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Indopmaniiinnii 1ucrok aas nanmieHTiB Ta 0ci6, AKI 37iHCHIOIOTD JAOTI] 32 HHMH
Ho3Bin na excrpene 3acrocysanus (EUA) npenaparty MoJIHymipaBip Ans JiKyBaHHS
KopouaBipycHol xsopo6u 2019 (COVID-19)

SIky HalBaxInBimy indopmaniro 1 MOBHHEH 3HATH npo Moanynipasip?
Moanynipagip Moxe cupayMHUTH cepiio3ni noGiuni peaxuii, BKIIOYAYH:

° MounynipaBip Moxke 3aBIaTH INKOXM Bamii HeHapomxeHili qutnni. Hesizomo, un
MO:K€ MOJHYNipaBip 3aBAATH INKOAM Bamid JAMTHHI, AKIMO BH npuiimMaere
MOJIHYIipaBip mia Yac BariTHocTi.

o MonHynipapip He peKOMEHIYETHCS 3aCTOCOBYBATH IiJl YaC BATiTHOCT.

O 3acTOCyBaHHA MOIHYIpaBipy Mg wuYac BariTHOCTI He JOCITiIKYBaIOC.
Monnynipasip nocnimkyBany TiNbKY Ha BariTHUX TBapHHAX. Ilpn 3acrocysanHi
MOJIHyNipaBipy M BariTHHX TBapHH, MOIHYIIpaBip 3aBIaBaB NMIKOIH IXHBOMY
HEHApOMKEHOMY ITOTOMCTRY.

© Bu Ta Baml MeIMYHMIi NpaIiBHMK MOXeTe BUPIIUATH, 9d BaM CIix npHuitMaTu
MONHYNIpaBip Mifl 4ac BariTHOCTI, AKIO HENOCTYNHi iHmI BapiaHTH JIKyBaHHA
COVID-19, cxBaieni aGo 103BoneHi YIpaBIIiHHIM 10 KOHTPOJIIO AKOCTI Xap4OBMX
NPONYKTIB Ta JiKapchKux 3aco6is CIIA (FDA), a60 BOHM KIIHIYHO HeAOWiTbH]
115 Bac.

O JSIKmWO BM Ta Ball MENMYHHMI NpaliBHMK BHPIIIWIM, LIO0 BaM CIix npuiimMaTu
MOIHYNIpaBip Mif 4ac BariTHOCTL, BM Ta BAIl MEIMYHMY NPALiBHUK TOBHHHI
OOroBOpUTH BiIOMY Ta NMOTEHUiHHY KOPHCTh Ta IOTEHLiNHi PHM3HKH [IpUHOMY
MOJHYIIpaBipy IiJi 4ac BariTHOCTI.

Jasi oci6, aKi MoxyThL 3aBariTHiTH:

°* Bu mnOBUHHI BHMKODHCTOBYBATH HAliHHMA MeETON KOHTPOJIO HapOKyBaHOCTI
(KOHTpalenuii) HaleXHUM YMHOM Ta NOCTIMHO IiJ Yac JIKyBaHH: MOJIHYMipaBipoM Ta
NPOTAroM 4 JHIB MiC/A MPUEOMY OCTAHHBOL O3M MONHYIIpaBipy. O6roBopits 3 BaluM
JiKapeM HamilHi MeTOM KOHTPOJIIO HapOIKyBaHOCTI.

 Ilepen noyaTkom miKyBaHHA MOJNHYIIpaBipoM Ball METMYHHIT IPALIBHUK MOXKe 3poOUTH
TECT Ha BariTHICTb, W06 NepeBipUTH, Y1 B BariTH.

e HeraiiHO NOBiZOMTe MEIWYHOMY NpAliBHMKY, SKIO BH 3aBariTHiNH abo IOyMa€ere, IO
MoxeTe OyTH BariTHi Hifl 4ac JTiKyBaHHS MOJIHYIIpaBipoM.

Ilporpama crnocrepexxeHnHs 3a BariTHiCTIO:

» IcHye nporpama cocTepeKeHHs 3a BATITHICTIO JIs OCi6, AKi IpUAMaIoTs MOJIHYTIipaBip
nmij yac BaritHocTi. Meroio wiel mporpamu e 36ip indopmarii Mpo Balle 3J0poB’s i
310pOB’4 BaIIOl AUTHHH. ITOrOBOpPITE 31 CBOIM MeIHYHUM npaulanmM PO T, SK BIATH
Y4YacTh y Lil nporpami. %




* JIKimo Bu mpuiiMaeTe MOJHyMipaBip mix yac BariTHOCTI Ta HOTOJUKy€ETeC OpaTu y4acTsb y
TIpOrpaMi CIIOCTEPEXEHHS 3a BATITHICTIO Ta 103BOMSETE BALIOMY MEJHYHOMY MpaLliBHUKY
AUIMTHCA Ballow iHPOPMALIEI0 3 KOMMAHIEH «Mepk Ilapn i Toym», Bam Mendqnuii
NpALIBHUK [IOBiXOMUTH PO BUKOPHUCTAHHS MOJIHYNIpaBipy mig Yac BariTHOCTI KOMMAHIKO
«Mepx Illapn i Jloym Kopmy» 3a HOMepoM  1-877-888-4231 aGo uepes
pregnancyreporting.msd.com.

Auig oci6, ki Beyy s aRTHBHC cTaTeBe JKHTTH 3 napTHepaMu, siKi MOXKYTh 3aBariTHITH:

* Hesigomo, yu Moxe MonmHymipaeip BruMBaTH Ha cnepMy. Xo4a PU3HK BBaXKA€ThCA
HU3BKMM, JIOCTIDKCHHS Ha TBapuHax IS TOBHOI OLHHKM NOTEHIGHHOO BILTHRY
MOJTHYTIpaBipy Ha OTOMCTBO CaMILiB, 5IKi OTpHMyBaTH MOJIHYTIIpaBip, Iiie He 3aBepIIeHO.
Hapiiinuit MeTol KOHTPOMIO HApOMKYBAaHOCTI (KOHTpalenuis) cmig 3acTocCOBYBaTH
NOCTIHHO Ta HAaNCXHMM YMHOM Tij Yac JIKYBaHHA MONHYNIpaBipoM i mpuHaiimHi
TIPOTArOM 3 MICALIB Mic/A npuioMy OCTaHHBOT 4034, BIUIHE Ha criepMy Mmicns 3 Micsauin
HeBifloMuit. J[ocnikeHHs BHBYEHHs BIUIMBY Ha CHEpMy Micns 3 MiCALIB TPUBAIOTH.
O6roBopith 31 cBOIM MeEHYHWM NpalliBHUKOM  HafiliHi MeTomu KOHTPOJIIO
HApOJUKYBAHOCTI. SIKIO y BAaC BUHMKIIM 3aIUTAHHA 260 3aHENIOKOCHHS IIOAO TOTO, K
MOJHYIIpaBip MOXe BILUTHBATH Ha CIIEPMY, 3BEPHITHCA 10 CBOTO MEIHIHOIO IpalliBHUKA.

