI areHTH.

Emergent BioSolutions Kondinenuiiina indopmallis, 1o € BAACHICTIO KOMIAHIT



. [IpoincopmysaTy namiesTis mpo Te, 1110 006U, SKi OTPHMYBAIH MONEPELHIO
Tepaniio NPOTHOTPYTOIO/AHTHTOKCHHOM, OTPUMAHHMH 3 KOHEH, MaloTh alepriio Ha
KOHEH, CTPaX/1al0Th Ha acT™My a0 XBOPIIOTh Ha CiHHY JIHXOMAHKY (Ce30HH] aneprif),
MOJKYTh MATH MiABHIIEHMI PU3HK PO3BUTKY PEaKIlii rinepuayIMBOCTI Ta MOBHHHI
3acrocosyBatd BAT Tineku B ToMy pasi, K10 04iKyBaHa KOPHCTE ITEPEBHIILYE
MOTEHIIHHUI PU3HK.

. [IpokoHCYIBTYBaTH DALEHTIB OO0 MOKIMBOTO MEPEIIKODKAHHS POOOT]
OC3IITIOKO3HUX CHCTEM BUMIPIOBAHHS PIBHSA LIYKPY KPOB.

. MasTo3a, mo mictutecs B BAT, Moxe 3aBakars poGOTi A€SKMX THIIB
CHCTEM KOHTPOJIO PiBHS [TIHOKO3K KPOBI.

. [lauienTn, mo orpumytors BAT, 0BUHHI BAKOPHCTOBYBATH JTHIIIE
TIIIOKO30CIENM (D I9H] CHCTEMH KOHTPOIIO PiBHA TIIOKO3H KPOBI,

. Take nepemko ukants poGoTi MOKe IPH3BECTH 10 TIOMHIKOBO THiTBUIIIEHUX
NOKA3HHKIB PiBHA [VIIOKO3H, 1110, Y CBOIO YEPTy, MOXKE IIPH3BECTH 0
HEKOMIIEHCOBAHOT rinoriikemii abo 10 HeaIeKBATHOTIO BBECHHS 1HCYIIHY, 1110
NPU3BOIUTE JIO PO3IBUTKY HEOE3MEYHOT /15 KUTTS TiIoriKeMil,

BAT®, a Takoxk Bci Ha3Bu OpeHna, NpoOmyKTY, cepBicis i ¢ynkuii komnasii Emergent BioSolutions Inc.,
JIOrOTHNA T& racia € TOBAPHHMH 3HaKamy abo 3apeecTPOBAHMMH TOBaPHMMM 3HaKaMy KoMmauii Emergent
BioSolutions Inc. a6o ii nouipnix komnanii 8 CILIA a6o iHmmx kpaikax. Yci npasa 3axuiLeHi.

Bupobaeno:

Emergent BioSolutions Canada Inc. 155 Innovation Drive
Winnipeg, Manitoba

Kanana, R3T 5Y3 Jlinensia CIIIA Ne 2084

Bng
NOKYMEWTIS

JEPBARTHEA |2
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IHO®OPMALIS 1JI51 TIALIIEHTIB
BAT®[0oTyniHiunMil aHTHTOKCHH reNTaBajieH THUI (A,B,C,D,E, F, G) — (xincbkuit))

[o Take 6orymaizm?

boTyniam — nie 3axBopioBaHES, sKe CHPHYMHSE Napailid M's3iB TOKCHHOM BakTepii
Clostridium botulinum.

BoTyi3M MOsKe BUKIMKATH HUKYCHABEAEH] CTAHH.

* JIBOIHHA B 04ax

*  3arymaHeHHs 30py

* HaniBonyckanHs mopix

* Hesupasnicts MOBH

*  YTpyaHeHe KOBTaHHS

*  Cyxicts y pori

*  M'a30Ba cnabKicTb, 110 NOLIMPIOETLCS HA BCE TiNIO

*  VrpylHeHe IUXaHHS

Borynism Takok Moske BHKIHKATH napajid i cMepTs. I1icis Toro, sk TroauHa mia1acTbes
Jii TOKCHHY, TPOBIEMH MOKYTh OYATHCS MOHANMEHIIE Yepes TPH TOAUHH abo
LIOHAHTII3HIIE — yepe3 KijTbKa AHiB. OQykKaHHS MOXKE BUMAraTH THXHIB a60 MicCAIiB.
[Ipotsarom nporo wacy Garato mojeii BUMararoTh 0COBIHBOrO JOTJISAY B JiKapHi.

E¢exrupnicts BAT Gyia BuBueHa Ha TBapuHAaX i3 GOTYI3MOM.
I1lo rake BAT?

BAT — e 6oryniHiuHINA aHTHTOKCHMH, BUTOTOBICHMI 13 11a3mMu KoHell, Bin MicTHTS
(hparMeHTH aHTHTIN, IO HeHTPAIi3yIOTh TOKCHHY GoTymizmy. BAT Moske ronermuty
BHKJIMKaHy 00Ty 1i3MoM Henyry. JlikyBaunst BAT He npu3sBese 10 3MeHIIEHHS napasniuy,
are MOYKe 3MEHIINTH HOr0 TPUBAIICTE TA CTYIIHD.

X710 noBuHen BUKOpucToByBaTiH BAT?

Bau nikap moxe Hajgati BaM BAT y BUNaaKy miao3py, 1o BY 3a36amu Jii TOKCHHY
Gotymismy. [lng Toro, mo6 3yNMHATH NPOrpecyBaHHs 3aXBOPIOBAHHS, BH MOBHHHI
AKOMOTra paHillle MoyaTH JiKyBaHHS.

SIKuo nepeBary He NePEBUIIYIOTh PU3NKIB, BU HE IOBUHHI mxyBatucst BAT y Bunaxy,
AKILO Y BaC B aHAMHE31 € aJIepris Ha KOHeH 4K NPOAYKTH KiHCHKOI KPOBi, acT™Ma 9
CIHHA JIMXOMAaHKa (Ce30HHI aneprii).

Sk Bu oTpumaere BAT?

