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Ilepexnan ykpalHChKOKO MOBOIO, ABTEHTHYHICTS
AKOr0 iATBEP/KEHa YIOBHOBAXXEHO0 0C00010
3assHuka, imdopmamii mpo  3acTocyBamHN
JKapchKOTO 3ac00y, 3aTBEPIUKEHO! BiAMOBixHO
A0 HOPMaTHBHUX BUMOT peKoMeHnoBanux BOO3
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KOPOTKA IHCTPYKILS V151 MEAMYHOIO 3ACTOCYBAHHSA
NPEITAPATY

L kopoTKa incTpykuis He MicTiTh yeici neobxinuoY indopmanit ans besneunoro
i ediexTIBHOrO 3RCTOCYBATIIA npenapaty BAT®, Iepernanbre nosny
incTpyruio ans MCANYTHOI0 JACTOCYBAKNA Npenapaty BATS,

. BAT® [6oTyniniunnit anTuToKRCHY rentaganentanii (A, B, C,D, E, F, G) - .
(xinesknii)] erepunbunit posunn 1an in'exuld, cxnasenuii y CIIA: 2013 p.

HEUIOJABHI 3HAYHI 3MIHHwrrereesermeeecmeemseens

Cnoci6 3acrocysanna Ta so3u, MPHTOTYBAHHA N0 3acToCyBaKkA (2.2) [09.2016]

[TOKA3AHHS TA BACTOCYBAHH Hereeermnene

BAT [Gotyniniunuii antiokoun rentasanenthui (A, B, C, D, E, F, G)~
(KincekuH)] aBnse coBoto cymius hparmckris iMyHOr106yi1iHy, Wo nokasaHa a8
2iKyBaKHS cuMnTOMIB GoTyniamy nicx niaTBepwKkeHHs abo ninospu Ha
3apascerilis GoTyninivuumy HeAPOTOKCHHaMHK cepotHnie A, B, C, D, E,FaboG s
IOpOCNHX Ta AiTeH.

Edextusicts BAT rpyRTYETLCH BUKIIONHO HA ZOCTIDKEHNAX. 3 eexTHBHOCT,
HKI NPODOAHIHCA Ha MOACNAX GoTynimy y TBapUH,

~--CIIOCIBE 3BACTOCYBAHHS TA JJO3Mereeemmrrmmemmeneresenans
Tinuki a0 suyTpitmLoReoro 3acTocynaiisn,
BAT BBOANTACA 32 10NOMOrOK BHYTPILIHEOBCHHOT NOBIALHOT indy3it nicas

po3neackks B cnissiawomensi 1:10 31 3snuatinum dizionoriusim POIYHHOM Y
PEKOMEHAOBAHIR 1103i, U0 HaBeneHA B HACTYNHIl TAGAMUI,

I'pyna No3a TowaTkosa = |3pocraloua Maxenmansnua
nauieurin | - wsuakieTy wBiAKicTH WBHAKICTH
indpyaiy indysiV npu Ingyaiy
(nepui nepenocymoct
30 XBHIHH) (G
30 xBuHRA)
Jlopoceni Ommi 0.5 m/xs [Tonsoerns 2 Mn/xs
(2 17 pokin) |dnaxon 1 BIIAKOCTI
Mirtu (vin 20-100% 0,01 ma/ke/xp. | 0,00 ma/ki/xn 0,03 mu/krvxu,
I poky no  {mo3u He He
<17 pokie) - |uopocnoro - | nepesuuysati NepesHULyBaTH
WwBKAKICTy A WweNAKicTL Ans
1IOPOCAOro AOpOCIOro
Hemosngta 10 % nosn [ 0,01 Mn/kr/xs | 0,01 ma/kr/xs | 0,03 Ma/kr/xs
(<1poxy) |mopocrioro
HE3ANEHHO
Bin Mack
Tina

sessreseeemnnee-WOPMA JO3YBAHHS TA CHIA I e eee oo e
Kowen onnopasosslt (hiakok MictiTs MiMiMansHy KilbKicTs:

4500-onmntnus (On) AHTHTOKCHHY CEPOTUNY A;
3300 onuruus (Ou) aHTHTOKCHRY cepoTnny B;
3000 oaxnnus (On) aHTiHTOKCHHY cepoTHny C;
600 ozniHws (On) aHTHTOKCHHY cepoTuny D;
" 5100 oaunmus (Ox) BHTHTOXGHHY cepotuny E;.
- 3000 onnrnus (On) anTuTOKCHHy cepotury F;
600 onuruLe (OL1) BHTHTOKCHHY cepoTuny G.

TMTPOTUTTIOKABAHH Sl v emeeaememene e

Hemae,

~e=-e-==-QCOLJIMBI BKA3IBKH TA 3ANOBIAIII 3ANOAN ~meens

- Peaxuil rinepayrinsocti, 30kpema anadinakcis, [liarorysatiscs no
- BUABJICHHA T2 NiKYBAHHA aneprivHux peakuifl (5.1),

*  Anepriuni peaxuif cnosinsHeHOro THNy (CHpOBaTKOBa xpopoGa),
PekomenayeTsca crocTepekenns 3a nauienrom (5.2). -

¢ ludysifui peaknil. Koxtpomosati # ynosinstiuTu abo
TPUNKHATH IHDY3iI0 Ta BBOAKTH NIKYDAHHA 3ANEKHO BiL
TAXKOCTI peakuii (3.3).

«  [epewkomwicants poGoTi [MI0K0I0-HECTISUMDIMHHX CHCTEM
BUMIPIOBAHHA LKPY KPOBi. BIsKOPHCTOBYSATH FNKOKOI0-
cneltibiuki BUMiploBaAsHI CicTeMN (5.4),

' BAT nipaGiancThen 1 naassin KoKl i Mowe MiCTHTH iHgiekiiing
areirris, Hanpuknaa sipycy (5.5).

110BIMHI PEAKLI -

*  Haiibinsw nowupexnmm noGisHuMH peaxuismy, wo
cnocTepiranicy y 2’5 % 3A0poBHX A06POBONBUID Y KNitiiix
BUNpoGyBaHHAX, Gyan ronoBRuk 6ink, HyRoTa, CBepGin T8
kponue'suka (6.1). . '

*  Hafibinbw nownperumh noGiYHUMK PeakuiaMiL, Npo KK
MOBILOMAKNK 2 | % riauicHTis y kiiHINHOMY A0CHimKeHHi, Byin

_JIMXOM8HKA, BUCHIAHHA, 03HOB, HynoTa Ta Habpsku (6.1).

* Oanna cepitozta nodiyHa peakilia y BUENAMI reMOAHHAMINHO]
HecTabinkHOCTI CHoCTepiranacs mia “ac KNinikHoro 0CAi WKEHIIS B
OIHOTO NallicHTa (6. 1)

N opasi TLAOVPH aa THOLIMHY PEARTUIO VHOPHITRCH A0 ROVHTAHIT

Emergent BioSolutions Canada Inc, 38 nomepost 1-800-768-2304 ado

10 FDA 33 nomepom 1-800-FDA-1088 a6o piapinafire cafty

www.fda.gov/medwatch, )

sveresnsenanamsenes- BUKOPHCTAHHS B OQCOBJNBHUX I'PYIIAX -

* Y niTeH: wono Ge3nekn 3acTOCYBaHHS B AiTeH HAIBHI NiHwie
o0mexeni aaui. Jlo3yBaHHs B AITER rPYHTYETLCS 112 NPanuai
ConcGepi (8.4). ’
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- [OBHA IHCTPYKLUA AIA MEANYHOI'O 3ACTOCYBAHHA
IIPETIAPATY: 3MICT* ) 6

1 IOKA3AHIIS TA 3ACTOCYBAHHSI

2 CHOCIB3ACTOCYBAHHSA TA JO3U
2.1 CHOCIE 3ACTOCYBAHHSA TA 103U
2.2 IlpHroTyBaHHR RO 3ACTOCYBAHHA 7
3.~ ©OPMA JO3YBAHHS TA CHJIA Ml .. 8
4 IIPOTUIIOKAZAHHSA

5 OCOBJINBI BKASIBKY TA 3AITOBINCHI 3AX0 L

5.0 PeaxuiY rinepuyransocti

5.2 Anepriuni peakuif cnosiiLuenoro Tuny (cuposaTtkosa xBopoba)
5.3 Indyaiftul peaxniv 11
5.4 Mepewxompkanns pobori cucrem Busipiosanus ruokoln Kpoul 12

5.5 Tpaucmicunid lu_qiexulttm AFCHTH
[TOBIYHI PEAKLIT

6.1 JTocein kniniuuux pocnimxens
6.2 [licnspeccrpaulitnult nocsia 3acTocyBARHA
6.3  Imynoreusictn

B3AEMOAIA 3 IHWUUMH JITKAPChKUMH 3ACOBAMII
BHKOPHCTAHHS B OCOBJTUBHX I'PYTAX

8.1 BaritnicTn
8.2 Jlaxrauin
84 3acrocysanusn s piTeit
8.5 3Bucrocysauus 8 nwoaefi
OITMC
KWITHIYHA ®APMA

12.1 Mexaniam aiY
122 dapmakomnamixa
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12.3 ®apmaroRiHCTHKA
AOKJIIHIMHA TOKCUKOJIOT 151

13.2 Tokcukosoris Ta GapMakosoris TBAPUK
KJIIHIMHI A0CJIUKEHHS
IMOCHJIAHHA
TH®OPMALIS IS DAIIIEHTIB

*Posnimi 4u niaposainu, sxi ve Brmodeni Ao nosHoi iHCTpyKLii
1S MEMYHOTO 3aCTOCYBAHH, HE 3a3HayeH]

16 ®OPMA BUITYCKY / YMOBH 35EPIIAHHSA TA
BUKOPUCTAHHS

16.1 ®opma BuUnyCry
16.2 ¥Ymopu 30epiranus T4 BAKOPHCTAHNSA




[NOBHA IHCTPYKIIS A5 MEJUYHOTO 3ACTOCYBAHHSI IIPEITAPATY

1 TIOKA3AHHS TA 3ACTOCYBAHHS

BAT [6otyniniunuit anTTOKCHH remtaBanentHuii (A, B, C, D, E, F, G) — (kincekuii)]
ABJIAE cODOKO Cymil (hparMeHTiB iMyHOTrI00yIiHY, IO [I0Ka3aHa A7 JTiKyBaHHS
CHMIITOMIB O0TY/1i3My TIic/IA miATBeppKenHs abo Ni03pH Ha 3apakeHHs 60Ty TiHIYHIMHA
He#ipoTokcHHamMu cepoTuriB A, B, C, D, E, F abo G B nopociux Ta aiTeit.

Edexrusnicts BAT rpyHTYyeThCs Ha TOCTI/UKEHHAX eeKTHBHOCTI, SKi IPOBOIMIHNCS Ha
Mozensax O0Tyni3My Y TBapHH.

2  CHOCIb 3ACTOCYBAHHSI TA 103U

BAT npusnayennii Jiuue 115t BHY TPIlIHbOBEHHOT0 3aCTOCYBAHHSI.

2.1 Cooci6 3acTocyBanus Ta 1031

*  Koxen dnaxon BAT mae MiHiManbHy KiNbKICTh aHTHTOKCHHY JI0 CEPOTHITIB A, B,
C,D.E, F1a G [ous. posoin «@opma dozysanna ma cuna iy (3)].

* Y nopocnux, aitei i HemoBnst BAT BBoasTs y n03yBanHi 3riguo 3 Tabnuuero 1.
Jetanpriuy iHQopmaIiio mpo K03yBaHHA B iTed 3a MAcoIO Tina AuB. y Tabmmmui 2.

*  Bsoawutn Bci 1o3u BAT nicis possenenns y disiosoriunoMy posunni B
criBBiAHOMeHH] 1:10 IUIIXOM HOBINBHOT BHYTpiIHBOBEHHOT iH(Y3ii 3rigHO 3
HaBEACHUMH B Tabmunl | 3MIHHMMH MWIBHAKOCTAMHE 1H Y3IT.

*  KoHTpo/moBaTu XHTTEBO BaXKIHBI 03HAKH IPOTSroM indysii. [Tpu no6piit
MEPEHOCHMOCTI IIBUAKICTD 1H(Y3il Moxke GYTH MOCTYnoBo 36ibIIeHa ax 10
MaKCHMalIbHOI Ta TPHBATH IIPOTAOM PEITH Yacy BBEACHHSA. 3MEHIIMTH IIBHIKICTh
iH(y3ii, K10 B NamienTa po3BuBaeThes auckomdopt abo nodiuni peaxuil, nos's3ani
3 iHdy3iero.

Emergent BioSolutions
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Tabanus 1 Bubip peskumy 103yBaHns Ta IBHAKICTH BHYTPilIHLOBEHHOT iH(Y3IT

I'pyna nauienTin Ho3a INouaTkoBa 3pocerarwya MakceumanbHa
WBHAKICTL indysil | wBuakieTs ingy3ii |wenakicrs indysii
(nepuwi 30 XBHAMH) | npu nepenocumocti
(koxHi 30 XxBHANH)
Hopocni (> 17 pokis) |Oman puakon 0,5 mi/xB [ToaBoeHHA 2 MI/XB
LIBUAKOCTI
Jitu (Bix 1 no < 20-100 % nosu 0,01 mur/kr/xs. He 0,01 mu/kr/xs 0,03 ma/kr/xs. He
17 pokis) JlOpOCIIOro NIEPEBUILYBATH [ePEeBHLLYBATH
UIBHAKICTE JUIS IBUAKICTD 15
JOPOCIHX JOPOCIHX
HemogisTa (< 10 % nosu nopocnoro (0,01 Ma/kr/xs 0,01 ma/kr/xs 0,03 mMn/kr/xB
1 poky) HE3AJIEKHO Bil Macu
Tina

Pospaxysaru pexum nosysanns BAT y miteif 3a Macoro Tina 3rigmo 3 Tab1uiero 2.