Bawm namaerscs neit Inbopmanilinuit micTok, TOMY IO Balll MEJUYHMH [PAIliBHUK BBAXKAE, IO
BaM HEOOXI[HO NPHU3HAYMTH MOJHYWIpaBip Ais JKyBaHHS AOPOCIKMX 3 KOPOHABIpYCHOIO
xBopoGoro 2019 (COVID-19) gerxoro Ta CEpEOHBOI0 CTYIEHA TSKKOCTI 3 IIO3UTHBHHMM
pe3yJIbTaTaMi MpPAMOIo TECTYBaHHA Ha Bipyc SARS-CoV-2, sxi MaroTh BHCOKMit pHU3UK
IporpecyBanHsa a0 TkKoi ¢opmu COVID-19, BrmoYarous rocmitamisamito abo jeTaibHMi
HaCMijIoK, i AN sAKUX iHmi BapiaHTH nikyeanns COVID-19, cxpaneni abo noseoneni FDA,
HEZOCTYNHi ab0 KIIIHIYHO HEAOIiIbHI.

YIpaBiiHHS 0O KOHTPOMIO AKOCTi Xap9OBHX MPOAYKTIB Ta nikapcekux 3aco6ie CIIIA (FDA)
Bupano Jlossin Ha exctpene 3acTocyBanss (EUA), mo6 3poGutu MOJIHYTIpaBip ZOCTYIHUM iR
dac nangemii COVID-19 (moxnannime npo EUA moxHa misHaTHCs 3 pozainy «Illo Take lo3sin
Ha eKCTpPeHe 3aCTOCYBaHHM?» B KIHI 1BOro NoKyMeHTa). MonHymipasip He € mpemapaTom,
cxpaneHuM FDA y Cnomydenux Illtarax. Ilpouwmraiite uei Ingopmauiiiuuit nucrox s
oTpuMaHHA iHdopmanii npo MonHymipaeip. O6roeopite 3i CBOIM MeTHYHMM IpaliBHUKOM
MOXCJIHBI BapiaHTH, SKIIO y BAC € MUTaHH:. By MaeTe IpUMHATH BAcHe pilleHHS Yu npuiimaru
MOJIHyIipaBip.

Mo Take COVID-19?

COVID-19 suxmmkaeThes BipycoM, sikuii HasMBaeThca KopoHaBipyc. Bu moxere iHdikyBaTHCH
COVID-19 yepes 61M3bKui KOHTAKT 3 iHINOKO JIOJMHOIO, B OPraHi3Mi AKoi BiKe € ek Bipyc.
ITepe6ir 3axeoproBanHsa Ha COVID-19 BapitoeThes Bif Myxe JIETKOTO [0 TSKKOTO CTYIEHIB,
BKIIOYalOYM BMITAJKM 3 JICTANIBHUM HachigxoM. HasgBua iHdopmalnis cBiguuts Mpo Te, N0
GinbwricTs Bumajkis 3axsoproBanHa Ha COVID-19 maroTh nerkuit mepe6ir, IpoTe MOXUTHBHIL
TSDKKUH nepebir 3aXxBOPIOBaHHS, IO MOYKE CTATH NPHYMHOIO MOTIPIIEHHS Nepebiry AesKux HIMX
BallMX 3aXBOPIOBaHb. JIIOJM CTapIIOro BiKy i NIOAM Pi3HOrO BIKY 3 TSKKMMH, TPHBATUMH
(XpOHIYHUMH) 32XBOPIOBaHHAMM, TAKHMM SIK HAIPUKIIA] 3aXBOPIOBAHHS CEpL, 3aXBOPIOBAHHS
JIeTeHb 1 LYKPOBHH JiabeT, MiIaloThes MiIBMIICHOMY PH3HKY rocHiTaizanii uepes COVID-19.




IITo Take mosHynipasip?
Mounnynipasip — e nocnimikyeannii niKapcbkuii 3aci, axuii BHUKOPHUCTORYETHCS IS JIKYBaHHS
COVID-19 nerkoro Ta cepeannoro CTYMNEHIB TSHKKOCTI ¥ JOPOCTHX:

3 NOSUTHBHUMH pe3ynbTaTaMH PSIMOTO TECTYBaHHA Ha Bipyc SARS-CoV-2, i

AKI MarOTh BUCOKUM pM3HK IIpOrpecyBanHsa 0 TxKKOI popmu COVID-19, Brmoyaroun
rocritanizaniro a6o neTanbHUE HACTINOK, 1 A SKUX 1M BapianTH JikyBanus COVID-
19, cxmaneni a6o nosoneni FDA, e HEIOCTYNHMMHM a00 KITIHIYHO HEeJIONiTbHUMHU.

FDA cxBamuno excrpeHe 3acTocyBaHHS MOJHynipagipy s mikysarns COVID-19 nerkoro ta
CEPEIHBOTO CTYNEHIB TAKKOCTI Y HOpOCTHX 3rigHo 3 EUA. HonarkoBy ingopmauiro npo EUA
MOXHa 3Halith y posgini «Ilfo Taxe Jo3Bia Ha €KCTPEHe 3aCTOCYBaHHA?» B KiHII 1bOrO
Indopmaniitnoro mucrxa.

Mounnynipagip He cxBaneno:

AJIL 3aCTOCYBaHHA y 0ci6 BikoM 110 18 pokiB.

1 npoginaktuku COVID-19.

JULA 0Ci6, AKi moTpe6yioTs rocnitanisanii yepes COVID-19.
[T 3aCTOCYBaHHS JOBIIE 5 OHIB HOCHIJID.

Illo s nmoBuHeH po3moBicTH CBOEMY MEIHYHOMY MNpaUiBHHKY, Hepml HiK NpHiAMaTu
MoJHynipasip?
IToBinomTe cBOEMY MeaHuHOMY IpaniBHHKY, AKIIO BH:

Maete 6ynp-sKy aneprito

Bu roayere a6o nnanyere rogysati rpyasmu

Maere cepiio3Hi 3axBoproBaHHA

Ipuiimaere Gynp-aki mikapcbki 3acobu (3a perienTom, GespenentypHi, BiTaminu a6o
POCIIMHHI IIpenapar).

Sk npuiimaTH MoaHynipagip?

IIpuiimaiite MOTHYipaBip TiNBKHM Tak, SK PEKOMEHAYE Ball MeUHI TpalliBHUK.
IpuiimaliTe 4 xancynu MonHynipasipy KoxHi 12 rogun (warpuknag, o 8 roquHi pasky Ta
0 20 roauHi Beyopa)
IlpuiimaiiTe MonHynipasip nporsirom 5 guiB. Baxiueo, mo6 By 3aBEpLIUNIA TIOBHI
5 nHiB niKyBaHHs MOnHynipasipom. He npumnuusiite HIpHUHOM MONHYMIpaBIpy [0 TOTO, SIK
BH 3aKiHYUTE ITOBHI 5 JHIB JIKyBaHHS, HABITH SKIUO B [I0YyBaeTecs Kpallle.
ITpuiimaiite MonHymipasip 3 Dxero abo Ges xi.
By noBuHHI 3anuinatyca B i30041iT CTUIBKH, CKLJIBKH CKaXKe Ball MEIMYHUH TIpaIliBHUK.
IIoroBopithk 3 BalIMM MEIMYHUM MpAIiBHUKOM, SKIIO BH HE BIEBHEHI, K IIPABHILHO
JoTpuMyBatTucs isonduii mijx yac COVID-19.
Kancynu Monmynipapipy cnmin xoerarw minumu. He BimkpusaiiTe, He namaiiTe Ta He
IOAPIGHIOKTE Karcyy. SIKINO BH He MOKETe KOBTATH KAIICY/IH LiIMMH, OB 1I0MTE po 1e
CBOEMY MEJHYHOMY IpalliBHUKY.
I{o po6uTH, IKII0 BH NPOIYCTHIIH 103Y:
©  JIKINo micid NpomymeHoi Io3u MUHYI0 MeHue 10 roaun, npuitmits i Bigpasy,
KOJIY BY 3rajaii
o JSIKmwo nicas mpomymeHoi A03M MMHY10 Oinbmie 10 romumm, He mnpuiiMaiite
NPOIyLIEHy JO3Y i IPUHMIT 03y B HACTYIIHHM 3allJIaHOBaHMit Yac.
He cnin noagoroBatu 103y MOJHYIIpasipy, mo6 KOMIICHCYBATU NPOMNYLICHY A03Y. =




Sxi Baxiuei MoxnuBi no6iyni peaxuii npn 3aCTOCYBaHHI MOJIHYnipaBipy?

e Jlupiteca po3pin «HAxy HaHBaXIMBiMy iHdopmanilo s noBHHeR 3HaTH npo
MOJIHYmipagip?»