BAT BBOAMTECA y BUIVISII BHYTPIIIHBOBEHHOT 1H'€KILT. o3y BAT Bu3naunTh Baiu jikap.
st BBeIeHHs MOsKe 3HAI00UTHCS eKinbka roaus. Te, 9u NoTpiOHA BaM HIe ozzHa B
IH'eK1is, Oyze BUpiuryBaTH Bam jgikap. -

HAxi mozmuBi a6o 1ocuTh iMoBipHi no6iuni eperrn BAT?

Haitnomupenimuyu nobiannmu epexramu BAT e:
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*  ["onoeuwuii 6inb
*  [apsuka
*  Bucun

* Kponus'suka

* 03800
* Hynora
* Halpsku

Jlesikix mozeli Moyke II04aTH MOPO3HTH, MOKYTh BUHHKATH TPYIHOLIL 3 IUXAHHSM i
LIBU/IKE IIIBUILECHHS TEMIIEPATYPH Tina npoTsroM nepimmx 20—60 XBHIMH mic/s
orpumanns BAT. Lli peakuii MoxyTh GyTH KOHTPOJIbOBaHI BAILIMM TiKapeM.

BAT moxe Bukmakatn anepriumi peakuii. CkaxiTs cBoemy nikapio aGo HeraitHo
BiIBiZaliTe BiLALT HEBIAKIAMHOI ONOMOTH, SKIIO y BaC 3'SBUIIOCH YTPY/AHEHE AMXAHHA,
HaOpsK s3uKa uu ry6 abo myxe MmBMAKe CepueGMTTAM, OCKLIBKH Bee lie Moske OyTH
O3HAKaMH CEePHO3HOI ajepriyHoi peakiii.

[ToBinomTe cBOEMY NiKapeBi, SKIIO y Bac 3'sBummcs 601 B Cyry06ax Ta CIIMHI, THXOManKa
Ta BUCHUIIAHHS POTATOM BiJl OXHOTO 110 TPhOX TIXKHIB micis nikysanns BAT. Lle MoxyTh
OyTH 03HAKH «CMPOBATKOBOT XBOPOGH», SIKi MOKYTh TPHBATH POTSTOM KiJIbKOX THIKHIB.
Bami sikap Mozke npu3HaYHTH BaM JIKyBaHHS CHPOBATKOBOT XBOPOGH.

[Torosopits 31 cBoiM nikapem npo Gyab-ski mo6iuni edextn, mo Bac TypOYyIOTH. By
MOJKETe IONPOCHTH CBOTO JliKaps HajaTH A0AATKOBY 1H(GOPMALIO PO Iperapar, sKa
JIOCTYITHA [l MEHYIHHUX [IPalliBHHKIB.

Ilo me moTpi6Ho 3HaTH Npo BAT?

BAT urorosnserses 3 mnasmu kposi koseit. [TpoBoauThes peresbHuii CKPHHIHI KOHEH Ta
OYMIIEHHSA ITA3MM, alle, HEe3BAKAIOYH Ha 1€, ICHY€ HEBEIMKUH PH3MK repe1adi BaM
BipycHOI in(exuii. [ToroBopite 31 cBOiM jiKapeMm, SKIIO y Bac € Gy/Ib-5Ki CHMITOMH, IO
Bac TypOyIoTs.

Bu moxeTe nosiznomuty npo no6ivsi edextn Gesnocepe b0 10 KOMIaHIT Emergent
BioSolutions Canada Inc. 3a Homepom 1-800-768-2304 a6o 10 CITYKOHM MEIHYHOTO
MOHiTOpHHTY Gesneku npenapatis FDA 3a Homepom 1-800-FDA-1088.

BAT®, a takox Bci Ha3Bn Gpena, IpoayKTy, cepsicis i ynxuiit komnanii Emergent BioSolutions Inc. ,

JIOrOTHI Ta Tacia € TOBAPHUMH 3HaKaMHu abo 3apeeCTPOBAHUMH TOBAPHUMH 3HaKaMu Komnauii Emergent
BioSolutions Inc, aGo ii nowipnix kommanii B CILIA uu immux kpainax. Yci TnpaBa 3axMILeHi.

Bupobaeno:

«Emergent BioSolutions Canada Inc.
155 Innovation Drive

Winnipeg, Manitoba

Kanana, R3T 5Y3

Jlinenaia CITTA No 2084

Emergent BioSolutions Kondigenuifina inpopmauis, 10 € BACHICTIO KOMIaHIT C‘ropi%ﬂ 320
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not Include all the Information needed to
use BAT® safely and effectively. See full prascribing information
for BAT®,

BAT®, [Botullsm Antitoxin Heptavalent (&, B, C, D, E, F, G) -
(Equine)]

Sterlle Solution for Injection
Initlal U.S. Apprml: 2013

=== RECENT MAJOR CHANGES ~emsswmsmemsmmnaas
Dosage and Adminlstration, Preparation (2.2) [09/2016]

==== INDICATIONS AND USAGE =wovsvemmmmnarmmnen

BAT [Botullsm Antitoxin Heptavalent (A, B, C, D, E, F, G) - (Equing)]
Is a mixture of Immune globulln fragments Indicated for the treatment
of symptomatic botullsm following documented or suspectsd
exposure to botulinum neurotoxin serotypes A, B, C, D, E, F, or G
In adults and pediatric patients. '

The effectiveness of BAT Is based solely on efficacy studles conducted
In anlmal models of botullsm.

DOSAGE AND ADMINISTRATION =ewssasmmamswss
For Intravenous use only.

Administer BAT by slow Intravenous Infuslon after dilution 1:10 In
normal saline at the dose recommended In the followlng table.

Patient Dose Starting Incremental | Maximum
Group Infusion Infusion Rate | Infusion
Rate If Tolerated | Rate
(first 30 (every 30
minutes) minutas)
Aduits One vial 0.5ml/min | Double the 2 mU/min
@17 -
years)
Pedlatdc |20 ;}ﬁ% 0.01 0.01 0.03
of lose mUkg/min | mUkg/min mbskg/min
(1 yoar to Do not Do not
<17 years) auceed the exceed the
adult rate adult rate
Infants . | 10%of 0.01 0.01 0.03
(<1 yean adultdoss | mUkg/min | mUkg/min mlkg/min
regardlass of
body welght

FULL PRESCRIBING INFORMATION: CONTENTS*
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wveavensrenneeves [OSAGE FORMS AND STRENGTHS seeresscuvunsan
Each singla-use vial contalns a minimum potency of:

* 4,500 Units (U} for serotype A antitoxin,

+ 3,300 U for serotyps B antitoxin,

* 3,000 U for serotype C antitoxin,

* 600U for serotype D antitoxin,

* 5,100 U for serotype E antitoxin,

* 3,000 U for serotype F antitoxn, and

'« 600U for serotype G antltoxin

wweeweemm— CONTRAINDICATIONS -==smmemmmmvmmeremeas
None.

