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Indopmaniiinnii NACTOK 118 HANi€eHTIB Ta 0Ci0, AKi 3iHCHIOKTH JOTIA] 32 HEMHA
Jo3sin na excrpene 3actocysanns (EUA) npenapary JIATEBPIO (moanymnipasip),
KaNcy/d, A8 JikyBanas KopoHasipycuoi xsopo6u 2019 (COVID-19)

Sky maiiBaxanBimy indopmanii 1 nopunen 3gatu npo JA'EBPIO?
JIATEBPIO mo:xe cupryBEHETH cepiiozni nodiuni peaknii, BKIouaan:

e JIATEBPIO moxke 3aBaTH IIKoJM Bamiid memapojxeniii nurani. Hesizomo, un
mo:xke JIATEBPIO 3apaaTa mkoan Bamiii 1aTuni, axumo su npaiimacte JJAIEBPIO
nijg 9ac BariTHoOCTI.

o JIATEBPIO He peKOMEHIyEThCA 3aCTOCOBYBATH I1i/I 4aC BariTHOCTI.

o 3acrocysanns JIATEBPIO ning uac BaritHocTi He pochiipkysanocs. JIATEBPIO
JOCIIIKYBAITM TiJIbKK HA BariTHUX TBapuHax. [Ipu 3actocypanni JIAIEBPIO pna
parithux TtBapuH, JIAEBPIO 3apnaBap mkoau IXHBOMY HEHApOIKEHOMY
MIOTOMCTBY.

o Bu Ta Bam MeOUYHHI NpaliBHHK MOXKETe BHUPILIMTH, UM BaM CIIiJ IpHiiMaTH
JIATEBPIO mix uac BariTHOCTI, SIKIIO HEAOCTYIHI iHINi BapiaHTH JIiKyBaHHS
COVID-19, cxsaneni a6o 103B0NeHI YIIPaBTiHHAM 110 KOHTPOJIIO AKOCTi Xap4OBHX
npoaykTiB Ta nikapcekux 3acob6is CIIIA (FDA), a6o BOHM KIiHIYHO HEJOULIBHI
JUIA Bac.

o JSkmo BM Ta Ball MeJUYHHH MpAliBHUK BHPIIMIM, LIO BaM CJil NpuAMaTH
JIATEBPIO nijx yac BariTHOCTI, BM Ta Ball MEIMYHHUM TNPALiBHUK TOBHHHI
00roBOPHTH BiZIOMY Ta MOTEHLiHHY KOPHCTh Ta MOTEHLIHHI PH3HUKHM HpHiiomy
JIAT'EBPIO min yac BariTHOCTI.

Jsa ocid, ki MOXKYTH 3aBariTHITH:

e Bu TMOBHHHI BHMKOPHCTOBYBATH HaAiiHMII MeToj KOHTPONIO HapOJKYBaHOCTI
(KOHTpaLEemiii) HaJeKHUM YHHOM Ta MOCTIHHO miJg Yac JiKyBaHHA IIpErapaToM
JIATEBPIO Ta npoTarom 4 auis miciis npuitomy ocranusoi fo3u JIATEBPIO. O6rosopits
3 BalllAM JTiKapeM HaiiHi METO/IM KOHTPOJIIO HAPOKYBaHOCTI.

e Ilepen mouarkoM JiikyBaHHs nperaparom JIATEBPIO Bam MeaudHMid MparliBHHK MOKe
3pOOMTH TECT Ha BariTHICTh, MO0 [ePEeBIPUTH, 4X B BATITHI Mepe/ OYaTKOM JTiKyBaHHs
nperiapatoM JIATEBPIO.

e HeraiiHo moBiloMTe MEIUYHOMY IPAliBHHKY, SKIIO BH 3aBaritHUM abo mymaere, 1o
Mo>KkeTe OyTH BariTHI i 9ac nikyBanus npenaparoM JIATEBPIO.

Peectp BarirHocTi: |
e IcHye peectp BariTHOCTI s ocib, ki npuitmMatots JIATEBPIO mnij yac BaritHocT |




e SIkmio Bu BariTHi a60 3aBariTHLIM ix yac nikyeanus npernaparom JIATEBPIO, saMm panare
nosioMuTH mpo 3acrocyeanHs npenapary JIATEBPIO mia wac BariTHOCTI IO LbOro
peecTpy BaritHocTi 3a agpecoto https://covid-pr.pregistry.com a6o 1-800-616-3791.

s oci, AKi BeIyTh AKTHBHE CTATEBe JKATTH 3 NAPTHEPAMH, SKi MOXKYTh 3aBariTHiTH:

e Hesigomo, yu moxe JIAIEBPIO BrivBaTy Ha ciepMy, ajle pU3HK BBAXKAETECA HM3bKHM,
Ha OCHOBI JIOCTIiDKeHb Ha TBapHHAX.

e Bam ciil HaJeXHHM HMHOM Ta MOCTiHHO BUKOPHUCTOBYBATH HalifHHMA MeTOJ KOHTPO/IO
HAPO/UKYBAaHOCTI (KOHTpaueniis) mig uac JjikysaHHda npenapatom JIATEBPIO i
npuHaiMHI npoTaroM 3 MicsAUiB micas npuiioMy ocTaHHBOI f03u. OGroBopiTh 3i CBOIM
MeIMYHMM MPaliBHUKOM HAZIMHI METOJM KOHTPOIIIO HAPOLKYBAHOCTI.

e Bruus Ha cnepMy micis 3 micaAiB HeBimoMumil. SIKmo y Bac BHHHKIM 3amUTaHHA ado
3aHenokoeHHs moao toro, sk JIATEBPIO Moske BIIMBATH Ha CriepMy, 3BEpPHIThCA 0
CBOr0 MEJIWYHOTO MPALliBHUKA.

Bam Hagaetses ueit [HhopMaliifHmii TMCTOK, TOMY INO Ball MEJHYHHH NpalliBHUK BBAXKAE, 1O
Bam HeobOxinno npusHauutd JIATEBPIO a1 nikyBaHHS JOPOCTHX 3 KOPOHABIPYCHOK XBOpo6oI0
2019 (COVID-19) nerkoro Ta CepeaHBOr0 CTYINEHS THAKKOCTI, SKIi MarOTh BHCOKHI pPH3HK
nporpecyBaHHa a0 Taxkoi dgopmu COVID-19, Brmowaroud rocuitanizauiio abo neTansHHI
HACHiJOK, i JUIt AKMX iHmi BapianTu mikyBanus COVID-19, cxsaneni aGo nossoneni FDA,
HeAOCTYIHI a00 KIIIHIYHO HEeIOLNBHI.

VhpasniHHA 110 KOHTPOIIO SKOCTI Xap4OBHX MPOAYKTiB Ta jikapcekux 3acobis CIIIA (FDA)
suaio Jlo3sin Ha ekctpene 3actocyBauus (EUA), mo6 3poburn JIATEBPIO noctymHuM min 9ac
nanzemii COVID-19 (moxnagnime npo EUA moxHa nisHatucs 3 po3ainy «lllo Take [{o3sin na
eKCcTpeHe 3acTocyBaHHA?» B KiHWI Hporo fokyMmeHTa). IATEBPIO He € npenapatoM, cXBaJleHUM
FDA y Coomyuennx Ilrarax. Ipouuraiire neit IndopmauiiiHuii JMcTOK I OTPUMaHHA
indopmauii npo JIATEBPIO. O6rosopits 3i cBOIM MeANYHUM Ipal[iBHUKOM MOXIIHBI BapiaHTH,
AKIIO ¥ BaC € MUTaHHA. BH MaeTe npuiinaTy BiacHe pimenus yu npuiimaru JIAI'EBPIO.

o Take COVID-19?

COVID-19 BUKIMKAETHCS BipycoM, SKHH HAa3MBAE€ThCA KOpoHaBipyc. Bu moxkere iHdikyBaTHCcs
COVID-19 gyepe3 Gnu2pKHit KOHTAKT 3 iHIIOIO JIOJHHOIO, B OpraHi3Mi sikoi Bike € ueit Bipyc.
INepeGir 3axBopioBanna Ha COVID-19 papiroeThes Bi Jy:e JErkoro Jo THAXKKOTO CTYIEHIB,
BIKJIIOYAKOYM BHOAAKH 3 JIETAIbHUM HachinkoMm. HaseHa iHdopManis cBiT4uTH Npo Te, IO
OinemicTe BUNaakie 3axpoproBaHHA Ha COVID-19 maroTh nerkuii nepedir, nMpoTe MOMIHMBHIH
TAXKKHMIA nepebir 3aXBOPIOBaHHA, 10 MOYXKE CTATH MPUYHHOMO NOTipLIeHHA nepediry Jeskux iHmmMx
BAIIMX 3axXBOpIOBaHb. JIIOAM CTApUIOro BiKY i JIOJM Pi3HOTO BiKy 3 THMKKHMH, TPHUBAIHMH
(XpOHIYHHMMH) 3aXBOPIOBAHHSAMH, TAKMMH K HAIIPHUKIA 3aXBOPIOBAHHS CepLd, 3aXBOPIOBAHHS
JIETeHb i LyKpoBHii qiabeT, MiAIAIOTECA MiABHIIEHOMY PH3HKY rocmitaiisauii yepes COVID-19.

Illo Take JIAEBPIO?
JIATEBPIO — ne mocnimpkyBaHWid JTiKapchKuii 3acid, KM BHKOPUCTOBYETHCS I JIIKYBaHHA
nopocsiux 3 COVID-19 nerkoro Ta cepeJHBOTO CTYIIEHIB TAXKKOCTI:
® sKi MalOTh BUCOKHH pH3UK mporpecyBaHHs 1o Tskkoi gopmu COVID-19, B@ﬁ%@f .
rocritanizaniro abo eTalbHUM HACTINOK, 1 [UTd
e gxux iHmi BapiantaH nikyBanHs COVID-19, cxsaneni abo ﬂoano
HEJOCTYITHHUMHM a00 KJIIHIYHO HEeIOLITEHUMH. '




FDA cxBamuno exctpene 3actocyBaHHs JIATEBPIO ans nmikyeanna COVID-19 nerkoro Tta
Cepe/IHbOro CTYNEHIB THKKOCTI Y Jopocnux 3rigHo 3 EUA. Jlogatkoy indopmauirno npo EUA
MoxHa 3HaiTH y po3auti «ll[o Take [Jo3Bin ma exkcTpeHe 3acTocyBamEs?» B KiHII LLOTO
Indopmariiiinoro nucTKa.
JIATEBPIO ne cxBaneno:

e s 3acTocyBaHHA y 0cib BikoM g0 18 pokis.

e s npodinakruku COVID-19.

e s ocib, fki moTpebyroTe rocmitanizauii yepes COVID-19.

e JUId 3aCTOCYBAHHA JIOBIIE 5 AHIB MOCIIib.

Illo s noBAHER PpO3MOBICTH CBOEMY MeJIHYHOMY HNpPANiBHHKY, Hepml HiXK DpHAMATH
JIATEBPIO?
IToBigoMTe CBOEMY MEAHYHOMY NPANIBHAKY, SKIIO BH:

e Mmaete Oyab-AKy ajneprio

e BH roayere abo IUIaHy€Te rOAyBATH IPYALMH

e MaeTe cepio3Hi 3aXBOPIOBAHHSA

e npuiiMacte Oyapb-fAKi JliKapchki 3aco0HM BKIIOYAIOYM 3a pELENTOM, Oe3pelenTypHi

niKapchKi 3aco0M, BITAMIHH Ta POC/IMHHI ITpenapaTH.

Ax npniimaTa JIATEBPIO?

e [Ipuiimaiite JIAI'EBPIO Tinbku Tak, ik peKOMeHIy€ Ball MEAMYHHI MIPALIiBHHK.

o [Ipuiimaiite 4 xancynu JIATEBPIO kosxni 12 rogus (Hanpukiaa, o 8 roguHi paHky Ta o
20 ropuHi Begopa)

e IIpmiimaiite IAT EBPIO nporarom 5 anis. Baxuinso, mo6 BU 3aBepIIHIM HOBHI 5 1HIB
nikysanHs npenapatoM JIATEBPIO. He npunuusiite npuiiom JIAIEBPIO g0 Toro, sk By
3aKiHYMTE [TOBHI 5 JHIB JKyBaHHS, HABITh AKIIO BH [IOYYBAETECH KpAILE.

e Ilpuiimaiite JIATEBPIO 3 ixero abo 6e3 ixi.

e By N0BMHHI 3a/MIIATHCA B [30MALIT CTITBKH, CKUTBKH CKaXKe Balll MeJMYHUINA [IPALliBHUK.
[TorosopiTe 3 BalUMM MeIWYHHM MPALIIBHUKOM, SKIIO BH HE BIIEBHEHI, K MPABHIBHO
AOTpuUMyBaTucs 3ol mij wac COVID-19.

e Kancymu JIATEBPIO cnin xoBratu uinmmu. He BigkpuBaiite, He namaiite Ta He
no/piOHIOHTe Kancyiu. Ko BH He MOJKETe KOBTATH KAICyJIH LITMMHM, TIOBiIOMTe Ipo Le
CBOEMY MEIMYHOMY IPaLliBHUKY.

e Skmo Bam menuunmid npauiBuuk npusHaune JIATEBPIO i ckasae BaM npuiimati aGo
BBOJWTH 103y 4epe3 Haszoractpansuuii (HI'), oporactpansnuii (OI'), racrpocromivnuii (I)
abo ractpoetoHocToMiudmil (I'€) 30HA 14 royBaHHA, IOTPUMYITECh HABEJEHHX HHKYE
iHCcTpyKUil: «Sx npuiimate aGo BeoauTH a03y mnpemapatry JIAEBPIO wepes
nazoracrpaasnmii  (HI'), oporacrpaanmmii (OI'), racrpocromiummii (I') aGo
racrpocionoctomiunnii (I'€) 3081 Aas rogyBanns». Bu nosunni matu HI, OI" abo I’
30H A rogyBaHHd posmipy 12 F abo 6utbie, abo I'€ 3011 uis rogysasss posmipy 14
F abo Ginpure.

e Slxmo Bu nponyctaan no3y JIATEBPIO:

o Hxmo nmicas nponyueHoi 1031 MuHy10 menme 10 roqmn, npuiiMiTe ii Bigpasy,
KOJIH BY 3rajiajii

o Slkmo micns mnpomymeHoi J03M MUHYJI0 Oinbme 10 rogmm, He
MPOIyIIeHy A03Y i MPHAMITE 103y B HACTYITHHH 3arUIaHOBAaHMIA 4ac.

He nopagoroitre no3y JIAI'EBPIO, mo6 koMneHcyBaTH NpomylleHy 103y. /




Sx npaiiMmata abo BBoAATH 03y npenapaty JIATEBPIO gepes nazoracrpansauii (HI),
oporacrpanennii (OI'), racrpoctomiunmii (I') abo racrpoeionocromiunuii (I'€) 3081 gan
TO/yBAHHA:

®

JoOpe BuMMiiTe pyKH 2 MHIIOM Ta BOJOI.
30epiTe Marepianm, fAKki BaM 2HJOONATBCH AN NpUiioMy abo BBeJeHHS
npu3HadeHoi 1o3u npenapatry JIAI'EBPIO.
o 4 xancynu JIATEBPIO
o 1 MipHMI cTakaH4YMK 118 PiIMHM 3 rpagyIOBaHHAM B MimimiTpax s
BHUMiproBanHa 40 MJI BoaM KiMHATHOT TeMIlepaTypH
o 1 yrcTuit KOHTEHHep 3 KPUIIKOK
o | mmpun. Bam Meq4YHMIT IpalliBHUK [IOBUHEH IMOBIOMHTH, IKOTO PO3Mipy
IIINPHUIl BaM 3HAJ00UThCA U1a mpuiioMy abo BBEIEHHA [03H Mpenapaty
JIATEBPIO.
INoxnanite HeoOXiaHI MaTepiany Ha YHCTY PoGOYY MOBEPXHIO.
JloTpuMy#HTech iHCTPYKUiH MEIHYHOTO NMPALliBHHAKA LI010 IIPOMHBAHHS 30HIY 111
rogysanus. [IpoMuiite 30HA UM TOMYBaHHA S MJI BOJM MEPe THM, K NpUiiMaTH
abo BBouTH 103y npemnapary JIATEBPIO.
Obepesxno Binkpuiite 4 kancyyu JIATEBPIO no oxuiif i Bucurrre ixwiii BmicT y
4HCTHH KOHTeHHep. BukHHbTe (YTHI3y#iTe) 000I0HKH Karcyn y moSyToBe CMITTSL.
3a [JOMOMOrol MIpPHOrO cTakaH4uka BigMipsaiite 40 MaI BoaM KiMHaTHOT
TeMIIEpaTypH i JofaiiTe B KOHTeHHep 3 BMICTOM Karcyll.
3akpuiiTe KoHTeiHep KpumKkoio. CTpyciTh, mob AoOpe nepeMiluaTi BMICT Karcy
Ta BOAY, NPOTAroM 3 XxBujinH. BMicT Kanmcyn Moke He PO3YHHHTHCH NOBHICTIO
3HiMITB KpUIIKY 3 KOHTeHHepa i Habepits Beto cymim JIATEBPIO i Boau B wnpwi,
Onpasy BBeqIiTh yCIO CyMilll uepes 30H/| U1 rogyBaHHA. SIKINO BHKOPUCTOBYETLCS
I'€-3017, BBEAITE cyMiln 4epe3 HUTyHKOBHH nopt. He 3Gepiraiite cymim s
NOJAIBIIOr0 BHKOPACTAHHSA,
Axmo y koHTeiiHepi 3aNMHMABCA BMiCT Kamcyn:
o [omaiite 10 mn Boau y KOHTelMHep i mepemimaiite, mo6 po34HHHTH BMICT
KarIicy, 10 3aTHIIHBCH Y KOHTeHHEpi.
o 3a AONOMOro WNpHLA HabepiTh BCIO CyMIill Y KOHTEeHHEpI.
o BBeniTh cymim depes 30H JUIA FOAYBaHHIL.
© Y pasi HeoOXITHOCTI MOBTOPIOITE Ll MPOLEC AOTH, IOKH B KOHTEHepi
abo mnpuui 6inbIne He 3aTMIIKTECA BMICTY KarCyl
3a I0IIOMOroI0 TOro XK LUNPHIA 2 pasH POMUITE 30H/I /IS FOJYBAHHS 5 MJI BOIH
(zaranom 10 mi).
IMicna BuxopucTaHHA noGpe MpoMuMiiTe KOHTelHep, KPUIIKY Ta INIPHUIl YHCTOIO
Boj1010. [ToknaniTe Ha YUCTHI MaNepOBHIi PYLIHUK 10 HACTYITHOTO BAKOPHCTAHHS.

Axi paxansi MmoxaaBi nobiumi peaknii mpn 3acrocysanni JIA'EBPIO?
e Jlusiteca pospin «SIky madBaxamBimy ingopmanilo s OoBHHEH 3HATA npo
JIAT'EBPIO?»
e Aunepriumi peaknii. ¥ oci6, sxi npuiimaiots JIATEBPIO, MOKYTh BUHMKATY ajlepriuni

peaKu,u HAaBiTh micas npuiomy 1 nosu. Hpumiﬂm. npuiimatu JIAI'EBPIO .. HE

| HUKYE3a3HAYEeHI CHMITTOMH anepn'-mm peakuu.

‘ o]

KPOIMB’ IHKA




NPHCKOpPeHe cepueduTTs

TPYAHOIII ITiJ 9ac KOBTAaHHSA ab0 JUXaHHS
HabpAK pota, ryd abo obnmuds

BiUyTTs CTHCKaHHSA y ropmi

OXPHILTICTB

BHCHII Ha IIKipi

O 0 0 0 0 0O

Haiinommpenimi nodivni peaknii npn 3acrocysanni JIAI'EBPIO:

e miapes

® Hy#OTa

®  3aIIAMOPOYEHHS
Ile He BCi MoxuTMBI TOGiwHI peakiii nmpu 3actocysanHi JIATEBPIO. He Tak 6arato mopei
npuitmanu JIAI'EBPIO. MoxyTe BUHHKHYTH cepiio3Hi Ta Henependadeni nobiuni peaxuii. Llei
npenapar Hapa3si JOCTiKYETBCS, TOMY, MOXJIHBO, HE BCI PU3HKH BioMi.

Ski me icEYIOTH BapianTH jJikyBanH#a?
Bexnypi (pemuecuBip) — mnpemapar, cxBameHuii FDA, sKkuii 3acTOCOBYIOTH IIIAXOM

BHYTpimiHbOBeHHOI (B/B) iHQYy3ii mna nikysanas COVID-19 nerkoro Ta cepeQHBOro CTYIICHIB
TAKKOCTI Yy JeAkux Jopocnux i pgiteil. Ilaxcrnoein (mipmarpeneip/puronapip), Ttabierku,
cxpaniennit FDA mna nikysanus COVID-19 nerkoro Ta cepeqHbOro CTYMEHS TSHKKOCTI ¥ TIEBHIX
nopociux. [ToroBopits 3 Bammm Jrikapem, mo0 Ai3HAaTHCS, 9H MAXOINTE mpenapat Bekmypi abo
IMTakcnoBin ans BAmoro JikyBaHHS.

IToni6no JIAI'EBPIO, FDA Mo:ke Takox JO3BOJIMTH €KCTPEHE 3aCTOCYBAHHS IHIIMX JiKAPCEKIX
3acob6iB  gma  mikyBamwa  oci6 3 COVID-19.  TIlepeifnite Ha  cTOpiHKY
https://www.fda.gov/emergency-preparedness-and-response/mem-legalregulatory-and-policy-
framework/emergency-use-authorization 111 oTpuManHs 104aTKOBOT iHhOpMaii.

JlixyBatucek npenaparom JIAIEBPIO 4u Hi — te Bam eubip. KMo B BHPIIIHTE LOIO HE POGHTH,
1ie He 3MiHMTH BalIOro CTAHJAPTHOTO JIIKyBaHHIL.

IIlo poOHTH, AKIIO § rOAYI0 rPYALMHE?

ITin wac nikyeanHa npenapatoMm JIATEBPIO i nporsrom 4 gHiB miciis npuitoMy 0CTaHHEOT JI031
JIAT'EBPIO rogysanHs rpyIbMH He peKOMEHAYEThes. SKIo BU roAyeTe rpyapMu abo IulaHyeTe
rolyBaTH IpyabMH, 0OTOBOPITH 3 BALIMM MEAMYHHM IMPAL{iBHHKOM Balli BAPiaHTH Ta KOHKPETHY
CHTYyallito, epm Hixx npuiiMatu JIAIEBPIO,

Sk nosinomuTH npo moGiuni peaknii aa IAEBPIO?

3BepHITECA 0 CBOrO MEIHYHOrO MpalliBHUKA, AKIIO Y Bac 3 ABHIIHCA AKIiCh MOGIYHI peakuii, ski
Bac TypOyroTs a00 He 3HHKAIOTh.

[TosimomMTe mpo mnobGiuni peakuii FDA MedWatch uepes www.fda.gov/medwatch abo
3arenedoHyiite 3a Homepom 1-800-FDA-1088 (1-800-332-1088).

Hx 36epirata JAT'EBPIO?
e 3Gepiraiire kancysm JIATEBPIO npu kimuatHiit Temneparypi six 68°F mo 77°F (Bin 20°C
1o 25°C).

e 30epiraiite IAI'EBPIO Ta Bci JikapchbKi 3aco0H B HEJOCTYIIHOMY /15

Ax 7 Moky AizaaTacs 6inbme npo COVID-19?
e 3anuraiiTe cCBOro MeIMYHOTO MpalliBHHUKA.




e Bizginaiire caiit www.cdc.gov/COVID19

e 3BepHiThCA 10 MicleBoro abo ep:KaBHOTO BiALTy OXOPOHM 3/10POB .

e 3areneponyiite g0 kommanii Mepk Illapn i Jloym 3a nHomepom 1-800-672-6372
(6eakowrToBHO y CILIA).

e Bixgsinaiire caiit www.molnupiravir.com

o Taxe [Jo3Bia na ekcrpene 3acrocysanns (EUA)?

FDA CIIIA Bumano go3sin Ha 3actocyBanns JIAIEBPIO uepes MexaHi3M eKCTPeHOTO JOCTYIY,
Akuii HasuBaeThes J{o3Bin Ha ekcrpere 3actocyBanus (EUA). EUA nigrpuMyeThes JeKiapaiiero
MinicTpa oxopoHu 300poB’s Ta couiaisHux cinyx0 (HHS) npo te, mo icHytoTh 06cTaBHHY, IO
OGIPYHTOBYIOTH HAIAHHSA JO3BOJTY Ha EKCTPEHE 3aCTOCY BAaHHS JIIKapchbKHUX 3aco0iB Ta OiomoriyHux
npenaparis niz yac nangemii COVID-19.

JIATEBPIO no3eosienmii 118 eKCTPEHOI0 3aCTOCYBAHHsA 18 JiKyBaHHA gopocaux 3 COVID-19
NIETKOro Ta CepeJHBOr0 CTYIEHIB TAKKOCTI, IKI MAIOTh BHCOKHIT PU3HK ITPOrpecy BAHHA 0 THKKOT
dopmu COVID-19, Brmodawuu rocmitanizauio abo neTanpHUH HACHTOK, i UIA AKMX iHIII
BapianTtu JikyBanus COVID-19, cxsareni aGo nossoseni FDA, nemoctynHi abo KiiHigHO
HEJIOLITIBHI.

JIATEBPIO sk 3aci6 ms nikysanus COVID-19 He mpoMIIoB Takoro » THITYy NepeBipKH, SK
npoaykT, cxsatennii FDA. FDA moxe Bugath EUA npu JoTpUMaHHI NEBHHX KpPHTepiiB, AKi
BKJIIOYAKOTH BIZICYTHICTH 371€KBaTHHUX, CXBAJIEHHUX | JOCTYNHUX anbrepHaTuB. Kpim Toro, pimeHHs
FDA rpyHTY€TBCS Ha CYKYITHOCT] HAABHHX HAyKOBUX JIOKA31B, SKi CBIUATE IIPO T€, LIO € MiICTABH
BBAJKATH, L0 [IPEIapar BiiNOBiac NeBHUM KpUTepiaM Oe3reKy, NpoAyKTHBHOCTI Ta MapKyBaHHS
Ta Moxe OyTH edeKTHBHMM Y JTiKyBaHHi nauieHTis mia 4ac nagaemii COVID-19.

[MpenapaT Mae BiAMOBiZaTH yciM LM KpuTepisM, o6 Horo mMoxHa Oyno 3acTOCOByBaTH A
nikyBaHHs nagieHTiB mig yac nanaemii COVID-19. EUA s JIAI'EBPIO gnie npotsrom ycsoro
nepiogy mil mexmapanii moao maxaemii COVID-19, mo oOrpyHTOBY€E €KCTpEHE 3acTOCYBAHHIA
JIATEBPIO, sixuo ii airo He 6yae npunuHeHo abo ckacosaHo (micns oro JIAI'EBPIO 6Ginbue He
MOXKHA 3acTOCOBYBATH BianoriaHo no EUA).