* Aunepriuni peaxuii. V oci6, siki npuiimarots MonHymipasip, MOXYTh BUHHKATH alepriuni
peakuii HaBiTh nicns npuiioMy 1 gosu. IpunmuiTe npuiitmaTH MOJIHYIIpaBip Ta HeraiHo
3B’SDKITBCA 3 BAlUMM MEAWYHUM MpAliBHAKOM, SKIIO Y Bac BHHHKIN Oyab-aki
HIDKY€3a3HAYEH] CHMIITOMH aJIepriuyHoi peakuil:

O KpOIMB’SIHKa

NIPUCKOpEHE cepueOuTTs

TPYAHOILI ITi/l YaC KOBTaHHA a60 JUXaHH:

HaOpsK poTa, ry6 abo obnuyus

BiI4yTTs CTUCKaHHS Yy TOpIIi

OXpUILTICTE

BHCHII Ha ILIKipi

0O 0O 0O 0O 0 o0

Haiinomupeniwi no6iuni peaxuii npu 3acrocyBanni MOJIHynipaBipy:

e fiapes

® HyJOTa

®  3aNlaMOpPOYEHH:
e He Bei MOXuMBi MOGivHi peakwii Ipu 3acTocysanHi MonHymipaeipy. He Tax 6araro moaei
NpuiMalTi MOJHYTpaBip. MOXyTh BUHHKHYTH cepiio3Hi Ta Hemepenbaueni nobiuui peaxuii. He#
npenapar Hapasi IOCHiKY€EThCs, TOMY, MOXIIMBO, HE BCi PU3MKHM BiloMi.

Ski e icHyroTh BapianTH JiKyBanHA?

ITomi6uo monuymipasipy, FDA Moxe HO3BONMTH eKCTpeHe 3aCTOCYBaHHs iHIIMX JIIKApCLKMX
3acobiB  ana  mikypamms  oci6 3 COVID-19.  Ilepeiimite  Ha CTOPIiHKY
https://www.fda.gov/emergency-preparedness-and-response/mcm-legalregulatory-and-policy-
framework/emergency-use-authorization s oTpuMaBHs J0HaTKOBO] in(opMaLtii.

JlixyBaTnch MonHynipasipom 4u Hi — e Bam BuGip. SIKIO B BUpIIIMTE LEOrO He pOGHTH, Lie He
3MIHHMTb BalIOr0O CTAHAAPTHOTO JIKYBaHHS.

IIlo po6uTH, IKIIO $t TOAYI0 TPYALMH?

ITix yac nikyBaHHs MousiHymipaeipoM i mporiroM 4 JHIB micis IIpUHAOMY OCTAHHBOI [O3H
MOJIHYNIpaBipy TOMyBaHHsS IDYJBMH HE PEKOMEHAYEThCs. SIKIIO BM TOAyeTe IpyAbMH abo
NNIaHy€ETe TOAYBAaTH IPYAbMH, OGTOBODITE 3 BallMM MEIMYHUM IIPAIliBHAKOM Balli BapiaHTH Ta
KOHKDETHY CUTYallilo, TIepIll HK OpUiMaTi MOJIHYIipaBip.

Sk moBinoMHuTH Npo NoGiuHi peaxuil Ha MoJHynipaBip?

3BEpHITBCA JI0 CBOTO MEIUYHOIO INPALiBHUKE, AKIIO Y BAC 3’ ABUIIMCSA SKich N06I4HI peakwii, ki
Bac TypOyroTh ab0 HEe 3HUKAIOTh.

Ilosimomre npo mno6iyni peakuii FDA MedWatch uwepes www.fda.gov/medwatch a6o
3aTeneQonyite 3a HoMepoM 1-800-FDA-1088 (1-800-332-1088).

Sx 36¢cpiraTtu Mosanynipasip?
e 36epiraiite KancyM MOJHYMipaBipy NpH KiMHATHIN Temmepatypi Bix 68°F /10 77°F (Bm
20°C po 25°C). : -




e 306epiraiite MosHynipasip Ta Bci JiKapchKi 3ac00H B HEJOCTYNHOMY /s AiTel Ta
AOMAIIHIX TBAPHH MiCIIi.

Sk g moxy gisHaTHes Ginbine npo COVID-19?
® 3anuTalTe CBOTO MEAMYHOIO IpaIliBHUKA.
* Binginaiite caiitr www.cdc.gov/COVID19
® 3BepHITHCA 10 MiCLEBOro a60 AePKaBHOTO BIILITY OXOPOHH 370pOB’ L.
e 3arenedonyiite mo xommanii «Mepk Wlapn i Jloym» 3a Homepom 1-800-672-6372
(6esxomrroBHO y CIIIA).
e Binginaiire caiit www.molnupiravir.com

IITo Take [l03Bin Ha excTpeHe 3acTocyBaHHSA (EUA)?

FDA CIHA Bumano o3Bin Ha 3aCTOCYBaHHS MOJIHYIIpaBipy 4Yepe3 MeXaHisM eKCTpEeHOro
AOCTyIy, AKMH HasMBa€ThCs JIO3BIN Ha €KCTpeHe 3aCTOCYBAHHS (EUA). EUA miarpumyeTtsest
Aeknapauiero MinicTpa 0XOpoHM 340pOB’S Ta COUIATBHUX cayx6 (HHS) npo Te, wo icuytors
00CTaBHHH, WO 06T PYHTOBYIOT HaJ[aHHS O3BONY Ha €KCTPEHE 3aCTOCYBAHHA JTiKapChKUX 3aC06iBR
Ta 610JI0TiYHKX penaparis mif yac nasaemii COVID-19.