=e=vsx WARNINGS AND PRECAUTIONS s=vwsensesmmmnsan

* Hypersensitivity reactions Including anaphylaxis. Prepare for
monttoring and managemsnt of allerglc reactions (5.1).

* Delayed allerglc reactions (serum sickness). Patlent monitaring Is
racommended (5.2).

* Infusion reactions. Monitor and slow or interrupt Infusion and
administer treatment basad on tha severity of the reaction (5.3).

* |Interference with non-glucose specific blood sugar testing
systams, Use glucosa-spacific testing systems (5.4).

« BAT Is made from equine plasma and may contaln Infectious
agents e.g. viruses (5.5).

eessrmmmnmerserees ADVERSE REACTIONS s-vevvensenvmnaaacaces

+ The most common adverse reactions observed In =5 % of healthy
volunteers In clinical trials were headache, nausea, pruritus, and
urticaria (6.1).

+ The most common adverse reactions reported In =1% of patlents
In a clinical study were pyrexia, rash, chills, nausea, and edema
(6.1).

* One serious adverse reaction of hemodynamic Instabliity was
observed In one patient In the clinical study (6.1).

To report SUSPECTED ADVERSE REACTIONS, contact Emergent
BloSolutions Canada Inc. at 1-B00-768-2304 or FDA at
1-800-FDA-1088 or www.fda.gov/medwatch,
USE IN SPECIFIC POPULATIONS
* Pedlatric: Limited safety data |s avallable in the pedlatric
population. Dosing In pediatric patients ks based on Salisbury
Rule (8.4).
Se0 17 for PATIENT COUNSELING INFORMATION and FDA-approved
pailent labeling

Revised: 01/2018

8.1 Pregnancy
8.2 Lactation
8.4 Pedlatric Use
8.5 Gerlatric Use
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FULL PRESCRIBING INFORMATION

1 INDIGATIONS AND USAGE

BAT [Botulism Antitoxin Heptavalent (4, B, G, D, E, F G) - (Equing]] Is @ mixture of immune
globulia. fragments Indicated for the treatment of symptomatic botulism following
documented or suspected exposure to botulinum neurotoxin serofypesA, B,C,0,E ForGin
adults and pediatric patients,

The effectivensss of BAT is based on efficacy studies conducted In animal models of batulis,
2 DOSAGE AND ADMINISTRATION

BAT s for intravenous use only.

2.1 Dosage and Administration

+ Each vial of BAT contains  minimum potency for serotypes A, B, C, D, E, F. and G
antitoxin [see Dosage Forms and Strengths 3)). '

* For adult, pediatric, and infant patient groups, administer a dose of BAT according to
Tahle1.FurdehiIsunpecialﬂcdosmghyhodywelghtseeTahle 2

*  Administer all BAT doses after dilution 1:10 in normal safing by slow infravenous
infusion according to the varying infusion rates in Table 1.

* Monitor vital signs throughout the infusion, If tolerated, the infusion rate can be
increased incrementally up 1o the maximum Infusion rate, and continued for the
remalnder of the adminisiration. Decrease infuslon rate If the patient develops
discomfort o infuslon-related adverse reactions.

Table1  BAT Dosing Gulde and Intravenous Infusion Rate

Patient Group | Dose Starting Infusion [Incremental  |Maximum
Rate Infusion Rateif  |{Infuslon Rate
(frst 30 minutes) Tolerated
: (avery 30 minutes)
Adults One vial 0.5 mUmin Double therale (2 mUimin
(= 17 years)
Pediatric 20-100% of adutt 0.0t mUkg/min 0.0 mUkg/min 10,03 mUkg/min
{Tyearto<t7 dose Do not exceed the Do ot exceed
yeers) adut rate, ihe adult rate
Infants 10% of aduk dosz 10.01 mUkg/min ~ (0.01 mUkg/min (0,08 mUkg/min
regardless of body
(< 1yead . welgh

Calculate pediatric BAT dose by body weight according to Table 2.
Table2  Pedlatric Dosing Guide for BAT Based on Salisbury Rule (1 Yearto < 17 Years)

Body Weight Percent of Adult Dose’
(ka) (%)
10-14 . 20°
15-19 : 0
20-24 ' 40
25-29 50
30-34 60
35-39 €5
40-44 70
45-49 75
50-54 80
=55 . 100

“Dosing puide I basad on the Salishury Rute (1);

* Body weigh! = 30 kg: 24 waight fkg) = % adult dosa 1o adminisier
= Body waight > 30 kg walght (kg) + 30 = % aduf dose 1o administer
Do nol exceed 1 via dose regarciess of body Welght
Mk pediakic 99 ks 20% of adult dase, See Table 1 for Infanl doss.
22 Prepanation
1. Bring vial to room temperatura,
*  Wfrozen, thaw vial by placing In a refrigerator at 36 to 46 °F (210 8 °C) until the
contents are thawed for approximately 14 hours.
* . Product can ba thawed rapldly by placing at room temperature for one hour
followed by a water bath at 98.6 °F (37 °C) until thawed.
* Do not thaw this product In a microwave oven. Do not reireaze the vial,
2. Inspect vlal to ensurs thera ks no damage to the seal or vial. if damaged, discard the vial,

3. Do not shake the vial during preparation to avold foaming.
4, Dilute 1:10in 0.9% Sodium Chloride Infection, USP (saline) by adding BAT solution

from the vial to the appropriate amount of saling in an IV bag. Do not use any other
diluents. As the fill volume per vial varies by lot number (approximately 10 to 22

millifiters per vial), 90 to 200 milliliters of saline will be required. Withdraw the entire
contents of the vial to obtain the total volume in the vial. If a partial vial is required (for
pediatric dosing), the entire content of the vial should be withdrawn 1o ensure accurate
calculation of the dosage [Table 2].