Tabmuns 2 BuGip pexumy no3ysanus BAT y xiveii 3a npapuaom Courcbepi (Bin 1 g0 <17

POKiB)

Maca Tina (kr) BincoTok 103u gopociaoro”’ (%)
10-14 20
15-19 30
20-24 40
25-29 50
30-34 60
35-39 65
40-44 70
4549 75
50-54 80

> 55 100

"BuGip no3ysauus 3a npasuiom Coscoepi (1):
*  Maca rina <30 xr: 2x Maca (kr) = % 1031 JOPOCIOro IS BBEAEHHS
* Maca rina > 30 xr: Bara (xr) + 30 = % 1031 ZOPOCIOro 1715 BBEACHHS
He nepesumtysatu 103y Ginbiue 1 ¢uakona, He3aaesKHO Big mMacy Tina,

"“"MiniMaabHa quTsYa 1032 cTaHoBHTD 20 % Bia 1031 qopocioro. JIus.
Tabmumo 1 s BUGOpy 103yBaHHA B HEMOBJIAT.

2.2 IIpuroryBanus 10 3acTocyBaHHs

1. Jloectn hrakoH 10 KiMHATHOT TeMIepaTypH.

* JIkmo BMicT 3amoposkenuit, To PO3MOPO3UTH (b1aKoH, IOMICTHBIIH %’ﬁﬁ&ﬁl‘«%m
XOJIOZM/IbHHKA 3 TeMuepaTyporo Bia 2 10 8 °C (36 10 46 °F), noxkm EMieT HE s
BiZITa€ MPOTAroM NpubIU3HO 14 roauH.

,,,,,,

Emergent BioSolutions Kontinenuiiina indopmaLis, 1110 € BracHICTIO KoMTIaHIi ' Pk
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* Ilpemnapar MOXHa IMBHIKO PO3MOPO3NTH, BUTPUMYIOUH HOTO IpH KiMHATHIf
TEeMIIEPaTypi MPOTATOM OJTHI€l roIMHM, a TOTIM Ha BoasHii 6ani npu 37 °C (98,6
°F) no nmoBHOro BigTaBaHus.

* He posmopoxyiite neii npenapar y MIKpOXBHJIBOBII meui. He samoposkyiite
(1akoH OBTOPHO.

Ornsipre drakon, mo6 mepeKOHaTAC, M0 06THCHEHHS a60 (DIAKOH Ee MOMKODKEH.
3a HaABHOCTI MOIMIKOKEHHS yTHIi3yHTe (akoH.

He crpyuryiite drakon mia yac mpurotyBanus 10 3aCTOCYBAHHS, 11100 YHHKHYTH
CIIIHCHHS.

Possenirs y crisBinnomenni 1:10 ¢isiosoriuaum 0,9 % po3uauHOM XI0pH Iy HATPiFO,
tapmaxones CIIA (pizionoriunuii posuun), mnsxom gonapasus posunny BAT i3
(haakoHy 10 BiANOBiNHOI KiNBKOCTI (Bi3i070TiMHOTO PO34YHHY B KpanensHuLi. He
BHKOPHCTOBYHTE IHILI PO3YMEH /1 po3BenerHs. OCKinbku 06'eM 3alOBHEHHS Y
(hnaxoHi 3MiHIOETBCS 3a7exkKHO Bifl HOMepy cepii (mpubnuano Bix 10 10 22 M), To Gyze
notpibuo Biz 90 no 200 M disionorianoro pozunny, CrOpoKHITE HIAKOH TOBHICTIO,
o0 oTpuMarH MoBHMH 06'eM (irakoHa. SIKIIO MOTPiGHA THINE YacTHHA BMICTY
hi1akoHa (11 BUKOPHCTAHHS B JiTeH), TO [T TOYHOTO PO3PAXYHKY H03H TAKOK
noTpiGHO BUIOPOKHUTH BECh BMICT (iakona [Tabmums 2].

[lepen BBeNIeHHAM peTeIBHO OTUISHBTE IPENAPAT Ha HASBHICTh MEXAHIYHUX BKIIOUEHD
I 3MIHH KOJIbOPY. He BUKOPHCTOBYBATH, SKIIO PO3YHH KaTAMyTHHI, Hepo3opHii ato
MICTHTB iHIITi 9aCTHHKH, OKPIM KiTBbKOX G1TKOBHX Bi HAmBIPo30poro 1o 6itoro
KOJILOPY.

Bukopucroyiite BHyTpimHBOBEHHMI KaTeTep Ta iHdy30MaT. BUKOPHCTOBYHTE
15 MiKpoHHUI cTepuNbHUHM, aniporeHHuit BOya0Bannit GinbTp i3 HU3BLKUM
3B'I3YBaHHAM O1JIKIB.

®nakonn BAT npussaueni /s 0A1HOpa3o0BOro BHKOPHCTAHHS Ta HE MICTHTh
KOHCepBaHTIB. Ilicas Toro, sk npobky (hakoHa MPOKOIONH, SKHANIIBHIIIE
BUKOPHCTaHTe BMICT (hIIaKoHa [UIs IPUTOTYBAHHA KpaneabHuIi ta i 38CTOCYBAHHS.

Yrunisyiite Oyap-ski HEBUKOPHCTAHI 3aTHIIIKH.

®OPMA JO3YBAHHS TA CUJIA I

BAT sBisie coboro cTepuibHuit po3dns ounmennx F(ab"), ta F(ab')-moxi6unx
(hparmenTiB iMyHOrmMOGYNiHIB, OTPUMAHKX i3 KIHCEKOT IUTa3MH, 110 MaE AHTUTOKCHYHY
airo moxo G6otyniHigHuX HelipoTokeunis A, B, C, D, E, F ta G.

Kosxen oxnopasosuii hraxkon HesanexHo Bix po3mipy a6o 06'eMy HATOBHEHHS MiCTHTE
MIHIMQJIBHY KUIBKICTh AHTHTOKCHHIB!

4500 On anTuTOKCHHY cepoTHIy A
3300 Op anTuTOKCHHY ceporuny B;
3000 On anrurokeuny ceporuity C;

600 Ox anTHTOKCHHY cepoTuny D;

Emergent BioSolutions KonobigeHuifina ingopmalis, o € BIacHIiCTIO KOMNAHIT




L
<

4 L

5100 On anTuTOKCHHY ceporumny E;

3000 Ox anTHTOKCHHY cepoTHy F;

600 On antrTOKCHHY cepotHiy G.

4  ITPOTHUIIOKA3AHHSI

Hewmae.
5 OCOBJIMBI BKA3IBKU TA 3AIIOBIJKHI 3AX01HU

5.1  Peaxkuii rinepuyrmBocri

[Ticist BBenenns BAT Moy Th 3'SIBHTHCS TSKKI Peakitii rimepuyTiuBocTi, y Tomy wmcii
aHainakTHYHi Ta anadinaxkroinmi peakuii. [lauienTy, ki MoMepeIHBO OTPUMYBAIHA
JIKYBaHHA MPOTHOTPYTAMH/aHTHTOKCHHAMH, OTPHMAHHMH Bil KOHEH, MAIOTh B aHAMHE3]
rinepyuyTIHBICTh 10 KOHel, acTMy abo CiHHY JIMXOMaHKY, CXHIIBHI 10 BHIIOTO PH3HKY
PO3BUTKY TSKKUX peakuiil rinepuayTiuBocTi mpu 3actocysanni BAT. BukopucroByBaTu
BAT notpi6ro B ycranosi 3 BinnoBiammm o6aHaHHAM, MeIMKAMEHTAMH, Y TOMY HCIT
eniHepUHOM, a TAKOK NMEPCOHANOM, HABYEHUM HalaBaTH JOMIOMOTY NIPH TAKUX CTAHAX, SIK
TinepuyTIuBiCTh, aHadinakcis Ta mok.

KontpoutoiiTe Beix natientis Ha mpeaMeT 03HaK Ta CHMITOMIB rOCTPOT alleprivtoi
peakuii (Hanpukiaz, KPOIHUB'sSHKa, CBepOik, epUTEMa, AHTIOHEBPOTHIHHIT HaOpsIK,
OpoHxocnaswm i3 Xpunmamu abo KaluwieMm, CTpu/0p, HabpAK rOpTaHi, riroTeHsis,
Taxikapist) min 4ac i micns Beeaenns BAT. [lpu po3suTky peakuil rimepayTanBocti
HeraHo 3ynuHiTh BBeAeHHs BAT Ta Hanaiite HaJIEXHY HEBIIKJIA/HY JIOTIOMOTY.,
[Totpi6Ho, m06 6y11 B HAABHOCTI TaKi IpenapaTy A1 eKCTPEHOTo MKyBaHHs TOCTPHX
peaxiif rinepuyTiIuBOCTI, AK eniHeppHH.

Y nauienTiB 3 BUCOKHMM PH3UKOM PO3BUTKY aneprivHoi peaxiil 1ounHaiiTe BBEIEHHS
BAT 3 naitumxyol focspkHol mBuakoceti (< 0,01 wi1/xs) Ta criocTepiraiTe 3a CTAHOM
nanieHra.

5.2 AJteprivgi peaxuii cnoBiIbHEHOro THIY (CHPOBATKOBA XBOPOGA)

AJeprivi peakuii CIOBiIEHEHOro THITY (CHPOBATKOBa XBOPOOa, HAIIPHKIIAL, rapsiuka,
YPTHKapHHUii ab0 MISMHCTO-NAMyIb03HHI BUCHI, MiaJIris, apTpaniris Ta
nmiM(paseHonaris) MOXyTh BHHUKATH micis 3acTocysanns BAT, sk npasuio, gepe3 10—
21 nn. micns ingys3ii. CniocTepiraifTe 3a namieHTaMu MO0 HASBHOCTI 03HAK i
CHMIITOMIB &JIeprigHoi peakiil CoBiIbHEHOrO THITY.

AKImo € mizo3pa Ha HAABHICTE anepriyHoi peaxuii CIOBiMbHEHOTO THIlY, TO HaJalTe
BIANOBIAHY MEJWYHY JIOIIOMOTY.

53  Indysiiiui peakuii

O3H006u, JIXOMaHKa, FONOBHI GoJIi, Hy10Ta # 6:110BOTA MOKYTB GYTH 10B'SI3
WBAIKICTIO iHdy3ii. MOMKYTh TAKOX PO3BHHYTHCS apTparis, Miairis Ta B M‘”
Ba3oBarailbHi peakuil. YBakHO CIIOCTepiraiiTe 3a nanieHTaMu 1sl BUSBIIEH)
TakuX iHQy3ifHuX peakuili IpoTaroM ycboro uacy indysii ta Oe3nocepe

Emergent BioSolutions Kondinenuifina inhopmariis, 1110 € BAaCHICTIO KOMIAaHIT



3MeHIITe WBKMAKICTB iHY3i1, K0 B NalienTa 3'aBIs0Thes iHby3ifini peakuil, Ta
3aCTOCYHTE CUMITOMATHYHE JTiKYBaHHS. SIKIO CHMIITOMM HOTiPIHIYIOTLCS, TO
IPUIMHITL BAHBAHHA Ta HA/AiTe BiAMOBIIHY MEANYHY JOMOMOTY.

54 Iepemkomkanus poGoTi cHcTeM BUMIDIOBAHHS IIIOK03H KPOBi

MarbTo3a, 10 MicTUThCS B BAT, MOKe B3a6MOIISTH 3 ACSKUMM CHCTEMaMH I
BUMIPIOBAHHS PIBHS I1YKPY KPOBI, HAPHK/IA/ TAKHMH, IO 6a3yIOThes Ha
[JIFOKO30/€TiAPOreHa3HoMy HipposioXiHomiH-xiHoHosomy (GDH-PQQ) meroxi. Ile moxe
IIPH3BECTH 10 XMOHO MIIBUILEHHX TOKA3HHKIB PiBHS [IFOKO3H Ta HeageKBaTHOTO
BBEJIEHHS 1HCYJIIHY, 110 IPU3BOAMTE 0 PO3BUTKY HeGE3MeYHOT [l JKUTTS TIOIIKEMIT,
Bumnanku cnpasxnboi rimormikemii MOKyTs 3amumarucs 6e3 TiKyBaHHS, SKILO
TiNOriKeMIYHA# CTAH MACKyeThCSH 38 XHOHO 3aBHIIEHUMHU Pe3yJIbTaTaMy [0u6. po3din
«Bzaemodia 3 inwumu nikapcvkumu 3acobamu » (7)].