Monnynipasip mus nikyeanns gopociux 3 COVID-19 nerkoro ta CEPEAHBOr0 CTYIEHIB TSXKOCTI
3 IIO3UTHBHUMH pe3yNbTaTaMH NPSAMOTO TECTyBaHHA Ha Bipyc SARS-CoV-2, gki MaloTh BUCOKMI
PU3HK NpOrpecyBaHus 10 TsDKKoi hopmu COVID-19, Brnoyarouu rocnitaiizamico abo eTaibHuil
HaCIOOK, 1 s sSKUX inImi BapianTH nikyBanus COVID-19, cxsaneni a6o JIo3BoneHi FDA,
HEJIOCTYNHI a00 KIIiHIYHO HEeZOWiNBHI, HE MpPONIIOB TaKy caMy HOpOUENypy PpO3IJIAdy, sK
npenapary, cxsaneHi FDA. Ilpu Buaaui EUA mix yac Hamzsuyaiizol CUTYalil UL OXOPOHH
300poB’s yepes COVID-19 FDA BU3HAYMJIO, CEPEI iHIIOIO, 1[0 HA OCHOBI 3arajibHOi KiUTbKOCTI
HasBHUX HAyKOBUX JIOKa3iB, BIIIIOYAIOUM NaHi BIAMOBIAHMX i HOGpe KOHTPOILOBAHMX KIiHIYHUK
JOCIIJDKEHB, AKIIO TaKi iICHYIOTh, MOMHA BBAXKATH, 10 npenapat Moxe 6yTu epeKTUBHUM ANs
MIarHOCTHKH, JiKyBaHHS abo 3amobiramus COVID-19, a6o cepitosHoro yu HebesmeyHoro s
KHUTTA 3aXBOPIOBaHHA YH CTaHy, cnipuuuHeHoro COVID-19; mo Bizoma ta notennitina KODHCTb
penaparty, Koy BiH BAKOPMCTOBYETHCS I IATHOCTHKH, JIIKYBaHHS a60 3ano6iraHHs TakoMy
3aXBOPIOBAHHIO YM CTaHy, MepeBaXxac BiAOMi Ta MOTEHIiHHi PH3UKU Takoro mpemapary; i mio
HEMa€ BiIIOBIAHUX, CXBANCHHX | AOCTYNHHX a/IbTEpPHATHE.

Ilpenapar Mae BimmoeigaTu ycimM mum KpuUTepisaM, o6 #oro MoxHa 6yNo 3aCTOCOBYBATH AJis
JiKyBaHHA NaUieHTiB nin yac mamgemii COVID-19. EUA ms MOJIHYTIpaBipy [i€ NpOTAroM
ycboro mepiofy mii mexnapauii mopgo masgemii COVID-19, mo oOIDYHTOBYE eKCTpeHe
3aCTOCYBaHHs MOJNHYMipaBipy, AKmo ii ixo He Gyne NPUIHHEHO aGo CKACOBAHO (micnst woro
MOJIHyMipaBip GiNlblile He MOXHA 3aCTOCOBYBATH BiAIIOBIIHO 0 EUA).

Buroroeneno ana: «Mepk 1lapn i Joym Kopm.», godipae IiAIPUEMCTBO KOMIIAHi]
«Mepk i Ko., Ink.», Baiitxayc Creiiun, Hero-/Ixepci 08889, CILIA

Huist oTpaManns nateHTHO! iHGopManii: www.msd.com/research/patent
AsTopceki npasa © 2021-2022 Mepk i Ko., Ink., Keningopr, Hero-JIxepci, CILIA Ta ¢inii.
Bci npaea 3axumieni.
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Fact Sheet for Patients And Caregivers
Emergency Use Authorization (EUA) Of Molnupiravir For Coronavirus Disease 2019
(COVID-19)

What is the most important information 1 should know about molnupiravir?
Molnupiravir may cause serious side effects, including:

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

o Molnupiravir is not recommended for use in pregnancy.

o Molnupiravir has not been studied in pregnancy. Molnupiravir was studied in pregnant
animals only. When molnupiravir was given to pregnant animals, molnupiravir caused
harm to their unborn babies.

o You and your healthcare provider may decide that you should take molnupiravir 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 molnupiravir during
pregnancy, you and your healthcare provider should discuss the known and potential
benefits and the potential risks of taking molnupiravir during pregnancy.

For individuals who are able to become pregnant:

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

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

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

Pregnancy Surveillance Program:

e There is a pregnancy surveillance program for individuals who take molnupiravir during
pregnancy. The purpose of this program is to collect information about the health of you and
your baby. Talk to your healthcare provider about how to take part in this program.

¢ If you take molnupiravir during pregnancy and you agree to participate in the pregnancy
surveillance program and allow your healthcare provider to share your information with
Merck Sharp & Dohme, then your healthcare provider will report your use of moinupiravir
during pregnancy to Merck Sharp & Dohme Corp. by calling 1-877-888-4231 or
pregnancyreporting.msd.com.

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

e Itis not known if molnupiravir can affect sperm. While the risk is regarded as low, animal
studies to fully assess the potential for molnupiravir to affect the babies of males treated with
molnupiravir have not been completed. A reliable method of birth control (contraception)
should be used consistently and correctly during treatment with molnupiravir and for at least
3 months after the last dose. The risk to sperm beyond 3 months is not known. Studies to
understand the risk to sperm beyond 3 months are ongoing. Talk to your healthcare provider
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about reliable birth control methods. Talk to your healthcare provider if you have questions
or concerns about how molnupiravir may affect sperm.

You are being given this fact sheet because your healthcare provider believes it is necessary to
provide you with molnupiravir for the treatment of adults with mild-to-moderate coronavirus
disease 2019 (COVID-19) with positive results of direct SARS-CoV-2 viral testing, and

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 molnupiravir 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).
Molnupiravir is not an FDA-approved medicine in the United States. Read this Fact Sheet for
information about molnupiravir. Talk to your healthcare provider about your options if you have
any questions. It is your choice to take molnupiravir.

What is COVID-19?
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 illnesses have ranged from very mild-to-severe, including iliness resulting in death.
While information so far suggests that most COVID-19 illness is mild, serious iliness 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
COVID-19.

What is molnupiravir?
Molnupiravir is an investigational medicine used to treat mild-to-moderate COVID-19 in adults:

e with positive results of direct SARS-CoV-2 viral testing, and

e 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 FDA has authorized the emergency use of molnupiravir for the treatment of mitd-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.

Molnupiravir 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 molnupiravir?




Tell your healthcare provider if you:
e Have any allergies
e Are breastfeeding or plan to breastfeed
e Have any serious illnesses
* Are taking any medicines (prescription, over-the-counter, vitamins, or herbal products).

How do | take molnupiravir?

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

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

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

e Take molnupiravir with or without food.

e 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 molnupiravir capsules whole. Do not open, break, or crush the capsules. If you
cannot swallow capsules whole, tell your healthcare provider.
e What to do if you miss a dose:
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 molnupiravir to make up for a missed dose.

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

» Allergic Reactions. Allergic reactions can happen in people taking molnupiravir, even
after only 1 dose. Stop taking molnupiravir 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
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The most common side effects of molnupiravir are:
e diarrhea
e nausea
e dizziness

These are not all the possible side effects of molnupiravir. Not many people have taken
molnupiravir. 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?




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

It is your choice to be treated or not to be treated with molnupiravir. 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 molnupiravir and for 4 days after the
last dose of molnupiravir. If you are breastfeeding or plan to breastfeed, talk to your healthcare
provider about your options and specific situation before taking molnupiravir.

How do | report side effects with molnupiravir?
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 moinupiravir?
e Store molnupiravir capsules at room temperature between 68°F to 77°F (20°C to 25°C).
e Keep molnupiravir and all medicines out of the reach of children and pets.

How can | learn more about COVID-19?
e Ask your healthcare provider.
e Visit www.cdc.gov/COVID19
e Contact your local or state public health department.
e Call Merck Sharp & Dohme at 1-800-672-6372 (toll free in the U.S.)
e Visit www.molnupiravir.com

What Is an Emergency Use Authorization (EUA)?

The United States FDA has made molnupiravir 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.