5. Visually Inspect the product for particulate matter and discoloration prior to
administration. Do not usa if the solution Is turbid, cloudy, or confains particles other
than a few translucent-to-white proteinaceous particutates.

6. Use an intravenous line with constant infusion pump. Uss a 15 micran sterile,
non-pyragenic, low protein binding in-llne filter,

7. BAT vials are for single use only and contaln no preservative. Once punctured, use the
vial contents to prepare the Infusion bag and administer as soon as possible.

8, Discard any unused portion.

3 DOSAGE FORMS AND STRENGTHS

BAT is a sterlle solution of purified F(ab'), plus Ftab']!-ralated immune globulin fragments
derived from equine plasma, containing antitoxin activity to botulinum neurotoxins A, B, C,

D,E,F and G.

Each single-use vial, regardiess of siza or fill volume, contains a minimum antitoxin potency of;
*  4,500U serotype A antitoxin,

* 3,300 U serotype B antitoxin,

¢ 3,000 U serotype C antitoxin,

* 600 U serotype D antitoxin,

* 5,100 U seratype E antitoxin,

* 3,000 U serotype F antitoxin, and

« 600 U serotype G antitoxin.

4 CONTRAINDICATIONS
None.

5  WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity Reactions

Severe hypersensitivity reactlons, Including anaphylactic and anaphylactold reactions may
occur following BAT administration. Patlents who have had previqus therapy with an equing-
derived antivenom/antitoxin, with a history of hypersensitivily to horses, asthma, or hay fever
are at a greater risk for developing severe hypersensitivity reactions to BAT. Administer BAT
in a setting with appropriate equipment, medication, Including epinephrine, and: personnel
trained in the management of hypersensitivity, anaphylaxis, and shock,

Monitor all patients for signs and symptoms of acute allergic reaction {e.g. urticaria, pruritus,
erythema, angioedema, bronchospasm with wheezing or cough, stridor, laryngeal edema,
hypotenslon, tachycardia) during and following the BAT Infuslon. In case of hypersensitivity
reaction, discontinue BAT administration immediatsly and administer appropriate emergency
care, Have immediately available medications such as epinephrine for emergency treatment
of acute hypersensitivity reactions.

For patients at risk for hypersensitivity reaction, begin BAT administration at the lowest rate
achlevable (< 0.01 mUmin) and monitor,

52 Dolayed Allergic aeacms' (Serum Sicknass)

Delayed allergic reactions (serum sickness a.g. fever, urticarial or maculopapular rash,
myaigla, arthralgla, and lymphadenopathy) may occur following BAT administration, typlcally
10-21 days after infusion, Monitor patients for signs and symptoms of delayed allergic
reaction,

It a delayed allergic reaction (serum sickness) Is suspected, administer appropriate medical
care.

5.3 Infusion Reactions

Chills, fever, headaches, nausea, and vomiting can be related to the rate of Infusion, Arthralga,
myalgia and fatigus or vasovagal reactions may also develop. Carefully observe patients
for the onset of these infusion reactions throughout the infusion period and immediately
following an infusion,

Reduce the rate of Infusion if the patient experiences Infusion reactions and administer
symptomatic therapy. If symptoms worsen, discontinue the infusion and administer
appropriate medical care, '

5.4 Interference with Blood Glucose Testing

The maltose contained In BAT can Interfere with some types of blood glucose monitoring
systems Le. those based on glucoss dehydrogenase pyrrologuinoline-quinone (BDH-PQQ)
method. This can result In falsely elevated glucose readings and Inappropyiate administratio
of Insulln, resuiting In Ife-threatening hypogiycemla. GaSes: of rueiypoghjcemia
go untreated if the hypoglycemic state is masked by’ falsdly elevated results [sad<T
Interactions (7)]. §fe f :

}
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55 Transmissible Infectious Agents

Because BAT Is made from equine plasma, it may carry the risk of transmitting infectious
agents e.g. viruses. The equine plasma pools are screened for the presence of certain
Infectious agents and the manufacturing process for BAT Includes measures 1o inactivate
and remove certain viruses [see Description (1 1)]. Despite these measures, such products
can still potentially transmit disease. No cases of transmission of viral diseases have been
associated with the use of BAT,

Repart all infections thought by a physician to have been transmitted by BAT to Emergent
BioSalutions Canada Inc. at 1-800-768-2304, Discuss the risks and benefits of this product
with the patlent or their legal guardian befare administering It to the patient [ses Patient
Counseling Information (17)].

6  ADVERSE REACTIONS

The most common adverse reactions otiserved in = 5 % of healthy volunteers in clinical trials
were headache, nausea, pruritus, and urticarla.

The most common adverse reactions reported in = 1% of patients In a'dlntcal study were
pyrexia, rash, chills, nausea, and eadema.

The:following serious adverse reactions are discussed in detall In other sections of the
labeling: :

* Hypersensttivity reactions (see Warnings and Frecautions (5.1)]
* Delayed allergic reactions/serum sickness fsee Wamings and Pracautions( 5.2)]
* Infusion reactions (see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

Bacause clinlcal trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical rials of a drug cannot be directly compared to ratss in the clinical
trials of another drug and may not reflect the rates abserved in practice.

In & randomized, double-blind, parallel arm trial conducted to evaluste the safety of BAT
in healthy subjects, and to establish the pharmacokinetic profile of the seven botulinum
antitoxin serotypes cantained In BAT following Intravenous (V) administration, 40 subjects
were randomized to receive either one (n=20) or two vlals (n=20) of BAT.

In a second parallel arm, randomized, double-blind pharmacodynamic trial, 26 healthy
sublects were randomized to receive elther BAT In saline (n=16) or placebo (0.9% sallne;
n=10).

The most commen adverse reactions in all healthy subjects were headache (9%), pruritus
(5%), nausea (5%), and urticaria (5%), Other adverse reactions reported in less than 4%
of subects included pyrexia and throat discomfort. All reported adverse reactions wers
considered mild or moderate. No serious adverse reactions were reported. Two moderate
acute allergle reactions that required premature termination of the Infusion and treatment
were reported. Reactions were predefined as mild if the subject was aware but could
tolerate. Moderate reactions were predefined as discomfort enough to interfere with normal
daily activity,

A total of 231 subjects with suspected or confirmed botullsm were exposed to BAT In an
open-label observational expanded access clinical study sponsored by the Centers for
Disease Control and Prevention (CDC).