Burorosneno ansa: Mepk Illapn i Joywm JIJIC
Paxgeii, Heto-Ixepcei 07065, CILIA

Jlns oTpuMaHHA naTeHTHOT iHGopMmanii: www.msd.com/research/patent
AgTtopchki npaea © 2021-2024 Mepk i Ko., Iuk., Paxseit, Hero-/Ixepei, CILIA Ta dinii.
Bcei npasa 3axuiieHi.
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Fact Sheet for Patients and Caregivers
Emergency Use Authorization (EUA) Of LAGEVRIO™ (molnupiravir) capsules For
Coronavirus Disease 2019 (COVID-19)

What is the most important information | should know about LAGEVRIO?
LAGEVRIO may cause serious side effects, including:

LAGEVRIO may cause harm to your unborn baby. It is not known if LAGEVRIO will
harm your baby if you take LAGEVRIO during pregnancy.

o LAGEVRIO is not recommended for use in pregnancy.
o LAGEVRIO has not been studied in pregnancy. LAGEVRIO was studied in pregnant

animals only. When LAGEVRIO was given to pregnant animals, LAGEVRIO caused
harm to their unborn babies.

o You and your healthcare provider may decide that you should take LAGEVRIO during
pregnancy if there are no other COVID-19 treatment options approved or authorized by
the FDA that are accessible or clinically appropriate for you.

o If you and your healthcare provider decide that you should take LAGEVRIO during

pregnancy, you and your healthcare provider should discuss the known and potential
benefits and the potential risks of taking LAGEVRIO during pregnancy.

For individuals who are able to become pregnant:

You should use a reliable method of birth control (contraception) correctly and consistently
during treatment with LAGEVRIO and for 4 days after the last dose of LAGEVRIO. Talk to
your healthcare provider about reliable birth control methods.

Before starting treatment with LAGEVRIO your healthcare provider may do a pregnancy test
to see if you are pregnant before starting treatment with LAGEVRIO.

Tell your healthcare provider right away if you become pregnant or think you may be
pregnant during treatment with LAGEVRIO.

Pregnancy Registry:

There is a pregnancy registry for individuals who take LAGEVRIO during pregnancy. The
purpose of this program is to collect information about the health of you and your baby.

If you are pregnant or become pregnant during treatment with LAGEVRIO, you are
encouraged to report your use of LAGEVRIO during pregnancy to this pregnancy registry at

https://covid-pr.pregistry.com or 1-800-616-3791.

For individuals who are sexually active with partners who are able to become pregnant:

It is not known if LAGEVRIO can affect sperm, but the risk is regarded as low based on
animal studies.

You should use a reliable method of birth control (contraception) correctly and consistently
during treatment with LAGEVRIO and for at least 3 months after the last dose. Talk to your
healthcare provider about reliable birth control methods.

The risk to sperm beyond 3 months is not known. Talk to your healthcare provider if you
have questions or concerns about how LAGEVRIO may affect sperm.
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You are being given this fact sheet because your healthcare provider believes it is necessary to
provide you with LAGEVRIO for the treatment of adults with mild-to-moderate coronavirus
disease 2019 (COVID-19) who are at high risk for progression to severe COVID-19, including
hospitalization or death, and for whom other COVID-19 treatment options approved or
authorized by the FDA are not accessible or clinically appropriate.

The U.S. Food and Drug Administration (FDA) has issued an Emergency Use Authorization
(EUA) to make LAGEVRIO available during the COVID-19 pandemic (for more details about an
EUA please see “What is an Emergency Use Authorization?” at the end of this document).
LAGEVRIO is not an FDA-approved medicine in the United States. Read this Fact Sheet for
information about LAGEVRIO. Talk to your healthcare provider about your options if you have
any questions. It is your choice to take LAGEVRIO.

What is COVID-197
COVID-19 is caused by a virus called a coronavirus. You can get COVID-19 through close
contact with another person who has the virus.

COVID-19 ilinesses have ranged from very mild-to-severe, including iliness resulting in death.
While information so far suggests that most COVID-19 iliness is mild, serious illness can
happen and may cause some of your other medical conditions to become worse. Older people
and people of all ages with severe, long lasting (chronic) medical conditions like heart disease,
lung disease and diabetes, for example seem to be at higher risk of being hospitalized for
COoVvID-19.

What is LAGEVRIO?
LAGEVRIO is an investigational medicine used to treat adults with mild to moderate COVID-19:
* who are at high risk for progression to severe COVID-19 including hospitalization or death,
and for
o whom other COVID-19 treatment options approved or authorized by the FDA are not
accessible or clinically appropriate.

The FDA has authorized the emergency use of LAGEVRIO for the treatment of mild-to-
moderate COVID-19 in adults under an EUA. For more information on EUA, see the “What is
an Emergency Use Authorization (EUA)?” section at the end of this Fact Sheet.

LAGEVRIO is not authorized:
« for use in people less than 18 years of age.
« for prevention of COVID-19.
« for people needing hospitalization for COVID-19.
« for use for longer than 5 consecutive days.

What should | tell my healthcare provider before | take LAGEVRIO?
Tell your healthcare provider if you:

e have any allergies

» are breastfeeding or plan to breastfeed P Al e,

+ have any serious illnesses 37 2
.,'-:"' ¥y
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take any medicines including prescription, over-the-counter medicines, vitamins, and
herbal products.

How do | take LAGEVRIO?

Take LAGEVRIO exactly as your healthcare provider tells you to take it.

Take 4 capsules of LAGEVRIO every 12 hours (for example, at 8 am and at 8 pm)

Take LAGEVRIO for 5 days. It is important that you complete the full 5 days of
treatment with LAGEVRIO. Do not stop taking LAGEVRIO before you complete the full 5
days of treatment, even if you feel better.

Take LAGEVRIO with or without food.

You should stay in isolation for as long as your healthcare provider tells you to. Talk to
your healthcare provider if you are not sure about how to properly isolate while you have
COVID-19.

Swallow LAGEVRIO capsules whole. Do not open, break, or crush the capsules. If you
cannot swallow capsules whole, tell your healthcare provider.
If your healthcare provider prescribes LAGEVRIO and tells you to take or give a dose
through a nasogastric (NG), orogastric (OG), gastrostomy (G) or gastrojejunostomy (GJ)
feeding tube, follow the instructions below: “How to take or give a dose of LAGEVRIO
through a nasogastric (NG), orogastric (OG), gastrostomy (G) or
gastrojejunostomy (GJ) feeding tube.” You must have an NG, OG, or G feeding tube
that is size 12 French or larger, or a GJ feeding tube that is 14 French or larger.
If you miss a dose of LAGEVRIO:
o Ifit has been less than 10 hours since the missed dose, take it as soon as you
remember.
o Ifit has been more than 10 hours since the missed dose, skip the missed dose
and take your dose at the next scheduled time.
Do not double the dose of LAGEVRIO to make up for a missed dose.

How to take or give a dose of LAGEVRIO through a nasogastric (NG), orogastric (0G),
gastrostomy (G) or gastrojejunostomy (GJ) feeding tube:

Wash your hands well with soap and water.
Gather the supplies you will need to take or give the prescribed dose of LAGEVRIO.
o 4 LAGEVRIO capsules
o 1 liquid measuring cup with mL markings to measure 40 mL of room temperature
water
o 1 clean container with a lid
o 1 syringe. Your healthcare provider should tell you what size syringe you will
need to take or give a dose of LAGEVRIO.
Place the needed supplies on a clean work surface.
Follow your healthcare provider's instructions on how to flush the feeding tube. Flush the
feeding tube with 5 mL of water before taking or giving a dose of LAGEVRIO.
Carefully open 4 LAGEVRIO capsules, one at a time, and empty the contents into a
clean container. Discard (throw away) the capsules shells in the household trash.
Use the liquid measuring cup to measure 40 mL of room temperature water and add to_.....
the container containing the capsule contents. ;




e Place the lid on the container. Shake to mix the capsule contents and water well for 3
minutes. The capsule contents may not dissolve completely.
o Remove the lid from the container and draw up all the LAGEVRIO and water mixture into
a syringe.
» Give all of the mixture right away through the feeding tube. If using a GJ tube, give the
mixture through the gastric port. Do not keep the mixture for future use.
¢ If any capsule contents are left in the container:
o Add 10 mL of water to the container and mix to loosen any capsule contents that
are left in the container.
o Use the syringe to draw up all of the mixture in the container.
o Give the mixture through the feeding tube.
o Repeat this process as needed until you no longer see any capsule contents left
in the container or syringe.
e Use the same syringe to flush the feeding tube 2 times with 5 mL of water (10 mL total).
» Rinse the container, lid and syringe well with clean water after use. Place on a clean
paper towel until next use.

What are the important possible side effects of LAGEVRIO?
o See, “What is the most important information | should know about LAGEVRIO?”

* Allergic Reactions. Allergic reactions can happen in people taking LAGEVRIO, even
after only 1 dose. Stop taking LAGEVRIO and call your healthcare provider right away if
you get any of the following symptoms of an allergic reaction:

o hives

rapid heartbeat

trouble swallowing or breathing

swelling of the mouth, lips, or face

throat tightness

hoarseness

skin rash

0 0O 0O0O0O0

The most common side effects of LAGEVRIO are:
e diarrhea
e nausea
e dizziness

These are not all the possible side effects of LAGEVRIO. Not many people have taken
LAGEVRIO. Serious and unexpected side effects may happen. This medicine is still being
studied, so it is possible that all of the risks are not known at this time.

What other treatment choices are there?

Veklury (remdesivir) is FDA-approved as an intravenous (V) infusion for the treatment of mild-
to-moderate COVID-19 in certain adults and children. Paxlovid (nirmatrelvir/ritonavir) is FDA-
approved as tablets for the treatment of mild-to-moderate COVID-19 in certain adults. Talk with
your doctor to see if Veklury or Paxlovid are appropriate for you.

Like LAGEVRIO, FDA may also allow for the emergency use of other medicines to treat peo
with COVID-19. Go to https://www.fda.gov/emergency-preparedness-and-response/mcng
regulatory-and-policy-framework/emergency-use-authorization for more information.




It is your choice to be treated or not to be treated with LAGEVRIO. Should you decide not to
take it, it will not change your standard medical care.

What if | am breastfeeding?

Breastfeeding is not recommended during treatment with LAGEVRIO and for 4 days after the
last dose of LAGEVRIO. If you are breastfeeding or plan to breastfeed, talk to your healthcare
provider about your options and specific situation before taking LAGEVRIO.

How do | report side effects with LAGEVRIO?
Contact your healthcare provider if you have any side effects that bother you or do not go away.

Report side effects to FDA MedWatch at www.fda.gov/medwatch or call 1-800-FDA-1088 (1-
800-332-1088).

How should | store LAGEVRIO?
e Store LAGEVRIO capsules at room temperature between 68°F to 77°F (20°C to 25°C).
e Keep LAGEVRIO and all medicines out of the reach of children.

How can | learn more about COVID-197?
* Ask your healthcare provider.
Visit www.cdc.gov/COVID19.
Contact your local or state public health department.
Call Merck Sharp & Dohme at 1-800-672-6372 (toll free in the U.S.)

Visit www.molnupiravir.com.

What Is an Emergency Use Authorization (EUA)?

The United States FDA has made LAGEVRIO available under an emergency access
mechanism called an Emergency Use Authorization (EUA) The EUA is supported by a
Secretary of Health and Human Service (HHS) declaration that circumstances exist to justify
emergency use of drugs and biological products during the COVID-19 pandemic.

LAGEVRIO is authorized for emergency use for the treatment of adults with mild-to-moderate
COVID-19 who are at high risk for progression to severe COVID-19, including hospitalization or
death, and for whom alternative COVID-19 treatment options approved or authorized by FDA
are not accessible or clinically appropriate.

LAGEVRIO as a treatment for COVID-19, has not undergone the same type of review as an
FDA-approved product. The FDA may issue an EUA when certain criteria are met, which includes that
there are no adequate, approved, and available alternatives. In addition, the FDA decision is based on the
totality of scientific evidence available showing that it is reasonable to believe that the product meets certain
criteria for safety, performance, and labeling and may be effective in treatment of patients during the
COVID-19 pandemic.

All of these criteria must be met to allow for the product to be used in the treatment of patients
during the COVID-19 pandemic. The EUA for LAGEVRIO is in effect for the duration of the
COVID-19 declaration justifying emergency use of LAGEVRIO, unless terminated or revoked
(after which LAGEVRIO may no longer be used under the EUA).

Manuf. for: Merck Sharp & Dohme LLC
Rahway, NJ 07065, USA

For patent information: www.msd.com/research/patent
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Ilepexnax Texkcery Indopmaniiinoro nmcTka o Peecrpaniiinoro noceiguenns
AAf MeJHYHHX NpANiBHHKIB YKpaiHCBKOIO Ne UA/19184/01/01 Bix 26.01.2022
MOBOIO, 3aCBiI9eHEH NiIACOM YIHOBHOBAKEHOI

ocobu (I'purop’esa ML.A.), mo BHcTYnae BiJ 3MIHH BHECEHO

iMeni 3aaBHHEKA Haxka3s Mini(:'repc'rna OXOpPOHH

310pOB’H Yl;panm

3009 09 € ™

IHOOPMAILIHHUN JUCTOK IS MEJWYHHUX ITPALIIBHUKIB:
JIO3BLJI HA EKCTPEHE 3ACTOCYBAHHS IIPEMNAPATY
JIATEBPIO (monmymipagip), KATICYJIU

OCHOBHI IIOJIOXKEHHA MO3BOJIY HA EKCTPEHE 3ACTOCYBAHHSA (EUA)

IIi oceorni nonoxeans EUA me mictare yciel indopmanii, neobxignoi ai1s 3acrocyBanas
JIATEBPIO s3riamo 3 EUA. Jusitecs IOBHUN THOOPMALIMHUN JUCTOK IS
MEJUYHHX ITPAIIIBHUKIB pas JIATEBPIO.

JIATEBPIO (Mmonmynipagip), Kancy/d A8 0epopaibHOro 3acTOCYBAHHS.
Jdara 3arBepmxennna EUA: 23.12.2021
Jara zaTsepaxenns onosiaenoro EUA: 06.2024

OBOB’SI3KOBI BHMOI'M [0 3ACTOCYBAHHS JIATEBPIO 3I'ITJHO 3
J0O3BOJIOM HA EKCTPEHE 3ACTOCYBAHHS

Jlna otpuMaHHs AetanbHimoil indopmanii 3Beprithes 10 [TOBHOI'O IHOOPMAILIIMHOIO

JINCTKA.

--------------------- OCTAHHI 3HAYHI 3MIHH------------=--eeueu
3actocyBaHHd y crieurdivnmx rpynax HaceneHss (Posxin 8.3), Hexriniuna 06.2024
TokcukoJioria (Po3ain 13.1): Onosnenmit
Crnocib 3actocyBanns Ta go3u (Po3ain 2.3): JloaaeanHs crioco0y BBeIeHHSA 06.2024
4epe3 raCTPOCTOMIYHHIA Ta racTPOEIOHOCTOMIYHHIA 30H/I /IS TOyBaHHS
O060B’A3K0Bi BUMOTH, NoJIaHi B pamili, J[03Bij HA eKCTpeHe 3acTOCYBaHHA 10.2023
(Poszpin 1): OHoBNEHMI
ObmexeHHs cxBaieHoro 3actocyBants (Poszain 1): Onosnenuii 10.2023
ITo6Giuni peakuii: Bunanenns Pozainy 6.5 10.2023
ITo6iuni peakuii (Po3ain 6.2): OHOBJIEHHS A0 PO3ALTY JOCBiIY 07.2023

nicispeecTpaLiiiHoro 3acTocy BaHHs

EUA U151 JIATEBPIO
VrpaBiaiHHA MO KOHTPOJIIO SIKOCTI Xap4OBHX MpPOAYKTiB Ta mikapcekux 3acobis CIIIA (FDA)
Bupgano EUA jna excTpeHoro 3actocyBaHHs HesapeecTpoBaHoro mpemnapary JIATEBPIO,
aHa/OTy HYKJIEO3WAy, #AKHi npurHidye perikagi'o SARS-CoV-2 wmuisxom mpycnoro
MyTareHesy, /s JIIKyBaHHS J0POCIIMX 3 KOPOHABiIpYCHOK XBopoboro 2019 (COVID- 19 ) FEEROL
Ta CepeaHbOro CTYNEHIB TAXKKOCTI:

® SKi MalOTh BHCOKMIi PH3HMK MPOrpeCyBaHHA [0 THKKOI GopMH COVID—l %
rocritanizaiiro abo JeTalbHHI HACTIIOK, 2 TAKOK

iL = s ikaulAHIA
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e Ul AKMX albTepHATHBHI BapianTu jikyBanHs COVID-19, cxpaneni abo no3soneHi FDA,
HeJ0CTYIHI ab0 KIiHIYHO HEAOULUIBHI.

JIATEBPIO ne cxBaneno FDA mis 6yab-AKOro 3acTOCYBaHHsS, B TOMY YMCHi JUISA JIiKYBaHHA

COVID-19. Ilepea nouarkoM nikyBauus npenaparoM JIATEBPIO, ciia yBaXHO pO3IIIsHYTH
BiloMi Ta NMOTEHILIHHI PH3UKK Ta KOpUCTE. (1)

OBMEXEHHSA CXBAJIEHOT'O 3ACTOCYBAHHA (1)
e JIATEBPIO ne 3aTBep/KEHO:

—  JUIA 3aCTOCYBaHHA y NalieHTiB Bikom 1o 18 pokis (5.3)

— U4 MOYaTKy JIIKYBAaHHA MauieHTiB, ski moTpebyroTh rocmitamizauii yepes COVID-19.
Kopucts Bij jikysanus npenapatom JIATEBPIO He crioctepiranacs y cy0’ekTiB, KOJIH
nikyBanHs Oyno posrouaro micas rocmitanizauii wepes COVID-19. (2.1)

— 1A 3aCTOCYBaHH# JOBIIE 5 JHIB MOCIII/IE.

— B AKocTi npodinakTUKK 10 abo Mic/as KOHTAKTY 3 XBOpUMH Ui nonepemkenns COVID-
19.

JIATEBPIO Moxe Npu3HAYaTHCA OKPEMOMY NAlUieHTy JMuie JikapaMH, KsaliikoBaHHMH
MeJMYHMMH CecTpamMd Ta MOMIYHMKAMH Jikaps, fKi MaioTh JiueH3iio ado N03Bin 3rigHo i3
3aKOHO/IABCTBOM IITAaTy [PU3HAYATH IIperapaTd TepPaneBTHYHOIO KIacy, A0 AKON0 HAJIEKHTh
JIATEBPIO (tobTo nporuindekiiiini 3acobmu).

JIATEBPIO cxpasiennii nuie Ha mnepioa Aii Aexiapauii mpo Te, WO iCHY10Th 00CTaBHHM, SKi
OBGrpyHTOBYIOTh HaJaHHA [03BOJY Ha ekcTpeHe 3actocyeaHHs JIATEBPIO sianosiano o
Pozniny 564(b)(1) 3akony, 21 U.S.C. § 360bbb-3(b)(1), sxi1o 03B HA EKCTPEHE 3aCTOCY BAHHS
He Oyme BinxmukaHo abo ckacoBaHO paHile.

Jlonatkosa inpopmaiis npo oGos’s3koBi BuMoru mogo 3actocysanus JIAIEBPIO srigno 3
J03BOJIOM Ha eKCTpeHe 3acTOCYBaHHA TIpe/cTaBleHa B paMli Ha II0YaTKy [10OBHOTO
[HdopmauiiiHOTO THCTKA.

OO6rpyHTYBaHHA €KCTPEHOI'0 3acTOCYBaHHA JiKapchKHX 3acobiB mia vac manzemii COVID-19,
inbpopMauilo Npo MOCTYNHI albTepHATHBH Ta JAoAaTkoBy iHdopmauito npo COVID-19
MpecTaBIeHo Y noBHOMY [HdopMaifiHOMY JIMCTKY JUIS MEMYHHX ITPALliBHHKIB.

CITOCIE 3ACTOCYBAHHSI TA TO3H

* 800 Mr (doTHpH Kancyau o 200 Mr) npuiiMaTi nepopaitbHO KoXkHi 12 roJuH npoTarom 5 IHiB,
3 xero abo Ges Dxi. (2.1, 2.3)

» Tlpuitmite JIATEBPIO skomora wmBuame nicis BcraHoBneHHA aiarnosy COVID-19 Ta
NPOTATOM 5 JIHIB MIC/sA MOABH cuMIToMiB. (2.1)

* 3aBepiieHHs MOBHOrO 5-A€HHOrO Kypcy JiKyBaHHSA Ta NPOOBKEHHA i30/4Uii BiANOBiAHO /10
peKOMEeHIAIif OpraHiB OXOPOHH 3[0POB’S MArOTh BAXUIMBE 3HAYCHHA [UIA MaKCHMMAIbHOIO
KiIipeHcy Bipycy Ta MiHiMizauii Tpascmicii SARS-CoV-2. (2.1)

» JIATEBPIO He cxBajeHO IS 3aCTOCYBAaHHsA JOBIIE 5 JHIB MOCHiIb, OCKUIBKH Oe3lieka Ta
e(eKTHBHICTH He BcTaHOBJIEHI. (2.1)

JIKAPCBKA ®OPMA TA TO3YBAHHA
Karncynu o 200 mr (3)
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MPOTHIIOKA3AHHS
Ha ocHOBI 06MeXeHHX HASBHUX JIaHUX 11010 EKCTpeHoro 3actocyBanus npenaparty JIATEBPIO,
cxBasieHoro 3rigHo 3 uum EUA, npoTunokasanb He BUABIEHO. (4)

OCOBJHBOCTI 3ACTOCYBAHHHA

+ Em6pioperansia TokcuynicTs: JIATEBPIO He pekoMeHIyeThCs 3aCTOCOBYBATH MiJl Hac
paritHocTi. (5.1, 8.1, 8.3)

« TloBimomnsanocs Mpo peakuii rimepyyTIMBOCTI, y TOoMy 4HMcai aHadinakciio, mia d9ac
sactocyBanns JIATEBPIO. V pa3i BUHHKHEHHS O3HAK Ta CHMITTOMIB KJIIHIYHO 3HAYymIOi peakuii
rinepuyTiMBocTi abo anadinakcii ciix Heraino npunuuaTH npuidom JIAIEBPIO (5.2)

» TokcHuHicTB 114 KicTok Ta xpamis: JIATEBPIO He cxBasneHuii U4 3aCTOCYBaHHA Y MallicHTIB
BikOM 710 18 poKiB, OCKiIbKHM L1e MOKe BIUTHHYTH Ha picT KicToK Ta Xpamis. (5.3, 8.4, 13.2)

IMOBIYHI PEAKIIII
Haiibinpm nommpeHuMH noGiuHuMM  peakuiamu  (wactota> 1%) € jiapes, Hyzgora i
3anamopoueHHs. (6.1)

Bu a00 Bama ynoBHOBakena oco6a nosuEni mosizomasTa npo sci CEPHO3HI ITOBIYHI
PEAKILII ado JIKAPCBKI INOMHWJIKH, noremmilimo mos’s3ami i3 3acTocyBamHsM
JIATEBPIO (1), nagiciasmu @opmy 3500 FDA onaaiin, (2) 3apanTaxknsma uw gpopmy, a
potiM Hagiciasmu\ nomToiw a6o dakcom, abo (3) 38’s3asmuck 3 FDA 3a nomepom 1-800-
FDA-1088 nas 3anuty mici ¢popmu. IIpocumo Takoxk HaxaTH Komilo mici popmu xKomnamnii
Mepk Iapn i Joym JUIC, Paxseii, Hoto-Txepci CIIIA 3a momepom 1-800-672-6372 abo
paxcom 215-616-5677 (6.4)

B3AEMO/JISA JIKAPCBKHX 3ACOBIB
Bsaemofilo TikapchKHX 3aco0iB He BUSBICHO HAa OCHOBI OOMEXEHHX HafgBHHMX JIaHMX IIOJ0O
excrpeHoro 3actocyBanns JIAI'EBPIO, cxsanenoro srigxo 3 mum EUA. (7)

3ACTOCYBAHHS ¥ OCOBJIMBUX I'PYII ITAIIIEHTIB

* Barituicts: 3actocyBanns JIATEBPIO ne pekoMenyeTses izl yac paritHocti. Cnijg mopagury
ocobaM pernpoAyKTHBHOTO BiKY HAJeKHHM YHHOM i TOCTIHHO BMKOPHCTOBYBAaTH e(peKTHBHi
METOOM KOHTpALEmil, AKIO e HeoOXifHO, MiA Yac JiKyBaHHA Ta NpOTAroM 4 JHIB micas
npuitomy octannboi n1o3u JIATEBPIO. (8.1, 8.3)

o Jlakrauia: ITix yac nikyBaHHs Ta npoTaroM 4 aHiB nicis npuiiomy octanHeoi no3u JIATEBPIO
He pEeKOMEHAYeThCH TpyaHe BurogoByBaHHA. Ocoba, mo roaye rpyabMH, MOMKE PO3IJIAHYTH
MHUTAHHA [P0 NPUIHMHEHHS PYIHOIO BHI'OJOBYBAHHS, a TAKOXK MOMJIMBICTE 3IDKYBaHHA Ta
YTHII3aLil rpyAHOIO MOJIOKA ITijl Yac JiKyBaHHA Ta MPOTATOM 4 [HIB Mic/is NMpUHOMY OCTAHHBOT
no3u JIAI'EBPIO. (8.2)

Jusitees THO®OPMALIIMHUMA JIMCTOK IS IIALIIEHTIB TA OCIB, L0
3JIIMCHIOIOTH JOIJISA/ 3A HUMHA




3MICT*
OBOB’SI3KOBI BUMOI'M 10 3ACTOCYBAHHS INPEMTAPATY JIAIEBPIO 3I'L/THO 3
J103BOJIOM HA EKCTPEHE 3ACTOCYBAHHS

1 JO3BLJI HA EKCTPEHE 3ACTOCYBAHHSA
2 CIIOCIB 3ACTOCYBAHHS TA 103U
2.1 Jlo3yBamus /s ekcTpeHoro 3actocysanHs JIATEBPIO y nopociux nauieHTis
2.2 KopuryBaHHs 1031 Y OKPEMHX [Pyl NALEHTIB
2.3 BeenenHs 4epes Hazoractpaibhuii (HI), oporactpanshuii (OI') Ta ractpocToMivnmii
(I') 3011 posmipom 12F abo Ginsure, abo 4epes ractpoeroHocToMiunuii (I'C) 30ua posmipom 14F
abo OGinpme
3 JIKAPCBKA ®OPMA TA JJO3YBAHHA
4 TIPOTHUIIOKA3AHHA
5 OCOBJIMBOCTI 3ACTOCYBAHHSA
5.1 EmGpioderanbHa TOKCHYHICT
5.2 T'inep4yTIMBICTB, Y TOMY YHCIi aHadiIaKcis
5.3 ToKCHYHICTB /IS KiCTOK i XpAIIliB
6 MOBIYHI PEAKIII
6.1 Io6Giuni peakiii, BUAB/ICHI ¥ KITIHIYHHX J0CTiUKEHHAX
6.2 Jlocsin micnspeecTpallifHOro 3aCTOCY BAHHA
6.4 O6oB’A3K0BE 3BITYBaHHSA PO CepPii03Hi MOGiuHi ABMINA Ta JIIKAPCHKI MOMHIIKH
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NOBHUI IHOOPMALIMHUMN JIMCTOK JIJIA MEAUYHUX ITPAIIIBHUKIB