5.5  TpaucmicuBHi indexuiini arenTn

Ockinbku BAT BupoGnsaeTses 3 nnasmu KoHel, To BiH MosKe MicTHTH iH(eKLiHI areHTH,
HanpuKiIa Bipycu. I1ynn KIHCBKOI [1a3MH NIEpPEBIpPAIOTLCS HA HASBHICTD JESKHX
indexuiltnux arenTis, a npouec BupodHunTBa BAT BKIIOYaE 3aX0/11 iHAKTHBALIT Ta
BU/IJIEHHA E€BHUX BIpYCIB [Ous. pozdin « Onucy (11)]. He3Baxarouu Ha I1i 3aX0IH, Taki
Tpenapary Bee Ie NOTEHUIHHO MOXYTh TepeaaBaTi XBopoou. XKoaHoro sunaaxy
nepenadi BipyCHHX 3aXBOPIOBAHb He 0yJ10 NOB'A3aHO0 3 BUKOpHcTanHsM BAT,

Iosinomusiite npo Bei Bunanku inexuii, sSki, Ha ZyMKy Jikaps, BUHHKIN qepe3
3actocyBaHHs npenapaty BAT, no xomnanii Emergent BioSolutions Canada Inc. 3a
HoMepoM 1-800-768-2304. O6roBopiTh PU3NKHM Ta TIEPEBATH 1HOTO MIPOIYKTY 3 MAIli€HTOM
abo #0ro 3aKOHHMM OMIKYHOM Iepel IIOYaTKOM BBEIeHHS [0us. po3din «Indopmayis ons
nayieHmiey

(17)].

6  IIOBIYHI PEAKILUI

Haii6ib1u nomupenuMy noGi4HAMH PeaKIisiMH, I110 CIIOCTEPIraInch ¥ = 5 % 3710pOBHX
[06pOBONIBLIB y KNiHIYHHX BUIPOOYBaHHsIX, Oyu ronosHuit 6ib, Hy10Ta, cBepOiIkK Ta
KPOIIMB'SHKA.

HaiiGiyib1u nommpenumu noGiYHMME peaKiisMy, 3apeecTpoBaHuME Y = 1 % namientis y
KIIHIYHOMY JOCITiUKeHH], Oy TMXOMaHKa, BUCHIIAHHA, 03HO0, HyIOTa Ta HAOPSIKH.
Hacrynni cepitosni no6iuni peaxiii 1eTaqsHO po3risfarOTECs B 1HINX PO3iTax
MapKyBaHHS:

* Peaxuii rinepayTiMBocTi [0us. po3din « Ocobnuei exazisxku ma 3anobiscri 3ax00u»
(5.1)].

* Aneprivsi peakiiii cnoBisHEHOr0 THITY/CHPOBATKOBa XBOpoBa [Ous. po3din « Ocobnugi
8KA316KU ma 3ano0IdxcHi 3axo0uy (5.2)].

* Indysiitai peaknii /ous. po3din «Ocobnusi exaziexku ma 3anob6ixichi 3axo0uy (3.3)].
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6.1 JoeBin KAIHIYHUX J0CTiIKeHD

Ockinoku kniniuni 6unpoGysanis nposoOAMbCA 6 OVIICe PIsHOMAHIMHUY YMOBAX, MO
4acmoma nobiuHUX peaxyitl, o cnoCmepizaemvCs 6 Kainiunux eunpobyeanux
npenapamy, He modice 6ymu npamo NOPIGHAHA 3 NOKAZHUKAMU 6 KIIHIYHUX O0CHIONCEHHIX
IHW020 npenapamy i Modice He 61006paNicamu NOKAIHUKY, AKi CrOCMEPI2alombCs HA
npakmuyi.

Y panziomMizoBaHOMy IOABIAHOMY CITIOMY KITiHIYHOMY ZOCTiIKEHH] B napajielbHUX
TpyIax, 1o IPOBOMUIOCS 3 METOIO OLIHKH Oe3nekn 3acTocyBants BAT y 3nopoBux ocif
Ta BCTAHOBJICHHS (DapMaKoKiHETHIHOTO NpodiTio ceMu cepoTUIiB 60Ty TiHITHOrO
aHTUTOKCHHY, 110 MicTATECA B BAT, micis BHyTpimHboBeHHOro (B/B) BBeneHHs, 40 0cib
OyI10 paHIOMi30BaHO UL OTpHMAHHS a60 ofHOTO (n = 20), 260 ABOX (IIAKOHIB (n = 20)
BAT.

B inmomy noxsiltnoMy cnimomy paszomizoBanomy (GapMakoIHHaMITHOMY AOCTIKEHH] B
napajielbHuX rpynax 26 310poBux oci6 6y10 paHAOMi30BaHO JUTS OTPUMAHHS 260
npenapaty BAT, possenenoro 3 disionoriunum posuunom (n = 16), abo mraue6o (0,9 %
bisionoriunmit po3uun; n= 10).

HaiG1npm yacTumMy NOGIYHMMH peakuisMu B yciX 30pOBKX JOCIiIKYBAHMUX Oynn
royoBHuii 6u1b (9 %), ceepbix (5 %), Hynora (5 %) i kpormus'sHka (5 %). Inmi no6iumni
peaxuii 3apeecTpOBaHO MEHII Hik ¥ 4 Y% A0CHIDKYBAHHX, Y TOMY 4HCII IPONACHNUIA Ta
muckomdopt y ropii. Yei 3apeectposani no6iuni peakiil BRaXaIHcs JTeTKUMH 260
cepeanimu. [Tpo cepitosni mobiuni peaxuii He nosizommsuiocs. [TosigoMusnocs Ipo J1Ba
BHITAJIKH TOCTPHX &JI€PridHUX PeakIii HOMIPHOro BUpaKeHHs, M0 HOoTpeSyBau
JIOCTPOKOBOI'O NMPUIHHEHHS 1H(Y3ii Ta JiKyBaHHS. Peakiii Oynu nomepe b0 BU3HAYCHI SIK
TeTK, KO JOCTiKYBAHUH YCBIIOMIIOBAB iX, ate Mir nepeHocuty. Peakiii cepeaHbol
TSDKKOCTI Oy nonepeiHb0 BU3HAYEH] K THCKOM(OPT, 10 3aBaxac 3Buuaiiniii
NOBCAKJEHHIN aKTHBHOCTI.

3aranom 231 nocnimpKyBaHuii i3 mao3poro abo minTBepIKEHNM GOTYII3MOM OTPUMAITH
BAT y Bizkputomy criocTepeskHoMy KIIHIMHOMY JOCTi/UKEHE] 3 PO3IMIMPEHUM JOCTYTIOM,
crnoncopoBaHomy LlenTpamu 3 KoHTpoImO i mpodinakTuky 3axsoprosans (1K3).

binpricte nopocinx (213/216) Ta niteit (13/15) orpumanu onmy n03y BAT. Tpoe
JIOPOCIIMX JOCIIJUKYBaHUX OTpHMAaTH Apyry 103y BAT, a iBa JOCITiUKYBAHUX THTAIOTO
BIKY OTPHMAaJIH KOJKEH IO Bl 1031 /i HeMoBiat (10 % Bix mo3u wis J10pPOCIIOTO).
Baenenns apyrof /103u BapiroBaocs Bi ceMU FOIHUH 0 OJHOTO MICAIL Mic/Is nepuoi
J103H.

Hani npo Gesnexy akTiBHO 36upaucs 1TK3 Bix mikapis. OxHak Ha Micmsax MOHITOPHHI
Oesnexu He mpoBoauBes, Tomy 1IK3 118 BU3HAYEHHS YaCTOTH BUNAAKIB MOGIIHUX peaxirii
BUKOPHCTOBYBAIIH JlaHi TIOJIaNBIIOTO CIIOCTEPEKEHHS, IO HajaBaTHCA TikapsMu. 3 231
JOCIIIKYBAHOTO, SKi OTPHMYBAITH BAT, indopmanis nmpo Gesnexy 6yna goctynua B 228
ocib. [To6iuni peakuil Binsnavamucs B 10 % ycix nauwientis. HafgacTimuMe mo6igHmmu
peaxuismu Oy rapsuxa (4 %), Bucunanss (2 %), 03106 (1 %), nynora (1 %) ta HabpsaKH
(1 %). Inuni mobiuni peaxuii BixzHavanucy y MeHm Hix 1 % namienTis. ¥ 501800
mocnipKyBsanoro anadinakcis ue cnocrepiranacs. B ommoro 3 ,uocnum(yBaHng, —rrcs:
criocTepiraacs cepito3Ha 106i4Ha peakiiis 3a THIIOM FeMOANHAMIYHOT HeCE 5:115}10&@1_\\
XapakTepusyBajacs OpaJnKapIielo, Taxikapaielo Ta aCHCTOIEIO Mij] yac

OJTHOTO JIOCII/DKYBAHOTO 3'SBHIIACS JIerka opMa CHPOBATKOBOI XBOPOG

Emergent BioSolutions KoninexuiitHa iHpopmartis, mo e BracHicTio KOMMaHiT \\inw 270



IPOABISNIACS MiasITi€ro, apTPAIricio Ta TEMHOIO CEYer0 Uepe3 ABAHAMIATE AHIB MiC/s
BBeneHHS BAT.
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Tabanus 3

[Tlizeymox Beix nebakannx nikapeskux peaxuiit (HJIP), npo axi

NOBIZOMJISIIOCH Y NOC/TIKY BAHUX, 34 I0IIOMOI010 crioncopoBanoro ITK3
KJIHIYHOT0 T10CHIAKEH S 3 PO3IIHPEHHM A0CTYIIOM

Vei nobiuni peakuii 6ynn knacudikosani sianosigao 10 MedDRA Version 15.0 i paH

3Haqym1cm B ME€XKaX YKa3zaHUX CUCTEM opra}ma

Knac cucremu oprauis baxanuii Tepmin Yeboro
(N =228)
Kinbkictes  [Kinbkiets  |[%
peakuiit YHACHHUKIB  |yyacHuKIB
VCI CUCTEMH OPIAHI3MY 3ATAJIOM 37 23 10,1
CepueBi nopyiieHHs 3ynHHKa cepus 1 1 0,4
bpanukapnis 1 1 0,4
Taxikapais ] 1 0,4
Posnaay mmyHKOBO-KHIIKOBOTO Tpakty |BmosoTa 1 1 0,4
Hypnora 2 2 0,9
3aranbHi NOpyUIeHHs Ta NOPYIIEHAS, [apsuxa 9 9 3.9
NOB'A3aHI 31 CTAHOM MiCLsl BBEIEHHS
Mucxomdopt y rpyasx |1 1 0,4
Habpsk 2 2 0,9
O3H00 3 3 1,3
BimgyTTs 3aHenokoeHns |1 1 0,4
INopymenHs iMyHHOT cHcTeEMU CuposarkoBa xBopoba |1 1 0,4
ObcTexenns [TinBuieHwui 1 1 0,4
apTepianbHHN THCK
[lizBMUEHA KiNbKICTh 1 1 04
NeAKOUTIB
INenxiyuHi posnanu 30y mxeHHs 1 1 0,4
Tpusora 1 1 0,4
IMopymenns 3 60xy HHpOK i 3aTpumka 1 1 0,4
CEYOBHMBIIHUX IJIAXIB CEUOBUITYCKAHHS
Ilopyurenns 3 Goky nuxanbHoi ciucteMy, |BpoHxocnasm 1 1 0,4
OpraHiB IpyIHOI KIITKH Ta
CepeaoCcTiHHA
IMopymenns 3 6oky nikipu ta Epurema ] 1 0,4
MIAMKIPHOT TKAHHHK
Iinepriapo3 1 1 0.4
Bucun 4 4 1,8
TTopynienns 3 Goky cynun I'emonnHamiuHa 1 1 0,4
H(IECTaGIJ'H':HICTI: -
I'inoTtensis 1 1 {,’/
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6.2 ITicasipeecTpaniiinmii gocsin 3acTocypanns

Y naiienTiB, ski orpumyBann BAT, crioctepiramics taki anepriusi peakuil/peaxii
rinepyyTIHBOCTI:

*  AnadinakTH4HHi MIOK
*  AHTiOHeBPOTHYHHH HAOPSK

¢ Kponus'suxa.

6.3 ImyHorenHicTn

Ak 1 Bei TepanesTuyni 6inku, BAT € norenniitno iMyHorenaamM. Yei AOCIIDKYBaHI 3 IBOX
KIIHIYHHX BUIPOOyBaHb Gy mepesipeni Ha iMyHOreHHicTs 10 BAT Ha 104aTKy Ta
HAalPUKIHII 10CTiIKeHb (28 jieHb) 3a JONOMOrO BaIiI0BAHOTO a”aizy. B onuuagusTi
YYacHHKIB y XOli 1BOX BUIPOOyBaHs BiaGymacs cepokonBepeis. B oamoro y4acHHKA B
KOXHOMY JIOCTI/DKEHH] CIIoCTepiranacs HoMipHa aleprivua peaKilis 1/l yac BBCACHHS
BAT. O6uasa nocmimkyBaHux Main HeraTHBHHI Pe3yJIbTaT Ha IOKA3HUK anTH-BAT
AHTUTIJI Ha IOYATKy Ta HaHpHKlHHl BIZIOBiAHAX IOCIIUKeHb. BuABienHs yTBOpeH S
QHTHTLIT CAJIBHO 3aJEKHM T BiJl 4y TIHBOCTI Ta criemubiuHoCTi aHamisy. Kpim Toro, Ha
CIOCTEPEIKYBaHY 9aCTOTY NO3UTHBHOCTI @HTUTLI (Y TOMY YHCII HeWTpaIi3yiouuX aHTHTL)
B aHAJIi31 MOXKeE BIUIMBATH Ki/lbka (aKTOPIB, BKIIOYHO 3 METOIUKOO aHami3y, o0pobKoIo
3pa3KiB, TEPMiHOM 360py 3pasKiB, CyIyTHBOKO KAPCHKOKO Tepanieo Ta GOHOBUMMY
3aXBOPIOBAHHAMH. 3 IIMX IIPUYHH IOPIBHAHHA 9aCTOTH MTO3HTUBHOCTI aHTHTIA 10 BAT i3
4acTOTOIO aHTHTLI IO IHIINX NIperapaTiB MoKe OyTH OMaHIHBUM.