The majority of adult (213/218) and pediatric (13/15) subjects recelved one dose of BAT,
Three adult subjects were exposed to a second dose of BAT, and two pediatric subjscts
cach received two Infant doses (10% of the adult dose). The administration of a second dose
varied from seven hours to one month after the first dose.

Safety data was actively collected from freating physiclans by the CDC. However, no on-site
safety monitoring was performed, and the CDC relisd on follow-up information provided
by the treating physicians to determine the reporting frequencles far adverse reactions, Of
the 231 subjects receiving BAT, safety Information was avallable for 228 subjects. Adverse
reactions were reported In 10% of all subjects. The most common adverse reactions were
Pyrexia (4%), rash (2%), chills (1%), nausea (1%), and edema (1%, Other adverse reactions
were reported In less than 1% of subjects. No subject experienced anaphylaxis. One subject
experienced a serious adverse reaction of hemodynamic instability characterized by
bradycardia, tachycardia, and asystole during BAT administration. One subject experienced
mild serum sickness (< 1%) with myalgia, arthralgla, and dark urine twelve days after BAT
administration.

-—— = -
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PATIENT INFORMATION .
BAT® [Botulism Antitoxin Heptavalent (A, B, C,
D, E, F. Gy = (Equine)]

What is botulism?

Botulism is a muscle-paralyzing disease
caused by a toxin made by a bacterium
called Clostridium botulinum,

Botulism can cause the following conditions:
* Double vision,

* Blurred vision,

* Drooping eyelids,

¢ Slurred speech,

» Difficulty swallowing,

* Dry mouth,

= Muscle weakness that spreads through
the body,

* Difficulty breathing.

Botulism can also cause paralysis and
death. After a person is exposed to the toxin,
problems can start as early as three hours or
as late as a few days. It can take weeks or
months to get better. During that time, many
people need special care in the hospital.

The effectiveness of BAT has been studied in
animals with botulism,

What Is BAT?

- BAT Is a botulism antitoxin made from

the plasma of horses. It contains antibody
fragments which can neutralize botulism
toxins. BAT may make the iliness from
botulism less severe. Treatment with BAT will
not reverse the paralysis, but may decrease
the duration and extent of paralysis.

Who should use BAT?

Your doctor may give you BAT if they suspect
that you have been exposed to botulism toxin.
You should get the treatment as quickly as
possible to stop the progression of the illness.

Unless the benefits outweigh the risks, you
should not receive BAT if you have a known
history of allergies to horses or horse blood
products, asthma or hay fever (seasonal
allergies).

How will you receive BAT?

BAT is given as an injection into your-vein.
Your doctor will determine the dose of BAT.
The treatment may take several hours to
administer. Your doctor will decide if you
need more than one injection.

What are the possible or reaso
side effects of BAT?




The most common side effects of BAT are:

* Headache
* Fever

* Rash

* Hives

e Chills

* Nausea

* Swelling

Some people have a chilly feeling, difficulty
breathing, and have a quick rise in body
temperature within the first 20 to 60 minutes
after getting BAT. This can be managed by
your doctor.

BAT can cause allergic reactions. Tell your

doctor or go to the emergency department

right away if you have trouble breathing,
swelling of your tongue or lips, or a very fast
heart rate because this can be signs of a
serious allergic reaction.

Tell your doctor if you get pains in your joints
and back, fever, and a rash within one to three
weeks after getting BAT. These can be signs
of “serum sickness” and can last for a few
weeks. Your doctor can give you medicine to
help with serum sickness.

Talk to your doctor about any side effects
that concern you. You can ask your doctor
for additional prescribing information that is
available to healthcare professionals.

What other information do you need to
know about BAT?

BAT is made from horse plasma. The horses
are carefully screened and the plasma is
carefully cleaned, but there is a small risk that
it may give you a virus. Talk to your doctor if
you have any symptoms that concern you.

You may report side effects directly to
Emergent BioSolutions Canada Inc. at
1-800-768-2304 or to the FDA’s MedWatch
reporting system at 1-800-FDA-1088.

BAT® and any and all Emergent BioSolutions Inc. brand,
product, service and feature names, logos and slogans
are trademarks or registered trademarks of Emergent
BioSolutions Inc. or its subsidiaries in the United States
or other countries. All rights reserved.

Manufactured By:

Emergent BioSolutions Canada Inc.
Winnipeg, Manitoba

Canada, R3T 5Y3

U.S. License No. 2084

P/N 1002856

Table3  Summary of Adverse Drug Reactions (ADR) Reported in Subjects
that Received BAT through the CDC Expanded Access Clinical Study
System Organ Class | Preferred Term Overall
(N=228)
No.of |No.of |%of
Events |Subjects | Subjects
ALL BODY SYSTEM OVERALL 37 23 10.1
Cardiac disorders Cardiac arrast 1 1 0.4
Bradycardla 1 1 0.4
Tachycardla 1 1 - 0.4
G'astrointestinal Vomiting 1 1 0.4
disorders Nausea 2 2 0.9
General disordersand | Pyrexia 9 9 3.9
administration site Chest discomfort 1 1 0.4
Conditions Edema 2 2 0.9
Chills 3 3 1.3
Fasling Jittery 1 1 0.4
Immune system Serum Sickness 1 1 0.4
disorders
Investigations Blood pressure 1 1 0.4
Increased
White blood cell count |1 1 0.4
increased
Psychialric disorders | Agitation 1 1 0.4
Anxisty 1 1 0.4
Renal and urinary Urinary retention 1 1 0.4
| disorders
Resplratary, thoracic Bronchospasm 1 1 0.4
and mediastinal
disorders
Skin and subcutansous | Erythema 1 1 0.4
tissue disorders Hyperhldrosis 1 1 0.4
Rash 4 4 1.8
Vascular disorders Hemodynamle 1 1 0.4
instability
Hypotension 1 1 0.4

All agvarse reactions were classifled according fo MedDRA Verslon 15.0 and are ranked according to
medical significance within a given SOC.