OBOB’SI3KOBI BUMOI'M 10 3ACTOCYBAHHS IIPEIIAPATY JIATEBPIO
3r'[JTHO 3 103BOJIOM HA EKCTPEHE 3ACTOCYBAHHA

JUnist 3MeHIIeHHA PU3MKIB IIPM 3aCTOCY BaHHI LbOT0 HeCXBaJieHoTo npenapary 3riauo 3 EUA
ta omruMmizauii moteHuidHoi kopucti JIAIEBPIO, Heo6XimHi HAacTyNHi KpOKH.
3actocysauns JIATEBPIO srimno 3 uum EUA oGMexyeThes HAaCTyITHUMU BUMOramu (yci
BHUMOIM MaIOTE GyTH BHKOHaHI):
1. JlixyBanna mopociux 3 COVID-19 jierkoro Ta cepeHbOr0 CTYMEHIB TAKKOCTI, sKi
MalOTh BHCOKMil pH3MK mporpecyBanHs 0 Tsxkkoi ¢opmu COVID-19, exmouarodn
rocriTatizanio abo NeTanbHHI HACTIIOK, i IA SKMX anbTePHATHBHI BapiaHTH JTiKyBaHHA
COVID-19, cxsaneni abo nossoneni FDA, HepoctynHi abo KiIiHIYHO HeJOUUTBHI [dus.
Obmedcenns cxsanenozo 3acmocysanhs (1)].
2. Sk MeIMYHMIA NPALiBHUK, IO [PU3HAYAE JIIKapchKi 3aco0n, meperaHbTe indopMmaio,
0 MicTHTBCA B o3t «[HopMauiliHuiil IMCTOK A1 NAIlieHTiB i 0cib, AKi 3IACHIOIOTE
TOTJIAA 33 HUMM», 3 BalMM naiieaToMm abo 0cobo1o, ska 3IiHCHIOE JOIUIA 3a HHM, NIepe]
npuiiomom JIATEBPIO  mamieHTOM. Meguysi  MpaliBHUKA —TOBMHHI  HajaTH
naiienTy/ocobi, Aka 3AiliCHIOE MOMVISA 32 HUM, €IEKTPOHHY abo JpPYKOBaHY KOIMIIO
«IadopManifiHOro JIMCTKA A8 NALIEHTIB Ta 0¢i0, AKi 3AIMCHIOITE JOTIIA/ 32 HUMID) IIepe]]
npuitomom JIATEBPIO nauieHToM i NOBMHHI 33/I0KyMEHTYBaTH, O NalieHTy/0co01, Aka
3AIACHIOE JODVIAA 33 HHMM, OyJl0 HaJaHO eJeKTpOHHy abo [pyKoBaHy KOIIiKO
«IndopmaniiiHoro MMCTKa JUIs MALiEHTIB Ta 0ci6, AKi 3MIHCHIOOTH JAOTIIA 32 HUMI.
3. Meauuni npauniBHUKH, SIKi NPH3HAYAIOTH JIKAPChKi 3aco0M, MOBHHHI MOBIIOMHTH
nanieHTy/oco0i, sKa 3ailicHIoE QO 33 HUM, I0:
I. JIATEBPIO € He3apeeCTpOBaHHM JKapchbKHUM 3aco00M, sKWH CXBaleHMH it
3aCTOCYBAHHS BiAMOBIAHO 10 1boro J[03BOMY Ha eKCTPEHE 3aCTOCY BAaHHA.
I1. Inmi TepaneBTUYHI 3aco0M Hapasi cXBasleHi /1A TAKOro Camoro 3acTOCyBaHHs, 1O H
JIATEBPIO [aue. Hossin na excmpene 3acmocygéanna (1) — Ingpopmayis npo docmynui
anbmepramuau 01 3acmocysanns, cxaaneni EUA].
III. Icuywors kopucts Ta pusukd npuiomy JIAEBPIO, sk 3a3HadeHo B
«IndopMaLiiHOMY JTHCTKY UIA MAIi€HTIB Ta ocif, AKi 3AiHCHIOIOTE OTIIA] 32 HUMMY.
IV. IcHye peecTp BariTHOCTI.
V. JKiHKM pemnpoayKTHBHOrO BiKy IOBHHHIi BHKODHCTOBYBAaTH HajilHWH MeTOx
KOHTpALENUii HAJICXKHAM YHHOM Ta NOCTiHHO, AKIO 1e HEOOXiJHO, MPOTATOM yCHOTO
nepio/ty JliKyBaHHs Ta IPOTAroM 4 JHiB mic/s npuitomy ocranHsoi nosu JIATEBPIO.
VI. YonoBikaM penpoyKTHBHOTO BiKYy, fKi BeTyTh aKTUBHE CTAaTEBE JKHUTTA 3 JKIHKaMH
PENpOJIYKTHBHOTO BiKY, C/Ii/i HATIEXXHHM YHHOM i NOCTIHHO BUKOPMCTOBYBATH HALiAHNH
MeTO0Ji KOHTpALeNIii Mia Yac JIKyBaHHA Ta [POTATOM IIOHAMMeHIIe 3 MicALiB micis
NpHifOMy OCTAHHBOI J103H.
4. MeyaHuil MpaliBHUK, IO TIPU3HAYAE JTIKApChKi 3ac00H, OBUHEH OLIIHUTH, 4H KiHK2
peNpoayKTHBHOIO BiKy BariTHa YM Hi, AKIIO He KIiHiYHO nokaszaHo (dus. Ocobnusocmi
sacmocysanna (5.1) ma 3acmocyeanns y ocobnusux zpyn nayicnmis (8.3)].
5. Ha niacTaBi pe3ynsTaTis A0CHipKeHb penpoaAyKTuBHOT yHkuii y TBapun, JIATEBPIO
MO€ 3aB/IaTH IMKOAM IUIOAY INpH Npu3Ha4YeHHi BariTHuM ocobam. Sxmio JIATEBPIO
BUKOPHMCTOBYETBCSA Mi/ 4ac BAriTHOCTI, MeIWYHI MPAIiBHUKH, AKi IPH3HAYAIOTH JIIKAPChKI
3aco0M, MOBHHHI NpoindopMyBaTH NalieHTa MpO BiIOMY Ta MOTEHLIAHY KOPHCTH Ta
noTeHuiiini pusuku 3acrocysands JIATEBPIO ming 4ac BariTHOCTI, K 3a3HaYeHO B
«[Hd)opmamm{omy JIMCTKY 1A [ALieHTIB Ta 0¢i0, AKi 3A1HCHIOIOTE JOMNIA 38 HUMH» [()ue

8.3) ma [Joxkniniuna moxcuxkonozis (1 3. 1 )].




6. Sxmo npuiiaaTo pimenHs mpo 3actocyBaHHs JIATEBPIO mix wac BaritHOCTI, nikap
MIOBHMHEH 33/I0KYMEHTYBAaTH, 110 BiZIoMa Ta MOTEHII#HA KOPUCTh TA MOTCHUIAHI pU3HKK
3actocyBanns JIATEBPIO min gac BariTHOCTI, 5K 3a3Ha4eH0 B «IH{opMamiiHOMy THCTKY
N5 MaLieHTiB Ta ocib, AKi 3AifCHIOITE AOIIIA 38 HAMIY, 00rOBOPIOBATKCS 3 MAI[IEHTOM.
7. Meanynuii npauiBHKEK, IO MPH3HAYAE JIKAPChKi 3ac00M, MOBHUHEH 3a10KYMEHTYBaTH,
mwo BaritHa Oyna mpoiHdopMOBaHA TPO peecTp BariTHOCTI Ha caifti https:/covid-
pr.pregistry.com a6o 3a Homepom 1-800-616-3791.

8. Menuunumii npaiiBHUK, IO NPU3HAYAE TiKAPCBKi 3aco6M Ta/abo yroBHOBaXkeHa ocoba
MEIMYHOTO MpalliBHAKA HECe/HECYTh BiIIOBITANBHICTE 32 060B’I3KOBE 3BiTYBaHHA MpPO
BCi JTKapChbKi MOMHIKM Ta cepio3Hi mobiudi sBMINa, ki MOTEHLIHHO MOB’S3aHi i3
3actocyBaHHAM JIATEBPIO, nporsrom 7 kaleHOapHHX HIB ICISA TOTO, AK MEAHYHUIT
npaLiBHUK Ji3HABCA PO peakuil [due. [Tobiuni peaxyii (6.4)].

st orpumanis indopmauii npo kiiniusi gocmimkerHs JIATEBPIO Ta inmmx npenaparis

s ikyBanasa COVID-19, qus. www .clinicaltrials.gov.

1 TO3BLJI HA EKCTPEHE 3ACTOCYBAHHA
YIpaB/iiHHA 10 KOHTPOJIO SKOCTi XapyoBHX IPOAYKTIB Ta jikapchkux 3acobis CIIA (FDA)
Buzano Jlo3Bin Ha ekcTpeHe 3actocyBanHs (EUA) U1t eKCTPeHOTo 3aCTOCYBAaHHA HECXBAIEHOTO
npenapary JIATEBPIO nia nikyBaHHA JOpOCIHX 3 KOpOHaBipycHOW XxBopo6owo 2019 (COVID-
19) nerkoro Ta cepeIHLOr0 CTYIEHIB TSHKKOCTI:
® sKi MAalOTh BHCOKHI PH3HK MPOrpecyBaHHsA 10 Takkoi Gpopmu COVID-19, Brnoyaroun
rocmitanizanio abo neransHui Hacmifok. JlogatkoBy iHdopmaiio MoXHa 3HalTH Ha
Beb-caiiti LleHTpy 3 KOHTpOMmO i podinakTuku 3axsoproans CIIIA (CDC)!, i
e 1 SKHMX aJbTePHATHBHI BapianTu JiikyBanHa COVID-19, cxsaneni abo nossoneni FDA,
HeJOCTYIHI ab0 KIIIHIYHO HeIONibHI.

OBMEZKEHHSI CXBAJIEHOI'O 3ACTOCYBAHHS

e JIAT'EBPIO He cxBaleHO JUli 3aCTOCYBAaHHA y MallieHTIB BikoM 1m0 18 poki [dus.
Ocobrusocmi sacmocysanns (5.3)].

e JIAI'EBPIO He cxBaeHO U IOYATKY JiKyBaHHS MALIEHTIBR, AKi MOTpeby0Th rocnitamizanii
gepe3 COVID-19% Kopuets Bin nikysanus npenaparom JIATEBPIO ne criocTepiranacs y
cy6’exriB, KoM NiKyBaHHA Oy/n0 posmodarto micis rocmitatizanii wepes COVID-19 [ous.
Cnocib 3acmocyeanns ma dosu (2.1)].

e JIAT'EBPIO He cxBaneHo A7t 3aCTOCYBAHHA JAOBIIE 5 JHIB MOCIILTE.

e JIAI'EBPIO He cxBaneHo U1sl 3aCTOCYBaHHA B AKOCT] NPOQITaKTHKHM 10 abo mic/s KOHTaKTy
3 XBopuMH 11 nonepemxenHs COVID-19.

JIATEBPIO Mose npu3HauyaTHCA OKPEMOMY MNALi€HTY JiMIle JiKapaMH, KBamidikoBaHUMH
MEIUYHHMH CECTpaMM Ta MOMIYHHMKaMHM Jlikaps, AKi MaoTh ileH3iro abo 103Bin 3rigHo i3
3aKOHOJABCTBOM INTATY MPH3HAYATH JIIKAPCHKI 3acOOH TepameBTUYHOrO Kiacy, A0 AKOro
Hanexuts JIATEBPIO (To6To mpotuindekuiiini 3aco6u).

JIATEBPIO ne cxpanenuii 1 3K0IHOT0 3aCTOCY BaHHSL, y TOMY 4MCIIi Aist JiikyBanua COVID-19.

! https://www.cdc.gov/coronavirus/2019-ncov/hep/clinical-care/underlyingconditions. html . ) ey iu
MennuHi npaiiBHUKM MAIOTh PO3ITIANATH CMiBBIIHOUIEHHS KOPHCTH/PH3HK /I KOXKHOTO OKPEMOED &
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ITepen mouarxkom mikyBaHHA mpemapatoM JIATEBPIO ciin yBaxHO poarnsHyTH BimoMi Ta
NOTeHUiMHI PH3HKH Ta KOPUCTH [ous. Ocobnusocmi sacmocysanns (5.1, 5.3), 3acmocysanuus y
ocobausux apyn nayicumis (8.1, 8.3) ma Joxniniuna moxcuxonozia (13.1)].

JIATEBPIO cxBanenmii numie Ha nepioa il Aewiapanii npo Te, MO iCHYIOTH 0OCTABHMHM, sAKi
0OrpyHTOBYIOTE peecTpalilo A1 ekcTpeHoro 3acrocyBanns JIATEBPIO signosigso mo Pospiny
564(b)(1) 3axony, 21 U.S.C. § 360bbb-3(b)(1), sxuio 103Bi1 Ha eKCTPeHE 3aCTOCYBAHHA He Oy/ie
BIIKIMKaHO a00 CKacOBAHO paHile.

OOGrpyHTYBAHHA €KCTPEHOrO 3aCTOCYBAHHS JIKAPCHKMX 3acobiB nin yac nanaemii COVID-19

3apa3 crocTepiraeTees crnanax KopoHaeipycHoi xeopoou 2019 (COVID-19), cnpuunnenoi SARS-
CoV-2, HoBHM KOpoHaBipycoM. MiHiCTp OXOpoHH 310poB’°s Ta couianbHux ciyx6 CIIA (HHS):
® BuzHauus, mio icHye Haj3BMYalkiHa cUTYyalisa y chepi OXOPOHH rPOMAJICHKOrO 3/10poB’s abo
3Ha4YHa 3arpo3a BHHMKHEHHs HaJ3BHYaWHOI cutyauii y cdepi OXOpPOHHM IpOMAajCHKOro %
3710poB’4, 1oB’a3aHoi 3 COVID-193,
e 3agBMB, IO iCHYIOTH OOCTAaBMHHM, IO OOIPYHTOBYIOTH PEECTPALlil0 [Uii EKCTPEeHOro
3aCTOCYBaHHsA JlikapchkuXx 3acobiB Ta Giomoridamx mpenapartis uia npodinaktvku abo
nikysanus COVID-19%,

EUA - ue nosein FDA Ha ekcTpeHe 3aCTOCYBaHHA He3apeecTpoBaHoro 3acoby abo
HE3apeECTPOBAHOr0 BHKOPHCTAHHA 3apeecTpoBaHOro mnpemapary (To0TO NiKapchkuX 3acobis,
Gionoriunux npenapartis abo npuctpois) y Cnonyuenux [lltatax AMepukH 3a eBHUX 00CTaBHH,
BKJIIO4a04M, cepesl inmoro, konu Minictp HHS 3asBnse npo icHyBaHHs Haa3Bu4aiHoi cuTyanii
y cdepi 0XopoHH 3/10pOB’H, AKa BIUIMBAEc Ha HALiOHAIBHY Gesneky abo 3/10poB’s Ta Gesmeky
rpoMagad Crionydenux llTatiB AMepuKkH, fKi MPOMXKHMBAIOTH 3a KOPJOHOM, i sIKa MOB’A3aHa 3
GionorivauM areHToM(amu) abo 3aXBOPIOBAaHHAM 9H CTaHOM, SKHH Mose OYTH MOB’A3aHHMM 3
TakuM areHToM(amu). Kpurepii mns Bugadi EUA BKIIHO9ArOTE:
e bionoriynuH areHT(H) MOXe CIPHYHHMTH cepiiosHe abo HebGesnmeune aId KUTTA
3aXBOPIHOBaHH: a00 cTaH;
¢ Ha niacrasi cykynHOCTi HAABHMX HAayKOBHX JaHMX (BKJTIOYAIOYM JaHi BiAMOBiAHUX i noGpe
KOHTPONBOBAHHX KITiHIYHHUX JJOCTIKEHb, AKIO TAKi €), JOMIIBHO BBAXKATH, 110
e mpenapar Moxe OyTH eQeKTHBHMM Yy [HiarHOCTMIN, JikyBaHHi abo 3anobiraHui
cepiozHoMy abo HeOe3NeYHOMY JUIsl JKUTTS 3aXBOPIOBaHHIO abo cTaHy; i

3 JuB. MiHICTEPCTBO OXOPOHM 3/10p0B’s Ta comiamsuux cayxG CIIIA, BusHaveHHs Haj3BHYAHHOrO CTaHy y Cepi 0XopoHH 370pOB’A Ta
Hexnaparis npo HasBHICTs 0GCTABMH, WO OGIPYHTOBYIOTh BHAAYY NO3BOMIIB BIANOBIAHO 210 posainy 564(b) PexepansHoro 3akomHy mpo XapyoBi
NPOAYKTH, TKAPCHKI npenaparu T2 KOCMEeTH4HL 3aco6u, 21 U.S.C. §360bbb-3. 4 NIOTOrO, 2020,
https://www.federalregister. gov/documents/2020/02/07/2020-02496/determination-of-public-health-emergency.

Hus. Takox MiHICTEpCTBO OXOPOHM 3/10poB’s Ta comiansnux ciyx6 CITTA, 3minu o Tlopsjky BU3HaueHns HajpBHuAlHOrO cTany v chepi
OXOPOHH 3710P0B’# a60 3HAYHOr0 NOTEHLIATY BUHHKHEHHSA Ha[3BHYAIHOrO CTaHy y cdepi rPOMAACLKO0 310POB’ S BIANOBIMHO /10 po3ziny 564(b)
DezepanbHOTo 32KOHY PO XapUoRi NPOAYKTH, NiKAPChKi NpenaparH Ta KocMeTHaHi 3acobu, 21 U.S.C. §360bbb-3(b). 15 6epesns, 2023 («Pimenns
3i aminamm» ); https//www federalregister. gov/documents/2023/03/20/2023-05609/covid-19-emergency-use-authorization-declaration.

- Jus. MiHicTepeTso 0X0poHH 310poB’s Ta comianbux ciyx6 CIIIA, Jlexnapaiis npo HassHicTs 06CTaBuH, M0 0GIPYHTOBY 0TS BUIAY 103BOIB
BIANOBiHO f10 po3aity 564(b) DenepanbHOro 3aKOHy PO XapHOBi IPOXYKTH, TKAPCHKI PETapaTH Ta KocMeTHuHi 3acodu, 21 U.S.C. §360bbb-3,
85 FR 18250 (1 kiThs, 2020); https//www federalregister. gov/ 0/04/01/2020-06905/em -use-authorization-decl,
Hus. Takox Pimenns 3i sminamu («/lexnapauii, Buaani BignosizHo 10 posainy 564(b)(1) ®eepamsHOro 3akoHy IO Xap4oBi MPOYKTH, TiKapcEKi
TIPEnapaTH Ta KOCMETHYHI 3acobu, mpo Te, mo icHYoTs 06cTaBHAN, AKI OBIPYHTOBYIOT, BUJAMY J03BONY HA EKCTPEHE 3aCTOCYBAl R
3aco0iB JIArHOCTHKM in Vifro, iHMBilyalbHUX 3ac00iB 3aXMCTy OPraHiB [MXaHHA, {HIIMX MEIMMHHX BHPOGIB, mikapchkux .ppEnapafik
GiooriuHyX MPOYKTIB, AK 3A3HAYEHO B LMX JEKIApaLiaX, i ski Ha mifcTasi pimenns iz 4 motoro 2020 poky 3aIMIIAIOTECA THHHIW
i WaX Jeknapauiit He OyAyTh NpUITHHEHI BIANOBIAHO 0 o3y 564 (enepanbHOrO 3aKOHY NPO XapUoBi NPOAYKTH, Tikapchi
KOCMETHHHI 3ac06H» ). N
i




e BigoMa Ta MOTEHUiliHA KOPHCTH MperapaTty — KOMH BiH BHUKODHCTOBYETHCA JUIs
AiarHoCTHKH, npodinaktuku abo nikyBaHHs Takoi xBopoOu abo craHy — NepeBHILYE
BiZloMi Ta MoTeHUidHI pU3MKHK Npernapary, Oepyqu 10 yBard 3Ha4Hy 3arposy, CTBOpPEHY
OiosoriuHMM areHToM(aMu);

e  Hemae BiAMOBIAHOT, cXBaeHOT Ta IOCTYITHOT ATbTEPHATHBH NpPENapary TS 1IarHOCTHKH,
zanobiranns abo nikyBaHHA cepio3HOro abo HeGe3nevHoro A HKUTTS 3aXBOPIOBaHHA ab0

CTaHy.
3ATBEP/DKEHI TOCTVYITHI AJIbTEPHATHBHU

Ipenapat Bekiypi (pemaecusip) cxpanennit FDA s nikysanns COVID-19 y nopocnux i giteit
(BixoM He MeHnIe 28 QHIB Ta 3 MACOIO TUIA He MeHIIe 3 Kr), ki He Oynu rocniTanizoBaHi Ta MarTh
COVID-19 nerkoro Ta cepeJHLOr0 CTYIEHIB THKKOCTI 3 BHCOKMM PHM3HKOM IIPOrPecYBaHHA J0
Tskkoi opmu COVID-19, BkmodHO 3 rocmitatizaniclo abo neransHUM HachiakoM. Bexmypi
3aCTOCOBYIOTh IIULIXOM BHYTPIIHLOBEHHOT iH(Y3il i3 3araJbHOIO TPHBATICTIO JMiKyBaHHA 3 JHI.

Xoua Bexutypi € cxpanenuMm ansrepHaTiBHUM nipeniapatoM JIAIEBPIO nna nixysanna COVID-
19 nerkoro Ta cepeaHLOrO CTYINEHIB TMKKOCTI V JIOPOCIHMX, fIKi MalOTh BHCOKHMH pH3MK
nporpecyBaHHsa a0 Tskkoi gopmu COVID-19, BrmouHo 3 rocmitamizamicro aGo JieTaJsHUM
HaciigkoMm, FDA He pBaxae Bexmypi ontumaneHowo ansrepHatHBor JIATEBPIO ans uporo
JI03BOJICHOT'0 3aCTOCYBAHHA, OCKIJIEKM HOro 3acTOCYBaHHs MOKe Oy TH HeOLITEHIUM ab0 KIIIHIYHO
HENPUIHATHUM JUIS [I€BHMX TNALIEHTIB (HANPUKIAL TOMY, L0 BHMAarae 3-JIEHHOrO
BHYTPIIIHbOBEHHOT'0 3aCTOCYBAHHA).

[Makcioeig (TabneTku HipMaTpeneipy; TabJeTKH PUTOHABIPY, AUIS [IEPOPAIBHOIO 3aCTOCYBAHHS B
oaHii ynakosui) cxsanenuit FDA mns nikysanas COVID-19 nerkoro Ta cepeIHBOro CTyIEHIB
TAHKKOCTI ¥ TOPOCITHX, SIKI MAIOTh BUCOKHI PH3HK MPOrpecyBaHHs 10 Tshkkoro nepediry COVID-
19, BrarodarouM rocmitamizaumiio abo neransHuit Hacninok. Ilakcnomin 3acTocoByeThCs
MepopagbHO MPOTATOM TMOBHOTO Kypey JiKyBaHHA TpuBaiicTio 5 auiB. Xowa [lakciorin €
3apeecTpoBanolo ameTepHaTHBo0 JIAIEBPIO nuta nikypanns COVID-19 nerkoro Ta cepeJHEOro
CTYTIEHIB TSIKKOCTI y AOPOCIHX, SKi MAIOTh BUCOKHIT PU3UK NPOrpecy BaHHs J10 TSKKOTO nepebiry
COVID-19, pxmodaroun rocmitaiizaiiio adbo netanbHuil Hachigok, FDA ne Beaxkae ITakcnorig
ajlekBaTHOIO anbTepHaTHBOO JIATEBPIO /114 1BOro 103BOJIEHOrO 3acTOCYBaHHSA, OCKUIBKH BiH
MOXKe OYTH KJIIHIYHO HENPHIHATHUM [UTA NALIEHTIB, AKi MPUAMAIOTH [IPENapaTH, Lo NepeBaXHo
metabomnizyoteca CYP3A Ta/abo € noty:xkuumu ingykropamu CYP3A.

JonatkoBy iH(opmalio npo Bci npenapat, cxBajdeHi miA JikyBaHHs abo npodinakTHku
COVID-19, moxkHa 3HaiiTi 3a nmocuiaHHaM https:// www.fda.gov/emergency-preparedness-and-
response/mem-legal-regulatory-and-policy-framework/emergency-use-authorization .

Jns orpumanns iHdopmanil npo kiinivHi gocmimkenns JIATEBPIO Ta iHmmx npenapartie ms
nikyBauua COVID-19 gue. www.clinicaltrials.gov.

2 CIIOCIB 3ACTOCYBAHHS TA 103U
2.1 Josysanns aas excrpenoro 3acrocysanas JIAEBPIO y nopocanx nanientis




Ta MPOTATOM 5 JHIB Mic/A MOABH CHMNTOMIB [dus. [Jo3zsin na excmpene 3acmocysanns (1) ma
Kniniuni oocnioxcenns (14)].

3aBepiueHHA I[IOBHOIO S5S-JIEHHOr0 Kypcy JIiKyBaHHA Ta TPOAOBKEHHA i3omamii 3rigHo 3
PEKOMEHJALIAMH OpraHiB OXOPOHH 3/10pOB’S BayJIMBI JUIi MAaKCUMAJIBLHOTO KJIipEeHCY Bipycy Ta
minimizauii Tpancmicii SARS-CoV-2 [oue. Ingpopmayis ons koncynemysanuus nayicumis (17)].

JIATEBPIO He cxBaneHuil 111 3aCTOCYBaHHs J0BLIE 5 HIB NOCILUIL Yepe3 Te, o Horo Oe3nexy
Ta €()eKTUBHICTb HE BCTAHOBJIEHO.

SAkmo nauient npomyctus mo3y JIATEBPIO mpotsrom 10 romus micis 3BHYaliHOro 4acy
[pUfOMy, MALIE€HT MMOBMHEH NPUHHATH il AKOMOra IIBH/AIIE i BiAHOBHTH 3BMYAiHMl rpadix
n03yBaHHA. SIKIIO mauieHT mpomycTHB A03y Oibin Hik Ha 10 roguH, mailieHT He NMOBHHEH
NPHIMATH MPOMYILEHY 03y i 3aMiCTh L[BOTO MA€ MPHHHATH HACTYIIHY A03Y B 3aIUIAHOBaHMH 4ac.
ITauieHT He MOBHMHEH ITOABOKOBATH JI0ZY, MO0 HAJOMYKUTH IIPOIYLIEHY J03Y.

Slximo manienty motpibHa rocmitamizaiis micns mouartky JikyBanus npernaparoM JIAEBPIO,
[ALIiEHT MOJKE 3aKiHIHUTH MOBHMH 5-IeHHHI Kypc JTiKyBaHHS Ha pO3Cy/l MEAMYHOIO IpaliBHUKA.

2.2 KoprryBaHHA [103H ¥ OKPeMHX rpyn nanicHTiB
He pekoMeHIyEThCs KOPUTYBAHHA 103 Y 3B’A3KY 3 HUPKOBOIO 200 MEeYiHKOBOIO HEIOCTATHICTIO
abo y mauieHTiB JiTHBOTO BiKY [Ous. 3acmocyeanns y ocobausux zpyn nayicnmis (8.5, 8.6, 8.7)].