Molnupiravir for the treatment of mild-to-moderate COVID-19 in adults with positive results of
direct SARS-CoV-2 viral testing, 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, has not undergone
the same type of review as an FDA-approved product. In issuing an EUA under the COVID-19
public health emergency, the FDA has determined, among other things, that based on the fotal
amount of scientific evidence available including data from adequate and well-controlled clinical
trials, if available, it is reasonable to believe that the product may be effective for diagnosing,
treating, or preventing COVID-19, or a serious or life-threatening disease or condition caused by
COVID-19; that the known and potential benefits of the product, when used to diagnose, treat,
or prevent such disease or condition, outweigh the known and potential risks of such product;
and that there are no adequate, approved, and available alternatives.

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 molnupiravir is in effect for the duration of the
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COVID-19 declaration justifying emergency use of molnupiravir, unless terminated or revoked
(after which molnupiravir may no longer be used under the EUA).

Manuf. for: Merck Sharp & Dohme Corp,, a subsidiary of

€3 MERCK & €O, INC., Whitehouse Station, NJ 08889, USA

For patent information: www.msd.com/research/patent
Copyright © 2021-2022 Merck & Co., Inc., Kenilworth, NJ USA and its affiliates.
All rights reserved.
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Ilepexnaa Texcry IHpopmaniiiHoro maucrTka
A MEAMYHMX OPAUIBHHUKIB YKPaTHCHKOIO
MOBO010, 3aCBIIYEHHIi NiANHCOM YIIOBHORAMKEHOT
ocobu (I'purop’eBa M.A.), mo BHCTynae Bia
iMeni 3asBHHKA

o Peecrpauniiinoro NOCBiT4eHHA
Ne UA/19184/01/01 Bin 26.01.2022

3MIHHA BHECEHO
Haxa3z MinicTepcTBa 0X0pOoHH

30poB’s YKpaiuu

A9. M. 2008 Ne 4378

IHO®OPMAIIMHUN JIMCTOK JJII METAYHHUX IIPAIIIBHUKIB:
JO3BLI HA EKCTPEHE 3ACTOCYBAHHSI IIPEITAPATY MOJHYIIIPABIP

OCHOBHI ITIOJOXEHHSA TO3BOJY HA EKCTPEHE 3ACTOCYBAHHS (EUA)

i ocnoBHi moaoxenuss EUA He micTaThb yciel indopmanii, HeoGxigHol gas 3acrocyBanns
mounynipasipy 3rigno 3 EUA. Jlnsiteca IIOBHUM THO®OPMAIIAHNUM JIMCTOK IS
MEJUYHHX ITPAIIIBHUKIB nig Mmoaunynipagipy.

MOJIHYIIPABIP, kancyan ajs nepopajbHOro 3acToCy BaHHSL.
Jdara 3arBepaxenns EUA: 23.12.2021
JaTa 3aTBepaxenns oHoBiaeHoro EUA: 02.2022

OBOB’A3KOBI BUMOI'H 1O 3ACTOCYBAHHSI MOJIHYIIPABIPY 3I'TTHO 3
J0O3BOJIOM HA EKCTPEHE 3ACTOCYBAHHSA

Jlnst oTpuMaHHs JieTanbHimol ingopmaii 3seprithca no IIOBHOI'O IHOOPMAILIIMHOI'O
JIMCTKA.

OCTAHHI 3HAYHI 3MIHHA
OG0B’ 13K0B1 BUMOT'H, IOAaHi B pamiii: [leperisHyTi BUMOTU 02.2022
CTOCOBHO iHIIMX TEPANEBTUYHUX 3aC00iB
JHo3Bin Ha excTpeHe 3actocyBanHus (Po3ain 1): OHoBlieHHS 02.2022
JOCTYHHUX aJlbTepHATUB MOJHYMipaBipy
OcobmuBocTi 3acTocyBanHs (Pozginu 5.2 i 17): nopaBanHs iHdopMawii o0 02.2022
rinep4yyTiuBOCTi, y TOMY YHCHi aHadinakcii
ITo6iuni peaxuii (Po3ain 6.2): gogaBaHHA JOCBIRy 02.2022

HiC/IspeecTpalifHOro 3aCTOCYBaHHS

EUA JJIAI MOJIHYIIIPABIPY

YnpapiiHHA MO KOHTPONIO SKOCTiI XapyoBUX MpOAYKTIB Ta Hikapchbkux 3acobis CIIA (FDA)
Bujgano EUA [ eKCTpEeHOro 3acToCyBaHHs HE3apeeCTPOBAHOIO MpenapaTy MONHYHipaBip,
aHanory HyKJEOo3uiy, sKkul npuridye pemnikaiito SARS-CoV-2 muisxoMm BipycHOro
MyTareHesy, Ajis JiKyBaHHs KopoHaBipycHol xBopobu 2019 (COVID-19) nerkoro Ta cepenssoro
CTYNEHIB TSDKKOCTI Y AOPOCHUX 3 MO3UTUBHHUMH pE3yJbTaTaMM NpPSIMOTO TECTYBAHHS Ha Bipyc
SARS-CoV-2, aki MaiOTh BUCOKMN pPU3MK OporpecyBaHHs A0 Tsokkoi ¢opmu COVID-19,
BKJIFOUAIOYH rocliTalizauito abo JeTalbHUi HaCcliIOK, a TAKOXK JIIS SKHUX aJIbTepHATHRHI BapiauTH
aikyBaHHsa COVID-19, cxpaneni a6o ngossoneHi FDA, HegocTynHi a0 KIHIYHO HEJOLINbHI.
Monnymipasip He cxBaneHo FDA qis Gyap-AKOro 3acTOCYBaHHA, B TOMY HUCHI A AiKyBaHHs




COVID-19. Ilepen mo4aTKoM JIiKyBaHHs NperapaToM MOJHYNIpaBip, CNiJ yBaXXHO PO3IJITHYTH
Bi/TOMI Ta MOTEHLiH] pU3MKH Ta KOPUCTH. (1)

OBMEXEHHS CXBAJIEHOI'O 3ACTOCYBAHHHAI (1)
e MonHynipaBip He 3aTBEPIXKEHO:
— JUIA 3aCTOCYBaHHA Y MAalli€eHTiB BikoM 10 18 pokis (5.3)
— Qa9 TOYATKy JIKYBaHHS MallieHTIiB, siki moTpeOyroTh rocmiTanizauii yepes COVID-19.
KopHucThb Bif TiKyBaHHA MOJIHYITipaBipoM He criocTepiraiacs y ¢y’ ekTiB, KO JIIKyBaHHS
6yno posnoyato micns rocmitaiizanii uepez COVID-19. (2.1)
— I 3aCTOCYBaHHS JOBINE 5 MHIB MOCHiJIb.

— B SKOCTI MpoLIaKTUKK A0 abo Micis KOHTaKTy 3 XBOpUMH A nonepemxeHas COVID-
19.

MonHymnipaBip MOXKE MPU3HAYATHCS OKPEMOMY NAILi€HTY JHUINE JiKapsIMH, KBalihikoBaHUMHU
MEAMYHMMH CecTpaMH Ta MOMIYMHHKAMHU JKaps, fKi MAalOTh JileH3ilo abo N03Bin 3rimHo i3
3aKOHOAABCTBOM INTATy NMpHM3HAYaTH MpenapaTd TEpameBTHYHOIO KJacy, A0 SKOrO HaJeKUThb
MOJIHYMipaBip (ToOTO MpoTHiHGEKIIiHHI 3ac00H).