6.2 Postmarketing Experience
The following hypersensitivity/allergic reactions have been reported in patients
freated with BAT:

* Anaphylactic shock

* Angioedema

= Urticaria

6.3 Immunogenicity .

As with all therapeutic proteins, there Is potential for immunogenlcity. All subjects
from the two clinical trials were tested for immunogenicity against BAT at baseline
and at the end of the studles (Day 28) using a validated assay. Eleven subjects
seroconveried during the course of the two trials. One subject from each clinical
trlal experlenced a moderate allergic reaction during the administration of BAT.
Both subjects were negative for anti-BAT antibodies at baseline and at the end of
their respective studies. The detection of antibody formation is highly dependent on
the sensitivity and specificity of the assay. Additionally, the observed Incidence of
antibody (Including neutralizing antibody) positivity In an assay may be influenced
by several factors Including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons,
comparison of the Incidence of antibodies to BAT with the Incidence of antibodies
to other products may be misleading.

7  DRUG INTERACTIONS

Drug Laboratory Interactions: Blood Glucose Testing

BAT contains maltose which can interfere with certain types of blood glucose
monitaring systems [see Warnings and Precautions (5.4)]. Only test systems that
are glucose-specific should be used In patlents recelving BAT. This interference can
result in falsely elevated glucose readings that can lead to untreated hypoglycemia
or toinappropriate Insulin administration, resulting in life-threatening hypoglycemia.

for use with maltose-containing parenteral systems. uncartainty- exists,

contact the manufacturer of the testing syste [ e:;g;i:ne If, the

appropriate for use with maftose-containing pro "ts:;’;;"‘:? =y
Fraa ¥ SH

8  USEIN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary } s
Thers are no human or animal data to establiste,présel
associated risk,

=
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8.2 Lactation

fisk Summary

There are no data fo assess the presence or absence of BAT In human milk, the
effects on tha breastfed child, or the effects on milk production/excretion.
Consider the developmental and health benefits of breastfeeding along with the

mather's clinical need for BAT and any potential adverse effects on the breastfed
child from BAT or from the underlying matemnal conditlon.

84 Pediatric Use .

The effectiveness of BAT has not been established In pediatric patients, Limited
pediatric safety data are available,

Fifteen pediatric subjects (age 10 days to 17 years; including 1 newborn, 3 Infants
and toddlers, 4 children and 7 adolescents) received BAT under the CDC expanded
access clinical study. A 3-year old subject and an infant received two infant doses,
and 13 pediatric subjects received one pediatric dose according to Salisbury
Rule [Table 2].

Two adverse reactions were reported in two pediatric subjects. One subject
experienced an adverse reaction of pyrexia following infusion of BAT, while the
other subject experienced a serious adverse reaction of hemodynamic instability
characterized by tachycardia, bradycardia, and asystole during infusion of BAT.
Dosing In pediatric patients is based on Salisbury Rule.

8.5 Geriatric Use

The safety, pharmacokinetics, and effectiveness of BAT have not been established
In geriatric subjects.

Thirty six geriatric subjects received BAT under the CDC expanded access clinlcal

study. One geriatric subject experienced rash as an adverse reaction followlng
infusion of BAT.

11 DESCRIPTION .

BAT [Botulism Antitoxin Heptavalent (4, B, C, D, E, F, G)— (Equine)] is a sterile solution
of F(ab'}, and F(ab"),-related antibody fragments prepared from plasma obtained
from horses that have been Immunized with a specific serotype of botulinum toxoid
and toxin, To obtain the final heptavalent product, the seven antitoxin serotypes are
blended. BAT Is supplled in either a 20 or 50 milllliter vial size, with a fill volume
ranging from 10 to 22 milliliters per vial. BAT is administered intravenously.

The manufacturing process for each antitoxin type includes catlon-exchange
chromatography to purify the immune globulin fraction, digestion with pepsin fo
produce F(ab'), plus F(ab'),-related immune globulin fragments, anion exchange
chromatography to remove the pepsin as well as other impurities and filtration. In
addition, the manufacturing process includes twa viral inactivation/removal steps;
solvent/detergent (S/D) treatment and virus filtration [Table 4].

The S/D treatment step is effective at inactivating known lipid-enveloped viruses
such as equine encephalitis, equine arteritis, West Nile virus, equine infectious
anemia, equine herpes virus, rabies, and equine influenza. The BAT manufacturing
process also includes a robust filtration step that is effective in reducing the levels
of some lipid-enveloped viruses (listed above) as well as non-enveloped viruses
including equine rhinovirus, equine adenoviruses and adeno-assoclated viruses,
and equine parvovirus.

Tabie4  Viral Clearance Capacity of the BAT Process

Enveloped Non-enveloped
Genome RNA |ANA | RNA | DNA | RNA | DNA | DNA ANA
Virus Xmulv|WNv [BvDv| PRV | Pi3 | Ad2-| Porcine | EMC

Parvovirug

Family Retro | Flavi | Flavi | Herpes | Paramyxo | Adeno | Parvo  |Picorna
Size (nm) 80-110 | 40-70 | 50-70 | 150-200 | 100-200 | 70-80 18-24 25-30
Nanofitration | =227 |221|=4.5| nt nt | z47 45 =45
(log,)
S/ (log,)) z43 (261 nt | 251 | 255 | nt nt nt
Total Reduction | 27.0 [27.2[=4.5| 251 | 255 | =47 45 =45
(log,)

XMuV: Xanotropic Murine Leukemia Virus; specific model for equine infectious anemia, and a model for
lipid-enveloped RNA viruses of similar slze, such as vasicular stomatitis virus (Rhabdo family).

WNV: West Nile Virus; relevant virus, and specific model for lipid-enveloped RNA viruses, including the
arbovlruses, which containg both Flavividae and Togaviridas and Includes equine encephalitis viruses
(Toga family) and equine viral arterits (Arterl family, formerly a Toga virus). LT
BVOV: Bovine Vical Diarrhea Virus; relevant virus, and specific model for lipid-snvaloped RNA viruses,
Including the arboviruses, which contains both Flavividae and Togaviridae and includes equine
encephalitls viruses (Toga family) and equine viral arteritis (Arterf family, formerly a Toga virus).

PRV: Pseudorabies Virus; specific model for equine herpes viruses and non-spacific model for lipid-
envelopad viruses.

Pi3: Paralnfiuenza Il Virus; model for lipid enveloped ANA viruses, and viruses of the similar family,
orthomyxa, which Includes equine influanza virus.