7 B3AEMOJISA 3 IHIIMMMU JIKAPCBKUMHM 3ACOBAMU

Jabopamopni 63acmo0ii 3 inwumu nikapcokumu 3acobamu. Bumipioeanns piens eniokosu
Kposi

BAT micTuTs MasibTo3y, 110 MOKE B3aEMOIATH 3 IEBHUMM CHCTEMAMH LS BUMIPIOBAHHS
PIBHS ITIIOKO3M KPOBI [0u6. po30in « Ocobnuei sxazieku ma 3anobinci 3axodun (5.4)]. Y
NaUienTiB, AKi 0TpuMyroTs BAT, ciTijl 38CTOCOBYBATH MTHIIE TTIOKO30- -cieruivHi
cucreMu. Take Nmepemko/kants poboTi Moske IPU3BECTH 10 IOMMIIKOBO i BHIIEHHX
NOKA3HHKIB PIBHA TIIOKO3H, IO, Y CBOIO 9EPTY, MOYXKe MPHU3BECTH 0 HEKOMIICHCOBAHOT
TIIOTiKeMil a60 10 HeHANEKHOTO BBEIEHHS HCYIIHY, MO IPU3BOJUTE 0 PO3IBUTKY
HeOe3evIHOl AT KUTTA MiIormiKemil,

[rdopmartito mpo npoayKTH, MO BiTHOCATECS 10 CHCTEM BU3HAUECHHS PIBHSI ITIHOKO3H
KPOBI, Y TOMY UMCIi iHAMKATOPHI CMY’KKH, TOTPIGHO peTeNbHo NEePEBIPATH IS
BU3HAYCHH, YA TaKa CHCTEMA [IAXOMUTh VI BUKOPUCTAHHS 3 apeHTepabHIMA
CHCTEMaMH, 1O MICTATh MalbTO3y. SIKILO icHye Gy ab-sKa HeBH3HAYECHICTS, 3BEPHITHCA 110
BnpOGHHKa CHCTEMM BH3HAYCHHS PIBHSA IIIOKO3M KPOBI, 06 BU3HAYMTH, Y TAKA CUCTEMA
MiIXOJNTB /ISl BEKOPUCTAHHS 3 IAPEHTEPaTbHIMU CHCTEMAMH, 1110 MICTATD MaabTO3y.
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8  BHUKOPHCTAHHS B OCOBJIUBUX I'PYIIAX

8.1 Barithiers
Kopomgkuii 02na0 pusuxie

Haui, oTpumani Bix JocHimKeHsb y TBApHH a60 MOACH, 010 HAABHOCTI a60 BIJICYTHOCTI
PHU3HKIB, OB'S3aHKX i3 3acTocyBanuaM BAT, BigcyTHi.

8.2 Jlakrauis
Kopomxuil o250 puzuxie

Hani mozi0 oninku HasBHOCTI a6o BiscyTHOCTI BAT B KiHOYOMY MOIOLI, BILIMBY Ha
JUTHHY, 110 nepebyBac Ha rpyTHOMY BUTOZOBYBaHHI abo Ha MPOAYKYBAHHS/BHILTEHHS
MOJTOKa, BiJICYTHI.

3BacaiiTe Ha NEPEBATH IPYAHOIO BUTOLOBYBAHHS WIO0 PO3BUTKY Ta 370POB'S OJHOYACHO
3 KJIiHIYHOIO 1T0Tpeboto MaTepi B BAT i MOKIMBICTIO Gy Tb-KMX TOGIUHIX peakiiil y
AWTHHH IPY I'PYIHOMY BUTOMOBYBAHHI, IOB'A3aHuX siK i3 BAT, Tak i 3 ponosum
3aXBOPIOBAHHAM Matepi.

8.4 3acrocyBanus B aitei

Edexrusnicts BAT y miteit He BctanoBnena. JlocTynHI nuie 06Me)eH] 1aHi 1010
Oe3IeKu 3aCTOCYBaHHs B JIiTEH.

[T'stHanguaTe nocmimkyBanux auTa4oro Biky (Big 10 auis 1o 17 pokis, BKImowHo 3 1
HOBOHAPO/UKECHUM, 3 HEMOBJIATAMH, 4 AiTbMu Ta 7 mimmitkamu) otpumanu BAT mig gac
crioncopoBasoro L[K3 k1iHi9HOTO A0CTiUKEHHS 3 po3mpenum goctynom. OfHa quTHHA
3 poKiB Ta OZIHE HEMOBIIA OTPUMAIH [BI 103U /UL HEMOBIIAT, a ITH BikoM 13 pokis — OJIHY
AUTAYY 103y 3riaHo 3 npasuiom Concbepi [Tabmuns 2].

/181 moGiuni peakuii 6ynu 3apeecTpopani y 180X niteil. B oguiel suTHHM nic/is BBeeHHA
BAT novanacs rapsuka, Tozi sk B im0l — cepitosna mobiuna peaxiiis y BUrism
reMoMHaMivHOT HecTablIbHOCTI, sika XapaKkTepu3yRanacs Taxikapieo, Opanuxapniero Ta
acucToiero mix vac indysii BAT.

Jlo3yBanns B miTeif rpyHTyeThes Ha npasuiti Concbepi.

8.5 3acTocyBaHHS B J110/1€# JITHBOTO BiKy
Besneka, papmakokinernxa ta edextuBnicts BAT y miTHIX /oel He BcTaHOBIEH.

Tpunuate wicts A0CHimKyBaHUX TTHBOTO Biky oTpuMyBamd BAT i uac
crorcoposanoro L[K3 KniHIYHOTO DOCTIKEHHS 3 PO3MHKPERUM TOCTYIIOM. B 0HOTO 3
TakuX N0C/iKyBanuX micist indysii BAT crocTepirapes BUCHIL.

11 OIIuC

BAT [6oryninignnit anturokenH renrasanentuuit (A, B, C, D, E, F, G) — (xi
npeacTaBisie coboto crepuibuuil posuns F(ab'): ta F(ab'):-noaibaux pparmeé
IMyHOr100Y 1iHY, OTPHUMAHOTO Bijl KOHEH, AKi Oyy iMyHizoBaHi criennidhs
GOTYJiHIYHOTO aHATOKCUHY Ta TOKCUHY. 711 OTpHMaHHS KIHLEBOIO e

iTiR
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2
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Ipenapary 3MIIIyeTbCs CiM CepoTuIiB anTuTokcuniB. BAT nocragaerses a6o B 20 abo 50
MIT GriakoHi, mpuuomy o6'eM 3amoBHeHHS KonuBaeThest Bix 10 1o 22 Mty daakoni. BAT
BBOJIHUTHCS BHYTPILIHLOBEHHO.,

[Ipomnec BUpoOHMITBA KOKHOTO THITY aHTHTOKCHHY BKJIOYAC B ce0e KaTIoHOOOMIHHY
Xpomarorpadito sl OUHILEeHHS IMyHOTTIOOYTiHOBUX (hpaKiiii, hepMeHTaTHRHE
PO3LIEIICHHS MENCHHOM A1 npoayKyBaHHs F(ab'); Ta F(ab")-moaiGuux ¢parmentin
iMyHOr00Y iRy, aHIOHOOOMIHHY XpoMaTorpadiio 1715 BUAATEHHS IeNCHHY Ta 1HIIHX
nomimok, ¢insrpauito. Kpim Toro, nporec Bupo6uunTRa BKIIOUAE B cebe /1Ba eTali
IHAKTUBalli/BuIaneH s Bipycy; consBenT/geteprenty (C/J1) 06pobky Ta dinsTpyBanHs
BipyciB [Tabmuis 4].

C/]1 06pobka € eeKTHBHOIO MpPH IHAKTHBALIT BIIOMHX BipyCiB i3 TiMixHOI 060I0HKO,
TAKUX K BIpycH KiHChKOTO eHuedaniTy, KIHChKOro apTepiity, Bipyc 3axizsoro Himy,
indekniitnoi anemii KoHeH, Bipyc KiHCBKOrO Tepriecy, Bipyc CKa3y Ta KiHHOrO FpHITY.
[Ipouec BupobrunTa BAT Takoxk Bkirouae B cebe Hamiifny cTamito dinprpanii, sxa e
e(eKTHBHOO /U 3HWKEHHS PIBHS JesKUX BIPYCiB i3 ninmimHor 060m0HKO0 (HaBeaeH]
BHIIE) Ta TAKKX 5€3000710HKOBHX BIPYCiB, SIK KIHCBKI PMHOBIPYCH, aIeHOBIpYCH,
aleHoacouioBani BipycH Ta KIHChKHUIi IapBoBipyc.

Tabanus 4 CmuicThb BipycHOro Kiipency npu sarorosjienni BAT

3 oBo/10HKOI0 Ee3s obonoHkn
['eHom PHK PHK PHK JHK PHK JHK JHK PHK
Bipyc XMuLV | WNV BVDV PRV PI3 Ad2 CruHsuuH EMC
napBoBipyc

Poanna Perposip | ®nasisip | ®nasisip | Iepnecsi | [Tapamike |Anenosi| [apsosipyci | [Tikophasipy

yciB yciB yciB pycis oipyciB | pycis B ciB
Poawmip (Hm) 80-110 | 40-70 50-70 | 150-200 | 100-200 | 70-90 18-24 25-30
Hanodinetpauis >2.7 >2,1 >4.5 H. IL H. 1. >4,7 4,5 >4.5
(logio)
C/1 (logio) >4,3 >5,1 H I >51 >55 H. II. H. IL H. 1.
BarajibHe >7,0 =272 >4.5 >5,1 >35,5 >4,7 4,5 >45
3MEHILEHHS
(logio)

XMuLV: Xenotropic Murine Leukemia Virus (kcesoTponsuii Bipyc nefikeMii MuiIei); cneundiana Monens A indexuifitol anemii
Konel Ta Mosens PHK-gipycis i3 ninianoio 060510HK050 ¢X0XKOro posMipy, TaKHX K BipYC BE3UKYAAPHOLO CTOMATHTY (pOaMHa
Pabnosipycig).

WNV: West Nile Virus (sipyc 3axiasoro Hiny); penesanthuii sipyc Ta cneuudiusa Monens 06010HKOBIX PHK-BipyciB, BKIIOYHO 3
apGoBipycamu, sxi BmovatoTs ak Flaviviridae, Tak i Togaviridae, Takox skmoyac B ceGe BipycH KOHAYOrO enuedamnty (poguua
Torasipycis) Ta BipycHuit kiHCbkHit apTepiiT (poauna ApTepipipycis, pasie Hanexas 10 poauny Torasipycis),

BVDV: Bovine Viral Diarrhea Virus (Bipyc aiapei Benukoi poratoi xy106u); pesepaHTamii ipye ta cneundivHa Moaens 06010HKOBUX
PHK-pipycis, Brmouaiody apGoBipyc, aki BrmouaioTs ax Flaviviridae, tax i Togaviridae, Takoxu BK/O4a€e B ceOe BIpYCH KOHAYOTO
enuedanity (poansa Torasipycis) Ta Bipycunii kincexuit aprepiit (ponusa Aprepisipycis, paxime Haneskas 10 poauuu Toraeipycis).
PRV: Pseudorabies Virus (sipyc ncesnockasy); cneusdigna Moaenb Bipycy KiHChKOTO repnecy Ta HecneuniyLa Moaens Bipycis i3
NiNiJHOK 06DIOHKOK),

PI3: Parainfluenza 11 Virus (ipyc naparpuny [11); Moaens wis niniaaux o6ononkosux PHK-pipycis Ta Bipycis cxokux POJHH,
OPTOMiKCOBIPYCIB, sKi BKIKOYAIOTS BIpYC rpumny Kouei.

Ad2: Adenovirus (aneHoBipyc); cneunpivna Moaens ageHoBipycy KOHEIl.

EMC: Encephalomyocarditis Virus (sipyc snuedanomiokapanty); cneundidyna Moaes napsoipycy KoHeH Ta aneHoacoLifioBaHoro
sipycy, ecneundiyna MoaeIs MATHX NiniaHnx Ta Ge3nimanux 060I0HKOBHX BipyCiB.

H. 1. — HE NEePEBIPEHUH. s ST
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BAT mictuts 10 % mampTosu ta 0,03 % nonicop6ary 80. Heposhacosaruii npenapar
MicTHTb 1pubmu3Ho 3-7 r% (30-70 minirpamis/minminiTp) mporeiny.

AKTHBHICTb TIPENIAPATy BUPAKAETHCS B OIMHHIAX, 110 0a3yKOThCS HA TECTi 3 He#Tpanizauil
mumi (THM). Kosxna ogmanus BAT pospaxosana Ha melfrpanizamiio 10 000
IHTpanepiTOHeaTbHIX JETATLHUX 103 AT MUIeH 50 % ofuHAIb (MIPLDs0)
Ootyniniunoro Hefiporokenny ceporumis A, B, C, D, F ta G, a takox 1000 MIPLDs)
cepotuny E.