2.3 BBeaenns 4epe3 mazoractpanbunii (HI'), oporacrpansumii (OI') Ta racrpocTomivnmii
(') 30m po3mipom 12F abo binbine, aGo qepe3 racrpoconoctomiunmii (I'C) 3o po3mipom
14F abo 6inbime

1. Binkpuiite qoTupH (4) Karcyny Ta BUCHITE iXHill BMICT Y YHCTHH KOHTEHHED 3 KPHILKOIO.
2. lopaiite B koHTelHep 40 M1 BOoaH.
3. 3akpuiiTe KOHTeHHEP KPHULIKOK i CTPYCIiTh, MO0 peTeNbHO NepeMilaTi BMIcT Kallcyn i Boay,
IIPOTATOM 3 XBHJIHH.

o IIPUMITKA: BMicT Karcya MOke He pO3YHHHTHCS MOBHICTIO.

o IlpuroTopaHa cyMmim MoOK€ MATH BHAMMI HEPOIUMHEH] YAaCTKHU Ta € MPHIHATHOIO [0
3aCTOCYBAaHHA.
4. Tlepes BReICHHAM ITPOMMIATE 30H]1 5 MJI BOJIH.
5. 3a 70NOMOroK BiANOBIAHOrO IINpPHIIA, HADEPITH YBECH BMICT KOHTEHHepa Ta HeraiHo BBEITH
4epe3 30HA. SIKOIO BUKOPHCTOBYEThCs ['€-30HA, BBediTh cyMill depe3 IUTyHKOBHiT moprt. He
30epiraiiTe cyMim Ui MOJAJBIION0 BUKOPUCTAHHA.
6. Slkmo yacTHHa BMIiCTy KarcyJl 3ajvInniIacs B KOHTeiiHepi, noaadTe 10 Ma Boau B KOHTeliHep,
nepemiiuaiite i 3a JOIOMOrOK TOrO caMoro wmirpyua HabepiTe BeCh BMICT KOHTEHHEpa Ta BBEITh
gyepes 30HA. Y pa3i HeoOXiJTHOCTI MOBTOPIOMTE 1ieit poliec JOTH, JOKH B KOHTelHepi ado mmpuili
OiplIe He 3ATHITUTHECA BMICTY Karcyll.
7. Biui npomuiite 3041 5 Ma BoaM (3aranom 10 M) micis BRBEAESHHS CyMiILi.

3 JIKAPCBKA ®OPMA TA JO3YBAHHS
Kancynu no 200 mr. Henmposopi kancynu po3mipy 0, moMapaH4eBoro Kolsopy (Swedlsh
Kancynu micTaTe KopHopaTHBHHIL ToroTyn Ta «82», HaHeceHi OimMMu HOPHH/IAMH.
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4 ITIPOTHITOKA3ZAHHSA
Ha ocHOBi 0OMeKeHUX HASBHUX JAHMX LI0JI0 eKCTpeHoro 3actocyBaHus npenapaty JIAI'EBPIO,
cxBaeHoro 3rigHo 3 uuM EUA, npoTHnokazaHs He BUABJICHO.

5 OCOBJIMBOCTI 3ACTOCYBAHHA
Kninigai gani mogo JIATEBPIO obMmesxeri. Moy Th BHHMKATH cepito3Hi Ta HeoqiKyBaHi MoOiuHi
peaxuii, po ski panine He moBimoMsnocs npu 3acrocypanHi JIATEBPIO.

5.1 Em6piojeransHa TOKCHYHICTE

Ha migcraBi pesynsTartiB gociipkeHs perpoayktuBHoi ¢ynkuii y tBapun, JIAEBPIO moxe
3aBOAaTH IIKOAM IUIOAY NPH 3aCTOCYBaHHI BariTHUMKM ocobaMu. BincyTHi naHi mpo 3acTocyBaHHA
JIATEBPIO y BariTHUX >KiHOK JUISl OLIIHKM PH3UKY BHHHKHEHHS CepiO3HMX BPOJKEHMX Bajl,
BHKHMIHA ab0 HECHpHUATIMBHUX Hac/iiakie mwis Matepi abo minona; tomy JIATEBPIO He
PeKOMEHIYEThCS 3aCTOCOBYBATH MMif wac BaritHocTi. ITpu posrnaai 3acrocysanns JIATEBPIO y
BariTHOI 0co0M, MEAMYHMIA NPALiBHUK, AKWI PU3HAYAE JIIKAPCBKMIA 3aci0, MOBUHEH IOBIIOMUTH
PO BiZOMY Ta MOTeHUiNHHY KOPHUCThH Ta NOTeHUiiHi pu3nku 3actocysanHs JIATEBPIO nig wac
saritHOcTi. JIATEBPIO cxBaienmii [/1st IpH3HAYEHHs BAriTHHM JIMILE MIC/IsA TOro, K MEAHYHHI
NpaliBHAK BU3HAYHUTE, [0 KOPHUCTE MEPEBUIITYE PH3HKH IS OKPEeMOT0 NnauicHTa. SKio npuiHsITo
pimenns npo 3acrocysaHHs JIAEBPIO mig wWac BariTHOCTI, MeJH4YHMI TNpaUiBHUK, SKHH
[pU3HAYae JIiKapchKuil 3acih, MOBHHEH 33aJ0KYMEHTYBATH, LIO BAariTHY MOIHGOPMOBAHO IIPO
BiZIOMY Ta TOTEHI{iAHY KOPUCTH Ta TOTeHUiiHi pusuku 3actocyBanus JIAIEBPIO nin wac
BariTHOCTI.

Cnig noBitoMuTH ocobam penpoayKTMBHOIO BIiKy MNpO TOTEHIIAHMA pU3MK Ul Tuloja Ta
TIOPAJUTH BHKOPHCTOBYBATH e(eKTHBHHI METOJ KOHTpALEMNLii HAeXKHHM HHHOM i IOCTiHHO,
AKmo ue HeoOxigHo, ming 4vac nikyeanus npenapatom JIATEBPIO i nporsarom 4 auiB micis
HpUiioMy OCTaHHBOT 003U [dus. 3acmocyeanna y ocobnusux zpyn nayienmia (8.1, 8.3) i Joxkniniuna
moxkcuxonozis (13.1)].

Ilepen mouarkom JtikyBanHs npenaparom JIATEBPIO cnmig  ouinurn, ud € ocoba
PENPONYKTHMBHOIO BiKY BariTHOK 4 Hi, AKIIO € KIiHi4HI nokaszanHs. CraTyc BariTHOCTI
HeoDOB’ A3KOBO NIATBEP/KYBATH Y MALIE€HTIB, AKi MPOMUIIIM MOCTiiHY cTepuiizauio, B AaHMi dac
BHKOPHCTOBYIOTh BHYTPIIIHHOMATKOBI CHCTeMH a00 MpPOTH3AILTIAHI iMIUTaHTaTH, abo y sKUX
BAriTHICTH HEMOXIIHBA. Y BCIiX IHINMX BHIIAJKAX CJIiJl OLIHMTH, Y4 BariTHA MalliEHTKA, HA OCHOBI
MEepIIoro JIHA OCTAHHBOI MEeHCTpyauii y ocib, Aki MarOTh peryIapHUl MeHCTpyanbHHMH LMK, i
BUKOPHUCTOBRYIOTh HAiHHUI MeTOJ] KOHTpaLerNlii HaJeXKHUM YHHOM Ta rocTiliHo abo MawTh
HEeraTHBHHII TECT Ha BariTHICTh. TecT Ha BariTHICTE PEKOMEH/IYEThCA, SKIO Y 0COOM HeperyaspHi
MEHCTPYaIbHI [MKIH, AKII0 BOHA HE BIICBHEHA y MEPUIOMY IHI OCTAHHLOTO MEHCTDPYAIBHOIO
uuKTy abo He BHKOPHUCTOBYE edeKTHMBHY KOHTpPALEMLil0 IIPABMIBHO Ta IOCTiiHO (Juse.
Inghopmayisn 6 pamyi).

5.2 T'imepuyT/HBicTh, y TOMY 9HCai anadinakcia

[MoBigoMisaocs nMpo peakiii rinep9yTIMBOCTI, Y TOMY YMC/i aHadiiakciio, MiJ 9ac 3acToCyBaHHA
JIATEBPIO. VY pa3i BUHHUKHEHHS O3HAK T4 CHMITOMIB KIIHIMHO 3HAYylol peaxiii
rinepayTimBocTi abo anadinakcii cnig HeraitHo mpurnmHuTH Tipuiiom JIATEBPIO Ta nowatm
BIAMORIAHY (apmakoTepartito Ta/abo CHMIITTOMATHYHY TEPAITIIO.
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5.3 ToxkcHumicTs A8 KicTOK i Xpsamis

JIATEBPIO He cxsaneuii juis 3aCTOCYBaHH# y NALIEHTIB BikoM 10 18 pokiB, OCKLTBKH Lie MOXKe
BIVIMHYTH Ha PiCT KicTOK Ta XpAmiB. TOKCHUHICTB 111 KICTOK i XpsALIiB criocTepiranacsa y mypis
micnst GararopaszoBoro 3actocyBaHHs [Ous. [oxniniuna moxcuunicme (13.2)]. Besneka Ta
epexrusricts JIATEBPIO ne BcraHoBieHi y aitell [dus. 3acmocyeanns y ocobrusux zpyn
nayicnmis (8.4)].

6 IIOBIYHI PEAKIIIT

6.1 Tlobiuni peaxuil, BusBIeH] y KIiRIYTHEX NocTiKenHAX

[lix wac wxiIiHi4HOro JOCTi/UKeHHA, mnpoBeaeHoro s cxsanenns EUA  JIATEBPIO,
crocTepiranucs HacTynHi noGivni peakuii. YacTora moGiuHMX peakiliit, Aki criocTepiramyics B IHxX
KIHIYHHX JIOC/T/DKEHHAX, HE MOXKE MpPAMO TOPIBHIOBATHCA 3 4YacTOTOK B KJIHIYHMX
AOCTI/UKEHHAX {HIIOro npenapaty i Moxke He BigoOpaXkaTu 4acTOTy, IO CHOCTEpiracThCs Ha
npaktuui. Jlopgatkosi noGiuni sBumma, nos’s3ai i3 3actocysannsm JIATEBPIO, moxyTs
BHABJIATHCA NPH OLIBII IIMPOKOMY BHKOPHCTAHHI.

3aranom nounag 900 cy6’exris orpumysamu JIATEBPIO y no3i 800 mr asiui Ha 106y B kiiiunmx
pociikenHax. Ouinka Gesneku JIATEBPIO B neputy uepry 6asyeTses Ha ananisi cy6’extiB y
Henb 29 nocnimkenns ®asu 3 y nerocmiranizoBanux cy6’exris 3 COVID-19 (MOVe-OUT) [dus.
Kniniuni oocnioocenns (14)].

besnexy 3acrocysanns JIAI'EBPIO ouinroBann Ha oOCHOBI aHanisy mogsiliHoro ciinoro
nocnikenns ®asu 3 (MOVe-OUT), B skomy 1411 Herocnitanizopanux cy6’exris 3 COVID-19
Oy pannomizosani mis nikysanns npenaparom JIATEBPIO (N=710) a6o mnaie6o (N=701)
npotaroM 5 fHiB. [ToGivHnmMu sBUImMaMy BU3HAYEHI Ti, PO AKi MOBixOMILIOCH, Komu cy6’eKTH
nepebyBain y aocikenHi abo nporsarom 14 aHiB mic/ia 3aBepICHHSA/TIPUITHHEHHS 10C/Ii UKEHHS.

IIpunuHeHHs 3aCTOCYBaHHA J0CTIIKYBAHOTO MIperapary 4epes nobivHe ABMIE CIIOCTEpiraan y
1% nauientis, ki orpumysanm JIATEBPIO, i y 3% nauienris, ski oTpuMyBanu ruiaue6o.
Cepiiosui noGiuni peakuii cnoctepiranu y 7% cy6’exris, ski orpumysamu JIATEBPIO, i y 10%
cy6’exTiB, AKi oTpuMyBamm miaue6o; HaiiGinbI cepitosni moGiuui peaxuii Gymu mop’szaHi 3
COVID-19. Tlobiyni peakuii, mo npu3Bean Q0 JETAIBHOO HACHIAKY, BHHHKIH y 2 (<1%)
nauieHTis, ki orpumysanu JIATEBPIO i 12 (2%) nauichris, ski oTpuMyBanu riane6o.

Haiinommpenimi noGiuni peakuii B rpymi nikysauus npenaparom JIATEBPIO y nocnimkeni
MOVe-OUT npencraeneni B TaGauui 1, yci Bonn 6ymm 1-ro cTynens (nerki) a6o 2-ro cTymeHs
(roMipHi) TSKKOCTI.

Tabauns 1: INo6iwmi peaknil, mo BunAKa0TL y Ginbme Hik 1% cy6’ckTis, AKki oTpaMyIOTH
JAT'EBPIO B nocaigxenni MOVe-OUT*

JIATEBPIO Ilnanebo
N=710 N=701
Jiapes 2% 2%
Hynora 1% 1%
3anamMopoydeHHs 1% 1%

WMC]

*Yactora mnobiunmMx peakuiii OGasyeThes Ha BCiX NOGIYHMX ABHMINAX, I10B’4 TA%: —
; i . "
3aCTOCYBAHHSM JIOCITIDKYBAHOTO MPENApaTy Ha JIyMKY JOCIiTHUKA. A% e

YKPAIHA)
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Bioxunenns y nabopamoprux nokasHuKax

OkpeMmi BigxuieHHs y naGopaTopHux mokasHmkax 3 i 4 crynenis y Gioximiunux aHamizax
(ananinamiHoTpaHc(epasa, acnapraTaMiHoTpaHcgepasa, KpeaTHHIH i Jlina3a) i reMaToIOri4HIX
aHani3ax (remMor;io6iH, TPOMOOLMTH Ta NEHKOLNTH) CHOCTEpiraMcs 3 9acToTow MeHuwe abo
piBHOK 2% i MaJIM OZIHAKOBY 4acToTy B rpynax jpociimkenns MOVe-OUT.

6.2 Joceia micaspeecTpaniinoro 3acTocyBaHHA

[lizx wac nicnspeectpamiiinoro 3actocysanns JIATEBPIO Gymu BHsB/ICHI HWK4Ye3a3HAYeHI
no6iuni peaxirii. OCKiTbKH MOBIIOMIEHHS PO L peaKiii HaaXoaw M 106pPOBUILHO Bill MOMYJIALIT
HEBHM3HAYEHO! YHMCENBHOCTI, HE 3aBiKIH MOXKHA JOCTOBIPHO OI[IHHMTHM IXHIO 4YacToTy abo
BCTAHOBUTH MPHYHHHO-HACIIIKOBHH 3B’ A30K i3 3aCTOCYBaHHAM Iperapary.

Posznadu 3 60Ky WAYHKOBO-KUWKOB020 MPAKMY
O/moBaHHA

Posnaou 3 6oy imynnol cucmemu
rinepuyTaMBicTs, aHadinakcid, anrioHeBpoTHYHMI HAOpAK [Oue. Ocobausocmi zacmocysans

(5.2)]

Poznadu 3 boky wxipu ma niowxipHol KiimkosuHu
epuTeMa, cBepOiK, BHCHUII, KPOIUB IHKA

6.4 OGoB’n3K0BeE 3BiTYBAHHEN Npo cepiio3ni mobiuni ABAMA TA NiKapchKi NOMHJIKH
Menuunuii npauniBHMK, SKMI TpuU3HAaYac Jikapchki 3aco0W, Ta/afo ymoBHOBakeHa o0coba
MeIMYHOrO MpaliBHUKA BiANOBiJaIbHI 32 060B’M3KOBE 3BiTYBaHHA PO Bei cepiiozHi no6iyHi
SABMINA* Ta JiKAPCHKI MOMMJIKH, AKi MOKYTe OyTH moB’s3aHi i3 sactocyBannam JIAEBPIO,
npoTAroM 7 KaleHAApHMX AHIB MiCAs TOro, AK MEIMYHMII NpalliBHUK /Ai3HABCA PO ABHIIE,
BuKopucToBytoun ®opmy 3500 FDA (iHpopMaiio mpo Te, AK OTPUMATH J0CTYN 10 iei GopMu,
aus. Hxge). FDA Bumarae, mo6 Taki nopigomieHHsa udepes @opmy 3500 FDA, exmovyanu
HACTYIIHE:

e Jlemorpadiuni Ta OCHOBHI XapakTepUCTHKM TMALi€HTIB (Hampukiaj, igeHTHdikaTop
NaliceHTa, Bik abo JaTa HapO/LKEHHs, CTaTh, Bara, eTHIYHA NPUHAIEKHICTE Ta paca)

e 3assa «3acrocysanus JIATEBPIO mns COVID-19 srigno 3 [lo3BonoM Ha eKCTpeHe
sactocysanns (EUA)» mix 3aronoBkoM «Omumits sBrme, npobiemy a6o nomuikose
3ACTOCYBAHHN Npenapary/IikapcbKy HOMHIKY»

e [udopmauis npo cepiio3He modivHe ABMIe abo NiKapchKy MOMMWIKY (HAIIPHKIIA/, 03HAKH Ta
CHMITTOMH, JaHi TecTiB/1abopaTOpHUX aHATI3iB, YCKIaIHEHHS, TEPMiHH [10YaTKy MpHHOMY
npenapary O[O0 BHHHKHEHHs SBHIA, TPUBAIICTh ABMINA, JIiKyBaHHs, HeoOXimHe i
NOM’SIKIIEHHS ABWINA, MOOKA3¥ [OMIMIUCHHA/3HUKHEHHS SBUINA [TCIAS TMPHUIHHEHHS
3acTOCYBaHHs ab0 3MEHIIEHHA 03, AOKA3W [OBTOPHOI MOSBHM ABMINA ITiC/A IOBTOPHOIO
3aCTOCYBaHH#A, KIIHI4HI pe3yJIbTaTH).

e [lonepe/Hi 3aXBOPIOBAHHS MalliEHTa Ta BUKOPHCTAHHA CYITyTHIX Mpenaparis

e Iudopmauia npo npenapar (HaNpUKIA, J03YBaHH:A, ¢oci6 3aCTOCYBaHHS, HALIOHAIBHHIH
KoJ1 Jlikapcekoro 3aco0y (NDC) Ne).

3500 o FDA MedWatch B ouH 3 HacTYHHX cr1oco0iB:
e 3anoBHITH Ta HAXILUTITE OBiAOMIICHHS oHnaiH: www.fda.
e 3anopHiTs Ta Hagiuutite ®opmy 3500 FDA, 3i crutaueHMM nepecuIaHHAM

laentvd kauliumi
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(https://www.fda.gov/media/76299/download) i noBepHiTE:
e Hapicnasmu nomroro 1o MedWatch, 5600 @imeps Jleitx, Poksins, MD 20852-9787, abo
e Hapicnaeuu daxcom Ha Homep 1-800-FDA-0178, abo
¢ 3arenedonyiite 3a HomepoM 1-800-FDA-1088 nia 3anuty hopmu

Kpim Toro, cig HafaTh Koo ycix popm FDA MedWatch no:
Mepk [lapn i Toym JUJIC, Paxseit, Heto-/Ixepci CILA

®akc: 215-616-5677

Enexrponna rnomra: dpoc.usa@msd.com

MeauuHnil npalliBHAK, KU TpU3Ha4vae Jiikapceki 3acofM, Ta/abo ymnoBHOBaxkeHa ocoba
MEIMYHOTO TMpalliBHHKA BiITOBIAlOTh 3a HajaHHA 000B’A3KOBHX Bianosigel Ha samath FDA
woa0 iHdopmauii npo nobivHi ABMLIA TA Jikapchki MOMMIKH micad 3actocyBanna JIATEBPIO.

*Cepitozni noOiuHi ABMINA BU3HAYAIOTHCA SK:

e JleTaJbHMI HACIIIOK;

o [lobiune sBMIIE, IO 3aATPOXKYE KHUTTIO;

e Tocnitanizanis g0 cranioHapy abo MpoJoBXKeHHs MOTOYHOT rOCIiTaTi3aLil;

e [locrifina abo 3HayHa Hexie3JaTHICTE abo ICTOTHe MOpYIIEHHS 34ATHOCTI BHUKOHYBAaTH
HOPMAJIbHI HKUTTER GyHKIIIT;

e Bpo/keHa aHOMaTis/BpomkeHuit nedexT;

e [Hme BaKIMBE MeIW4YHE ABHINE, Ke MOXKe MOTpeOyBaTH MeJW4YHOro abo XipypriuHoro
BTPYHYaHHA 3 METOIO 3amobiraHHs cMepTi, ABHILE, L0 3arpoXKy€ MKUTTIO, rocmiTanizamii,
iHBanigHoCTi 60 BpomKeHiil aHOMail.

7 B3BAEMO/I151 JIIKAPCbKHX 3ACOBIB

Ha nijcraei oOmexeHHX JOCTYNHHUX AaHKX 3 ekcTpeHoro 3actocyBanus JIAI'EBPIO, cxpanenoro
3rigHo 3 uuM EUA, He Gy/0 BHABIEHO OMHOI Jikapcekol B3aemonil. KniHiuni mocmiukeHHA
nikapeskux B3aemoiit JIAIEBPIO i3 cymyTHiMu npenapaTaMy, BKIIOYAKOYH 1HINI IpenapaTH s
nikyBanua COVID-19 nerkoro Ta CepegHbOro CTYIEHIB TSKKOCTI, He NPOBOIUIHCA [Jus.
Kniniuna gpapmaronozia (12.3)].

8 3BACTOCYBAHH: Y OCOBJIMBUX I'PYII ITAIIIEHTIB

8.1 BarirmicTs

PeecTp BaritHoCTI

IcHye peecTp BariTHOCTI, 3TiJHO AKOTO BIACTEXKYIOTBCS Pe3y/IbTaTH BAariTHOCTI y 0c¢ib, AKi 3a3HATH
piutaBy JIATEBPIO min uac BaritHocTi.

MenuuHHiH NpaliBHUK, SKHI IPH3HAYaE Mpenapar, TOBHHEH 3a/10KyMEHTYBATH, 10 BariTHa ocoba
Oysa o3HaliomiieHa 3 peecTpoM BariTHocTi 3a ajpecowo https://covid-pr.pregistry.com abo 3a
HomepoMm 1-800-616-3791. BaritHi ocobn, axi 3azHanu erymBy JIAIEBPIO, abo ixHi Mequ4Hi
MpaLiBHAKH MOXYTh TaKOK IMOBIIOMHTH IIPO BIUIMB TIpernaparty, 3BepHyBmuch 10 Mepk Illapm i
Hoym JUIC, Paxgeit, Heto-/xepci CILIA, 3a Homepom 1-877-888-4231.

Peslome pU3HKiB
3rijiHo 3 JAHUMH, OTPUMAHHUMH Yy JociikeHHsX Ha TBapuHax, JIATEBPIO Mosxe 3aBaaTn mkoau




OLIHKH BIUTMBY Ha PENpOAYKTHBHY (QYHKIIO Y TBapHH IepopaibHe BBEISHHS MOJHYIIpaBipy
BariTHUM IIypaM y Iepiol oOpraHoreHe3y NpH3BOIWIO A0 eMOpioderansHoi 3arubeni Ta
TepatoreHHocTi npu ekcnosuuii NHC (N4-rinpokcuuurnann) y 8 pazis Oinbiue, HDK y JHOOHHA
IIpH pEKOMEHI0BaHUX Ao3ax g moauHu (PJJT), i saTpuMui pocty moja npu ekcriosuiii NHC
>3 pasu, Hix y moaunu npu PIIJL. ITepopanbHe BReA€HHA MONIHYipABIpY BAIITHUM KPOJIMKAM Y
nepios opraHoreHesy IPU3BOJUIIO 0 3HHKEHHA MacH Tina rwioza rpu excnozuuii NHC y 18 pasie
Oinbme, HiK y moguau npa PIJT (Qus. [awi). Tlpu pos3risii MATAHHS HPO 3aCTOCYBaHHS
JIATEBPIO nna BariTHOi 0co0H, MeIMYHHI TpalliBHUK, AKAH MpHU3HA4Yae JiKapchki 3acobw,
MOBHHEH I10BiIOMHTH PO BiZIOMY Ta MOTEHLiHHY KOPHUCTH Ta MOTEHLIHHI PU3MKH 3aCTOCYBAHHS
JIAT'EBPIO nix gac BaritHocti. JJATEBPIO mMoxHa npusHayaTs BariTHAM 0co0aM TUTBKH ITiCIs
TOro, AK MEIWYHMUH NpaniBHUK, AKWH [pPU3HAYAE JIIKAPCBKI 3acO0M, BH3HAYHTH, IO KOPHCTH
MEPEeBHINYE PU3MKH JUIA OKPEMOro namieHTa. SKIo NpHMHATO pilIeHHS PO 3aCTOCYBAHHSA
JIATEBPIO mix uac BariTHOCTI, MeOW4YHWIl MpauiBHUK, AKHH NpH3HAYAE TKAPChKUi 3acif,
MOBUHEH 33J0KyMEHTYBATH, [0 BariTHY NOiHQOPMOBAHO MPO BilOMY Ta NMOTEHUIHHY KOPUCTh Ta
noTeHuiiHi pusuky 3actocysanHs JIATEBPIO nin uwac BaritHocti (Qus. Ingopmayia 8 pamyi).
[cHyrOTBH pU3MKH 418 MaTepi Ta IU10/a, NOB’A3aHi 3 BiacyTHicTio nikyBanHs COVID-19 mig gac
BariTHOCTI (Que. Kniniuni mipxysanns).

Iepenbauypannii GoHOBMIT pU3MK BUHMKHEHHS CePHO3HMX BPOJPKEHUX Bal T4 BUKHIHIB Y
3asHaveHid momynAmii He Bigomuil. Bynab-ska BariTHiCTE Mae (POHOBMII PH3HMK BpPOKEHHX
AedexTiB, BUKUIHA YM IHIOWX HEraTHBHUX pe3yibTaTiB. Y 3aransHi nomymsuii CIIA
nepenbavyBaHuil (JOHOBWI pU3MK BHHUKHEHHS CepiO3HMX BPOKEHMX Bajl Ta BHKUIHIB IpH
KITIHIYHO BU3HAHI BariTHOCTI cTaHOBHTE 2—4% Ta 15-20% BianoBigHO.

KninigHi MipKkyBaHHS

Pusux ons mamepi ma/abo embpiona/nnooa, nos’a3anuil i3 3axX80PIOBAHHIM

COVID-19 nig yac BariTHOCTI aCOLIOETHCA 3 HECTIPUATIMBHMHM HACIIIKAMH [/ MaTepi Ta I10/a,
B TOMY HHCJIi 3 IPeeKIIaMIICi€I0, EKJIAMIICIEI0, Mepe9acHUMU MOJIOTaMH, NIepeI4acHUM PO3PUBOM
IUI0I0BHX 000IOHOK, BEHO3HHM TPOMO0eMOOIiYHIM 3aXBOPIOBAHHAM Ta 3arubeunio mwioa.