Ad2: Adenovirus; specific model for equine adsnavirus,

EMC: Encephalomyocarditis Virus; specific model for equine parvovinss and adenc-assoclated virus, non-
specific modal for small lipid and non-lipld envelopad viruses.

n.L - nal tested

BAT is formulated with 10% maltose and 0.03% polysorbate 80. The formulated
bulk material contains approximately 3-7 g% (30-70 milligrams/milliliter) protein.

The product potency s expressed in units based on the mouse neutralization assay
(MNA). Each unit of BAT Is designed to neutralize 10,000 mouse intraperitoneal
lethal dose 50% units (MIPLD;) of botulinum neurotoxin for serotype A, B, C, D, F,
and G and 1,000 MIPLD,, of serotype E.

12 CLINIGAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of BAT Is through passive immunization with equine
polyclonal antibody fragments (primarily F(ab’), and Fab) against botulinum
neurotoxin (BoNT) A, B, C, D, E, F, and G. In the circulation the polyclonal
antibody fragments bind to free BoNT. This prevents the BaNT from Interacting
with ganglioside anchorage sites and protein receptors on the cholinergic nerve
endings. In tumn this prevents BoNT Internalization Into the target cells. The
antibody/antigen complexes are then cleared from the circulation by the organs
involved in processing immune complexes,

Experimental evidence concerning the amount of circulating antitoxin needed to
counteract BoNT intoxication is not fully documented. The outcome of treatment
depends, as it does with other comparable conditions, largely on the time interval
elapsing after the onset of symptoms and antitoxin administration,

12.2 Pharmacodynamics

A proof-of-concept clinical dose-response trial was conducted using the extensor
digitorum brevis (EDB) muscle of the foot as a model for measuring muscle paralysis
after exposure to botulism toxin, In this model, BAT prevented subjects from
experiencing a decrease In muscle function after exposure to botulinum neurotoxin
(BONT) serotypes A and B. Subjects treated with placebo (n=10) demonstrated a
lass of greater than 50% EDB muscle function within 3 days of exposure to BoNT
serotypes A and B. In the BAT arm of the trlal (n=16), EDB muscle function was stable
over time indicating that BAT was effective in preserving muscle function for up to 28
days following exposure to both BoNT serotype A and B.

12.3 Pharmacokinetics

The pharmacokinetics (PK) of the seven botulism antitoxin serotypes was determined
In healthy human subjects following IV administration of either one {n=20) or two
vials (n=20) of BAT. The various PK parameters are summarized In Table 5,

The PK parameters varied based upon the antitoxin serotype measured. Antitoxin
serotypes D and E had the shortest half-lives. While antitoxin serotype B and C had
the longest half-lives, The AUC, ., and C_, values Increased in a dose proportional
fashion as the BAT dose Increased from one to two vlals, In addition, mean clearance
values appeared to be simllar between both treatment groups for the seven antitoxin
serotypes, suggesting dose linearity of BAT over the dose range studied.

Table 5 Pharmacokinetic Parameters (Mean) for Antitoxin Serotypes A
Through G In Humans Following Intravenous Administration of

elther One or Two Vials of BAT
Antitoxin | Treatment | AUCsco | Gy tia cl Ve
Serotype | Group | UhW/ml) | @/ml) | () | (mimn) | (mU)
A TVial | 2600 | 269 | 864 | 293 | 3637
avials | 5609 | 623 | 1020 | 285 | 2993
B 1 Vial 2030 | 150 | 3420 | 136 | 9607
2Viels | 6255 | 428 | 5710 | 181 | 14865
C 1 Vial 37.34 2.26 29.60 144 6066
2Vials | 8625 | 489 | 4560 | 127 | 8486
D 1Vial 762 | 081 | 751 | 137 | 1465
2Vials | 1483 | 160 | 777 | 151 | 1653
E 1 Vial 716 | 0984 | 775 | 1250 | 14172
2 Vials 15.66 1.75 7.32 1110 11596
F 1 Vial 31.40 2.37 14.10 169 3413
' 2Vials | 6319 | 429 | 1820 | 168 | 4334
G 1 Vial 7.05 0.59 11.70 149 2372
2Vials | 1466 | 119 | 1470 | 144 | 3063
AUC = Area Under the Concentration Curve; Gl = Clearance; G, = Madimum SeruriCor

Serum Concentration; U = Unit; V, = Volume of Distributian.
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Guinea Pig )

In a controlled therapeutic efficacy study, guinea pigs were intoxicated with various
BoNT serotypes (A, B, C, D, E, For G) at a dose of 1.5x guinea pig intramuscular lethal
dose 50% units (GPIMLD ) via intramuscular injection Into the right hind limb, The
animals were then treated with either placebo control or 1x scaled human dose
of BAT (weight/weight based on an average human body weight of 70 kilograms),
after the onset of moderate clinical signs of botulism (right hind limb weakness,
salivation, lacrimation, weak limbs and noticeable changes In breathing rate or
pattern). Treatment with BAT resulted in a statistically significant improvement in
the survival rate of animals across all of the serotypes tested [Table g].

Table6 Summary of Guinea Pig Survival Data from BAT Therapeutlc
Efficacy Study
Neurotoxin Treatment Survival Two-slded Fisher's
Serotype Group Rate (%) Exact Test (p-value)
A 1% BAT 34/34 (100%) p<0.0001
Placebo Control 0/34 (0%)
B 1x BAT 34/34 (100%) p<0.0001
Placebo Control 1/34 (3%)
C 1x BAT 33/34 (97%) p<0.0001
Placebo Control 4/34 (12%)
D 1% BAT 33/34 (97%) p<0.0001
o Placebo Control - 5/34 (15%)
E 1% BAT 34/34 (100%) p<0.0001
Placebo Control 0/34 (0%)
F 1x BAT 34/34 (100%) p<0.0001
Placebo Control 4/34 (12%)
G ~ 1XBAT 34/34 (100%) p<0.0001
Placebo Control 17/34 (50%)
BAT =8 Antitoxin Hept {A.B, G, D, E, , G) - (Equine).
Nonhuman Primate

In a controlled therapeutic efficacy study, rhesus macagues were intoxicated with
BoNT serotype A delivered intravenously at a dose of 1.7x nonhuman primate
Intravenous ‘lethal dose 50% (NHPLDs) units per Kilogram of body welght. The
animals were then treated with either placebo control or 1x scaled human dose of
BAT (welght/weight based on an average human body weight of 70 kilograms), after
the onset of clinical signs of botulism (ptosis, muscular weakness, or respiratory
distress). Treatment with BAT resulted In a statistically significant Improvement In
the survival rate [Table 7).