12 KUIIHIYHA ®APMAKOJOTI'TS

12.1 Mexanizm it

Mexanism jii BAT nonsrae B nacuBHii iMyHi3anii KiHCBKHMHM HOTIKIOHATLHAMH
¢parmentamu antutin (y nepimry gepry F(ab’), i Fab) mpots GoTyninidanmx HEHPOTOKCHHIB
(boHT) A, B, C, D, E, F ta G. I{upky:nrotoun, GpparMeHTH NOMIKJIOHAIBHEX aHTHTL
38'3y10Tb BiibHI BoHT. Lle nepemkomkae B3aemonii BoHT 3 Miciamu kpimeHHs
TAHIJ03H/IB Ta IPOTETHOBHX PEIENTOPIB HA XOMIHEPTITHUX HEPBOBHX 3aKiHUYCHHSX. Y
CBOIO 4epry we 3anodirae intepranizauii BoHT y kmiturax-mimensx. [licas usoro
KOMIIIEKC aHTHUI€H-aHTHTL BUBOANTHCA 3 IIMPKYJISLIT OpraHamu, mo 6epyrh yqacTs y
IPOLECHHTY IMYHHUX KOMILIEKCIB.

ExcrnepumeHnTanbHi 1aHi MO0 KiNbKOCTI HMPKYIIOIOYOr0 AHTHTOKCHHY, HEOOXIAHOTO s
npotunil intoxcukanii BoHT, 3az0xymMenToBaHi HenoBHicTIO. Pesynbrar JIKyBaHH$
3QICKUTD, AK 1e OyBae IPH IHIIMX MOPIBHAHMX YMOBAX, 3HAYHOKO MIpOIO Bia mepioxy
4acy, o MUHYB BiJl OSIBY CUMIITOMIB 1 /10 BBEJCHHS aHTUTOKCHHY.

12.2 dapmakoanHaMiKa

BunpoGyBaibe 10303aneKHe KIIHIYHE T0CLKEHHS IPOBOIMIIOCS 3 BUKOPHCTAHHSM
M'si3a KOPOTKOro po3rusaya nanpuis (KPIT) cTomu B SKOCTI Momen s BUMIPIOBaHHA
M'430BOT0 Iapaslidy Micis BIUIMBY GOTYIiHI9HOrO Tokcuny. Y uilt Mogesi BAT y
JIOCITIUKYBAHHX MONEPEKYBAB 3HIDKEHHA M'S30B0T (DYHKIIT mics BILIMBY OOTYJIIHIYHOTO
ueiiporokcuny (boHT) ceporunis A ta B. YuacHUKH H0CTiKeH S, 110 OTPUMAITH
ninane6o (n = 10), nponemoncTpyBanu BTpaTy 6inbm Hixk 50 % M's3zoBol dyuxuii KPII
npoTsiroM 3 AHiB micas BBy BoHT cepotunis A ta B. V rpyni nocnimkyBannx, mo
orpumain BAT (n = 16), m's308a ¢ynxuis KPII 3 yacom 6yna ctabinsmoro, Bkasyioun Ha
Te, o 3actocyBanHs BAT 6yno epexTupuum st 36epeskenns M'a30801 GyHKIi
IPOTATOM 28 NHiB Mic/A BILIMBY AK CepoTHIy A, Tak i cepotuny B BoHT.

12.3 ®apmakoxkineTnka

®apmakoxineTuky (PK) cemn 6OTYMHIYHEX CEPOTHITIB AHTUTOKCHHIB BU3HAYATH B
30POBHX JOCIUKYBAHUX TiC/Is B/B BBeLeHHA oHOro (n = 20) abo 18ox (n = 20)
maxoniB BAT. Pisni mapamerpu ®K 3peneni B Tabmuwi 5.

[Tapamerpy QK pisHMIMCA 3a71€KHO Bit BAMIPIOBAHOTO CEPOTHITY AHTHTOKCHHY.

Ceporunu antnutokeuny D Ta E Manu Haiimenmuit nepioa HarmiBBHBCICHHS, Tum HacoM,
cepoTund B ta C manu HalgoBumiMit nepioa HaniBBUBEACHHS. 3HAYEHHS AUQ{Qﬁ' 1114
KPHBOIO )00 TA Crnax IPONIOPLIHHO 36iNBIIYyBANHCS 3QIEXKHO Bijl 361/bIIeH B
OZIHOrO 10 1BoX ¢utakonis. Kpim Toro, cepenni 3nauenus kiaipeHcy BUsB
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Mk 000Ma rpynaMu JTKYBAHHS JUIS CEMH aHTUTOKCHHOBHX CEPOTHIIIB, 10 CBIIUHTS 11po
niHiAHicTh no3u BAT y nociikysanomy gianasoni 103.

Tabamuus § Gapmakokinernuni napamerpu (cepeani snavenns) 11s AHTHTOKCHHY CEPOTHIIB
A-G y J1oaeii micist BHYTPIINBLOBEHHOTO BBE1EHHS 0HOT0 260 ABOX ¢paaxonis BAT

Ceporunan | pyna AUC)-0 Crmax t12 (ron) Cl Vi (mn)
THTOKCHHY JiKyBaHHsl (On*roa/ma) (Oa/ma) (mn/rop)
A 1 drakon 26,00 2,69 8,64 293 3637
2 ¢naxoHu 56,09 6,23 10,20 285 3993
B 1 ¢naxon 29,30 1,90 34,20 196 9607
2 dnakoHn 62,55 4,28 57,10 181 14 865
C 1 draxon 37,34 2,26 29,60 144 6066
2 (hrakoHn 86,25 4,89 45,60 127 8486
D | dnaxon 7,62 0,81 7,51 137 1465
2 ¢dnakoru 14,83 1,60 1,77 151 1653
E 1 pnakon 7,16 0,94 7,75 1250 14 172
2 timakonu 15,66 1,75 7,32 1110 11596
F | dpnakon 31,40 2,37 14,10 169 3413
2 (pnakoHu 63,19 4,29 18,20 168 4334
G 1 duakon 7,05 0,59 11,70 149 2372
2 dnakouu 14,66 1.19 14,70 144 3063

AUC = nnoma nia kpusoio KoHueHTpaLii (Area Under the Concentration Curve); Cl = knipetc (Clearance); C oy = MaKCUManbHa
CcHpoBaTkosa koHueHTpauis (Maximum Serum Concentration); BAT = 60Ty iuiumi aHTUTOKCHH renTapaneHTHu (A,B,C,D,E, F,G)
— (KiHCBKMIA); t1; = Nepiod HANIBBUBEACHHS (Half-life); Tiax = 4ac A0CATHEHHA MAKCHMANBHOT KOHLIEHTpaLT B niaasmi kposi (Time to
Maximum Serum Concentration); U = oaunnus (Unit); Vg = 06'em po3noniny (Volume of Distribution).

13 JOKJIIHIYHA TOKCHUKOJIOT' IS

132 Toxcuxosoris Ta papmaxoorisi TBRapun
Toxenkonoriuni gocnimkenns e nposommwmcs it BAT Ta Horo KOMIOHEHTIB.

OuiHKa HOBUX METOMIB JiKyBaHHS GOTYTi3My 3 BUKOPHCTAHHAM KOHTPOJIbOBAHUX
JOCIIDKEHD Ha JIOJMX € HECTHIHOIO Ta HEIOULTBHOI0, Tomy edextnBHicTs BAT amsa
JiKyBaHHS GOTYIi3MY IPYHTYETBCS Ha 106pe KOHTPOIBOBAHUX A0CTiIKEHHSX
e(eKTHBHOCT, TPOBEIEHNX HAa MOPCHKUX CBMHKAX TA MaKaKax-pe3yc.

Mopcvra ceunka

Y KOHTPOJIbOBAHOMY JIOC/IiDKeHH] TepaneBTHIHO! e(heKTHBHOCTI MOpPCLKI CBUHKH OyJiu
Ii1aH1 IHTOKCHKALIIT 3 I0[IOMOTOI0 BHYTPIIIHBOM SI30B07 iH'€KIIiT B IpaBy 3a7HIO
KIHLIBKY pisHuMH cepotunamu BoHT (A, B, C, D, E, F ta G) y no3i, wo nopisxioBana 1,5
BHYTPUIHBOM '130B01 50 % NeTajbHOT 1034 A/T9 MOPCHKHX CBHHOK (GPIMLDsp). ITotim
TBAPHHY OTPUMYBAIH a0 nanebo-KouTpoms abo onuy 103y BAT y nepepaxynxy Ha
JIOACBKY Bary (Bara JijleHa Ha 3HAYEHHS CepeHbO] Bary MIOAUHHU B 70 KmoEpai}uB):“rrLcﬂﬂ
TOSIBY TIOMIPHUX KIIHIYHUX 03HAK G60Tyi3My (cnabKicTh npaBoi 3aaubof KIHIHBRH, -5,
CIAMHOBH/IUICHHS, CITb030Teya, c1abKi KiHIIBKY Ta TOMITHI 3MiHK qacmr"'_ 560 Ty
Auxanns). Jlikysannsa sa gonomoroo BAT npu3Beso 10 CTaTHCTHYHO SHQFQ,

.".‘;.(;wﬁ-',‘.- J
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[OTIMIIEHHS IOKa3HHKa BUKMBAHOCT] TBAPHH ISl BCIX JTOCITIIKEHHX CEPOTHIIIB
[Tabmnus 6].

Tabauus 6 Pesiove JaHNX 10 BHKHBAHICTL MOPELKHX CBHHOK Ml YAC A0CiIKEHHS
TepaneBTH4HOI eexTHBHOCTI BAT

CepoTun HeiipoTokcHHy I'pyna nikyBaHus YacTtoTa BumusBanns (%) JBo6iunnii Tounni
KkpuTepiit iwepa
(3HaueHHs p)
A 1x BAT 34/34 (100 %) p <0,0001
IMnane6o-koHTpo.is 0/34 (0 %)
B 1x BAT 34/34 (100 %) p <0,0001
ITnane6o-xoHTpOIH 1/34 (3 %)
C Ix BAT 33/34 (97 %) p <0,0001
[1naue6o-koHTpOIb 4/34 (12 %)
D 1x BAT 33/34 (97 %) p <0,0001
[Tnane6o-KoHTpOIE 5/34 (15 %)
E 1x BAT 34/34 (100 %) p <0,0001
‘ Inauedo-koHTpoIb 0/34 (0 %)
F Ix BAT 34/34 (100 %) p <0,0001
ITnane60o-KOHTpOIL 4/34 (12 %)
G Ix BAT 34/34 (100 %) p <0,0001
[Tnane6o-koHTpOIL 17/34 (50 %)

BAT = Goryniniunuii anturokenn rentapanentuuit (A, B, C, D, E, F, G) — (KIHCBKMH).
Henwounonooditna masna

Y KOHTPOIIBOBAHOMY JOCIDKEHH] TepaneBTHYHOT eeKTHBHOCTI MaKaKH-pe3yc Oym
nianati inrokenkauii BoHT cepornity A, skuit BBOTHIM BHYTPIITHBEOM 3080 B 031, 1110
nopisHIoBana 1,7 BHyTpIIHbOM'130B01 50 % JIETATBbHOT 1031 U HENFOIMHONOTIOHIX
maBn (GPIMLDso) na xinorpam macu Tina. [Totim TBapuuu oTpuMyBamm a6o miane6o-
KOHTpOJIb b0 oany 103y BAT y nepepaxyHky Ha THOJCEKY Bary (Bara /ii/JleHa Ha 3HAYEHHS
cepeaHbOl Baru moauHu B 70 Kiorpamis), micis mossy KIHIYHMX 03HaK GoTyisMy (11103,
M'A30Ba cabKicTh abo quxalbHa HenocTaTHICTB). JlikyBaHHS 3a nonomorown BAT
ITPU3BEJIO 0 CTATHCTHYHO 3HATYIIOT0 NOMINIIEHHS IIOKA3HHKa BHXXUBAHOCTI [Tabnuts 7).

Tabauna 7 Pe3rome nanux npo BmkHBaHiCTH MAKAK-pe3yc Mia uac J0CAIKeH S
TepaneBTHYHOI epekTHBHOCTI BAT

I'pyna nikyBanus Yacrota BukuBanns (%) ABoGiunuii TouHMiT KpUTEpii
Miwepa (3HaueHHs p)
Ix BAT 14/30 (47 %) p <0,0001
ITnane6o-koHTpOINL 0730 (0 %)

BAT = Gotyniniunnii antutokcun rentasanentuuii (A, B, C, D, E, F, G) — (KiHCBKMI),

14  KJUIHIYHI JOCJJIIKEHHSA

EdexrusHicTh 3acTocyBanus BAT rpyHTYeTbCS Ha JOCTIDKEHHAX edexTnn
AE€MOHCTPYIOTE TI€PEBard BHXKMBAHOCT] Y TBAPUHHUX MOJEISAX OOTY i3V o)
«okniniuna moxcuronozisy (13.2)]. Nocmimkenns Ge3nexu IIPOBO I
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ZI0pOCIHX 1 MalienTax i3 nixo3poro Ha GoTyiam, axi orpumanu BAT nix wac kninigsoro
NOCTIIKEHHS 3 PO3IIHPEHUM T0CTYTIOM.

dapmakokineTHdHi, (papMaKoMHAMIYH] TOKA3HUKH Ta TOKA3HUKM Oe3nexd momgo BAT
Oymu ONiHEH] y JBOX KNIHIYHUX A0CILDKEHHAX. Y X KIIHIYHHX 10CI1DKEHHX
noxasano, mo BAT mae npritastauii npodiis Ge3nexn npy BHYTPIIHOBEHHOMY
BBEJICHHI 0HOr0 abo nBoX (rakonis BAT 310poBuM ocobawm.