Hani

Hani 3 docnioxcens na meapuxax

Y nmocmimxeHHi emOpioderansHoro po3sutky (EDP) Ha mypax MoJHyIipaBip BBOAMIM
nepopaibHO BariTHUM wIypaM y go3i 0, 100, 250 ado 500 mr/kr/moby 3 6 mo 17 aHi BariTHOCTI
(JIB). Monnynipagip Tako BBOJAWIN IIePOPaAIbHO BariTHUM IIypaM y Ao3i 1o 1000 mr/kr/moby 3
6 no 17 JIB y nonepennsomy pocmimxenHi EDP. EmbpioderansHa TOKCHYHICTE BKITFOUATA
NOCTIMILIAHTALIMHI BTpaTH, BagH PO3BHTKY OKa, HHPOK, OCBOBOTO cKelleta i peGep npu jo3i
1000 mr/xr/no6y (y 8 pasis 6inbiue, Hixk excrozunis NHC y mogunn npu PJUT) i 3HMKeHHS Macu
TiNa rU101a Ta 3aTpUMKy ocudikauii npu go3i =500 mr/kr/ao0y (8 3 pasu Ginblue, HIXK €KCIIO3HLIA
NHC y momunu npu PJIJI). EmOpioderansHa TOKCHYHICTE He crocTepirazacs mpd ao3i
<250 mr/kr/noby (menme, Hix exkcriozuuis NHC y moausu nipu PIUT). TokcuunicTs mis MaTepi
BKJIIOYada 3MEHIIEHHA CIOKHBaHHA DKi Ta BTpaTy MacH Tila, IO HPH3BEIO [0 PAaHHBOIO
YMEpPTBiHHA JBOX 3 WIICTHAALATH TBApHH NpH 1031 1000 mr/kr/noby, Ta 3MeHmeHHs Habopy Mack
Tina npu xo3i 500 Mr/kr/mnoby.

Y pocnimxensi EQP Ha kposmkax Mo/IHyNipaBip BBOAW/IM N€POPAIbHO BATiTHUM |
mosax 0, 125, 400, a6o 750 mr/kr/moby 3 7 no 19 JIB. EmGpioderansha FokcuanicTs
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excriosunia NHC y momuuu npu PIIJI). EMGpiodeTansHa TOKCHYHICTE He criocTepiranacs rpH
no3i <400 mr/kr/no6y (B 7 pasis Ginee, Hix excriosuwis NHC y mromuau mpu PJIJT). TokcuunicTs
JULA MaTepi BKIIOYala 3HWKEHHs CTIOKMBAaHHA 1Xi Ta Habopy MacH Tilla, a TAKOXK BIAXHIEHHS BiJ
HOPMH ¥y KaJOBOMY 3pa3Ky IpH J103i 750 Mr/kr/moby.

Y pocnikeHHI npe- i MOCTHATAIBHOTO PO3BMTKY MOJHYIipaBip BBOJWIM MEPOPANLHO CAMKaM
mypiB y go3ax go 500 mr/kr/no0y (noaiduHo no excnozuuii NHC y momuau npu PJJI) 3 6-ro JIB
10 20-ro maHa nakrauii. XoaHux peakuiii y mOTOMCTBa He CTIOCTEPIraiocs.

8.2 JlakTanis

Pesrome pusnkie

BiacyTHi maHi npo MpHCYTHICTE MonHyniparipy abo iforo meraboiTiB y rpyaHOMY MoJOLi
moauHd. NHC Gyno BHABNEHO B IU1a3Mi MOTOMCTBA INYpiB, AKi roayBalM MOJOKOM Ta SKHM
BBOAMIM MoJHyTipaBip (Jdus. Jawui). HeriomMo, uu BrMBae MOJIHYINpaBip Ha AWTHHY, AKa
3HAXOAMTHLCS HA TPYAHOMY BHIOJIOBYBAaHHI, Ta YM BIUIMBAE HA PIBEHb JIAKTALIIL.

bepyun a0 yBaru MOMUIMBICTE MOTEeHUiMHMX nobGivHuX peakuifi v HemosnsT Ha JIATEBPIO,
rpy[HE BUIOJOBYBAaHHA HE PEKOMEHIYEThbcs Nig 4ac JiikyBanHs mnpenapatom JIATEBPIO Ta
npotsaroM 4 aHiB micyia npuioMy ocTaHHBOI A03u. JKiHKa, AKA TOAYE rPYABMH MOXKE PO3IJIAHYTH
NUTAHHA [P0 IIPHIMHEHHA TPYJHOTO BHUTOJOBYBAHHA, a4 TAKOXK PO3MIAHYTH MOMIIHBICTB
3IIUKYBaHHA Ta yTHIIi3alii rpyIHOTO MOJIOKA INiJl 4Yac JIKyBaHHS Ta MPOTArOM 4 IHIB mmicis
npuiiomy octanHbpoi 1031 JIAIEBPIO [0us. Ocobausocmi sacmocysanns (5.1, 5.3)].

Hani

Ilpu BBeseHHi MoOJHYmipaBipy mIypam, IO TOAYIOTH MOJIOKOM, Y 1031 >250 mr/kr/noby B
JIOCITiJDKEHHI Tpe- 1 MOoCTHATATBHOTO po3BHTKY, NHC GyB BHABICHMH V IUIa3Mi MOTOMCTBA, IO
nepefyBano Ha rpyIHOMY BHTOJOBYBaHHI.

8.3 Xinku Ta 90/10BiKH PeNPOAYKTHBHOIO BiKy
3rigHo 3 gocaimkeHHAMHU Ha TBapuHax, JIATEBPIO moske 3aBaaTe IIKOIH IUIOAY IIpH BBEJCHHI
BariTHUM ocodam.

TecTyBaHHs Ha BariTHICTh
Ilepen mnouarkom nikyBaHHs mnpenaparoMm JIATEBPIO cnin ouinutn, uM € ocoba

PENpOIyKTHBHOTO BiKy BariTHOK YM Hi, SKWO € KIHiYHI nokasanus [dus. Ocobausocmi
sacmocysanns (5.1)].

Konrpateniis

Kinku

Cnin  pexoMeHIyBaTH oco0aM pENpOOYKTHBHOIO BiKy HAJIEKHHM YMHOM Ta MOCTIlHO
BHKOPHCTOBYBATH HaliWHHMH METOJ KOHTpauenuii, BiAMOBiIHO O TPUBAIOCTI JIIKYBAHHS Ta
IpOTAroM 4 JHiB micns mpuiioMy octanuboi no3u JIATEBPIO [dus. Ocobnusocmi sacmocysanns

(3.1)).

YonoBiku

BIUTHBATH Ha MOTOMCTBO YOJIOBIKiB, Ki OTPHMYBAJIH JIIKYBaHHS, 3 OIJISAY Ha HOro mMey .

. : 5 A
CJ‘IUI PEKOMEHYBATH OCOGaM, JAK1 BEAOYTb AKTHBHE CTATCBEC MXHTTA Ta Maio‘[ " ¢
PENpOJYKTHBHOTO BiKy, 3aCTOCOBYBATH HAJIEIKHMM YMHOM HAiHMH MeTO/ KOHTP;

*
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MOCTiMHi# OCHOBI Mi/1 9ac NiKyBaHHA | IPUHAKMHI IPOTATOM 3 MiCALIB MTic/1a PHIHOMY OCTAHHBOT
no3u JIATEBPIO.
Pusuk nicnst 3 micsuiB micns npuitomy ocranuboi no3u JIATEBPIO Heigomuii.

PesyabraTu 3acTOCyBaHHA MOJIHYMIpaBipy Oy/M HEOAHO3HAYHMMM (AHI YiTKO MO3MTHBHUMM, aHi
HEraTHBHHMH) B OJIHOMY aHA/li3i MYTareHHOCTi in Vivo PeTHKYJIOUMTIB i epUTPOLMTIB, AKi
BHKOPHCTOBYIOTBCA JUIA BiAOOpaKEHHA MONEpPeHbOro BIUIMBY HA IeMOMNOETHYHI CTOBGYpOBI
KIITHHH B KiCTKOBOMY MO3Ky. Monmymipasip He 6yB MyTareHHUM NpH OUiHII aHATi3iB in vivo
MeYiHKH (COMaTHYHMX KITITHH), KICTKOBOrO MO3KY (COMATHYHMX KIITHH i CTOBGYPOBHX KJIITHH)
Ta criepMH (CTaTeBi KIITHHM CaMIliB) y TPaHCTEHHMX IIYPiB, SKHM BBOIWIM MOJHYIipaBip
npotsrom 28 HiB. [dus. Joxniniuna moxcuxonozin (13.1)].

8.4 3acrocyBanns y xitei

JIATEBPIO He cxBaneHo /14 3aCTOCYBaHHA Yy MallieHTiB BikoM 710 18 pokis.

TokcnuHicTe i KiCTOK 1 Xxpawis cnocrepiraiacs y 3-MiCAYHOMY TOKCHKOJIOiMHOMY
focifukeHHi Garatopa3osux 103 Ha mypax. besneky Ta epexrusnicts JIATEBPIO y niteii He
BCTAHOBJICHO [Ous. Ocobrusocmi sacmocysanus (5.3) i Jokniniuna moxcuxonozis (13.2)).

8.5 3acTocyBaHHs y nanicHTiB JiTHLOrO BiKY

Y nocnimkerni MOVe-OUT we croctepiranu pisumui B Gesneui Ta mepeHOCHMOCTI Mik
NamieHTaMM BikoM >65 pOKiB Ta MOJOMIIMMH nNauieHtamu, ski otpumysamu JIATEBPIO.
KopuryBaHHs 1031 He PeKOMEHIyEThCA Ha mincTasi Biky. dapmakokinetuka (PK) NHC 6yna
MOAIGHOI Y MALEHTIB JTITHBEOrO BiKy IMOPIBHAHO 3 MALEHTAMH MOJIONNIOrO BiKY [Ous. Kuiniuna
gapmaronozis (12.3)].

8.6 llopymenna pynknii HEpoK

He pekoMeHAyeThes KOPHIYBaHHA 1031 Y MALUIEHTIB 3 Oy/1b-IKMM CTYTIEHEM TOpYIeHHS QYHKILT
Hupok. HupkoBuii KilipeHc He € 3HaYymMM uuisxoM eniMinauii g NHC. opymenns dyskuii
HHPOK JISTKOro abo rnoMipHOro CTyNeHiB TSKKOCTI He MAKOTh CyTTeBoro Bruiuey Ha ®K NHC.
Xoua @K NHC ue ouinioBamu y nauientis 3 plLIK® memme 30 mn/xs/1,73 m? abo Ha gianisi,
nopymeHHs QyHKUIl HUPOK TAKKOrO CTYNEHIO i TepMiHAIbHA CTalis HUPKOBOI HEJOCTATHOCTI
(TCHH) e matumyTh 3HaYHOro BIUIMBY Ha ekcriosuuito NHC [dus. Kniniuna ghapmaxonozis
(12.3)].

8.7 lopymenns pynkuil nevinkn

[NauienTam 3 nopymeHHsM GyHKUIT NeTiHKH KOPUTYBAaHHSA 03 He peKOMeRyeThes. JlokTiHi4H
JlaHi BKa3ylOTh HA Te, 10 He OYIKYETBCA, IO MEYiHKOBA esiMiHalis Gyae OCHOBHUM MIJIAXOM
BuBesilenHa NHC, Tomy MasioiiMOBipHO, 0 mMeuwiHKOBa HEJOCTATHICTh BIUIMBATHME Ha
excriosuitiio NHC [ous. Kniniuna ¢papmaronoeia (12.3)).

10 IEPEJO3YBAHHS

Hemae nocsiny nepenosysanus JIATEBPIO y moauuu. Jlikysanus nepegosysanns JIATEBPIO
MOBMHHO BKIIOYATH 3arajibHi NIATPHMYIOUI 3aX0/IH, BKIIIOYAI0YH MOHITOPHHI KJIHIYHOTO cTaHy
nauienta, O4ikyeTbes, 110 reMo/iani3 He npu3sese 10 eheKTHBHOTO BuBeaeHHs NHC.

11 OITUC

SARS-CoV-2 mnsixom BipycHoro Myraresesy i € 5'-i306yupataum edipom pucor :
ananora N4-rizpokcuumrauay (NHC).

laenTnd: <aulfvmi
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Ximiuna Hazea monHymipasipy — {(2R,35,4R,5R)-3,4-aurinpokcu-5-[(4Z)-4-(rinpokcuiMino)-2-
0Kc0-3,4-aurigponipuMians- 1(2H)-in]okconan-2-in} MeTin 2-MeTHIIPONAHOAT. Horo
emmipuana popmyna Ci3HigN3O; i fioro mosekynspHa Maca craHoBuTs 329,31 r/mons. Moro
CTpyKTypHa (opmy.ia:
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Momuyniipasip sBnse coboro nmopomok Bix 6ioro a0 Maibke 0ioro KOJILOPY, PO3UMHHMI Y BOI.

Kosxna kancyna JIATEBPIO i nepopainsHoro 3actocyBanHs MicTHTs 200 Mr MostHy11ipaBipy Ta
HACTYIHI [JOMOMIXKHI PEYOBHHH: KPOCKapMesio3a HaTpiio, TiIPOKCHUNPONUILENION03a, MarHio
cTeapaT, MIKpPOKpDHCTAlNidHA LEmoI03a Ta BoAa oumimeHa. OGoNoHKa Kamcyad MiCTHTh
rinmpomMesnosy, 3aniza OKCHJ 4epBOHHH i JiokcHA THUTaHy. JIpyK Ha Kamcyli HaHeceHO OUTAMH
YOPHHJIAMH, 10 MICTATh OYTHIOBHI CIMPT, 3HEBOJAHEHUH CIHMPT, 130MPONUIOBHH CIMPT, Kaalo
riPOKCHI, MPOILIEHIIIIKOMb, BOAY OYHINEHY, IIelaK, MilHHIl pO3YHH aMiaky i JiOKCH THTaHY.

12 KJIIHIYHA ®APMAKOJIOI'TA

12.1 Mexanism aii

MonuynipaBip € mnponikamMH 3 NpPOTHBipycHOK akTHBHicTI0O mnpotd SARS-CoV-2. Bin
MeTabomi3yeTbes [0 aHaIOry UMTHAMHOBoro Hykimeozumy, NHC, sxuii posmoainserscs B
krithHax, ae NHC docdopumoerscs g0 yTBOpeHHA  (apMakonorivHo  aKTHBHOIO
pubonywieozuarpudochary (NHC-TP). Brmowenns NHC-TP (sx NHC-monodochar [NHC-
MP]) y PHK SARS-CoV-2 Bipycuoro PHK-nonimMepa3zoro (nspl2) npu3BoUTE 10 HAKONTHYEHHA
NOMMJIOK Yy BipYCHOMY TIe€HOMi, 0 NPH3BOJHMTHL 10 iHriGyeanHsa perutikauii. Mexaunism aii
(Bizommii sk kaTactpoda noMuwiok Bipycy abo JeTanbHHi MyTareHes Bipycy) MiATBEpIKY€TbCA
JaHuMH OI0XIMIYHMX aHATI3IB Ta KIITHHHUX KYJIBTYp, AociimkenHamu indekuii SARS-CoV-2 na
TBAPUHHMX MOJeNAX Ta aHamizoM nocaigoBHocteit reHomy SARS-CoV-2 y mope#, ski
orpumysam JIAT'EBPIO.

12.2 dapmakoamHamika
3p’a30k Mbk NHC i aytpimssoxmitTiaauM NHC-TP 3 nporuBipycHOl edeKTHBHICTIO He
OIIiHIOBAIH KJIiHIYHO.




12.3 dapmakokineTHKa

Monuymnipasip € nponikamu 5°-izo6ytupary NHC, skuii rigpomizyerses mig vac abo micis
BcMOKTYBaHHA. NHC, nepBHHHMH UHMPKYMIOIOYWHIl aHAJIT, NOMVIMHAETECA KIITHHAMH Ta
anabonizyerbes g0 NHC-TP. NHC BuBoaurthes muisxom metabonizmy /10 ypuaumHy Ta/abo
UMTHAMHY TUMM CaMMMH LUISXaMM, LIO 3ajisHi B eHjgoreHHoMy merabosiisMi mipUMiguHY.
®apmakokinernka NHC naBenena B Tabmuui 2.

Konuenrpauii NHC y nnasmi kposi nauientis (N=5) micns 3acTocyBaHHs MOJIHYIipaBipy uepes
HA30racTpaIbHUA ab0 oporacTpalibHUi 30H] 3HAXOJWIMCA B MeXax HiarasoHy KOHLIeHTpauii
NHC nicng nepopanbHOro NpUHOMY Karicy/1 MOJIHYIIipaBipy 3a TAKOK CaMOI0 CXEMOIO 103y BaHHS.

Tabauna 2: Papmakokinernka NHC micis 6araTopasoBoro nepopajbHoro 3acTocyBanus
800 mr JIAT'EBPIO koxni 12 ronan

Cepenne reomerpaune NHC (%KB)
DapmMakoKiHeTHKA Y HaniceHTiB
AUC-12r0x (HT*rog/mun)* 8260 (41,0)
Cmax (Hr/mn)* 2330 (36,9)
Ci2rog (HD/MIT)* 31,1 (124)
DapmakokiHeTHKA Y 310pOBHX cy0’eKTiB
AUCo.12r04 (HI*roy/mu) 8330(17,9)
Cmax (Hr/Mu1) 2970 (16,8)
C12r0x (HI/MIT), 16,7 (42,8)
AUC koedilieHT HaKONMMHYeHH| 1,09 (11,8)
AGcopbuis
Tmax (rom) 1,50 [1,00 — 2,02]
Brume npuiiomy ki 3MenmenHs Cmax Ha 35%, He BIUTMBAcE Ha
AUC
Posnonia
3B’s3yBaHHA 3 OiIKaMH [UIa3MH (in vitro) 0%
Vaguuii 06’eM posznoainy (L)* 142
BuBeneHns
EdexTuBuuii t2 (rom) 3,3
VaBuuii kiipedc (JW/roa)* 76.9
YacTka 1034, 10 BUBOAUTHCA i3 CEYEI0 33 YaCOBUI| 3% (81,6%)
intepBai 0-12 rog|
Buauenns Oynu orpumani 3 nocnimxenns ®asu I Ha 310poBHX cy6’eKkTax, AKINO HE BKA3AHO iHINE.
*3Hauenus Oysm oTpuMani 3 nonysuiiinoro OK-ananizy.
"Meniana [min - max]

OcobnMBi rpyImu NauieHTiB
Pezyneratin @K aHamizy nomynsauii nmokazanm, o BiK, CTaTk, paca, €THIYHA NPHHAIEKHICTH abo
TAKKICTE 3aXBOPIOBAHHA HE BIUIMBaKOTE cyTTeR0 Ha @K NHC.

Himu
JIATEBPIO He pocmiKyBaBcs y JiTei.

[Tayicumu 3 HUPKOBOIO HEOCMAMHICIIO g
HupkoBuii kiipeHc He € 3Hadymmum uuiixom BuseaeHHs NHC. ¥V nomynsuiiinomyd




Ha @K NHC. ®K monuymipaipy ta NHC He ouinroBanum y nauienTiB i3 plIIK® menme
30 mu/xe/1,73 m? abo Ha pmianizi.

Iayicumu 3 nevinkoeoo HeoCmamHicmio

OK monuynipasipy Ta NHC He OLiHIOBAIM Y NALIEHTIB i3 MEYIHKOBOK HEAOCTATHICTIO MOMIPHOIO
Ta TOKKOro cryrneHo. JoKIiHiYHI [JaHi BKa3ylOTh Ha Te, 110 NEeYiHKOBA eJiMiHalia He Oyne
3HagymuM misxoMm eniMinanii NHC; tomy manoiiMoBipHO, mo mopymeHHs (yHKUIl NediHKH
BIUTMBATHME Ha excmosuuiro NHC.

HocaimxeHHs B3aeMoii JTiKapcbKUX 3ac00iB

B pesyabTari nocnijukeHs in vitro Oyno BusBIeHo, wo MoiaHynipasip i NHC He € cyberparamu
tdepmentie CYP abo tpancnoprepamu P-gp i BCRP y mogunu. Pesynsrati gocaipkeHs in vitro
TaKOK MoKazamy, mo monuymipasip i NHC ue € inriGitopamun CYP1A2, 2B6, 2C8, 2C9, 2C19,
2D6 i 3A4, abo inribitopamn OATPIBI, OATPIB3, OCTI, OCT2, OATI1, OAT3, MATEI,
MATE2K, MRP2, MDR1 i BCRP, a6o ingykropamu CYP1A2, 2B6 ta 3A4. B3aemoniro
MOJIHYTIipaBipy i3 CYNyTHIMH NpenaparamMH, BKIIOYAIOYM iHmi Metoxwm aikyeanus COVID-19
JIETKOTO Ta CEPeAHBOr0 CTYIEHIB TSKKOCTI, HE OL[IHIOBAIH.

12.4 Mixpobionoris

IIpomusipycna akmugricme

NHC, meTabomiT HYKJI€03M/IHOTO aHAIOra MOJIHYTipaBipy, OYB aKTMBHHM B aHalli3aX Ha KyJIbTYpi
kaituH 1ipot SARS-CoV-2 (izomar USA-WA1/2020) 3 50% edexkTHBHUMHM KOHUEHTPALISIMH
(3nauenns ECso) Big 0,67 no 2,7 MM B kiitTuHax A-549 i Bix 0,32 mo 2,0 MxM B kiiTHHax Vero
E6. NHC wmap aHanoriuHy aHTHBIpyCHY aKTHBHICTh mpoTH BapianTie SARS-CoV-2 Alpha
(B.1.1.7), Beta (B.1.351), Gamma (P.1), Delta (B.1.617.2), Lambda (C.37), Mu (B.1.621) i
Omicron (B.1.1.529/BA.1, BA.1.1, BA.2, BA.4 Ta BA.5), 3i 3nagennsamM ECsp 0,55-3,0 mxM. NHC
JEMOHCTPYBAB HEAHTArOHICTHYHY NIPOTUBIPYCHY aKTHBHICTE pemaecuBipy npotu SARS-CoV-2y
KyNBTYPi KJIITHH.

Peszucmenmnuicmo

He Oyno BuUfB/IEHO KOJHHMX AaMIHOKUCIOTHMX 3amiH y SARS-CoV-2, mnos’szanux i3
pesuctenTHicTIO 10 NHC, y xninivnux nocnimkenusax ®asm 2, y axux ouiHioBascs JIAT'EBPIO
s nikysanas COVID-19. Jocnimkenns ouUiHKM celeKTHBHOCTI pesucTeHTHOCTI 10 NHC y
SARS-CoV-2 B KynbTypi KITHH He 3aBepmieHo. J{ocmiKeHHS CEIeKTUBHOCTI PE3UCTEHTHOCTI
O6ymu nposefeni 3 iHmmMH kopoHaeipycamu (MHV i MERS-CoV) i mokaszanm HHM3BKY
iiMoBipHicTe po3eHuTKY pesucrentHocti o NHC. Ilicna 30 macaxis y KyJdbTypi KIITHH
criocTepiranocs JiMie 2-KpaTHe 3HMKEHHA YYTJIMBOCTI i BiICYTHICTh aMiHOKHCIIOTHHX 3aMiH,
OB’ A3aHHX 3 pe3ucTeHTHicTIo 10 NHC.

VY kIIHIYHHX JOCHIJKEHHAX 3aKOJ0BaHI aMIHOKWCIOTHI 3MiHM (3aminm, aeneuii abo BcTaBkM)
Oy Ginbm HMOBIPHMMH Y BipYCHHX IMOCIIIOBHOCTAX y cy6’ekTiB, ki otpumysamu JIATEBPIO
MOPiBHAHO 3 rutanebo. Y HeBeMMKOT KiMbKOCTI Cy0’ €KTIB 3MiHH aMIHOKHCIIOT ¥ CHAMKOBOMY OiIKY
BiOyBanuCs B MMONOXKEHHAX, TAPIeTHHX T4 MOHOK/IOHATBHAX aHTHTLI Ta Bakuuy. Kiiniune Ta
CyCITUIbHE 3HAYCHHS /1A 3/I0POR’S LIMX 3MiH HEBiOMI.




Ilepexpecna pezucmenmuicms

NHC 306epirag akTHBHICTE y KyJbTYpi KJIITHH IPOTH Bipycy i3 3amiHamu nomnimepasu (nsp 12)
(Hanpuxian F480L, V5571 ta E802D), noB’a3aHUMH 31 3HMAKEHHAM Yy TJIHBOCTI /10 peMJIECHBIPY,
110 BKa3y€ Ha BiICYTHICTb MepexpecHol pe3ucTeHTHOCTI.

Axmugnicme npomu SARS-CoV-2 na meapunnux mooensx

[poTHBipycHY aKTHBHICTh MONTHYIIipaBipy Oy/10 NpoaeMOHCTPOBAHO HAa MoAeNAX iH(pekuii SARS-
CoV-2 y muiueit, xoM sKiB i TXOPiB, KoM A03Y BBOAWIM 10 abo nipotsaroM 1-2 fHIB nicis BipycHoOT
npoBokauii. ¥ Txopie, iHdikoBanux SARS-CoV-2, MonHynipasip 3HauHO 3HMIKYBaB BipycHi
tuTp SARS-CoV-2 y BepxHIX AMXaNBHUX LUIAXAX i MOBHICTIO TajlbMyBaB Mepeaavy Bipycy o
KOHTaKTHMUX TBapuH Oe3 JikyBaHHA. Y cHpilickkux Xom’'skiB, iHdikoBanux SARS-CoV-2,
MoOIHymipaBip 3meHmnryBas piseHb PHK Bipycy Ta iHdexuiiini THTpU Bipycy B JlereHsX TBapHH.
PesyneTaTi ricTONaToONOriMHOro aHasi3y JiereHeBol TKaHMHHM, 3i0paHoi micna iHdexuii, BKazanu
Ha 3HAYHO 3HIDKEHUI piBeHb BipycHoro antureny SARS-CoV-2 i MeHIIy KiNBKiCTh ypakeHb
NereHk y TBApHH, AKI OTPUMYBaJIM MOJIHYIIIpaBip, MOPIBHAHO 3 KOHTPOJILHOK IPYIOL.

Llumomoxkcuunicme in vitro

NHC, metaboiT Hy KJIe03HIHOT0 AHAJIOra MOJIHY IIipaBipy, MaB Pi3Hy UMTOTOKCHYHICT BiJHOCHO
PI3HHX THIIB KIITHH ccaBliB 31 3HadeHHAMH CCso B AiamasoHi Big 7,5 MkM (nimdoinHa KiiTHHHA
ninis moauan CEM) no >100 MxM B ananizax 3-s1eHHoi excno3uiiii. MonHynipagip npurtidysas
riponidepaliio KIITHH-NONEPEeIHNKIB KICTKOBOTO MO3KY JTIOMHH 31 3HaueHHsamMHu CCsp 24,9 mxM
i 7,7 mxM ana nponidepauii epuTPOIIHUX 1 MIENIOTAHUX KJIITHH-TIONEPEIHUKIB BiAMOBIIHO B
anasizax 14-neHHoro GpopMyBaHHS KOJOHIH.