MoHynipaBip cxpaneHuii Jiviie Ha Iepio Ail Aeiuiapalil IIpo Te, IO ICHyIOTh 06CTaBUHM, AKi
OOTPYHTOBYIOTh HaJaHHS JO3BONY Ha eKCTpeHE 3aCTOCYBaHHs MOJHYMipaBipy BiANOBIAHO AO
Pozminy 564(b)(1) 3akony, 21 U.S.C. § 360bbb-3(b)(1), 1Ko A03BiN Ha €KCTPEHE 3aCTOCYBaHHS
He Gy[ie BiIKIIMKaHO abo CKacOBaHO paHillle.

Honatkopa iHQopMalis npo 060B’43KOBI BUMOTH LOZIO 3aCTOCYBAaHHA MOJHYIIpaBipy 3rilHO 3
JIO3BOJIOM Ha €KCTpeHe 3aCTOCYBaHHSA IpeACTaBIe€Ha B paMlii Ha IOYaTKy IIOBHOIO
Indopmarrifinoro nucTka.

OOrpyHTyBaHHS €KCTPEHOrO 3aCTOCYBaHHS JliKapchkux 3acobiB mif yac nampaemii COVID-19,
inpopmallifo TMpo JOCTYNHI anbTepHaTHBM Ta AojaTtkoBy iHGopmaniio mpo COVID-19
peacTaBieHo y noBHoMy [HdopmaniiiHoMy THCTKY A1 MEAUIHUX IpaLliBHUKIB.

CIIOCIBb 3ACTOCYBAHHSI TA 103U

* 800 Mr (doTupu Kancyimu no 200 Mr) npuiiMaTé nepopalbHO KOXKHI 12 roAuH npoTiroM 5 OHiB,
3 iero abo 6e3 Dki. (2.1)

* IlpuiiMiTh MonHymipaBip fSKoMora WIBHIIUE Miciasd BCTaHOBIEHHA AiarHosy COVID-19 Ta
MPOTATOM 5 JHIB Iicys NOSBH CUMIITOMIB. (2.1)

* 3aBepilieHHs [IOBHOIO 5-ICEHHOTO KypCy JIKyBaHHs Ta IMPOJOBMKEHHA 130Ul BIANOBIAHO A0
peKOMeH[alliil opraHiB OXOPOHH 3[OPOB’S MalOTh B@KIUBE 3HAYEHHS JUI1 MaKCHMaJbHOTO
KJIipeHcy Bipycy Ta MiHimizauii Tpancmicii SARS-CoV-2. (2.1)

« MonuynipaBip He CXBaJeHO IJII 3aCTOCYBaHHsS AOBIIE 5 [HIB IOCHiNb, OCKUIBKM Oe3leka Ta
e(eKTUBHICTh HE BCTaHOBNEHI. (2.1)

JIKAPCBKA ®OPMA TA 1O3YBAHHSA
Kancynu no 200 mr (3)

INPOTHUIIOKA3AHHSA
Ha ocHOBi oOMeXeHHX HasgBHHX JaHUX UIOJO0 €KCTPEHOrO 3acTOCYBAaHHS [iperapaty
MOJIHYTIipaBip, CXBaJleHOTO 3rifHo 3 uM EUA, npoTHnoKa3aHb HE BUSBIEHO. (4) . '




OCOBJIMBOCTI 3ACTOCYBAHHA

+ Em6piodperansHa ToKcHuHicTh: MonHymipaBip He peKOMEHOYEThCA 3aCTOCOBYBATU I dac

BaritHocTi. (5.1, 8.1, 8.3)

o IloBimoMnsmocs Npo peakilii TiMEepYyTAMBOCTI, Y TOMY 4MCHIi aHadiNakciio, Mg dac
3aCTOCYBaHHS MOJIHYIipaBipy. ¥ pa3i BAHMKHEHHS O3HAK Ta CHMIITOMIB KIIIHIYHO 3HAUyIOl
peakuii rinepuyTnuBocTi a6o aHadinakcii ciifi HeraHO NPUITMHATH NPUHOM MOJIHYIipaBipy
(5.2)

* TOKCHYHICTB 15 KiCTOK Ta XpAiliB: MoHymipaBip He CXBaleHHit JJ1 3aCTOCYBaHHS y NAlli€HTIB

BiKOM /10 18 poKiB, OCKINIBKY Lie MOXKE BILIMHYTH Ha PicT KiCTOK Ta xpsamiB. (5.3, 8.4, 13.2)

IIOBIYHI PEAKITII
Hait6inem mommpenumud 1obiyHmMmu  peakuismu  (4acrora >1%) € piapes, Hymota i
3anamMopodeHHs. (6.1)

Bu a60 Balua yHoBHOBa)keHa ocoGa MoBHHHI moBigomusiTi npo Bei CEPHO3HI IIOBIYHI
PEAKIIII a6o JIKAPCBKI IIOMMWJIKH, noTeHmiiiHO NoB’s#3aHi i3 3acTocyBaHHAM
moJnynipasipy (1), agicaaBmu ®@opmy 3500 FDA onnaiin, (2) 3apanTazkuBing uio Gopmy,
a moTiM HaxiCIaBIIH nomITOK abo Ppakcom, abo (3) 3B’a3aBmHCh 3 FDA 3a Homepom 1-800-
FDA-1088 nnsa 3anury uiei ¢popmu. IIpocumo Takok HagaTH Komiio Hiel gopmu Komnanii
«Mepk Mlapn i Joym Kopn.», nouipniii komnanii «Mepk i Ko., Ink.», Keninsopr, Hbto-
Ioxepci, CIIIA 3a Homepom 1-800-672-6372 aGo pakcom 215-616-5677 (6.4)

B3AEMOIIA JIKAPCBKHX 3ACOKBIB
Bzaemogilo JTikapchkux 3aco0iB He BUSBJIEHO Ha OCHOBI OOMEKEHMX HasBHUX JAaHUX LIOJO
€KCTPEHOTO 3aCTOCYBaHHA MONHYMipaBipy, cxBaieHoro 3riaHo 3 uum EUA. (7)

3ACTOCYBAHHS Y OCOBJIMBUX I'PYII ITAIIIEHTIB

* BarithicTh: 3acTocyBaHHsS MOJHYNIpaBipy He peKOMEHIyeThCs MiA 4ac BaritHocTi. Cnin
NOpafuTH 0ocoGaM pPENpONYKTHBHOrO BiKy HAIEXXHMM YHMHOM i IIOCTIHHO BHKOPHCTOBYBAaTH
e()eKTHBHI METOIM KOHTpaleNil, KO e HeoOXiaHo, i Jac JiKyBaHHA Ta MNPOTAroM 4 OHIB
micyis npuitoMy OCTaHHBOI JO3U MONHyMipasBipy. (8.1, 8.3)

» Jlakrauis: Iligx 4yac NiKyBaHHA Ta NpOTAroM 4 [HIB IiCIA HpPUIOMY OCTaHHBOI HO3M
MOJIHYTIipaBipy He PEKOMEHAYETHCA IpyAHE BUroAoBYBaHHA. Ocoba, O rofye rpyIbMH, MOXE
PO3MJIAHYTH NHMTaHHA NpPO NPUINMHEHHS [PYIHOTO BHUTOJOBYBAaHHS, a TaKOX MOAJIMBICTD
3MiPKYBaHHA Ta YTHNI3aIlil IPYAHOrO MOJIOKa Mif Yac JIKyBaHHA Ta NpoTAroM 4 mHIB micis
MPHITOMY OCTaHHBOT /103U MOJIHYMipaeipy. (8.2)