Y paHz0Mi30BaHOMY OIHOIEHTPOBOMY MOABIHOMY CHIIOMY AOCTiKEHHI
(apmaxokineTuky Ta 6e3nexy BAT onintosanu B 40 30pOBHX JOCTIIKYBAHUX, SKAM B/B
BBe/ onuH (n = 20) abo sa (n = 20) dnaxonu BAT. Pini BAT y cuposarmi kposi
BMMIPIOBAIIH 34 IOIIOMOTO10 TecTy Heltpanizauii mumti (THM) [ous. pozdin « Kniniuna
thapmaxonozisy (12.3)].

Y pasoMi30BaHOMY OJHOLEHTPOBOMY IOJIBIHHOMY CIIIOMY J0CIiIKeHH]
tapmakonunamiky Ta 6esnexy BAT ouintoBanu y 26 310pOBHX I0CIIUKYBAHHX, AKHM B/B
BBOAMIH abo onuH ¢iakon BAT (n = 16) a6o maneto (n = 10). Byno BM3HaueHO BILUTHB
BAT na 3ano6iranns pozsutky napanigy KPIT m's3iB cTomH micis BBegeHHS
GoTyniniuHOrO HEHPOTOKCHHY cepoTHIly A uu B [ous. po3din «Kainiuna gapmaxonoziay

(12.2)].

J1s1 HajaHHs 101aTKOBOT MIATPHMKH e)eKTUBHOCTI, MPOIEMOHCTPOBAHIH Ha MOZEISX
TBAapHH, OyJI0 TPOBENEHO MONEPeI I aHAI3 TaHUX, OTPUMaHUX i3 IIeHTpiB KOHTPOIO i
Npo}iIaKTHKHE 3aXBOPIOBAH, 3 BiAKPHTOTO KJIHIYHOTO JOCIIIKEHHS 3 PORILIUPEHUM
AOCTYIOM I10/10 JIIKYBAHHA 10CIIUKYBaHUX i3 1103poto abo 3 MiATBEpUKCHIM
GoTymisMom, mo oTpuMyBamy Tepanito BAT. 3i 148 manienTie, mo mrikysamucs BAT
IPOTATOM TIepiofy anamisy, 109-Tu DocTaBIM OCTATOMHMUI TarHO3 100 ITi103PI0BAHOrO
abo miarBeprkenoro 60Tyi3My, Takok i 109 KociimKyBaHIX 6yI0 BKIKOYEHO 10
anani3y nomnynauii. Cepenniif yac iz moyatky cummromis 6oTymisMy 10 mikysasss BAT
cTaHoBUB 3,6 nHs (nianaszon: 0,25-38 nuis). Pauwiit nowarox mikyBanHs (< 2 guiB micias
TNOSBY CUMIITOMIB) 3a loniomoroio BAT GyB mos's3anuii i3 KOPOTIIOIO TPHBATICTIO
rocuitanisamii, TpuBanicTio nepeGyBat s y BiANiNeHHI peaniMalil Ta iHTeHCHBHOT Teparnii
(BPIT) 1a tpuBanictio mrryunol Bentuianii nerenis (IIBJI) mopiBHAHO 3 mi3HIM M0YaTKOM
JiKyBauHs [Tabnuis 8] Ta y3roIKyeThes 3 MexanisMom il [ous. pozdin « Kniniuna
papmaronoeisy (12.1)].

Tabmnna 8 Pesrome Tpnanocri rocniranisauii, pusanocri nepe6ysanns y BPIT ta
rpusaiocti IIBJI y naunientie IIK3, mwo orpumysaan BAT

Jv 'I.

Yac Bin nosisu cumnromis |KinbkicTs nauienTis (N) [Cepeanst TpuBasticTs y

[0 JIIKYBAHHSA ansx (SD)
Tocnitanizauis <2 aHiB 14 12,4 (9,28)

> 2 nuis 72 26,1(26,37)
[lepeGyBanns y BPIT <2 nHiB 13 9,2 (7,40)

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

> 2 [IHiB 41 23,4 (21,11)

15 IOCHJIAHHSI

1. Lack JA, Stuart-Taylor ME. Calculation of drug dosage and body surfag ,
children. Br J Anaesth. 1997; 78:601-605. ‘
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16 ®OPMA BUIIYCKY / YMOBU 3BEPII'AHHS TA BUKOPUCTAHHS

16.1 ®opma Bunycky

BAT nocragaetses abo B 20 M1, a60 B 50 M1 CKIIHEX (IAKOHAX, 3aKOPKOBAHHX
OyTHIIKayIyKOBOIO HIPOGKOIO Ta OOTHCHEHHUX aTIOMIHIEBAM KOBIIAYKOM 13 [1IACTHKOROIO
KPUIIKOIO BiIKUTHOTO THILY, Y IKMX 00'eM 3amOBHEHHS KOMHBaeTses Bix 10 mo 22
MITTiTPiB Ha drakon. Koken ¢axon, HesanexHo Bil po3mipy aGo 06'eMy HANOBHEHHS,
MICTHTE MiHIMaIbHy KiIbKiCTS > 4500 On anTHTOKCHHY cepoTHIy A, > 3300 On
aHTUTOKCUHY cepotuny B, > 3000 On antutokcury ceporumny C, > 600 O aHTUTOKCHHY
ceporuny D, > 5100 On antrrokeuny ceporuny E, > 3000 On antutokcuny ceporumy F
1a > 600 Ox arTHTOKCHHY cepotuny G.

BAT He Bupo6/19€ThCA 3 HATYPATIBHOTO KAYYYKOBOTO JTaTEKCY.

Hauionansauii kox jikapeskoro 3aco6y Onmc npenaparty
60492-0075-2 ®rnaxoH Ha 50 M1 3 OZIHIEIO 103010 IIPEnapary.
60492-0075-3 ®raxon Ha 20 M1 3 0HIEIO 103010 TIpenapary.

16.2 YMOBH 35EPII'AHHSI TA BAKOPUCTAHHSA

*  30epiraty B 3aMOpOKEHOMY cTaHi pu Temnepartypi < -15 °C (< 5 °F) abo HmKye 10
BHKOPHCTAHHS.

. OnuH pas po3aMoposKkeHui 60Ty IiHIYEMI aHTHTOKCHH relTaBaeHTHHMI (A, B, C,D,
E, F. G) — (xincexuit) mosxe 36epiratucs npu temmnepatypi 2-8 °C (36—48 °F) makcumym
IpoTsAroM 36 micslis, abo 48 MicaALiB i3 AaTH BUrOTOBIEHHS, 3a/IEXKHO Bi TOTO, 110
HacTaHe nepmmumM. He 3aMopokyBaTs MOBTOpPHO.

*  Iliens Toro, K mpoOKy (hrakoHa MPOKOIIONH, SKHAHIIBHIIE BUKOPHCTARTE BMICT
(hakoHa 171 MPUTOTYBAHHS KpalleIbHULI Ta il 3aCTOCYBaHHS.

*  O@nakonn BAT npusHayeHi 17151 0JHOPA30BOr0 BUKOPHCTAHHA T HE MICTST
KOHCEPBAHTIB. Y TUi3yiiTe Oyab-sKi HEBUKOPHMCTAH] 3ATHIIKY.

17 TH®OPMAUIA JUIA IMTAIIEHTIB

Husucs 3arsepmxene FDA mapkyBanss juist manientis (Indopmanis 1 namienTa).
. IIpoirdopmyiiTe nauieHTiB MPO HIKYEHABEICHE.

* BAT oznepixy1oTs i3 m1a3Mu KOHe#, TOMY BiH MOKe MiCTHTH Taki iHdeKiiiini
areHTH, sIK BIpyCH, 10 MOXYTb CIIPUYMHUTH 3aXBOPIOBAHHSL.

* Pusux nepesaui TakuMM nmpernapataMy iHQEKIIHHAX areHTiB 6Y/10 3MEHIICHO
3aB/ISIKM CKPUHIHTY KOHEH Ha IpeIMeT II0NepeaHbOr0 KOHTAKTY 3 TIeBHUMH
BIpyCamH, TECTYBAHHIO Ha HAasBHICTh NIEBHHX BipYCHHX iH(eKiil Ta
iHaxTHBAaNil Ta/ab0 BHAATEHHIO [IEBHKUX BipyCiB Mij yac BUPOGHHUIITEA.

NepenaBaTH XBOPOOH.

* IcHye TakoXK MOXKIHBICTB TOTO, 110 B TAKHX MPOLYKTAX MOKYFE
HEBiJOMI iH(eKuifHI areHTH, :
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. [Ipoindopmysatu mamieHTiB mpo Te, 1110 006U, SKi OTPHMYBATH HONEPELIHIO
TEpAIlilo IPOTHOTPYTOIO/aHTHTOKCHHOM, OTPMMaHUMH 3 KOHeif, MaroTh aneprito Ha
KOHEH, CTpaX/{aroTh Ha acTMy a0 XBOPIIOTh Ha CIHHY JIHXOMAHKY (Ce30HHi anepril),
MOXyTh MaTH TI{/IBUIEHMH PU3HK PO3BUTKY PEAKITiit rinepuyTIMBOCT Ta IOBHHHL
3acrocosyBatd BAT Tineku B ToMy pasi, sKIo 04iKyBaHa KOPHCTE ITEPEBHIILYE
NOTEHUINHUI PU3HK.

. [IpokoHCYIBTYBATH HANi€HTIR MO0 MOKIMBOTO MEPEIIKODKAHHSA PoOOT
0E3TIIOKO3HUX CHCTEM BHMIPIOBAHHS PiBHSA IIYKPY KPOBI.

. Masnbro3a, mo mictuthes B BAT, Moxe 3aBaxartu pobOTI AEAKMX TUITIB
CHCTEM KOHTPOJIKO PIBHS INIHOKO3H KPOBI.

. [laientu, mo orpumytors BAT, 10BHEHI BUKOPHCTOBYBATH JTHINIE
TJIIOKO30CTeniuni CHCTEMH KOHTPOITIO PIBHS [UIHOKO3H KPOBI.

. Take nepemkosukanHs poGoTi MOKe IIPM3BECTH 10 OMHIIKOBO TTi/TRUIIIEHHX
TNOKA3HUKIB PiBHS ITIFOKO3H, 1[0, Y CBOO 9epry, MOKe IPH3BECTH 110
HEKOMITEHCOBaHO] rimormikemii abo 10 HeaAeKBATHOIO BBEAEHHS IHCYIHY, 1110
IPHU3BOIMTE 10 PO3BUTKY HeOE3MEeYHOI A SKUTTS TiMOIIiKeMil,

BAT®, a Takox Bci HasBu OpeHpa, NMpoiykTy, cepsicis i byukuiit komnasii Emergent BioSolutions Inc.,
JIOTOTHIM T4 racia € TOBapHWMM 3Hakamyu abo 3apeecTpOBaHMMM TOBAPHHMM 3HAaKaMy Kommauii Emergent
BioSolutions Inc. a6o ii nouipix komnanii 8 CILIA a6o inmmx kpainax. Yci npasa 3axiiesi.

Bupobaeno:

Emergent BioSolutions Canada Inc. 155 Innovation Drive
Winnipeg, Manitoba

Kanana, R3T 5Y3 Jlinensis CIITA Ne 2084
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IH®OPMALIS AJ151 ITALIIEHTIB
BAT®[GoTyniHiunMil AHTHTOKCHH reNTaBageHTHHIl (A,B,C,D,E, F, G) — (xincbkuit)]
Yy

o Taxe 6orymnizm?

boTyniam — 1ie 3aXBOPIOBAHHS, SKE CIPHYMHSAE IIaPaid M's3iB TOKCHHOM BakTepii
Clostridium botulinum.

boTynism Moske BUKIHKATH HUKYEHABEIEHI CTAHH.

* JIBOTHHS B Ouax

* 3aTyMaHeHHs 30py

* HaniBonyckanHs mosix

¢ Hesupasuicts MoBH

*  YTpyaHeHe KOBTaHHS

*  Cyxicts y pori

* M'a3oBa cinabkicTh, 10 NOIIMPIOETLCS HA BCE TINIO

*  VYTpylnHeHe IUXaHHS

BotyniaM Taxok MosKe BUKIHKATH Napatid i eMepTs. ITicss Toro, sk MoauHa Mi11aeThes
JLii TOKCHHY, TPOBIEMH MOXKYTb [I0YATHCS MOHANMEHIIIE Yepe3 TPU FOAMHH ab0
LIOHAHTII3HiIE — yepe3 Kinbka aAHiB. OQyKaHHS MOYKe BHMATATH THXKHIB 260 MICALIIB.
[IpoTsrom uporo wacy 6araro mroaeil BAMAraroTh 0CO6IMBOTO JOTIISAY B niKapHi.

Edexrusnicts BAT Gya BuBd4eHa Ha TBapuHaX i3 G0TYIi3MOM.

IIlo rake BAT?

BAT - e 60TyniHIYHINA aHTHTOKCHH, BUTOTOBIEHUH 13 u1a3mu KoHeld, Bin MicTHTS
(hparMeHTH aHTHTLN, IO HEHTPATI3YIOTh TOKCHHU ootyniamy. BAT Moixke nomermutu
BUKIUKaHY 60TynisMoM Henyry. JlikyBanus BAT He npu3sese 10 3MeHIIEHHS napaniuy,
ajre MOXe 3MEeHIIUTH HOTo TPHBAIICTE TA CTYHIHD.