Biocxkix sipycnoi PHK

[Tineumenns pisuie puainenns PHK SARS-CoV-2 (to6To inckik PHK Bipycy) niciis nikyBaHHs
¥ 3pa3Kax 3 HOCOrIOTKH criocTepiranmucs Ha Jens 10, [ens 15 ta/abo dens 29 y rpy1i cy6’exTis,
axi orpumyBaiu JIAUEBPIO Ta nnaue6o y nocnimkensi ®azu 3 MOVe-OUT. Ipubnusso 1%
cyb’exriB, aki orpumyBamu JIAIEBPIO Ta mmanebo, Manu 03HaKM [OBTOPHHX CHMITTOMIB
COVID-19, mo 36iranucs 3 Biickokom piBHiB BipycHoi PHK, BHABICHHX y 3pa3kax 3 HOCOIIOTKH.

Biackik Bipycuoi PHK nicns nikysaHHs He OyB 0B’ 43aHHIi 3 MTEPBUHHUM KJITIHIYHHM pe3yIbTaToM
— rocroiTtamizauis abo cmepte a0 JlHa 29 micis 0JHOPA3oBOro S-AEHHOrO Kypey JIKYBaHHS
npenapatom JIAUEBPIO. Binckik Bipycuoi PHK micns nikyBasHsS Takok He OyB IOB’S3aHHMIA 3
BHABJICHHSM TNaTOTEHHOTO Bipycy Y KyJbTypax KJIITHH B 3pa3kax Ma3Ka 3 HOCOTJIOTKH.

13 JOKJIIHIYHA TOKCHKOJIOT'IA

13.1 Kanneporenes, MmyTrarenes, nopymesas (epTaisHoCTi

Kanueporenes

Monnynipasip y 6-Mica4HOMY AOCTIKEHHI KaHIIEPOTEHHOCTI HA TPaHCTeHHHMX MHmax RasH?2
(Tg.RasH2) nicna mnepopaibHOro 3acTocyBaHHA He OYB KaHLEPOTEHHHUM Y Oyab-Akii
nocniysanii 103i (30, 100 abo 300 mr/kr/goby).

MyTrarenes
Mosnnynipagip i NHC Oyin no3suTMBHHMH B aHanizi 3BOPOTHMX MyTauiil y Gakrepiii in wtro

(ananiz Eiimca) 3 i 6e3 MeTaﬁoqum alcmnaun Monﬂympamp nocnmxyaanu y IBOX i
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HEraTHBHMM IMOJ0 iHAYKUII XPOMOCOMHOrO IOWIKO/UKEHHS Mikposzep in vitro (3 i 6e3
MeTabonivHOT aKkTHBAaLlii) Ta B aHaNi3aX MiKposaep in vivo y mypis.

Ha migcraBi cykynmHOCTI HasBHMX JIAHMX HIOJ0 FeHOTOKCHYHOCTI Ta TPHBANOCTI JIIKYBaHHSA
(5 auiB), MOJTHYTIipaBip M€ HU3LKMIH PU3MK F€HOTOKCHYHOCTI.

[opvuenHs dhepTUnsHOCTI

He crioctepiranocs »oaHoro BILIHBY Ha GepTHIIBHICTS, IPOAYKTHBHICTE CTIAPIOBAHHA 260 paHHiii
eMOpiOHA/IbHUI PO3BUTOK, KOJIIM MOJIHYIIpaBip BBOAWIM camkaM abo camuiM LIYpiB [pH
excrnosuitisix NHC npubansro y 2 i 6 pasis Gibine, Binosiaso, Hix excriosuiis NHC y mouuu

npu PIIJL

13.2 Tokcukosoria Ta/abo papmaxoioria y Teapan

3MiHM B pe3y/bTaTi TOKCHYHOCTI [UIS KICTOK i XpsumiiB, mo NpH3BOAATH 0 MOpPYIIEHHS
TpaHc(opMaLii pocTOBOro Xpsilia ¥ HOBI KiCTKH, CIIOCTEPITaHCs B CTETHOBiH Ta rOMiTKOBIH
KiCTKaX WypiB y 3-MicA4HOMY JOCHI[KEHHI TOKCHYHOCTI TIpM 3acTOCYBAHHI  03M
2500 mr/kr/noby (B 5 pasie Ginbme, Hik ekcnosuuis NHC y mommam npu PIUT). He
CTIOCTEPIranocs TOKCHYHOCTI U1 KiCTOK M XPAILIB Y 1 -MicA4HOMY J0C/iKeHHI TOKCHYHOCTI Ha
Lypax NpH 3aCTOCYBaHHi 1031 10 500 mr/kr/n06y (B 4 i 8 pasis Ginbue, Hik excnosuuis NHC y
momunu npu PJUT y skiHok i 4onoBikis BianosinHo), y cofak, sxi orpumysamm 103y g0 50
Mr/kr/noby nporsrom 14 muis (noxibuo o excrozuuii NHC y Juoguau npu PJIUJT) abo B 1-
MICSYHOMY [OC/TI/IKEHHI TOKCHYHOCTI Ha MHIIAX NpPH 3aCTOCYBAHHI 1031 10 2000 MI/KI/no0y (B
19 pasis 6inbie, Hix excriozuuis NHC y moamnu npu PIT).

PocToBui Xpsmn BiCYTHIN y 3piaMX ckeneTax, TOMY pe3y/IbTaTH [OCTiKEHD MO0 BILTHBY Ha
KICTKM Ta Xpsuli HE CTOCYIOTBCS JOPOCIHX JIO/ei, ae MOXKYTh GyTH aKTyaTsHUMM 18 miTeil
[ous. Ocobrusocmi sacmocysanns (5.3) ma 3acmocysanns y ocobnusux 2pyn nayicnmis (8. 4)].

Crnocrepiranaca 060poTHa 10303a1€XKHA TOKCHYHICTD UIA KiCTKOBOTO MO3KY, fKa BIUTHBAE HA BCi
MiHI{ reMONOeTHYHNX KIITHH, y cobak MpH 3acTocyBaHHi 1031 >17 Mr/kr/noby (Menme, Hix
exkcnosuuis NHC y momuan nipu PIUUT). HesnauHe 3HHKEHHS KiTbKOCTI KTITHH nepudepuaHol
KPOBIi Ta TPOMOOLIMTIB criocTepirasy uepes 7 AHIB JiKyBaHHs MOJIHYTipaBipoM, IO I1pOrpecyBasio
n0 Ginbll CepHO3HMX reMaToNOriyHMX 3MiH micns 14 nuis mikysamms. He CriocTepiranu aHi
TOKCMYHOCTI Ui KICTKOBOIO MO3KY, aHi TIeMaToNOri4yHOi TOKCHYHOCTI B 1-MmicsuHOMY
JIOCTDKeHHI TOKCHYHOCTI Ha MHIIaX juti 103 10 2000 mr/kr/mo6y (B 19 paziB Oinbmie, Hix
excriosuuis NHC y mounun npu PIIJT) i B 3-MicauHOMY JOC/TI/DKEHH] TOKCHYHOCT] Ha HIypax s
103 o 1000 mr/kr/noby (89 i 15 pasis 6inbure, Hix excrosuuis NHC y momunm rpu PJ1JT ¥ KIHOK
i 4oJIOBIKIB, BiAMIOBIAHO).

14 KJITHIYHI JOCIIKEHHA

Kniniuni pani, mo nigreepmwkyiors ue EUA, GasyioThes na gammx 1433 paHIoMIZ0BaHMX
cy6’extis y mocnimxenni ®azn 3 MOVe-OUT (NCT04575597). MOVe-OUT ¢ PaHIOMIZ0BaHHM,
M1aieG0-KOHTPOJIbOBAHUM, MOABIHMM  CIHMMM  KTHIYHAM  JOCTI/DKCHHAM 3 BHBYEHHS
JIATEBPIO s nikyBaHHs Herocnitanizopanux nauicuris 3 COVID-19 nerkoro ta CepeaHbOro
CTYIIEHIB TSKKOCTI, AKi MAlOTh PH3MK MPOrpPecyBaHHSA [0 THKKOL dopmu COVID-19 'ra/aﬁo
rocritanizauii. IlpuiiaaTai cy6’ektn Gynm Bikom Bim 18 pokiB i Mamm oauu '
NONepe/IHBO BU3HAYCHUX (aKTOPiB PUINKY MPOrpecyBaHHA 3aXBOPIOBAHHA: BiK CTz
uykposuii nmiaber, oxupinus (IMT >30), xpoHiuHe 3aXBOpPIOBAHHS HHPY
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3aXBOPIOBAHHA cepusd, XpoHidHa oOcTpykTHBHA XBopoba nereHb abo pak B akTHBHIH dopwmi.
Jocnipkenns Bo4ano cyd ekTie i3 cuMnTroMamy, Aki He Oy pakuuHoeaHi npot SARS-CoV-
2 i sxi manu abopatopHo nigreepaxeny iHdekiito SARS-CoV-2 Ta nosBy CHMITTOMIB MPOTATOM
5 puiB micna pangomizauil. Cy6’extu Oynu panpomisoBadi 1:1 ana orpumanna 800 wmr
JIATEBPIO abo muatiebo rnepopaibHO ABiYi HA A€Hb IIPOTATOM 5 JIHIB.

[Mpu BrIIOYEHH] B A0CIKEHHS CepeHii BiK yeiX paHaoMizoBaHuX cy0’ekTiB cTaHOBHB 43 poKM
(mianazon: Bix 18 mo 90); 17% cy6’exriB Oymm crapme 60 pokis i 3% Oynu BikoM Bif 75 pokiB;
49% cyb’extie Oynm uonosikamu; 57% Oyau ceitiowkipumu, 5% TtemHowkipumy abo
abpoamepukanusimMu, 3% asiaramu, 50% icnaHusMu abo JaTMHOAMEPHKAHLAMH. BuUIbIIICT
cy6’exriB Oysi0 BmoueHo 3 neHTpis JlatuHcskoi AMepuky (46%) Ta €sporm (33%); 12% Gynm
BKIO4eHi B Adpuii, 6% Oynu emodeni B [liBuiuniit Amepuui i 3% Oynu Bkmoueni B Asii. Copok
BiciM BificoTkiB cy6’ekriB orpumyBain JIATEBPIO abo nnaue6o nporsrom 3 gHiB micis nosBu
cumrromie COVID-19. HaitnomwmpenimmMu pakropaMu puzuky Oymm oxupiauas (74%), Bik
crapuie 60 pokiB (17%) Ta uykposuii niaber (16%). Cepen 792 pocnimkyBaHux (55% Bin
3aralbHOl PaHIOMI30BaHOT MOIMYJIAUIT) 3 JOCTYITHAMH BHXIIHUMH pe3ysibTaTaMy ifeHTHdiKalii
papianTa/kiagn SARS-CoV-2, 58% Oynm indikoeani Delta (ninii B.1.617.2 i AY), 20% 6ynu
iHdikosani Mu (B.1.621), 11% 6ynu indikoBani Gamma (P.1), a pemrra 6ynu iHdikoBaHi iHITHMK
BapiaHTaMM/K1agaMu. 3arajioM, BHXigHi JeMorpadiyHi XapakTepHCTHKH Ta XapaKTePUCTHKH
3axBoproBaHHA Oynu noOpe 30araHCcOBaHI MK rpYNaMH JTiIKYBaHHS.

VY Tabnuui 3 HaBeneHO pe3yNbTaTH NMEPBUHHOI KiHIEBOI TOYKH (BiacoTOK cyO’ekTiB, Aki Oyam
rocrmitanizoani abo momepnu A0 29 gua 3 Oyab-akoi nmpuuuHM). PesynsratH edeKTUBHOCTI
Da3yloThes HA pe3ysbTaTaX HeBaKIMHOBAaHMX J0POCIHX BikoM Bia 18 pokie, aki mamu oauH abo
KiJIbKa 3a37alieriip BU3HaueHHX (aKTOpiB PH3MKY NPOrpecyBaHHA 3aXBOPIOBAHHA: BIK cTapimie
60 pokis, uykpoBuit aiaber, oxupinug (IMT >30), xponiuni 3aXBOpIOBaHHS HMPOK, cepio3Hi
3aXBOPIOBAHHSA Ceplld, XpoHiYHa oOCTPYKTHBHA XBOpoOa JiereHs a0 pak B akTHBHIH cTazii.

Ha Pucynky | npeacraBneni pesyasTaTH 3a neBHuMMH niarpynamu. Lli amanism migrpyn
BBAXKAKTLCA AocHiAHMUbKMMH, Jlani HeaocTynHi s AeskMX niarpyn cy®’ekTiB, AKi MawOThb
BHUCOKHI piBEeHb PU3MKY nporpecyBanHs 1o Tsxkoi popmu COVID-19, sk Bu3naueHo [lentpom 3
KoHTpomo i npodinakruku 3axsopioans CLIA (CDC).

Tabauns 3. PesyabraTn epekTHBHOCTI Y HerocmiTagizopanux gopocanx 3 COVID-19*

JIATEBPIO IInanebo Kopurosana pisanns pu3ukis
(N=709) (N=699) % (95% JI1)
n (%) n (%)

Iocoitanizanis 3 Oyab-akoi npaunan >24 roJuHH QA8 HeBiAKJIagHOT JomomMorm abo
JeTaJbHHH Hacaiaok a0 dusa 29

48 (6,8%) 68 (9,7%) -3,0% (-5,9%, -0,1%)
CmepTHicTE 3 Oyab-aKkoi npuanan 1o Jua 29
1(0,1%) 9 (1,3%)

*BuzHaueHHsn nepBuHHOI edekTHBHOCTI GasyBanocs HA IIAHOBOMY MPOMDKHOMY aHAI3l 3a ydacTi
762 cy6’exTiB. B pesynwTaTi mpoMixkHOro ananizy 6yso BUABIeHO, mo 7,3% NamieHTiB, AKi OTPUMYBaITH
JIATEBPIO, 6ynu rocnitanizosani abo nomepnu no Jus 29 (28/385), nopisusno 3 14,1% nauieHTis,
AKki orpuMyBanu wianedo (53/377). Kopuroeasa pizauus pusukis cxiana -6,8% 3 95% JI (-11,3%, -
2,4%) i 2-cTopoHHiM p-3HaveHHsM = 0,0024.

BCiX paHnomisoBaHuX cy6 ekTiB ckmano 30% (95% AI: 1%, 51%).
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AHasli3H KOPUIyIoThca KoediuienTom ctpatndikauii yacy nossu cumnromis COVID-19 (<3 aui npotu
>3 [4-5] aHiB).

Pucynok 1. PesyasTaTn edpexTBHOCTI Y miArpyni merocniragizosannx nopocanx 3 COVID-
19 — yci pangomizoBani cy6’ekTH

Piznnus (%)

Ne spuny/cy6’exrin

JIATEBPIO
Yac Big noMaTKY CHMOTOMIB |
A0 pangosmizamit
<3 i b 25/339
>3 nni [ 23/370
Bik ;
<60 poxis |-o-, 36/591
>60 pokis }—0—|| 12/118
- CTaT:. I .
00BIYA [ ! 32/330
Kinoqa H‘{ 16/379
Omnpinaa (IMT=230) |
Tax 29/535
Hi '-.-'l 19/174
P—ﬁ—t
Hyxposuii aiaber |
Tax —e— 17/107
Hi ;
2 gl 31/602
Buxiaua eryniaes Taxxkocri COVID |
Jlerxa - 19/395
Cepenna e 29/311
Haitnommpenimi puxiani knaxn I
20J (Gamma) —— | 0/37
21A, 211, 21J (Delta) [ o 18/237
21H (Mu) |,_‘_H 6/75
el ———dy 5/47
Buxiauuii cTaTyC aHTHTIA :
[No3uruBHEMI HH 5/136
Herarusunii H—{: 39/541

-30 -20 -10 ©

10

JIATEBPIO «Ilepepara— Ilnaneto

Ilnanedo

28/335
40/364

52/572
16/127

41/355
27/344

46/507
22/192

17.117
51/582

27/376
40/321

9/47
22/221

13/82

7/38

2/146
64/520

Pisnuns pusuxis
% (95% 1)

21.0(-5.2,3.2)
-4.8(-9.0,-0.7)

-3.0 (-6.1,0.0)
-24(-106,58)

1.9 (-6.5, 2.8)
-3.6(-7.4,-0.2)

-3.7 (-6.9, -0.5)
05(-7.1,6.2)

14(-82,11.1)
-3.6 (-6.6, -0.7)

24(-59,1.0)
-31(-8.1,1.8)

191 (-32.6, -8 9)
-24(-7.8,2.9)
7.9 (185, 2.6)
7.8(-24.4,74)

23617, 7.1
-5.1(-8.8, -1.6)

Binnosiauuii gosipunii iHTepBan 3acHoBaHMi Ha MeToai Mittinena i HypMinena.
Moaudikosana nomy/Auis yciX NamieHTiB, PaHIOMi30BaHMX [UIA OTPUMAHHA JIKyBaHHA, € MOMyJIALIEI0

aHanily e)eKTHBHOCTI.

BHXiZHI 3pa3kM CHpPOBATKHM OUiHIOBATH 3a jomomoroio antH-N ananizy Roche Elecsys nna nepeipku
nassHocTi aututin (IgM, IgG ta IgA) no Ginka nykneokancuna SARS-CoV-2.
BHCHOBKH MO0 pe3y/IbTaTiB AHATI3IB LIMX MATPYT BBKAKOTECS JOCIIIHALILKHMH.

16 ®OPMA BUITYCKY/3BEPII'AHHS TA INIOBO/UKEHHA

dopma BAENYCKY

JIATEBPIO, karicy i1 BUITyCKAETBCA Y HACTYMHIH Gopmi:

KOPIIOPaTHBHAM

Bmict Omme @opma BHITYCKY NDC

Monnynipagip Henposopi kamcymu | [To 40 xkancyn y | NDC-0006-5055-0

200 mr MOMapaH4YeBoro TUIS L NDC-0006- '
kousopy  (Swedish NDC-00@6-80
Orange) 3




norotunom Ta «82»,
HAHECCHUMHM OLTHMH
YOPHHJIAMH.

36epiranus Ta NOBOKEHHS

36epiratu kancymu JIATEBPIO npu temmnepatypi Big 20°C mo 25°C (Bim 68°F mo 77°F);
BIIXMJIEHHS JOMycKawTbes 3a Temmepatyp Big 15°C go 30°C (Big 59°F no 86°F) [ous.
Koumponvosana kimnamna memnepamypa sa USP].

17 IHOOPMAILIA 1JId KOHCYJIbTYBAHHSA ITAIIIEHTIB

Sx MeauuHuMil nMpauiBHUK, AKUI Npu3Havae jgikapebki 3aco0H, BH NOBHHHI MOBIIOMHMTH NALlIEHTY
ta/abo  ocobi, ska 3gilicHie gormAx 3@ HuMM, iHdopmauniio, 1o  Bignosizae
«[HOOPMALIIMHOMY JIMCTKY JUISl TIALIIEHTIB TA OCIB, SKI 3IMCHIOIOTH
JOrJisAd 3A HUMMH» Tta zagokymeHTyBaTH, 1o iH$opmauiro 6yno Hazano. Komio usoro
[ndopmauifinoro mucTka HeoOXiIHO HaaTH nauieHTy Ta/abo 0cobi, siKa 3AIACHIOE OIVIA 32 HHM,
1o 3acrocyBanusa JIATEBPIO (ous. Ingpopmayisn e pamyi).

Peakuii rinepayTimBocTi

Cnin npoindopMyBaTH MarlieHTIB, MO MOBIAOMIISIIOCH PO peakilil rirnepyy TIMBOCTI HABITH Micis
npuiiomy 1 no3u JIATEBPIO i n1o BOHH MOBHHHI NPUITMHUTH PUHOM Ipenapary Ta [oBiIoMHUTH
CBOT0O MEIMYHOrO IpalliBHUKA NPH MepIIHX 03HAKAX BUCHITY HA IUKipi, KporuB sHKM abo iHIMX
HIKipHUX peakuiif, MPUCKOPEHOT0 cepLeOHTTA, TPY/AHOILIB M1i]] Yac KOBTaHHA abo auxaHHs, OV /1b-
AKOro HaOpAKY, AKHI CBITYMTE NP0 aHTIOHEBPOTHYHMI HAOpsK (Hanpukian, Habpak ry6, s3uka,
00nHYYs, BIAMYTTS CTUCKAHHS Y TOpJIi, OXPHIUICTS), a0 iHIIMX CHMIITOMIB anepriyHoi peaxuii
[oue. Ocobausocmi zacmocysanna (5.2)].

PH3HMK TOKCHYHOCTI U1 [u1o1a

Cnig moeigomurn mamientaM, mo JIATEBPIO He pekoMeHIYETHCA 3acTOCOBYBATH IIijl 4ac
BariTHOCTI, OCKLTBKH 11€ MOKE 3aB/aTH MKo/AK ioay. Ciia nopagury ocobaM pernpoayKTHBHOTO
BIKY TOBIJIOMHTH CBO€MY JIIKapr npo Bigomy abo migospioBaHy BaritHicTs [ue. [ngpopmayis &
pamyi, Ocobrusocmi sacmocysanns (3.1) ma 3acmocysanns y ocobnusux 2pyn nayienmis (8.1)].

Cnia nopaauTh ocobam penpoayKTHBHOTO BiKY HAJIE)KHHM YMHOM Ta MOCTIHHO BHKOPHCTOBYBATH
eexTuBHI MeToaM KoHTpaueruii mia uwac npuiiomy JIATEBPIO Tta nporarom 4 amiB micis
MPHHOMY OCTAHHBOI 103H.

Xoua pu3HK BBAXKAECTHCA HU3BKUM, ICHYE TeOpeTH4HA HMOBipHicTE Toro, wo JIAEBPIO moxe
BILUTMBATH Ha NMOTOMCTBO HOJIOBIKIB, 10 OTPHUMYBAIM MPENapar, 3 orjsaay Horo Ha Mexaism il
Cnin pexomenayBatH ocobam, fKi BeIyTh AKTHBHE CTATEBE JKHTTA Ta MalOTh NApTHEpIB
PenpoayKTHBHOIO BiKy, 3aCTOCOBYBATH HAJICKHHM YHMHOM HAiliHMH MeTO[ KOHTpauemnuii Ha
nocTiifHii ocHoBi mia wac npuiiomy JIAEBPIO Tta nporsaroM woxaiiMenme 3 micauis micas
npuiiomy ocranHeoi 1031 JIAEBPIO. Pusuk uepes 3 micsui micns npuiioMy oCTaHHBOT HO3H
JIATEBPIO neBinomuit. [Ous. 3acmocysanns y ocobnueux zpyn nayienmia (8.3)).

PU3MK TOKCUYHOCTI IS KICTOK i XpAlLiB

ma 3acmocysanns y ocobrusux zpyn nayicumis (8.4)].




Peectp BariTHOCTI
IcHye peecTp BariTHOCTI, 3riJJHO 3 SKHM BiJICTEXKYIOThCA PE3YJIBTATH BariTHOCTI y oci0, AKi

npuiivanu JIATEBPIO nix yac BaritHocTi. 3a0Xxo4yiiTe [0 y4YacTi Ta KOHCYJIbTYMHTe MallieHTiB
OO0 TOTO, K BOHM MOJXYTh 3apeECTPYBAaTHUCS y peecTpi BariTHocTi Ha caifti https://covid-
pr.pregistry.com a6o 1-800-616-3791 [dus. 3acmocysanna y ocobnusux zpyn nayienmis (8.1)].

JlakTariiis

I'pyaHe BMroJ0BYBaHHS HE peKOMeHAY€EThes Mia Yac npuiiomy JIATEBPIO Ta npotsirom 4 aHiB
nicna npuifomy octansboi o3u JIATEBPIO. Crnix nopaguti ocofaM, o roayloTh IpyIbMH,
PO3T/ISIHYTH THTAHHA [P0 [PHIMHEHHS TPYJHOT0 BHMIOJOBYBAHHA, a TAKO#K PO3IIIAHYTH
MOJKJIMBICTE 3LIIKYBaHHA Ta YTHITI3allil IpyJHOTO MOJIOKA Il 9ac JTiKyBaHHA Ta POTATOM 4 [HIB
micas npuiiomy octanuboi no3u JIAI'EBPIO [dus. 3acmocyeanns y ocobnusux zpyn nayicumis

(8.2)].

Bxazipky 11010 3aCTOCYBaHHA

Cnig pexomeHayeatH mnanieHtam npuiimata JIATEBPIO 3 ikero abGo 6Ge3z ki, Cnin
pexkoMmeHayBaTH nauieHtaM koprath Kancynun JIATEBPIO uwinmMu, He BigKpuBarouH, He
possiamyiodd Ta He nojpiOHIow4M Kancyyd. Cii peKOMeHAyBaTH MAL[i€HTaM, SKIO BOHH
nponyctuid 103y JIAEBPIO npotarom 10 rogus micis 3uy¥aifHOro npuiioMy, BOHH MOBHHHI
NPUHHATH 11 AKOMOra IIBHAIIE | BIJHOBMTH 3BHYaiiHMi rpadik gosyeawHs. Skumo nauieHt
MIPOITYCTHB NpHIioM 03¢ Oinbmme Hixk Ha 10 roauy, NamicHT He NMOBHHEH MPHUAMATH MPOIyIIeHY
7103y, @ HATOMICTh MPHIAHATH HACTYIIHY /103y Y BCTaHOBJICHMH 4yac. CniJl mopaJuTH NaLieHTy He
TIO/IBOIOBATH JI03Yy, MO0 KOMIIEHCYBATH NpOIyIIeHy 103y [dua. Crocib sacmocysanns ma 0o3u

2.2)].

Bwuict kancyn JIATEBPIO mosHa 3mimaty 3 Bojoro Ta BRoauTH depe3 HI/OT, I' ta I'C 2om1m.
IMpoindopmyiiTe nauieHTis, MO0 BOHH JOTPUMYBAIUCA PEKOMEHIALIH, ONUCAHUX B IHCTPYKUIT
114 TIALIEHTIB Ta 0ci0, AKi 3AIMCHIOITE AOIMA 3a NamieHTaMu [ous. Crnoci6 3acmocyeanHs ma
dosu (2.3)].

ITopinomTe mauieHTa Mpo Te, M0 BaXIMBO 3aBEPIUMTH TMOBHHH S-JIeHHMH Kypc NIKYyBaHHS Ta
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FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR LAGEVRIO™ (molnupiravir) CAPSULES

HIGHLIGHTS OF EMERGENCY USE AUTHORIZATION (EUA)
These highlights of the EUA do not include all the information
needed to use LAGEVRIO under the EUA. See the FULL FACT
SHEET FOR HEALTHCARE PROVIDERS for LAGEVRIO.

LAGEVRIO™ (molnupiravir) capsules, for oral use
Original EUA Authorized Date: 12/23/2021
Revised EUA Authorized Date: 06/2024

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF
LAGEVRIO UNDER EMERGENCY USE AUTHORIZATION

Refer to FULL FACTSHEET for details.

memmmmmsmenensRECENT MAJOR CHANGE S--seenmmeemmmcecanmance

Use in Specific Populations (Section 8.3), Nonclinical 06/2024
Toxicology (Section 13.1): Updated

Dosage and Administration (Section 2.3): Addition of 06/2024
administration via gastrostomy and gastrojejunostomy feeding tubes
Mandatory Requirements Box, Emergency Use 10/2023
Authorization (Section 1): Updated

Limitations of Authorized Use (Section 1): Updated 10/2023
Adverse Reactions: Removal of Section 6.5 10/2023
Adverse Reactions (Section 6.2): update to post- 07/2023

authorization experience section

-EUA FOR LAGEVRIO
The U.S. Food and Drug Administration (FDA) has issued an EUA for
the emergency use of the unapproved LAGEVRIO, a nucleoside
analogue that inhibits SARS-CaoV-2 replication by viral mutagenesis for
the treatment of adults with mild-to-moderate coronavirus disease
2019 (COVID-19):
e  who are at high risk for progression to severe COVID-19,
including hospitalization or death, and for
+  whom alternative COVID-19 treatment options approved or
authorized by FDA are not accessible or clinically appropriate.
LAGEVRIO is not FDA-approved for any use including for use for the
treatment of COVID-19. Prior to initiating treatment with LAGEVRIO,
carefully consider the known and potential risks and benefits. (1)

LIMITATIONS OF AUTHORIZED USE (1)
¢ LAGEVRIO is not authorized

- for use in patients less than 18 years of age (5.3)

- for initiation of treatment in patients requiring hospitalization due
to COVID-19. Benefit of treatment with LAGEVRIO has not been
observed in subjects when treatment was initiated after
hospitalization due to COVID-19. (2.1)

- for use for longer than 5 consecutive days.