Jtusitbes THOOPMAIIMHMAI JIACTOK JUIS HAINIEHTIB TA OCIB, IIO
3AIACHIOIOTH TOTJISII 3A HUMHA




3MICT*

OBOB’SI3KOBI BUMOTI' 1O 3ACTOCYBAHHA IIPEITAPATY MOJIHYIIIPABIP

3I'TAHO 3 103BOJIOM HA EKCTPEHE 3ACTOCYBAHHA

1 TO3BIJI HA EKCTPEHE 3ACTOCYBAHHA
2 CITOCIBb 3ACTOCYBAHHJ TA 1031
2.1 J{o3yBaHHs I eEKCTPEHOTO 3aCTOCYBAHHS MONHYIIPaBipy Y ZOPOCIUX NAlli€HTiB
2.2 KopuryBaHHs JO3H Y OKpEMHX I'pYH MAIli€HTIB
3 JHKAPCBKA ®OPMA TA TO3YBAHHA
4 IIPOTUIIOKA3AHHSA
5 OCOBJINBOCTI 3ACTOCYBAHHA
5.1 EM6pioderansHa TOKCHIHICTh
5.2 TinepuyTiUBicTh, Y TOMY YhcCHi aHadinakcist
5.3 TOKCHYHICTh [17Is KICTOK i XpAIIiB
6 IIOBIYHI PEAKIIIT
6.1 ITo6Giuni peakuii, BUABJICH] Y KJIIHIYHHX JOCIIKEHHIX
6.2 Jlocia micispeecTpaliifHOro 3acTOCyBaHHs
6.4 OGOB’A13K0BE 3BITYBaHHA MPO Cepiio3Hi MOGIUHI SBUILA Ta JTIKAPCHKi IOMHIKH
6.5 Iumi BUMOTHM 1O 3BIiTHOCTI
7 B3AEMOJIS1 JHIKAPCBKMX 3ACOBIB
8 BACTOCYBAHHHA Y OCOBJIMBUX I'PYII ITAIIIEHTIB
8.1 BaritHicTb
8.2 Jlaxranis
8.3 JKiHKH Ta YONOBIKYM PENPOLYKTUBHOTO BiKy
8.4 3acTocyBaHHs y Litei
8.5 3acTocyBaHHs y Alli€HTIB JITHHOTO BIKY
8.6 TlopynieHns QyHKIIil HUPOK
8.7 llopymenns GyHKIIT neYiHku
10 TEPEJO3YBAHHSA
11 OITUC
12 KJOIHIYHA ®APMAKOJIOI'TA
12.1 MexaHi3Mm gii
12.2 ®apmakoguHamika
12.3 ®apmakoKiHETHKA
12.4 Mikpo6iomnoris
13 XOKJIIHITYHA TOKCHUKOJIOI'TA
13.1 Kanueporenes, MyTareHes, IopylIeHH GepTUIbHOCTL
13.2 Tokcukonoris Ta/a6o papMaKoJIoris y TBapuH
14 KJITHIYHI JOCILIKEHHSA
16 ®OPMA BHITYCKY/3BEPII'AHHS TA IIOBO/DKEHHSA
17 ITH®OPMAIIA JJIs1 KOHCYJILTYBAHHS ITAITICHTIB
18 IHOOPMAIIA ITPO BUPOBHHUKA

* Pozainu aGo migposninu, Bupaneni 3 EUA, He nepepaxoBaHi
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IIOBHUM ITH®OPMAIIIMHUA JJMCTOK JUIA MEJWUHHX IIPAIIIBHUKIB

OBOB’SI3KOBI BHUMOI'H J0 3ACTOCYBAHHA ITPEITAPATY
MOJIHYIIIPABIP 3I'TTHO 3 1O3BOJIOM HA EKCTPEHE 3ACTOCYBAHHA

J119 3MEHIIEHHs pU3KKIB MPH 3aCTOCYBAaHHI IIbOr0 HECXBAIEHOTO IIpenapary 3rigHo 3 EUA
Ta ONTUMi3auii NOTEHLIHHOI KOpPHCTI MOJHYHipaBipy, HeOOXiJHI HacTymHi KpOKH.
3acrocyBaHHs MOJHYymiparipy 3rigHo 3 uuM EUA o6MexyeThcs HACTYyIIHHMH BUMOTaMH
(yci BUMOTH MatoTh OyTH BUKOHAHI):
1. JlikyBanass COVID-19 nerkoro Ta cepeAHBOrO CTYMEHIB TSDKKOCTI ¥ HOPOCITUX i3
NO3UTUBHUM PE3yIbTaTOM IpsIMOIO TeCTyBaHHS Ha BipyC BaXKOIO TOCTPOTO
pecnipaTopHoro cuHapoMy Koponasipycy 2 (SARS-CoV-2), ski MaroTh BUCOKUM PU3MK
nporpecyBanHs 110 Tspkkol ¢opmu COVID-19, Brmoudaroud rocmitamizauito a6o
JeTalbHUMA HacHioK, 1 JUIs SKUX aNbTepHAaTHBHI BapianTu JnikyBaHHs COVID-19,
cxeaneni abo mosponedi FDA, HegocTymHi ab0 KIIHIYHO HEHOOLINbHI [dus. Obmedicernns
cxeanenn20 acmocysanua (1)].
2. SIx MenMyHMi NpalliBHUK, IO MPU3HAUYaE JTiKapchKi 3aco6H, NeperisHbTe iHpopMauiio,
IO MiCTUTHLCS B po3aii «IHGopMaliiHuil TUCTOK U1 MALiEHTIB i ocib, sKi 3aiiicHIOTh
JOTJIA/ 32 HUMW», 3 BalllMM HalieHToM abo ocobo1o, sKa 3AiHCHIOE HOTTIAA 32 HUM, NIEpe]
IpUAOMOM MONHyHipaBipy mauieHTOM. Menu4Hi OpaliBHUKM ITOBMHHI HaaaTu
nauieHTy/ocobi, sika 3MIMCHIOE JOTIAN 32 HUM, €JIeKTpOHHY a0 ApYKOBaHy KOMIiO
«IndopmanifHOro JIUCTKA I MAIEHTIB Ta 0Ci0, IKi 3AIMCHIOIOT JOTIA 338 HUMMI)» Tepe],
NpUiOMOM MOJIHYIIipaBipy MalicHTOM i MOBHHHI 33J0KyMEHTYBaTH, L0 NallieHTy/0cobi,
AKa 3MIHCHIOE JOINAN 32 HHMM, OylO HalaHO ENeKTpOHHy abo IpYKOBaHy KO0
«IHdopmManiiHOro TUCTKA i MAIIEHTIB Ta 0Cib, AKi 3AIHCHIOIOTE OIS 38 HUMM .
3. MenuyHi NpalliBHUKM, SKi MPH3HAYAIOTH JIKApChKi 3aco0M, TOBMHHI MOBIIOMHUTH
namieHTy/ocobl, fka 3AiHCHIOE O] 38 HUM, LO:
I. MonnynipaBip € He3apeeCTpOBaHMM JIKapChKMM 3acO00M, AKMH CxBanmeHul nns
. 3aCTOCYBaHHs BiANMOBIAHO 10 1HOT0 JI03BONY Ha EKCTPEHE 3aCTOCYBaHHS.
II. IHwi TepaneBTHuHi 3ac06M Hapasi cxBaieHi abo MO3BONEHI AJs TaKOro Camoro
3aCTOCYBaHHA, WO # MonnynipaBip. [nus. [o3ein na excmpene 3acmocyeanns (1) —
Inghopmayia npo docmynui anemeprnamueu ona 3acmocyeanns, cxeaneni EUA].
OI. IcHylOTh KOpHUCTH Ta pH3WKM [pUHOMY MOJIHYMIpaBipy, fAK 3a3HAYE€HO B
«IadopmaniitHOMy NMCTKY JAJIS MAI[iEHTIB Ta OCi0, AKi 3MiMCHIOIOTH HOTJISA 32 HUMM®.
IV. Kommanis «Mepk Illapn i Joym» cTBOpWJIa HporpaMmy CIOCTEPEKEHHS 3a
BariTHICTIO.
V. JKiHKHM penpoAyKTHBHOIO BiKy IIOBHHHI BHMKOPUCTOBYBAaTM HaAilHUHA Meron
KOHTpALeMI{il HaIe)XHUM YMHOM Ta IOCTIHHO, SKIIO I1e HEOOXiHO, MPOTATOM YChOro
nepiofy JiKyBaHHs Ta IPOTATOM 4 IHIB IiCIs IPUHAOMY OCTaHHBOI 03U MOJIHYIIipaBipy.
VI. YonoBikaM penpomyKTHBHOIO BiKY, sIKi BeIyTh aKTHBHE CTAaTeBE XKMTTA 3 XKIHKaMU
PENpOAYKTUBHOTO BiKY, CIIi/i HAJIEXXHUM YHHOM 1 IIOCTiIHO BUKOPUCTOBYBAaTH HaliHHWUMH
METOJl KOHTpaleniil mij Jac JiKyBaHHSA Ta IMPOTArOM UIOHalMeHue 3 MicsliB micis
MpUHAOMY OCTaHHLOI JO3MU.
4. MeauuHuii MpaliBHUK, IO IpU3HaYaE JIKApChKi 3acO6M, IOBUHEH OLIHUTH, YM XKiHKa
PENpOAYKTUBHOTO BiKy BariTHA YM Hi, SKIIO L€ KIIiHIYHO [OKa3aHo (Ous. Ocobrusocmi
s2acmocysannsa (5.1) ma 3acmocysanna y ocobnaueux epyn nayicimie (8.3)].
5. Ha migcraBi pesynbTaTiB HOCIIKEHD penponyKTHBHO'l' ¢yHKUil Yy TBapuH,
MonHympaBlp MOX€e 3aBJATH WIKOAU [UIOLY TPU npmHaqum BariTHUM ocobaM. SKiuo
MOJIHYTIipaBip BUKOPHCTOBYEThCA mif Yac BariTHOCTi, MEIUYHI npaulBHHKn AKi
MPU3HAYAIOTh JHKApChKi 3aco0H, MOBWHHI NpoiHGOpMyBaTH Nalli€eHTa Ipo B1)10My Ta
HOTeHumHy KOPUCTh Ta NOTEHUiliHi PU3UKU 3aCTOCYBaHHSA Monﬂympaalpy i, uac