XT0 noBuHeH BUKopucToByBaTu BAT?

Bam nikap moxe Hanatu Bam BAT y Bumagxy miao3pu, 1o By 3a3Haiu il TOKCHHY
GoTysismy. [lnst TOro, 1106 3YIMHATH OPOrpecyBaHHs 3aXBOPIOBAHHS, BH TOBHHHI
SKOMOTr'a paHille MovyaTH JIiKyBaHHs.

SIKINO nepeBary He NEPEBUILYIOTh PU3HKIB, BH HE IOBUHHI IikyBaTncs BAT Y BUIAIKY,
SIKIIO Y BAac B aHAMHE31 € a/lepris Ha KOHeH 4u IPOAYKTH KiHChKOT KPOBI, acTMa un
CiHHA TMXOMaHKa (Ce30HHi aneprii).

Sk Bu otpumaere BAT?

BAT BBonuThCA y BUrMIANl BHYTpimHbOBeHHOT iH'exitii. Jlo3y BAT BU3HAYHTH Ba JKap.
Jlnst BBeJleHHs Moke 3HATOOHTHCS AekinbKa romun. Te, 9# noTpibHa BaM mIe OmHa,
IH'ex11is, Oy/le BUpILyBaTH Baw mikap.

Hxi moxausi a6o qocnTh iMoBipHi noGiuni epexrn BAT?

Haitnomupenimumu nobiunumu epexramu BAT e:

Emergent BioSolutions Kondinenuilina inpopmauis, mo € BracHicTIo KOMMaHii
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*  Tonosuuit 6i1n
* Tapsuxa
*  Bucun

* Kponus'suka

*  O3H00
* Hynora
*  Habpsku

JlesKuX JozeH MOYke 10YaTH MOPO3HTH, MOXKYTh BHHAKATH TPYIHOLI 3 TUXAHHAM i
IIBUAKE ITIIBUILIEHHS TEMIIEPATYPH Tijla MpoTsroM nepmux 20—60 XBHIIHHE mmicns
orpumantst BAT. Li peaxuiil MoxyTb 6yTH KOHTPOILOBaHI BAIIUM TiKApeM.

BAT Mmoxe Buknukatu anmepriuni peaxuii. CkaxiTh cBoeMmy nikapio aGo HeraitHo
BilBiNaiTe BINALM HEBIAKNAIHOI ZOIOMOTH, SIKIIO Y BAC 3'SBHIOCH YTPYAHEHE JUXAHHA,
HaOpsk s3uka gy ry6 abo myke MIBHAKE CEPUEOUTTSIM, OCKLIBKM BCE 1€ MOKe OyTH
O3HAaKaMH CePHO3HOT allepriqHol peakiii.

[loBinomre cBOEMY nikapesi, SKILO y Bac 3'gBuHCA 601 B Cyr/I00ax Ta CIUHI, IMXOMAHKA
Ta BUCUIIAHHS [IPOTATOM BiJI OTHOTO JI0 TPhOX TIXKHIB mic/s nikyBanus BAT. Lle MoxyTh
OyT 03HaKH «CUPOBATKOBOI XBOPOOH», SIKi MOKYTh TPHBATH MPOTSTOM KLIBKOX THIKHIB.
Bami ikap Mo e NpU3HAYMTH BaM JiKyBaHHS CHPOBATKOBOT XBOPOGH.

[Torosopits 3i cBoiM sikapem npo Bynb-ski mo6iuni edekTn, Mo Bac TypOYOTh, Bu
MOJETE NOMPOCHTH CBOTO JIKaps HalaTH JOAATKOBY iH(OpPMALirO Mpo mpenapar, fKa
JAOCTYIIHA JUI MEAHYHHX IPAIliBHHKIB.

o me moTpi6Ho 3HaTH Npo BAT?

BAT Burorosaserbes 3 mnasmu kposi koneit. [IpoBomuThes peTesHuit CKPHHIHI KOHEH Ta
OUMIIEHHSA ITA3MHM, alle, HEe3BAKAIOYH Ha I1€, ICHYE HEBEIMKHH PH3HK Nepe1adi BaM
BipycHoi indexuil. ITorosopirts 31 cBOiM Jikapem, SKINO y Bac € Oy Ib-Ki CHMITOME, IO
Bac TypOyIOTb.

Bu moxeTe nopinomuty npo moGivsi ehexT Ge3nocepeaHbo 10 KOMIAHIT Emergent
BioSolutions Canada Inc. 3a Homepom 1-800-768-2304 ao 110 CITYKOM MEIHYHOTO
MoHiTOpHETy 6e3nexu npenapatis FDA 3a zomepom 1-800-FDA-1088.

BAT®, a takosxk Bei Ha3Bu Gpenna, IPOAYKTY, cepsicis i pynkuiit komnauii Emergent BioSolutions Inc. ,

JIOrOTHIN T Tac/a € TOBAPHUMH 3HaKaMu ao 3apeecTpOBAaHUMM TOBAPHUMY 3HaKaMM KoMmahii Emergent
BioSolutions Inc. aGo 1i nowipuix kommarii B CILIA uu imux kpainax. Yci npasa 3axuiuesi.

Bupobaeno:

«Emergent BioSolutions Canada Inc.
155 Innovation Drive

Winnipeg, Manitoba

Kanana, R3T 5Y3

Tlinenaia CITTA Ne 2084

Emergent BioSolutions Kondigenuitina indopmais, 110 € BIACHICTIO KOoMIaHIT C’I‘Opi7/’[ 320
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not Include all the Information needed to
use BA}T: safely and aﬂ‘ecﬂvely. See full prescribing information
for BAT",

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

Sterile Solution for Injection

Initial U.S. Approval: 2013

e s .REGENT MAJOR CHANGES =ssvmsecmsenmimnnnen
Dosage and Administration, Preparation (2.2) [09/2016]

mrereeemaeeasasemace INDIGATIONS AND USAGE -=enerermmemscmames

BAT [Botullsm Antitoxin Heptavalent (A, B, C, D, E, F, G) - (Equine)]
I a mixture of immune globulin fragments lndicatad forthe treatment
of symptomatic botullsm following documented or suspected
exposure to botulloum neurotoxin serotypea A B,CDEForG
In adults and pediatric patients.

The sifectiveness of BAT is based solely on efficacy studles conducted
In anlmal models of botullsm.

DOSAGE AND ADMINISTRATION ==rewwsunwnavemse
For Intravenous use only.

————

Administer BAT by slow Intravenous infuslon after dilution 1:10 in
normal saling at the dose recommended In the following table.

Patient Dose Starting Incremental | Maximum
Group Infusion Infuslon Rate | Infusion
Rate '| if Tolerated Rate
{first 30 (avery 30
minutes) minutes)
Adults Onevial  |0.5mi/min | Double the 2 mUniln
(! 17 . rate
years) :
Pediatric | 20-100% | 0.01 0.01 0.03
of adulbdose | mULkg/min | mUkg/min ml/kg/min
(1yearto - Do not Do not
<17 years) axceed the exceed the
adult rate adult rate
Infants . | 10%of 0.01 0.01 0.03
adultdoss | miZkg/min | mUkg/min mL/kg/min
| (<1 yeat regardlass of
body welght

FULL PRESCRIBING INFORMATION: CONTENTS*

1 lNIJ{cATlONs AND-USAGE
2 'DOSAGE AND ADMINISTRATION
‘21 Dosage and Administration
.22 Preparation
3 DOSAGE FORMS AND STRENGTHS
4 CONTRAINDICATIONS
§ WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity Reactions
- 8.2 Delayed Allergic Reactlons (Serum Sickness)
5.3 Infuslon Reactions
54 Interference with Blood Glucose Testing
- 5.5 Transmissible Infectious Agents
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experlence
6.3 Immunogenicity
7 DRUG INTERACTIONS

& USE IN SPECIFIC POPULATIONS

wwemesmeneameees JOSAGE FORMS AND STRENGTHS =-evnne- wemene
Each singla-use vial ¢contalns a minimum potency of:

+ 4,500 Units (U) for serotype A antitoxin,

3,300 U for serotype 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 Fantitoxn, and

"+ 800U for serotype G antitoxin

memmmmem e e meme e GONTRAINDICATIONS == ccsemmenmvrmseencas
None.
weemmrmnenecanwee WARNINGS AND PREGAUTIONS Semenae e

* Hypersensitivity reactions Including anaphylaxis. Prepare for
monitoring and managemant of allergic reactions (5.1).

» Delayed allergic reactions (serum sickness). Patlent monitoring Is
racommended (5.2).

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

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

* BAT is made from equine plasma and may contaln Infectious
agents e.g. viruses {5.5).

wwesmeseeenaavererevacs ADYERSE REACTIONS aevemsenvenrmnncmemmes

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

» The most commaon adverse reactions reported In =1% of patients
in a clinical study were pyrexia, rash, chills, nausea, and edema
(6.1).

* One serlous adverse reaction of hemodynamic Instablity 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/msedwatch,

~= USE IN SPECIFIC POPULATIONS -

¢ Pediatrics Limited safety data Is avallable In the padlatric
population. Dosing In pediatric patlents ks based on Salisbury
Rule (8.4).

Seo 17 for PATIENT COUNSELING INFORMATION and FDA-approved

paiient iabeling

Revised: 01/2018

8.1 Pregnancy
8.2 Lactation
84 Padlatric Use
8.5 Gert_atrlc Use
11 DESCRIPTION- )
12 CLINICAL PHARMACOLOGY
12.1 Mechanlsm of Actlon
12.2 Pharmacodynamics
12.3 Pharmacoklinetics
13 NONCLINICAL TOXICOLOGY
13.2 Anlmal Toxicology and Pharmacology ‘
14 CLINICAL STUDIES _ fj’;_r_,q
15 REFERENCES ‘b@(«\
16 HOW SUPPUED/STOHAGE AND Hl\?!fﬁ
16.1 How Supplled /
16.2 Storage and Handling c jj
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

BAT [Botulism Anttoxin Heptavalent (A, B, C, D, E, F, 6) - (Equing)) is a mixture of Immung
globalin fragments indicated for the treatment of symptomatic botulism following
documented or suspected exposure to botulinum neurotoxin serotypes 4, B, G, D, E, F,orGin
adults and pediatric patients.

The effectiveness of BAT Is based on efficacy studles conducted In animal models of botulist,
2 DOSAGE AND ADMINISTRATION
BAT s for intravenous use only.

2.1 Dosage and Administration

+ Each vial of BAT contains a minimum potency for serotypes A, B, G, D, E, F, ang G
antitoxin [see Dosage Forms and Strengths (3)) o

+ For adut, pediatric, and infant pafient groups, administer a dose of BAT according to
Table 1. For details on pediatric dosing by body welght see Table 2.

* . Administer all BAT doses affer dilution 1:10 in normal saline by slow intravenous
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 to the maximum Infusion rate, and continued for the
remalnder of the administration, Decrease infusion rate If the patlent develops
discomfort o Infusion-related adverse reactions.

Table1  BAT Dosing Gulde and Intravenous Infusion Rate

Patient Group | Dose Starting Infusion |Incremental ]Maxlmum
Rate Infusion Rate if  |Infusion Rate
(fst 30 minutes) | TOerated
(8very 30 minutes)
Adults One vial 0.5 mUmin Double the rate |2 mUmin
(2 17 years)
Pediatric 20-100% of adutt|0.01 mUkg/min  {0.01 mUkg/min  {0,03 mUkg/min
Hyearho < 17 0088 Donot exceed the 0o ot pyceed
years) adult rate. {he adult rate
Infants 10% of adutt dose 0.01 mUkg/min (001 mUkg/min (0,03 mUkg/min
regardless of body
(<t . welght

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

Bady Weight Percent of Adult Dose’
(kg) (%)
10-14 . 20”
15-19 . 30
20-24 ' 40
25-29 50
30-34 60
35-39 65
40-44 70
45-49 75
50-54 80
=55 . 100

“Dosing guide Is baszd on the Sallsbury Rule (1):

* Body weight < 30 kg: 2x waight (kg) = % adult dose to administer

_® Body weight » 30 kg: walght (kg) + 30 = % adult dose to admipisler
Do not exceed 1 vial dose regardiess of body weight.
** Minkmum pedialic dose Is 20% of adult dosa. See Table 1 for Infan dose.
22 Preparation
1. Bring vial o room temperature,

¢+ Irfrozen, 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. Da not reireaze the vial,
2. Inspect vial to ensure thera s no damage to the seal of vial. f damaged, discard the vial,
3. Do not shake the vla_l during preparation to avold foaming.
4, Dilute 1:10in 0.9% Sodium Chloride Injection, USP (saling) 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 varigs by lot number (approximately 10 to 22

6

milliliters per vial), 90 to 200 milliliters of salina 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 to ensure accurate
calculation of the dosage [Table 2].

5. Visually Inspect the product for particulaté matter and discoloration prior to

administration. Do nat use if the solution is turbid, cloudy, or contains particles other
than a few translucent-to-white proteinaceous particulates.

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

7. BAT vlals are for single use only and contain 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')z plus F(ab'):-related Immune globulin fragments

derived from equine plasma, containing antitoxin activity to botulinum neurotoxing A, B, C,
D, E, . and G.

Each single-use vial, regardless of size or fill volume, contains a minimum antitoxin potency of:
* 4,500 U serotype A antitoxin,

* 3,300 U serotype B antitoxin,

¢ 3,000 U serotype C antitoxin,

* 600 U serotype D antitoxin,

* 5,100 U serotype E antitoxin,

* 3,000 U serotype F antitoxin, and

« 600 U serotype G antitoxin.