- for pre-exposure or post-exposure prophylaxis for prevention of
CoviD-19.

LAGEVRIO may only be prescribed for an individual patient by
physicians, advanced practice registered nurses, and physician
assistants that are licensed or authorized under state law to prescribe
drugs in the therapeutic class to which LAGEVRIO belongs (i.e., anti-
infectives).

LAGEVRIQ is authorized only for the duration of the declaration that
circumstances exist justifying the authorization of the emergency use
of LAGEVRIO under section 564(b)(1) of the Act, 21 U.S.C. § 360bbb-
3(b)(1), unless the authorization is terminated or revoked sooner.

See the box in the beginning of the Full Fact Sheet for details on
mandatory requirements for administration of LAGEVRIO under
emergency use authorization.

See Full Fact Sheet for Healthcare Providers for the justification for
emergency use of drugs during the COVID-19 pandemic, information
on available alternatives, and additional information on COVID-19.

mmmnnenemmmmm e DO S AGE AND ADMINISTRATION womeemamanen.

» 800 mg (four 200 mg capsules) taken orally every 12 hours for 5
days, with or without food. (2.1, 2.3)

» Take LAGEVRIO as soon as possible after a diagnosis of COVID-19
has been made, and within 5 days of symptom onset. (2.1)

= Completion of the full 5-day treatment course and continued
isolation in accordance with public health recommendations are
important to maximize viral clearance and minimize transmission of
SARS-CoV-2. (2.1)

* LAGEVRIO is not authorized for use for longer than 5 consecutive
days because the safety and efficacy have not been established.
(2.1)

weemenneee-DOSAGE FORMS AND STRENGTHS

Capsules: 200 mg (3)

CONTRAINDICATIONS
No contraindications have been identified based on the limited
available data on the emergency use of LAGEVRIO authorized under
this EUA. (4)

smmememn e e WARNINGS AND PRECAUTIONS

« Embryo-Fetal Toxicity: LAGEVRIO is not recommended for use
during pregnancy. (5.1, 8.1, 8.3)

« Hypersensitivity reactions, including anaphylaxis have been reported
with LAGEVRIO. If signs and symptoms of a clinically significant
hypersensitivity reaction or anaphylaxis occur, immediately
discontinue LAGEVRIO. (5.2)

* Bone and Cartilage Toxicity: LAGEVRIO is not authorized for use in
patients less than 18 years of age because it may affect bone and
cartilage growth. (5.3, 8.4, 13.2)

ADVERSE REACTIONS
Most common adverse reactions (incidence 2 1%) are diarrhea,
nausea, and dizziness. (6.1)

You or your designee must report all SERIOUS ADVERSE
EVENTS or MEDICATION ERRORS potentially related to
LAGEVRIO (1) by submitting FDA Form 3500 online, (2) by
downloading this form and then submitting by mail or fax, or (3)
contacting the FDA at 1-800-FDA-1088 to request this form.
Please also provide a copy of this form to Merck Sharp & Dohme
LLC, Rahway, NJ USA at 1-800-672-6372 or Fax 215-616-5677 (6.4)

DRUG INTERACTIONS
No drug interactions have been identified based on the limited
available data on the emergency use of LAGEVRIO authorized under
this EUA. (7)

memmmmmememmnneeeeeneeeeesJSE IN SPECIFIC POPULATIONS

* Pregnancy: The use of LAGEVRIO is not recommended during
pregnancy. Advise individuals of childbearing potential to use
effective contraception correctly and consistently, as applicable, for
the duration of treatment and for 4 days after the last dose of
LAGEVRIO. (8.1, 8.3)

« Lactation: Breastfeeding is not recommended during treatment and
for 4 days after the last dose of LAGEVRIO. A lactating individual
may consider interrupting breastfeeding and may consider pumping
and discarding breast milk during treatment and for 4 days after the
last dose of LAGEVRIO. (8.2)

See FACT SHEET FOR PATIENTS AND CAREGIVERS.
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FULL FACT SHEET FOR HEALTHCARE PROVIDERS

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF LAGEVRIO UNDER
EMERGENCY USE AUTHORIZATION

In order to mitigate the risks of using this unapproved product under the EUA and to optimize the
potential benefit of LAGEVRIO, the following steps are required. Use of LAGEVRIO under this
EUA is limited to the following (all requirements must be met):

1. Treatment of adults with mild-to-moderate COVID-19 who are at high risk for progression
to severe COVID-19, including hospitalization or death and for whom alternative COVID-
19 treatment options approved or authorized by FDA are not accessible or clinically
appropriate [see Limitations of Authorized Use (1)].

2. As the prescribing healthcare provider, review the information contained within the “Fact
Sheet for Patients and Caregivers" with your patient or caregiver prior to the patient
receiving LAGEVRIO. Healthcare providers must provide the patient/caregiver with an
electronic or hard copy of the “Fact Sheet for Patients and Caregivers” prior to the patient
receiving LAGEVRIO and must document that the patient/caregiver has been given an
electronic or hard copy of the “Fact Sheet for Patients and Caregivers”.

3. The prescri
i.

vi.

4. The prescri

bing healthcare providers must inform the patient/caregiver that:
LAGEVRIO is an unapproved drug that is authorized for use under this
Emergency Use Authorization.
Other therapeutics are currently approved for the same use as LAGEVRIO
[see Emergency Use Authorization (1) - Information Regarding Available
Alternatives for the EUA Authorized Use].
There are benefits and risks of taking LAGEVRIO as outlined in the “Fact
Sheet for Patients and Caregivers.”
There is a pregnancy registry.
Females of childbearing potential should use a reliable method of
contraception correctly and consistently, as applicable, for the duration of
treatment and for 4 days after the last dose of LAGEVRIO.
Males of reproductive potential who are sexually active with females of
childbearing potential should use a reliable method of contraception correctly
and consistently during treatment and for at least 3 months after the last
dose.

bing healthcare provider must assess whether a female of childbearing

potential is pregnant or not, if clinically indicated [see Warnings and Precautions (5.1) and

Use in Specific

5. Basedonfi

Populations (8.3)].

ndings from animal reproduction studies, LAGEVRIO may cause fetal harm

when administered to pregnant individuals. If LAGEVRIO is used during pregnancy,

prescribing hea

lthcare providers must communicate to the patient the known and potential

benefits and the potential risks of LAGEVRIO use during pregnancy, as outlined in the “Fact
Sheet for Patients and Caregivers” [see Warnings and Precautions (5.1, 5.3), Use in Specific

Populations (8.

1, 8.3) and Nonclinical Toxicology (13.1)].

6. If the decision is made to use LAGEVRIO during pregnancy, the prescriber must
document that the known and potential benefits and the potential risks of LAGEVRIO use
during pregnancy, as outlined in the “Fact Sheet for Patients and Caregivers,” were discussed

with the patient




7. The prescribing healthcare provider must document that a pregnant individual was made
aware of the pregnancy registry at https://covid-pr.pregistry.com or 1-800-616-3791.

8. The prescribing healthcare provider and/or the provider's designee is/are responsible for
mandatory reporting of all medication errors and serious adverse events potentially related to
LAGEVRIO within 7 calendar days from the healthcare provider's awareness of the event [see
Adverse Reactions (6.4)].

For information on clinical studies of LAGEVRIO and other therapies for the treatment of
COVID-19, see www.clinicaltrials.gov .

1 EMERGENCY USE AUTHORIZATION
The U.S. Food and Drug Administration (FDA) has issued an Emergency Use Authorization
(EUA) to permit the emergency use of the unapproved product LAGEVRIO™ for treatment of
adults with mild-to-moderate coronavirus disease 2019 (COVID-19):
« who are at high risk for progression to severe COVID-19, including hospitalization or
death. Refer to CDC website' for additional details, and for
« whom alternative COVID-19 treatment options approved or authorized by FDA are not
accessible or clinically appropriate.

LIMITATIONS OF AUTHORIZED USE

«  LAGEVRIO is not authorized for use in patients who are less than 18 years of age [see
Warnings and Precautions (5.3)].

« LAGEVRIO is not authorized for initiation of treatment in patients hospitalized due to COVID-
192, Benefit of treatment with LAGEVRIO has not been observed in subjects when treatment
was initiated after hospitalization due to COVID-19 [see Dosing and Administration (2.1)].

- LAGEVRIO is not authorized for use for longer than 5 consecutive days.

« LAGEVRIO is not authorized for pre-exposure or post-exposure prophylaxis for prevention of
COVID-19.

LAGEVRIO may only be prescribed for an individual patient by physicians, advanced practice
registered nurses, and physician assistants that are licensed or authorized under state law to
prescribe drugs in the therapeutic class to which LAGEVRIO belongs (i.e., anti-infectives).

LAGEVRIO is not approved for any use, including for use for the treatment of COVID-19.

Prior to initiating treatment with LAGEVRIO, carefully consider the known and potential risks and
benefits [see Warnings and Precautions (5.1, 5.3), Use in Specific Populations (8.1, 8.3) and
Nonclinical Toxicology (13.1)].

LAGEVRIOQ is authorized only for the duration of the declaration that circumstances exist
justifying the authorization of the emergency use of LAGEVRIO under section 564(b)(1) of the
Act, 21 U.S.C. § 360bbb-3(b)(1), unless the authorization is terminated or revoked sooner.

Justification for Emergency Use of Drugs During the COVID-19 Pandemic
There is currently an outbreak of Coronavirus Disease 2019 (COVID-19) caused by SARS-CoV-

2, a novel coronavirus. The Secretary of HHS has:

! https://www.cdc.gov/coronavirus/2019-ncov/hep/clinical-care/underlyingconditions.html . Healthcare
providers should consider the benefit-risk for an individual patient.

2 Should a patient require hospitalization after starting treatment with LAGEVRIO, the patient
complete the full 5 day treatment course per the healthcare provider's discretion. &




« Determined that there is a public health emergency, or significant potential for a public
health emergency, related to COVID-193.

« Declared that circumstances exist justifying the authorization of emergency use of drugs
and biological products for the prevention or treatment of COVID-194.

An EUA is a FDA authorization for the emergency use of an unapproved product or unapproved
use of an approved product (i.e., drug, biological product, or device) in the United States under
certain circumstances including, but not limited to, when the Secretary of HHS declares that there
is a public health emergency that affects the national security or the health and security of United
States citizens living abroad, and that involves biological agent(s) or a disease or condition that
may be attributable to such agent(s). Criteria for issuing an EUA include:

o The biological agent(s) can cause a serious or life-threatening disease or condition;
« Based on the totality of the available scientific evidence (including data from adequate
and well-controlled clinical trials, if available), it is reasonable to believe that
« the product may be effective in diagnosing, treating, or preventing the serious or life-
threatening disease or condition; and
« the known and potential benefits of the product - when used to diagnose, prevent, or
treat such disease or condition - outweigh the known and potential risks of the
product, taking into consideration the material threat posed by the biological agent(s);
¢ There is no adequate, approved, and available alternative to the product for diagnosing,
preventing, or treating the serious or life-threatening disease or condition.

APPROVED AVAILABLE ALTERNATIVES

Veklury (remdesivir) is FDA-approved for the treatment of COVID-19 in adults and pediatric
patients (at least 28 days old and weighing at least 3 kg) who are not hospitalized and have mild-
to-moderate COVID-19, and who are at high risk for progression to severe COVID-19, including
hospitalization or death. Veklury is administered via intravenous infusion for a total treatment
duration of 3 days.

Although Veklury is an approved alternative to LAGEVRIO for the treatment of mild-to-moderate
COVID-19 in adults and who are at high risk for progression to severe COVID-19, including
hospitalization or death, FDA does not consider Veklury to be an adequate alternative to

* See U.S. Department of Health and Human Services, Determination of a Public Health
Emergency and Declaration that Circumstances Exist Justifying Authorizations Pursuant to
Section 564(b) of the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. § 360bbb-3. February 4,
2020; https://www.federalreqister.gov/documents/2020/02/07/2020-02496/determination-of-
public-health-emergency. See also U.S. Department of Health and Human Services, Amended
Determination of a Public Health Emergency or Significant Potential for a Public Health
Emergency Pursuant to Section 564(b) of the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. §
360bbb-3(b). March 15, 2023 (“Amended Determination”);
https://www.federalregister.gov/documents/2023/03/20/2023-05609/covid-19-emergency-use-
authorization-declaration.

4 See UU.S. Department of Health and Human Services, Declaration that Circumstances Exist
Justifying Authorizations Pursuant to Section 564(b) of the Federal Food, Drug, and Cosmetic
Act, 21 U.S.C. § 360bbb-3, 85 FR 18250 (April 1, 2020);
https://www.federalregister.gov/documents/2020/04/01/2020-06905/emergency-use-
authorization-declaration. See also Amended Determination (“The declarations issued pursuant
to section 564(b)(1) of the FD&C Act that circumstances exist justifying the authorization of
emergency use of certain in vitro diagnostics, personal respiratory protective devices, other
medical devices and drugs and biological products, as set forth in those declarations, and that are
based on the February 4, 2020 determination, remain in effect until those declarations are
terminated in accordance with section 564 of the FD&C Act.”).




LAGEVRIO for this authorized use because it may not be feasible or clinically appropriate for
certain patients (e.g., it requires a 3-day intravenous treatment duration).

Paxlovid (nirmatrelvir tablets; ritonavir tablets co-packaged for oral use) is FDA-approved for the
treatment of mild-to-moderate COVID-19 in adults who are at high risk for progression to severe
COVID-19, including hospitalization or death. Paxlovid is administered orally for a total treatment
duration of 5 days. Although Paxlovid is an approved alternative to LAGEVRIO for the treatment
of mild-to-moderate COVID-19 in adults and who are at high risk for progression to severe
COVID-19, including hospitalization or death, FDA does not consider Paxlovid to be an adequate
alternative to LAGEVRIO for this authorized use because it may not be clinically appropriate for
patients on medications that are primarily metabolized by CYP3A and/or that are strong CYP3A
inducers.

For additional information on all products authorized for treatment or prevention of COVID-19,
please see https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-requlatory-
and-policy-framework/emergency-use-authorization .

For information on clinical studies of LAGEVRIO and other therapies for the treatment of COVID-
19, see www.clinicaltrials.gov.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage for Emergency Use of LAGEVRIO in Adult Patients

The dosage in adult patients is 800 mg (four 200 mg capsules) taken orally every 12 hours for 5
days, with or without food [see Clinical Pharmacology (12.3)]. Take LAGEVRIO as soon as
possible after a diagnosis of COVID-19 has been made, and within 5 days of symptom onset [see
Emergency Use Authorization (1) and Clinical Studies (14)].

Completion of the full 5-day treatment course and continued isolation in accordance with public
health recommendations are important to maximize viral clearance and minimize transmission of
SARS-CoV-2 [see Patient Counseling Information (17)].

LAGEVRIO is not authorized for use for longer than 5 consecutive days because the safety and
efficacy have not been established.

If the patient misses a dose of LAGEVRIO within 10 hours of the time it is usually taken, the
patient should take it as soon as possible and resume the normal dosing schedule. If the patient
misses a dose by more than 10 hours, the patient should not take the missed dose and instead
take the next dose at the regularly scheduled time. The patient should not double the dose to
make up for a missed dose.

Should a patient require hospitalization after starting treatment with LAGEVRIO, the patient may
complete the full 5 day treatment course per the healthcare provider's discretion.

2.2 Dosage Adjustments in Specific Populations
No dosage adjustment is recommended based on renal or hepatic impairment or in geriatric
patients [see Use in Specific Populations (8.5, 8.6, 8.7)].

2.3 Administration via Nasogastric (NG), Orogastric (OG) and Gastrostomy (G) Tubes that
are 12F or Larger or via Gastrojejunostomy (GJ) Tubes that are 14F or Larger
1. Open four (4) capsules and transfer contents into a clean container with a lid.
2. Add 40 mL of water to the container.
3. Putthe lid on the container and shake to mix the capsule contents and water thoroughly
for 3 minutes.
o NOTE: Capsule contents may not dissolve completely.
o The prepared mixture may have visible undissolved particulates and are 5.
acceptable for administration.




4. Flush the tube with 5 mL of water prior to administration.

5. Using an appropriate syringe, draw up the entire contents from the container and
administer immediately through the tube. If using a GJ tube, administer through the
gastric port. Do not keep the mixture for future use.

6. If any portion of the capsule contents are left in the container, add 10 mL of water to the
container, mix, and using the same syringe draw up the entire contents of the container
and administer through the tube. Repeat as needed until no capsule contents are left in
the container or syringe.

7. Flush the tube with 5 mL of water twice (10 mL total) after administration of the
mixture.

3 DOSAGE FORMS AND STRENGTHS
Capsules: 200 mg, Swedish Orange opaque size 0 capsules. The capsules have the corporate
logo and “82" printed in white ink.

4 CONTRAINDICATIONS
No contraindications have been identified based on the limited available data on the emergency
use of LAGEVRIO authorized under this EUA.

5 WARNINGS AND PRECAUTIONS
There are limited clinical data available for LAGEVRIO. Serious and unexpected adverse events
may occur that have not been previously reported with LAGEVRIO use.

5.1 Embryo-Fetal Toxicity

Based on findings from animal reproduction studies, LAGEVRIO may cause fetal harm when
administered to pregnant individuals. There are no available human data on the use of
LAGEVRIO in pregnant individuals to evaluate the risk of major birth defects, miscarriage or
adverse maternal or fetal outcomes; therefore, LAGEVRIO is not recommended for use during
pregnancy. When considering LAGEVRIO for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
LAGEVRIO during pregnancy to the pregnant individual. LAGEVRIO is authorized to be
prescribed to a pregnant individual only after the healthcare provider has determined that the
benefits would outweigh the risks for that individual patient. If the decision is made to use
LAGEVRIO during pregnancy, the prescribing healthcare provider must document that the known
and potential benefits and the potential risks of using LAGEVRIO during pregnancy were
communicated to the pregnant individual.

Advise individuals of childbearing potential of the potential risk to a fetus and to use an effective
method of contraception correctly and consistently, as applicable, during treatment with
LAGEVRIO and for 4 days after the final dose [see Use in Specific Populations (8.1, 8.3 and
Nonclinical Toxicology (13.1)].

Prior to initiating treatment with LAGEVRIO, assess whether an individual of childbearing
potential is pregnant or not, if clinically indicated. Pregnancy status does not need to be
confirmed in patients who have undergone permanent sterilization, are currently using an
intrauterine system or contraceptive implant, or in whom pregnancy is not possible. In all other
patients, assess whether the patient is pregnant based on the first day of last menstrual period in
individuals who have regular menstrual cycles, is using a reliable method of contraception
correctly and consistently or have had a negative pregnancy test. A pregnancy test is
recommended if the individual has irregular menstrual cycles, is unsure of the first day of last
menstrual period or is not using effective contraception correctly and consistently [see Box].

5.2 Hypersensitivity Including Anaphylaxis
Hypersensitivity reactions, including anaphylaxis, have been reported with LAGEVRIO. If signs
and symptoms of a clinically significant hypersensitivity reaction or anaphylaxis occur,




5.3 Bone and Cartilage Toxicity

LAGEVRIO is not authorized for use in patients less than 18 years of age because it may affect
bone and cartilage growth. Bone and cartilage toxicity was observed in rats after repeated dosing
[see Nonclinical Toxicity (13.2)]. The safety and efficacy of LAGEVRIO have not been established
in pediatric patients [see Use in Specific Populations (8.4)].

6 ADVERSE REACTIONS

6.1 Adverse Reactions from Clinical Studies

The following adverse reactions have been observed in the clinical study of LAGEVRIO that
supported the EUA. The adverse reaction rates observed in these clinical trials cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the rates observed in
practice. Additional adverse events associated with LAGEVRIO may become apparent with more
widespread use.

Overall, more than 900 subjects have been exposed to LAGEVRIO 800 mg twice daily in clinical
trials. The safety assessment of LAGEVRIO is primarily based on an analysis from subjects
followed through Day 29 in the Phase 3 study in non-hospitalized subjects with COVID-19
(MOVe-OUT) [see Clinical Studies (14)].

The safety of LAGEVRIO was evaluated based on an analysis of a Phase 3 double-blind trial
(MOVe-OUT) in which 1,411 non-hospitalized subjects with COVID-19 were randomized and
treated with LAGEVRIO (N=710) or placebo (N=701) for up to 5 days. Adverse events were those
reported while subjects were on study intervention or within 14 days of study intervention
completion/discontinuation.

Discontinuation of study intervention due to an adverse event occurred in 1% of subjects
receiving LAGEVRIO and 3% of subjects receiving placebo. Serious adverse events occurred in
7% of subjects receiving LAGEVRIO and 10% receiving placebo; most serious adverse events
were COVID-19 related. Adverse events leading to death occurred in 2 (<1%) subjects receiving
LAGEVRIO and 12 (2%) of subjects receiving placebo.

The most common adverse reactions in the LAGEVRIO treatment group in MOVe-OUT are
presented in Table 1, all of which were Grade 1 (mild) or Grade 2 (moderate).

Table 1: Adverse Reactions Occurring in Greater Than or Equal to 1% of Subjects
Receiving LAGEVRIO in MOVe-OUT*

LAGEVRIO Placebo
N=710 N=701
Diarrhea 2% 2%
Nausea 1% 1%
Dizziness 1% 1%
*Frequencies of adverse reactions are based on all adverse events attributed to study
intervention by the investigator.

Laboratory Abnormalities

Selected Grade 3 and 4 laboratory abnormalities in chemistry (alanine aminotransferase,
aspartate aminotransferase, creatinine, and lipase) and hematology (hemoglobin, platelets, and
leukocytes) parameters all occurred at a rate of less than or equal to 2% and occurred at a similar
rate across arms in MOVe-OUT.

6.2 Post-Authorization Experience
The following adverse reactions have been identified during post-authorization use of o
LAGEVRIO. Because these reactions are reported voluntarily from a population of uncertain si#g




it is not always possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.

Gastrointestinal Disorders
vomiting

Immune System Disorders
hypersensitivity, anaphylaxis, angioedema [see Warnings and Precautions (5.2)]

Skin and Subcutaneous Tissue Disorders
erythema, pruritus, rash, urticaria

6.4 Required Reporting for Serious Adverse Events and Medication Errors

The prescribing healthcare provider and/or the provider's designee is/are responsible for
mandatory reporting of all serious adverse events* and medication errors potentially related to
LAGEVRIO within 7 calendar days from the healthcare provider's awareness of the event, using
FDA Form 3500 (for information on how to access this form, see below). The FDA requires that
such reports, using FDA Form 3500, include the following:

« Patient demographics and baseline characteristics (e.g., patient identifier, age or date of
birth, gender, weight, ethnicity, and race)

e A statement "LAGEVRIO use for COVID-19 under Emergency Use Authorization (EUA)"
under the “Describe Event, Problem, or Product Use/Medication Error” heading

« Information about the serious adverse event or medication error (e.g., signs and
symptoms, test/laboratory data, complications, timing of drug initiation in relation to the
occurrence of the event, duration of the event, treatments required to mitigate the event,
evidence of event improvement/disappearance after stopping or reducing the dosage,
evidence of event reappearance after reintroduction, clinical outcomes).
Patient's preexisting medical conditions and use of concomitant products

« Information about the product (e.g., dosage, route of administration, NDC #).

Submit adverse event and medication error reports, using Form 3500, to FDA MedWatch using
one of the following methods:

e Complete and submit the report online: www_fda.gov/medwatch/report.htm
o Complete and submit a postage-paid FDA Form 3500

(https://www.fda.gov/media/76299/download) and return by:
o Mail to MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787, or

o Faxto 1-800-FDA-0178, or
e Call 1-800-FDA-1088 to request a reporting form

In addition, please provide a copy of all FDA MedWatch forms to:
Merck Sharp & Dohme LLC, Rahway, NJ USA

Fax: 215-616-5677

E-mail: dpoc.usa@msd.com

The prescribing healthcare provider and/or the provider’s designee is/are responsible for
mandatory responses to requests from FDA for information about adverse events and medication
errors following receipt of LAGEVRIO.

*Serious adverse events are defined as:
e Death;

e A life-threatening adverse event;
« Inpatient hospitalization or prolongation of existing hospitalization;




« A persistent or significant incapacity or substantial disruption of the ability to conduct
normal life functions;
A congenital anomaly/birth defect;

« Other important medical event, which may require a medical or surgical intervention to
prevent death, a life-threatening event, hospitalization, disability, or congenital anomaly.

7 DRUG INTERACTIONS

No drug interactions have been identified based on the limited available data on the emergency
use of LAGEVRIO authorized under this EUA. No clinical drug-drug interaction trials of
LAGEVRIO with concomitant medications, including other treatments for mild-to-moderate
COVID-19, have been conducted [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Reagistry

There is a pregnancy registry that monitors pregnancy outcomes in individuals exposed to
LAGEVRIO during pregnancy. The prescribing healthcare provider must document that a
pregnant individual was made aware of the pregnancy registry at https://covid-pr.pregistry.com or
1-800-616-3791. Pregnant individuals exposed to LAGEVRIO or their healthcare providers can
also report the exposure by contacting Merck Sharp & Dohme LLC, Rahway, NJ USA at 1-877-
888-4231.

Risk Summary
Based on animal data, LAGEVRIO may cause fetal harm when administered to pregnant

individuals. There are no available human data on the use of LAGEVRIO in pregnant individuals
to evaluate the risk of major birth defects, miscarriage or adverse maternal or fetal outcomes;
therefore, LAGEVRIO is not recommended during pregnancy [see Box and Wamings and
Precautions (5.1)]. In an animal reproduction study, oral administration of molnupiravir to
pregnant rats during the period of organogenesis resulted in embryofetal lethality and
teratogenicity at 8 times the human NHC (N4-hydroxycytidine) exposures at the recommended
human dose (RHD) and reduced fetal growth at 2 3 times the human NHC exposure at the RHD.
Oral administration of molnupiravir to pregnant rabbits during the period of organogenesis
resulted in reduced fetal body weights at 18 times the human NHC exposure at the RHD (see
Data). When considering LAGEVRIO for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
LAGEVRIO during pregnancy to the pregnant individual. LAGEVRIO may only be prescribed to a
pregnant individual after the prescribing healthcare provider has determined that the benefits
would outweigh the risks for that individual patient. If the decision is made to use LAGEVRIO
during pregnancy, the prescribing healthcare provider must document that the known and
potential benefits and potential risks of using LAGEVRIO during pregnancy were communicated
to the pregnant individual [see Box]. There are maternal and fetal risks associated with untreated
COVID-19 in pregnancy (see Clinical Considerations).