Table7  Summary of Rhesus macaque Survival Data from BAT Therapeutic

Efficacy Study
Treatment Group Survival Rate (%) | Two-sided Fisher's Exact
. - _ Test (p-value)
1x BAT 14/30 (47%) p<0.0001
Placebo Control 0/30 (0%)
BAT = Botulism Antitoxin Haptavalent (A, B, C, D, E, F, G) = (Equina).

14 CLINICAL STUDIES

The effectiveness of BAT Is based on efficacy studies demonstrating a survival
benefit In animal madels of botulism fsee Nonclinical Toxicology (13.2)]. The safety
has been tested In healthy adults and patients with suspected botulism who were
treated with BAT under an expanded access clinical study.

The pharmacokinetic, pharmacodynamic, and safety profiles of BAT have been
evaluated in two clinical studies, In these clinical studies, BAT was shown to have
an acceptable safety profile when one or two vials of BAT were administered
Intravenously to healthy subjecis.

In a randomized, single-center, double-blind trial the pharmacokinetics and safety
of BAT was evaluated In 40 healthy subjacts recelving either one (n = 20) or two
(n = 20) vials of BAT by IV Infusion. Serum BAT levels were measured in the subjects
using the Mouse Neutralization Assay (MNA) fsee Clinical Pharmacology (12.3).

In a randomized single center, double-blind trial the pharmacodynamics and safety
of BAT was evaluated in 26 healthy subjects recelving either a single vial of BAT
(n=16) or placebo (n=10) by IV infusion, The effects of BAT in preventing paralysis
of the EDB foot muscle following administration of botulinum neurotoxin serotype
A or B was determined [see Clinical Pharmacalogy (12.2)].

To provide additional support for the efficacy demonstrated In the animal modals,
a preliminary analysls of data from a Centers for Disease Control and Prevention
(CDC) open-label, observational expanded access ¢linlcal study for the treatment
of subjects with suspected or confirmed botulism with BAT was conducted, Across
the 148 subjscts treated with BAT In the period analyzed, 109 subjects had a
final discharge diagnosis of suspected or confirmed botulism and were Included
In the analysis population. The median time from the enset of botullsm symptoms
to treatment with BAT was 3.6 days (range: 0.25 — 38 days). Early treatment
(= 2 days after onsat of symptoms) with BAT was assoclated with a shorter length
of hospitalization, duration In Intensive care unit (ICU) and duration of mechanical
ventilation compared to later treatment [Table 8] and is consistent with the
mechanism of action [see Clinical Pharmacology (12.1)).

Table B Summary of Duration of Hospitalization, ICU Stay and Mechanical
Ventilation for CDC Patients Treated with BAT

Time from Symptoms | Number of Patients | Mean Duration in Days
to Treatment N) (SD)
Hospitalization | = 2 Days 14 12.4 (9.28)
> 2 Days 72 26.1(26.37)
ICU Stay = 2 Days 13 9,2 (7.40)
> 2 Days 70 15.8 (18.76)
Mechanical | <2 Days 9 11.6 (7.83)
Ventiation I ays 41 234 (21.11)
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16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

BAT is supplied in either 20 milliliter or 50 milliliter glass vials seated with a butyl
rubber stopper and an aluminum seal with a plastic flip-top cap, with a fill volume

ranging from 10 to 22 milliliters per vial. Each vial, regardless of size or fill volume

contains a minimum potency of > 4,500 U serotype A antitoxin, > 3,300 U serotype
B antitoxin, > 3000 U serotype G antitoxin, > 600 U serotype D antitoxin, > 5,100
U serotype E antitoxin, > 3,000 U serotype F antitoxin, and > 600 U serotype G
antitoxin,

BAT is not made with natural rubber latex,

NDC Number Praduct Deseription
80492-0075-2 A 50 milliliter single dose vial.
80492-0075-3 A 20 milliliter single dose vial.

16.2 Storage and Handling

¢ Store frozen at or below <5°F (= -15°C) until used.

*  Once thawed, Botulism Antitoxin Heptavalent (4, B, C, D, E, F, G) - (Equine)
may be stored at 2-8°C (36-48°F) for a maximum of 36 months or until
48 months from the date of manufacture, whichever comes first.
Do not refreeze.

¢ Once punctured, use the vial contents to prepare the infusion bag and
administer as soon as possible.

*  BAT vials are for single use only and contain no preservative. Discard any
unused partion,

17 PATIENT COUNSELING INFORMATION
See FDA-approved patient labellng (Patient Information).

* Inform patients of the following:

* BAT Is prepared from equine plasma and may contain infectious
agents such as viruses that can cause disease,

* The risk that such products will transmit an infectious agent has been
reduced by screening the horses for prior exposure to certaln viruses,
by testing for the presence of certain current viral infections, and by
Inactivating and/or removing certain viruses during manufacturing.

= Despite these measures, such products can still potentially transmit
disease.

* There Is also the possibility that unknown Infectious agents may be
present In such products.

* Inform patlents that persons who have received previous therapy with an
equine-derived antivenom/antitoxin, have known allergles to horses, have
asthma or get hay fever (seasonal allergies) may be at increased risk of
hypersensitivity reactions and should only recelve BAT If the benefits
outweigh the risks.

* Advise patients about the potantial interference with non-glucose specific
monitoring systems,

* The maltose contained in BAT can interfere with some types of blood
glucose monitoring systems.

¢ Only testing systems that are glucose-specific should be used in
patients recelving BAT.

* This interference can result In falsely elevated glucose readings
that can lead to untreated hypoglycemia or to Inappropriate insulin
administration, resulting in life-threatening hypoglycemia.

BAT® and any and all Emergent BloSolutions Inc. brand, product, service and feature names,

logos and slogans are trademarks or registered trademarks of Emergent BioSalutions Inc. or its
subsidiaries in the United States or other countries. All righ -
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