4 CONTRAINDICATIONS
None.

5  WARNINGS AND PRECAUTIONS
5.1 Hypersensitlvity Reactlons

Severe hypersensitivity reactlons, Including anaphylactic and anaphylactald reactions may
occur following BAT adminlstration. Patlents who have had previous meraptx with an equine-
derived antivenom/antitoxin, with a history of hypersensitivity 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, medicatlon, including epinephrine, and- personngl
tralned in the management of hypersensitivity, anaphylaxis, and shack,

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 Infusion. In case of hypersensitivity
reaction, discontinue BAT administration immediately and administer appropriate emergency
care. Have iImmedlately 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
achievable (< 0.01 mU/min) and monitor,

5.2 Dolayed Allergic neactlof_ls (Serum Sicknass)

Delayed allergic reactions (serum sickness a.g. fever, urticarial or maculopapular rash,
myalgia, arthralgia, 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 allerglc reaction (serum sickness) Is suspected, administer appropriate medical
care,

53 Infusion Reactions

Chills, fever, headaches, nausea, and vomiting can be related to the rate of Infusion, Arthralgla,
myalgia and fatigue or vasovagal reacfions 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 contalned In BAT can Interfere with some types of blood glucose monitoring
systems l.e. those based on glucose dehydrogenase pyrroloquingline-qpinong (GDH-PQQ)
method. This can result In falsely slevated glucose readings and inappropriate administratio
of Insulln, resulting In ife-threatening hypoglycemla. 0dses: of drue hypogliicemia mfa
go untreated if the hypoglycemic state is masked by falsaly”elevated results [s8

Interactions (7). ol Gogsia '
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5.5 Transmissible Infectious Agents

Because BAT Is made from aquine plasma, it may carry the risk of transmitting infectious
agents e.g. viruses. The equine plasma pools are screened for the presence of certaln
Infectious agents and the manufacturing process for BAT Includes measures fo 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
BioSolutions Canada Inc. at 1-800-768-2304, Discuss the risks and benslits of this product
with the patlent or their legal guardian befare administering 1t to the patient [see Patiant
Counseling Information (17)],

6  ADVERSE REACTIONS

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

The most common adverse reactions reparted in = 1% of patients In avcllnlcal study were
pyrexia, rash, chills, nausea, and edema,

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

* Hypersensltivity reactions (see Warnings and Precautions &1

* Delayed allergic reactions/serum sickness [sge Warnings and Pracautions( 5.2)]
* Infusion reactions fsee Warnings and Precautions 5.3y

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditlons, adverse reaction rates
observed n the clinical trials of a drug cannot be directly compared to ratss in the clinical
trials of another drug and may not reflect the rates observed in practice.

In & randomized, double-blind, parallel arm trial conducted to evaluate the safety of BAT
in healthy subjects, and to establish the pharmacokinetic profile of the seven botulinum
antitoxin serotypes contained In BAT following Intravenous (IV) 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
subjects were randomized to receive either BAT In saline (n=16) or placebo (0.9% saline;
n=10).

The most common 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 sublects Included pyrexia and throat discomfart. All reported adverse reactions were
considered mild or moderate. No serious adverse reactions were reported. Two moderate
acute allerglc 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 ware 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 received one dose of BAT,
Three adult sublects were exposed to a second dose of BAT, and two pediatric subjscts
each regelved two Infant doses (10% of the adult dose). The adminlstration of a second dose
varied from seven hours to one month after the first dose.

Safety data was actively collected from treating physiclans by the CDC. However, no on-site
safety monitoring was performed, and the CDC relied on follow-up information provided
by the treating physiclans to determine the reporting frequencles for adverse reactions, Of
the 231 subjects recelving 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%j. 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, arthralgia, and dark urine twelve days after BAT
administration.

e B T S S - - -

PATIENT INFORMATION

BAT® [Botulism Antitoxin Heptavalent (A, B, G,
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 illness 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 yo"u 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 reasopably:likely
side effects of BAT? 257
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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 QVERALL 37 23 10.1
Cardiac disorders Cardiac arrast 1 1 0.4
Bradycardia 1 1 0.4
Tachycardla 1 1 - [0.4
Gastrointestinal Vomiting 1 1 0.4
disorders Nausea . 2 2 0.9
General disorders and | Pyrexia 9 9 3.9
administration site Chest discomfort 1 1 0.4
conditions Edema 2 5 oo
Chills 3 3 1.3
Fesling 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 ) i
Psychlatric disorders | Agitation 1 1 0.4
Anxisty 1 1 0.4
Renal and urinary Urinary retention 1 1 0.4
disorders
Resplratory, thoracic Bronchospasm 1 1 0.4
and mediastinal
disorders
Skin and subcutaneous | Erythema 1 1 0.4
tissue disorders Hyperhldrosis 1 1 0.4
Rash 4 4 1.8 .
Vascular disorders Hemodynamlc i 1 0.4
instability
Hypotension 1 1 0.4

All advarse reactions were classified according to MedDRA Verslon 15.0 and are ranked according to
medical significancs within a given SQC.

6.2 Postmarketing Experience

The following hypersensitivity/allergic reactions have been reported in patients
treated 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
trial experienced a moderate allerglc reaction during the adminlistration 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 Incldence 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,

comparisan 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 certaln types of blood glucose
monitoring systems [see Warnings and Precautions (5.4)]. Only test 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 toinappropriate Insulin administration, resulting in life-threatening hypoglycemia.
The product information of the blood glucose testing sys: myinclading-that of the
test strips, should be carefully reviewed to daterming-iftlie systemds.appropriate
for use with maltose-containing parenteral syst
contact the manufacturer of the testing syste
appropriate for use with maftose-containing

8  USE IN SPEGIFIC POPULATIONS
81 Pregnancy
Risk Summary

associated risk,



8.2 Lactation

Risk Summary

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

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

8.4 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 recelved 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 to
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 two 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-associated viruses,
and equine parvovirus.

Table4  Viral Clearance Capacity of the BAT Process

Enveloped. Non-enveloped
Genome RNA | RNA | RNA | DNA RNA DNA DNA RNA
Virus XmulV WAV |BVDV| PRV | PI3 | Ad2:| Porcine | EMC

Parvovirus

Family Retro | Flavi | Flavi | Herpes | Paramyxo | Adeno | Parvo | Picorna
Size (nm) 80-110 | 40-70 | 50-70 | 150-200 | 100-200 | 70-90 18-24 25-30
Nanofiftration | 22.7 |22.1|=4.5] nt nt | =247 45 245
(log,y
5/ (log,) 243 (251 nt | 251 | 255 | nt nt nt
Total Reduction | 27.0 |27.2=4.5( 251 | 255 | =47 45 =45
(log,)

XMuLV: Xsnotropic Murine Leukemia Virus; specific model for equine infectious anemia, and a model for
lipid-enveloped RNA viruses of similar size, such as vaslcular stomatitis virus (Rhabdo family).

WNV: West Nile Virus; relevant virus, and specific model for lipid-enveloped RNA viruses, including the
arbovlruses, which contalng both Flavividae and Togaviridae and Includes equine encephalitis viruses
(Toga family) and equine viral arteritis (Artert family, formerly a Toga virus). } L
BVDV: Bovine Viral Diarrhea Virus; relevant virus, and specific model for lipid-enveloped RNA viruses,
Including the arboviruses, which contains both Flavividae and Togaviridae and includes equine
encephalitls Viruses (Toga family) and equine viral arterltis (Arterf tamily, formerly a Toga virus).

PRV: Pseudorabies Virus; specific model for equing herpes viruses and non-specific model for lipid-
envalopad viruses.

Pi3: Paralnfiuenza Il Virus; modal for lipld enveloped RNA viruses, and viruses of the similar tamily,
orthomyxo, which Includes equine influanza virus.

Ad2: Adenovirus; specific model for equine adsnovirus,

EMC: Encephalomyocarditis Virus; specific model for equine parvovirus and adeno-associated virus, non-
specific model for small lipid and non-lipld enveloped viruses.

n.t — nat tested
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BAT is formulated with 10% maltose and 0.03% polysorbate 80, The formulated
bulk material contains approximately 3-7 g% (30-70 milligrams/milllliter) protein.

The product potency is 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 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of actlon of BAT Is through passive immunization with equine
polyclonal entibody 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 BoNT from Interacting
with ganglioside anchorage sites and protein receptors on the cholinergic nerve
endings. In tun 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
loss 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 serotyps 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 vials. 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

either One or Two Vials of BAT
Antitoxin | Treatment | AUCsco Cous ta Cl A
Serotype | Group | Whe/ml) | @/ml) [ () | mUhn) | (ml)
A Vsl | 2600 | 269 | 864 | 203 | 3637
2Vials | 5608 | 623 | 1020 | 285 | 2993
B 1Vial 2030 | 180 | 3420 | 196 | 8607
2Vials | 6255 | 428 | 5710 | 181 | 14885
C 1 Vial 37.34 2.26 29.60 144 6066
2Vials | 8625 | 489 | 4560 | 127 | 8486
D 1 Vial 762 | 081 | 751 137 | 1465
2Vials | 1483 | 160 | 777 | 151 | 1653
E 1 Vial 746 | 0904 | 775 | 1250 | 14172
2Vials | 1566 | 175 | 7.32 | 1110 | 1159
F 1 Vial 31.40 2.37 14.10 169 3413
' 2Vils | 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, = Ma ,ﬂ m‘ﬁﬁmjconﬁenugnon /

= Botulism Antitoxin Heptavalent (A, B, C, D, E, F, G) ~ (Equina)y W 6 to' Ma

13 NONCLINICAL TOXICOLOGY /&
13.2 Animal Toxicology and Pharmacolog{
Toxlcological studies were not conducted for BAL
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Guinea Fig )

In a controlled therapeutic efficacy study, guinea pigs were intoxicated with various
BoNT serotypes (A, B, C, D, E, For G) ata dose of 1.5x guinea plg 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,
salivatlon, lacrimation, weak Jimbs 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 8].

Table® Summary of Guinea Pig Survival Data from BAT Therapeutlc

-,

/

Table 8  Summary of Duration of Hospitalization, ICU Stay and Mechanical
Ventilation for CDC Patients Treated with BAT

S0

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)
Ventlation ™5 pays 4 234 21.11)

15  REFERENCES

Efficacy Study
Neurotoxin |~ Treatment Survival Two-slded Fisher's
Serotype Group Rate (%) Exact Test (p-value)
A “1X BAT 34/34 (100%) p<0.0001
Placebo Control 0/34 (0%)
B 1x BAT 34/34 (100%) p<0.0001
Placebo Controf 1/34 (3%)
c 1x BAT 33/34 (97%) p<0.0001
Placebo Control 4/34 (12%)
D 1X BAT 33/34 (97%) p<0.0001
T Placebo Control - 5/34 (15%)
E 1x 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 = B Antitoxin Hept (A, B, G, D, E, F, G) - (Equine).
Nonhuman Primate

In a controlled therapeutic efficacy study, rhesus macaques 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 weight, 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 botullsm (ptosis, muscular weakness, or respiratory
distress). Treatment with BAT resulted In a statistically significant improvement In
the survival rate [Table 7).

Table 7. Summary of Rhesus macague Survival Data from BAT Therapsutic

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) ~ (Equine).

14 CLINICAL STUDIES

The effectiveness of BAT I8 based on efficacy studies demonstrating a survival
benefit In animal models of botulism [see 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 subjects.

In a randomized, single-center, double-blind trial the pharmacokinetics and safety
of BAT was evaluated In 40 healthy subjects 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) [see Clinical Pharmacology (12.3)].

In & 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 paralysls
of the EDB foot muscle following administration of botulinum neurotoxin serotype
Aor B was determined [see Clinical Pharmacology (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 onset of botullsm symptoms
to treatment with BAT was 3.6 days (range: 0.25 — 38 days). Early treatment
(= 2 days after onset of symptoms) with BAT was assoclated with a shorter length
of hospitalization, duration In Intenslve care unit (ICU) and duration of mechanical
ventilation compared to later treatment [Table 8] and is consistent with the
mechanism of action fsee Clinical Pharmacology (12.1)].

1. Lack JA, Stuart-Taylor ME. Calculation of drug dosage and body surface area
of children. Br J Anaesth, 1997; 78:601-605,

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 antitaxin, > 3,300 U serotype

B antitoxin, > 3000 U serotype C antitoxin, > 600 U serotype D antitoxin, > 5,100

u zero}ype E antitoxin, > 3,000 U serotype F antitoxin, and > 600 U serotype G
antitoxin,

BAT is not made with natural rubber latex.

NDC Number Product Description
80492-0075-2 A 50 milliliter single dose vial,
80492-0075-3 A 20 milliliter single dose vial.

16.2 Starage 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 prepara the infusion bag and
administer as soon as possible.

¢ BAT vials are for single use only and contain no preservative. Discard any
unused portion.

17  PATIENT COUNSELING INFORMATION
See FDA-approved patient labeling (Patient Informatlon),
* 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 patients that persons who have received previous therapy with an
equine-derived antivenom/antitoxin, have known allergies 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 potential 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 receiving 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 BioSolutions Inc. or its
subsidiaries in the United States or other countries. All righ -~
Manufactured By:
Emergent BioSolutions Canada Inc.
Winnipeg, Manitaba

Canada, R3T 5Y3

U.S. License No. 2084