The estimated background risk of major birth defects and miscarriage for the indicated population
is unknown. All pregnancies have a background risk of birth defect, loss, or other adverse
outcomes. In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

COVID-19 in pregnancy is associated with adverse maternal and fetal outcomes, including
preeclampsia, eclampsia, preterm birth, premature rupture of membranes, venous
thromboembolic disease, and fetal death.

Data




Animal Data

In an embryofetal development (EFD) study in rats, molnupiravir was administered orally to
pregnant rats at 0, 100, 250, or 500 mg/kg/day from gestation days (GDs) 6 to 17. Molnupiravir
was also administered orally to pregnant rats at up to 1,000 mg/kg/day from GDs 6 to 17 in a
preliminary EFD study. Developmental toxicities included post-implantation losses, malformations
of the eye, kidney, and axial skeleton, and rib variations at 1,000 mg/kg/day (8 times the human
NHC exposure at the RHD) and decreased fetal body weights and delayed ossification at 2500
mg/kg/day (3 times the human NHC exposure at the RHD). There were no developmental
toxicities at <250 mg/kg/day (less than the human NHC exposure at the RHD). Maternal toxicities
included decreased food consumption and body weight losses, resulting in the early sacrifice of
two of sixteen animals at 1,000 mg/kg/day, and decreased body weight gain at 500 mg/kg/day.

In an EFD study in rabbits, molnupiravir was administered orally to pregnant rabbits at 0, 125,
400, or 750 mg/kg/day from GDs 7 to 19. Developmental toxicity was limited to reduced fetal
body weights at 750 mg/kg/day (18 times the human NHC exposures at the RHD). There was no
developmental toxicity at <400 mg/kg/day (7 times the human NHC exposures at the RHD).
Maternal toxicities included reduced food consumption and body weight gains, and abnormal
fecal output at 750 mg/kg/day.

In a pre- and post-natal developmental study, molnupiravir was administered orally to female rats
at doses up to 500 mg/kg/day (similar to the human NHC exposure at the RHD) from GD6
through lactation day 20. No effects were observed in offspring.

8.2 Lactation

Risk Summary

There are no data on the presence of molnupiravir or its metabolites in human milk. NHC was
detected in the plasma of nursing pups from lactating rats administered molnupiravir (see Data). It
is unknown whether molnupiravir has an effect on the breastfed infant or effects on milk
production.

Based on the potential for adverse reactions in the infant from LAGEVRIO, breastfeeding is not
recommended during treatment with LAGEVRIO and for 4 days after the final dose. A lactating
individual may consider interrupting breastfeeding and may consider pumping and discarding
breast milk during treatment and for 4 days after the last dose of LAGEVRIO [see Warnings and
Precautions (5.1, 5.3)].

Data
When molnupiravir was administered to lactating rats at 2250 mg/kg/day in the pre- and post-
natal development study, NHC was detected in plasma of nursing pups.

8.3 Females and Males of Reproductive Potential
Based on animal studies, LAGEVRIO may cause fetal harm when administered to a pregnant
individual.

Pregnancy Testing
Prior to initiating treatment with LAGEVRIO, assess whether an individual of childbearing

potential is pregnant or not, if clinically indicated [see Warnings and Precautions (5.1)].

Contraception
Females

Advise individuals of childbearing potential to use a reliable method of contraception correctly and
consistently, as applicable for the duration of treatment and for 4 days after the last dose of
LAGEVRIO [see Warnings and Precautions (5.1)].

Males
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While the risk is regarded as low, there is a theoretical risk for LAGEVRIO to affect offspring of
treated males based on its mechanism of action. Advise sexually active individuals with partners
of childbearing potential to use a reliable method of contraception correctly and consistently
during treatment and for at least 3 months after the last dose of LAGEVRIO.

The risk beyond three months after the last dose of LAGEVRIO is unknown.

Molnupiravir was equivocal (neither clearly positive nor negative) in one in vivo mutagenicity
assay of reticulocytes and RBCs which are used to reflect prior effects on hematopoietic stem
cells in bone marrow. Molnupiravir was not mutagenic when assessed in in vivo assays of liver
(somatic cells), bone marrow (somatic cells and stem cells), and sperm (male germ cells) from
transgenic rats administered molnupiravir for 28 days [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

LAGEVRIO is not authorized for use in patients less than 18 years of age.

Bone and cartilage toxicity were observed in a 3-month, repeat-dose toxicology study in rats. The
safety and efficacy of LAGEVRIO have not been established in pediatric patients [see Wamings
and Precautions (5.3) and Nonclinical Toxicology (13.2)].

8.5 Geriatric Use

In MOVe-OUT, there was no difference in safety and tolerability between patients 265 years of age
and younger patients who were treated with LAGEVRIO. No dosage adjustment is recommended
based on age. The PK of NHC was similar in geriatric patients compared to younger patients [see
Clinical Pharmacology (12.3)].

8.6 Renal Impairment

No dosage adjustment in patients with any degree of renal impairment is recommended. Renal
clearance is not a meaningful route of elimination for NHC. Mild or moderate renal impairment did
not have a meaningful impact on the PK of NHC. While the PK of NHC has not been evaluated in
patients with eGFR less than 30 mL/min/1.73m? or on dialysis, severe renal impairment, and end-
stage renal disease (ESRD) are not expected to have a significant effect on NHC exposure [see
Clinical Pharmacology (12.3)].

8.7 Hepatic Impairment

No dosage adjustment in patients with hepatic impairment is recommended. Preclinical data
indicate that hepatic elimination is not expected to be a major route of NHC elimination therefore,
hepatic impairment is unlikely to affect NHC exposure [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no human experience of overdosage with LAGEVRIO. Treatment of overdose with
LAGEVRIO should consist of general supportive measures including the monitoring of the clinical
status of the patient. Hemodialysis is not expected to result in effective elimination of NHC.

11 DESCRIPTION

LAGEVRIO capsules contain molnupiravir, a nucleoside analogue that inhibits SARS-CoV-2
replication by viral mutagenesis and is the 5 -isobutyrate ester of the ribonucleoside analog N4-
hydroxycytidine (NHC).

The chemical name for molnupiravir is {(2R,3S,4R,5R)-3,4-Dihydroxy-5-[(4Z)-4-(hydroxyimino)-2-
oxo-3,4-dihydropyrimidin-1(2H)-ylJoxolan-2-yl}methyl 2-methylpropanoate. It has an empirical
formula of C1aH1aN3O7 and its molecular weight is 329.31 g/mol. Its structural formula is:




CH, . .
HO OH

Molnupiravir is a white to off-white powder that is soluble in water.

Each LAGEVRIO capsule, for oral use, contains 200 mg of molnupiravir and the following inactive
ingredients: croscarmellose sodium, hydroxypropyl cellulose, magnesium stearate and
microcrystalline cellulose and purified water. The capsule shell is made of hypromellose, red iron
oxide and titanium dioxide. The capsule is printed with white ink made of butyl alcohol,
dehydrated alcohol, isopropyl alcohol, potassium hydroxide, propylene glycol, purified water,
shellac, strong ammonia solution and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Molnupiravir is a prodrug with antiviral activity against SARS-CoV-2. It is metabolized to the
cytidine nucleoside analogue, NHC which distributes into cells where NHC is phosphorylated to
form the pharmacologically active ribonucleoside triphosphate (NHC-TP). NHC-TP incorporation
(as NHC-monophosphate [NHC-MP]) into SARS-CoV-2 RNA by the viral RNA polymerase
(nsp12) results in an accumulation of errors in the viral genome leading to inhibition of
replication. The mechanism of action (known as viral error catastrophe or viral lethal
mutagenesis) is supported by biochemical and cell culture data, studies of SARS-CoV-2
infection in animal models, and analyses of SARS-CoV-2 genome sequences in human
subjects treated with LAGEVRIO.

12.2 Pharmacodynamics
The relationship between NHC and intracellular NHC-TP with antiviral efficacy has not been
evaluated clinically.

12.3 Pharmacokinetics

Molnupiravir is a 5'-isobutyrate prodrug of NHC that is hydrolyzed during or after absorption.
NHC, the primary circulating analyte, is taken up by cells and anabolized to NHC-TP. NHC is
eliminated by metabolism to uridine and/or cytidine through the same pathways involved in
endogenous pyrimidine metabolism. NHC pharmacokinetics are shown in Table 2.

Plasma NHC concentrations in patients (N=5) following administration of molnupiravir via
nasogastric or orogastric tube fell within the range of NHC concentrations following oral
molnupiravir capsule administration under the same dosing regimen.

Table 2: Pharmacokinetics of NHC After Multiple Oral Administration of 800 mg LAGEVRIO
Every 12 Hours

NHC Geometric Mean (%CV)

Pharmacokinetics in Patients

AUCo12n (ng*hr/mL)’ 8260 (41.0)
Crnax (ng/mL)’ 2330 (36.9)

Cian (ng/mL)’ 31.1 (124)




Pharmacokinetics in Healthy Subjects
AUCo-120r (ng*hr/mL) 8330 (17.9)
Cmax (ng/mL) 2970 (16.8)
Ciane (ng/mL) 16.7 (42.8)
AUC Accumulation Ratio 1.09 (11.8)
Absorption
Tmax (hr)! 1.50 [1.00 - 2.02]
Effect of Food | 35% reduction in Cmax, no effect on
AUC
Distribution
Plasma Protein Binding (in vitro) 0%
Apparent Volume of Distribution (L)’ 142
Elimination
Effective tiz (hr) 3.3
Apparent Clearance (L/hr)’ 76.9
Fraction of dose excreted in urine over the time 3% (81.6%)
interval of 0-12 hours
Values were obtained from a Phase 1 study of healthy subjects, unless otherwise indicated.
‘Values were obtained from population PK analysis.
tMedian [min - max]

Specific Populations
Population PK analysis results indicated that age, sex, race, ethnicity, or disease severity do not

meaningfully influence the PK of NHC.

Pediatric Patients
LAGEVRIO has not been studied in pediatric patients.

Patients with Renal Impairment

Renal clearance is not a meaningful route of elimination for NHC. In a population PK analysis,
mild or moderate renal impairment did not have a meaningful impact on the PK of NHC. The PK
of molnupiravir and NHC has not been evaluated in patients with eGFR less than 30
mL/min/1.73m? or on dialysis.

Patients with Hepatic Impairment

The PK of molnupiravir and NHC has not been evaluated in patients with moderate and severe
hepatic impairment. Preclinical data indicate that hepatic elimination is not expected to be a major
route of NHC elimination; therefore, hepatic impairment is unlikely to affect NHC exposure.

Drug Interaction Studies
In vitro study results indicated that molnupiravir and NHC are not substrates of CYP enzymes or

human P-gp and BCRP transporters. In vitro study resuits also indicated that molnupiravir and
NHC are not inhibitors of CYP1A2, 2B6, 2C8, 2C9, 2C19, 2D6, and 3A4 or inhibitors of
OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3, MATE1, MATE2K, MRP2, MDR1 and BCRP
or inducers of CYP1A2, 2B6, and 3A4. The interaction between molnupiravir with concomitant
medications, including other treatments for mild-to-moderate COVID-19, has not been evaluated.

12.4 Microbiology
Antiviral Activity

NHC, the nucleoside analogue metabolite of molnupiravir, was active in cell culture assays
against SARS-CoV-2 (USA-WA1/2020 isolate) with 50% effective concentrations (ECso values)
ranging between 0.67 to 2.7 pM in A-549 cells and 0.32 to 2.0 uM in Vero E6 cells. NHC had
similar antiviral activity against SARS-CoV-2 variants Alpha (B.1.1.7), Beta (B.1.351), Gamma
(P.1), Delta (B.1.617.2), Lambda (C.37), Mu (B.1.621) and Omicron (B.1.1.5629/BA.1, BA.1.1,




BA.2, BA.4 and BA.5), with mean ECso values of 0.55-3.0 uM. NHC had non-antagonistic antiviral
activity with remdesivir against SARS-CoV-2 in cell culture.

Resistance

No amino acid substitutions in SARS-CoV-2 associated with resistance to NHC have been
identified in Phase 2 clinical trials evaluating LAGEVRIO for the treatment of COVID-19. Studies
to evaluate selection of resistance to NHC with SARS-CoV-2 in cell culture have not been
completed. Resistance selection studies have been conducted with other coronaviruses (MHV
and MERS-CoV) and showed a low likelihood of resistance development to NHC. Following 30
passages in cell culture, only a 2-fold decrease in susceptibility was observed and no NHC
resistance-associated amino acid substitutions were identified.

In clinical trials, encoded amino acid changes (substitutions, deletions or insertions) were more
likely to be detected in viral sequences in subjects treated with LAGEVRIO compared to placebo.
In a small number of subjects amino acid changes in the spike protein occurred at positions
targeted by monoclonal antibodies and vaccines. The clinical and public health significance of
these changes are unknown.

Cross-Resistance

NHC retained activity in cell culture against virus with polymerase (nsp 12) substitutions (e.g.,
F480L, V557L and E802D) associated with decreased remdesivir susceptibility, indicating a lack
of cross-resistance.

Activity against SARS-CoV-2 in animal models

The antiviral activity of molnupiravir has been demonstrated in mouse, hamster, and ferret
models of SARS-CoV-2 infection when dosing was administered prior to or within 1-2 days after
viral challenge. In SARS-CoV-2 infected ferrets, molnupiravir significantly reduced SARS-CoV-2
viral titers in the upper respiratory tract and completely inhibited viral spread to untreated contact
animals. In SARS-CoV-2 infected Syrian hamsters, molnupiravir reduced viral RNA and infectious
virus titers in the lungs of animals. Histopathological analysis of lung tissue harvested after
infection showed significantly reduced SARS-CoV-2 viral antigen levels and a lower abundance
of pulmonary lesions in molnupiravir-treated animals compared with controls.

In Vitro Cytotoxicity

NHC, the nucleoside analogue metabolite of molnupiravir, had variable cytotoxicity against
different mammalian cell types with CCso values ranging from 7.5 pM (human lymphoid CEM cell
line) to >100 pM, in 3-day exposure assays. Molnupiravir inhibited the proliferation of human
bone marrow progenitor cells with CCso values of 24.9 uM and 7.7 uM for erythroid and myeloid
progenitor proliferation, respectively, in 14-day colony formation assays.

Viral RNA Rebound

Post-treatment increases in SARS-CoV-2 RNA shedding levels (i.e., viral RNA rebound) in
nasopharyngeal samples were observed on Day 10, Day 15, and/or Day 29 in a subset of
LAGEVRIO and placebo recipients in the Phase 3 MOVe-OUT trial. Approximately 1% of both
LAGEVRIO and placebo recipients had evidence of recurrent COVID-19 symptoms coinciding
with a rebound in viral RNA levels in nasopharyngeal samples.

Post-treatment viral RNA rebound was not associated with the primary clinical outcome of
hospitalization or death through Day 29 following the single 5-day course of LAGEVRIO
treatment. Post-treatment viral RNA rebound also was not associated with the detection of cell
culture infectious virus in nasopharyngeal swab samples.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenesis




Molnupiravir was not carcinogenic in a 6-month oral carcinogenicity study in RasH2 transgenic
(Tg.RasH2) mice at any dose tested (30, 100 or 300 mg/kg/day).

Mutagenesis
Molnupiravir and NHC were positive in the in vitro bacterial reverse mutation assay (Ames assay)

with and without metabolic activation. Molnupiravir was studied in two in vivo rodent mutagenicity
models. The in vivo Pig-a mutagenicity assay gave equivocal results. Molnupiravir was negative
in in vivo Big Blue® (cll Locus) transgenic rodent mutagenicity assays in somatic and germ cells.
Molnupiravir was negative for induction of chromosomal damage in in vitro micronucleus (with
and without metabolic activation) and in vivo rat micronucleus assays.

Based on the totality of the available genotoxicity data and the duration of treatment (5 days),
molnupiravir is low risk for genotoxicity.

Impairment of Fertility

There were no effects on fertility, mating performance or early embryonic development when
molnupiravir was administered to female or male rats at NHC exposures approximately 2 and 6
times, respectively, the human NHC exposure at the RHD.

13.2 Animal Toxicology and/or Pharmacology

Bone and cartilage toxicity changes resulting in impaired transformation of growth cartilage into
new bone were observed in the femur and tibia of rats in a 3-month toxicity study at 2 500
mg/kg/day (5 times the human NHC exposure at the RHD). There was no bone or cartilage
toxicity in a 1-month toxicity study in rats up to 500 mg/kg/day (4 and 8 times the human NHC
exposure at the RHD in females and males, respectively), in dogs dosed for 14 days up to 50
mg/kg/day (similar to the human NHC exposure at the RHD), or in a 1-month toxicity study in
mice up to 2,000 mg/kg/day (19 times the human NHC exposure at the RHD).

Growth cartilage is not present in mature skeletons, therefore the bone and cartilage findings are
not relevant for adult humans but may be relevant for pediatric patients [see Warnings and
Precautions (5.3) and Use in Specific Populations (8.4)].

Reversible, dose-related bone marrow toxicity affecting all hematopoietic cell lines was observed
in dogs at 217 mg/kg/day (less than the human NHC exposure at the RHD). Mild decreases in
peripheral blood cell and platelet counts were seen after 7 days of molnupiravir treatment
progressing to more severe hematological changes after 14 days of treatment. Neither bone
marrow nor hematological toxicity was observed in a 1-month toxicity study in mice up to 2,000
mg/kg/day (19 times the human NHC exposure at the RHD) and a 3-month toxicity study in rats
up to 1,000 mg/kg/day (9 and 15 times the human NHC exposure at the RHD in females and
males, respectively).

14 CLINICAL STUDIES

Clinical data supporting this EUA are based on data from 1,433 randomized subjects in the
Phase 3 MOVe-OUT trial (NCT04575597). MOVe-OUT is a randomized, placebo-controlled,
double-blind clinical trial studying LAGEVRIO for the treatment of non-hospitalized patients with
mild-to-moderate COVID-19 who are at risk for progressing to severe COVID-19 and/or
hospitalization. Eligible subjects were 18 years of age and older and had one or more pre-defined
risk factors for disease progression: over 60 years of age, diabetes, obesity (BMI 230), chronic
kidney disease, serious heart conditions, chronic obstructive pulmonary disease, or active cancer.
The study included symptomatic subjects not vaccinated against SARS-CoV-2 and who had
laboratory confirmed SARS-CoV-2 infection and symptom onset within 5 days of randomization.
Subjects were randomized 1:1 to receive 800 mg of LAGEVRIO or placebo orally twice daily for 5
days.
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male; 57% were White, 5% Black or African American, 3% Asian, 50% Hispanic or Latino. The
maijority of subjects were enrolled from sites in Latin America (46%) and Europe (33%); 12%
were enrolled in Africa, 6% were enrolled in North America and 3% were enrolled in Asia. Forty-
eight percent of subjects received LAGEVRIO or placebo within 3 days of COVID-19 symptom
onset. The most common risk factors were obesity (74%), over 60 years of age (17%), and
diabetes (16%). Among 792 subjects (55% of total randomized population) with available
baseline SARS-CoV-2 variant/clade identification results, 58% were infected with Delta
(B.1.617.2 and AY lineages), 20% were infected with Mu (B.1.621), 11% were infected with
Gamma (P.1), and the remainder were infected with other variants/clades. Overall, baseline
demographic and disease characteristics were well balanced between the treatment arms.

Table 3 provides the results of the primary endpoint (the percentage of subjects who were
hospitalized or died through Day 29 due to any cause). The efficacy results are based on
unvaccinated adults who were 18 years of age and older and had one or more pre-defined risk
factors for disease progression: over 60 years of age, diabetes, obesity (BMI 230), chronic kidney
disease, serious heart conditions, chronic obstructive pulmonary disease, or active cancer.
Please refer to Figure 1 for results by certain subgroups. These subgroup analyses are
considered exploratory. Data are not available in certain subgroups of subjects who are at high
risk for progression to severe COVID-19 as defined by CDC.

Table 3. Efficacy Results in Non-Hospitalized Adults with COVID-19*

LAGEVRIO Placebo Adjusted Risk Difference
i (N=709) (N=699) % (95% Cl)
n (%) n (%)
All-cause hospitalization 224 hours for acute care or death through Day 29
48 (6.8%) 68 (9.7%) -3.0% (-5.9%, -0.1%)
All-cause mortality through Day 29
1(0.1%) 9 (1.3%)

*The determination of primary efficacy was based on a planned interim analysis of 762 subjects. At the
interim analysis, 7.3% of patients who received LAGEVRIO were either hospitalized or died through Day
29 (28/385), compared with 14.1% of placebo-treated patients (53/377). The adjusted risk difference was
-6.8% with a 95% CI of (-11.3%, -2.4%) and 2-sided p-value = 0.0024.

(95% CI: 1%, 51%).

Analyses are adjusted by the stratification factor of time of COVID-19 symptom onset (<3 days vs. >3 [4-
5] days).

Adjusted relative risk reduction of LAGEVRIO compared to placebo for all randomized subjects was 30%
|
|

Figure 1. Subgroup Efficacy Results in Non-Hospitalized Adults with COVID-19 - All-
Randomized Subjects
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Difference (%) # Events/Subjects Risk Difference
LAGEVRIO  Placebo % (95% CI)
Time from Symptom Onset to

Randomization
< 3 days ! 25/339 28/335 -1.0(-5.2,3.2)
>3 days [ 23/370 40364  -48(-9.0,-07)

Age
< 60 years te 36/591 52/572 3.0 (-6.1,0.0)
> 60 years —— 12/118 16/127 -2.4 (-10.6, 5.8)

Sex :
Male o 32/330 41/355 -1.9(-6.5, 2.8)
Female o 16/379 27344 -36(74,-02)

Obesity (BMI > 30) :
Yes aal 29/535 46/507 -3.7(-6.9, -0.5)
No I—QI—l 19/174 22/192 -0.5(-7.1,6.2)

Diabetes Mellitus |
Yes —e—i 17/107 17/117 14(-82,11.1)
No gl 31/602 51/582 -3.6 (-6.6, -0.7)

Baseline COVID Severity

Mild Il 19/395 27/376 -24(-59,1.0)
Moderate o 29/311 40/321 -3.1(-8.1,1.8)

Most Common Baseline Clades ‘

207 (Gamma) I | 0/37 9/47 -19.1 (-32.6, -8.9)

21A, 211, 217 (Delta) [ 18/237 22/221 24(-7.8,29)
21H (Mu) ——i 6/75 13/82 -7.9(-185, 2.6)
Other b 5/47 7/38 -7.8(-244,74)

Baseline Antibody Status |
Positive ] 5/136 2/146 23(-1.7,7.1)
Negative =g 39/541 64/520 -5.1(-8.8,-1.6)

230 -20 -10 0 10
LAGEVRIO « Favor - Placebo

The corresponding confidence interval is based on Miettinen & Nurminen method.

The modified intent-to-treat population is the efficacy analysis population.

Baseline serum samples were evaluated with the Roche Elecsys anti-N assay to test for the presence of antibodies (IgM,
IgG and IgA) against the SARS-CoV-2 nucleocapsid protein.

The findings of these subgroup analyses are considered exploratory.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied
LAGEVRIO capsules are supplied as follows:

Contents Description How Supplied NDC

200 mg molnupiravir | Swedish Orange 40 count bottles NDC-0006-5055-06
opaque capsules with NDC-0006-5055-07
corporate logo and NDC-0006-5055-09
“82" printed in white
ink

Storage and Handling
Store LAGEVRIO capsules at 20° to 25°C (68° to 77°F); excursions permitted between 15° to
30°C (59° to 86°F) [see USP Controlled Room Temperature].

17 PATIENT COUNSELING INFORMATION




As a prescribing healthcare practitioner, you must communicate to the patient and/or caregiver
information consistent with the “FACT SHEET FOR PATIENTS AND CAREGIVERS” and
document that information was provided. A copy of this Fact Sheet should be provided to the
patient and/or caregiver prior to receiving LAGEVRIO [see Box].

Hypersensitivity Reactions
Inform patients that hypersensitivity reactions have been reported, even following a single dose of

LAGEVRIO, and to discontinue the drug and to inform their healthcare provider at the first sign of
a skin rash, hives or other skin reactions, a rapid heartbeat, difficulty in swallowing or breathing,
any swelling suggesting angioedema (for example, swelling of the lips, tongue, face, tightness of
the throat, hoarseness), or other symptoms of an allergic reaction [see Warnings and Precautions

(5.2)].
Risk of Fetal Toxicity

Advise patients that LAGEVRIO is not recommended for use in pregnancy because it may cause
fetal harm. Advise individuals of childbearing potential to inform their healthcare provider of a
known or suspected pregnancy [see Box, Wamings and Precautions (5.1) and Use in Specific
Populations (8.1)].

Advise individuals of childbearing potential to use effective contraception correctly and
consistently while taking LAGEVRIO and for 4 days after the last dose.

While the risk is regarded as low, there is a theoretical risk for LAGEVRIO to affect offspring of
treated males based on its mechanism of action. Advise sexually active individuals with partners
of childbearing potential to use a reliable method of contraception correctly and consistently while
taking LAGEVRIO and for at least 3 months after the last dose of LAGEVRIO. The risk beyond 3
months after the last dose of LAGEVRIO is unknown [see Use in Specific Populations (8.3)].

Risk of Bone and Cartilage Toxicity
LAGEVRIO is not authorized for use in patients less than 18 year of age as it may affect bone

growth and cartilage formation [see Warnings and Precautions (5.3) and Use in Specific
Populations (8.4)].

Pregnancy Registry
There is a pregnancy registry that monitors pregnancy outcomes in individuals exposed to

LAGEVRIO during pregnancy. Encourage participation and advise patients about how they may
enroll in the pregnancy registry at https://covid-pr.pregistry.com or 1-800-616-3791 [see Use in
Specific Populations (8.1)].

Lactation

Breastfeeding is not recommended while taking LAGEVRIO and for 4 days after the last dose of
LAGEVRIO. Advise lactating individuals to consider interrupting breastfeeding and to consider
pumping and discarding breast milk during treatment and for 4 days after the last dose of
LAGEVRIO [see Use in Specific Populations (8.2)].

Administration Instructions

Inform patients to take LAGEVRIO with or without food. Advise patients to swallow LAGEVRIO
capsules whole, and to not open, break, or crush the capsules. Instruct patients that if they miss a
dose of LAGEVRIO and it is within 10 hours of the time it is usually taken, the patient should take
it as soon as possible and resume the normal dosing schedule. If the patient misses a dose by
more than 10 hours, the patient should not take the missed dose and instead take the next dose
at the regularly scheduled time. Advise the patient to not double the dose to make up for a
missed dose [see Dosage and Administration (2.2)].
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LAGEVRIO capsule contents can be mixed with water and given via NG/OG, G and GJ tubes.
Inform patients to follow the instructions as described in the fact sheet for patients and caregivers
[see Dosage and Administration (2.3)].

Alert the patient of the importance of completing the full 5-day treatment course and to continuing
isolation in accordance with public health recommendations to maximize viral clearance and
minimize transmission of SARS-CoV-2 [see Dosage and Administration (2.1)].

18 MANUFACTURER INFORMATION
For additional information visit: www.molnupiravir.com

If you have questions, please contact
1-800-672-6372
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