BarirHocTi, K 3asHayeHo B «lmbopmamiiiHOMy JMCTKY JUIs DAlieHTiB Ta ocio, MK




3acmocysanns y ocobnugux epyn nayienmie (8.1, 8.3) ma Hoxniniuna moxcuxonozisn

JIMCTKY I/ TIALIE€HTIB Ta ocib, fAKi 3IMCHIOIOTE AOTISA 32 HUMHY», OOrOBOPIOBANUCS 3

BCi JKapChKi MOMMJIKA Ta Cepiio3Hi moOiuHi SBWINA, sKi NMOTEHUIHHO IOB’s3aHi 13
3aCTOCYBaHHAM MOJIHYIipaBipy, MPOTAroM 7 KaJleHJapHUX JHIB IICJIs TOTO, IK MEXUUHUH

HOns otpuMmanHs iHQopManii mpo KITiHIYHI AOCHIIKEHHS MOJHYyIipaBipy Ta iHIIMX
npenapartiB mis jgikyeanas COVID-19, mus. www.clinicaltrials.gov.

3MIMCHIOIOTE [OINAA 3a HUMW» [ous. Ocobnausocmi 3acmocyeanns (5.1, 5.3),

(13.1)].

6. SIKII0 NpUAHATO PIllIeHHS PO 3aCTOCYBAHHS MOJHYIIpaBipy Ml 4ac BariTHOCTI, JiKap
IOBMHEH 3aJOKyMEHTYBATH, 110 BifioMa Ta NOTEHLifiHa KOPDUCTh Ta NMOTEHIIMHI pH3UKH
3aCTOCYBaHHS MOJIHYMipaBipy ITiJi 4ac BariTHOCTI, K 3a3HaueHO B «JHdopMmauiiHOMY

Mali€HTOM.
7. MenuyHuit npalliBHUK, IO NpU3HAYAE TiKapChKi 3aC00H, MOBUHEH 33JOKyMEHTYBATH,
110 BaritHa 6yJia nmoiHgopMoBaHa NpoO MPOrpaMy CIIOCTEPEKEHHS 3a BariTHICTIO KOMIaHii
«Mepk Illapn i Jloym» 3a Homepom 1-877-888-4231 a6o Ha caiiti
pregnancyreporting.msd.com.
a. SIkio BariTHa oco6a MOro/KyeThcs GpaTé ydacTh y NPOrpaMi CIIOCTEPEXKEHHS 3a
BAriTHICTIO Ta AO3BOJISIE MEIWYHOMY MpAaLiBHUKY, IO NMpU3HAYae JIKApChKi 3acobwu,
PO3KpHBaTH KOHKpeTHY iHbopMalliio npo namniesra komnaxii «Mepk Hlapn i Joym»,
MeIUYHMI pal[iBHUK, 10 MPU3HAYAE JIiIKapChKi 3acO06H, TOBUHEH HaJaTH iM’s MallieHTa
Ta KOHTaKTHY iHbopmManito komnanii « Mepx Iapn 1 [Toym».
8. MemuuHMit NpaliBHUK, 10 IpH3HAYae JTiKapchKi 3acobu Ta/abo yIoBHOBRaXKEHa 0coba
MeIUYHOTO HpalliBHUKa Hece/HecyTh BiANOBiAaNbHICTh 32 00OB’SI3KOBE 3BITYBaHHS PO

HpaliBHUK Ji3HABCS Mpo peakiii [ous. [lo6iuni peaxyii (6.4)].

1 1O3BIJI HA EKCTPEHE 3ACTOCYBAHHA

VYnpasiiHgs 10 KOHTPOJIO SKOCTI XapyoBMX NPOAYKTIB Ta likapcekux 3acobie CIIA (FDA)
Bugasno Jlo3ein Ha ekcrpene 3actocyBaHHa (EUA) nns eKCTpeHOro 3acTOCYBaHHS HECXBAJICHOIO
npernapary Monuynipasip ans nikysaaas COVID-19 nerkoro Ta cepeiHbOro CTyNEHIB TAXKKOCTI
Y JAOPOCTIHX:

3 MO3MTUBHHUMH pe3yJIbTaTaMM NPAMOro TecTyBaHHs Ha Bipyc SARS-CoV-2, i

AKi MalOTh BUCOKHM pHU3UK MporpecyBaHHs A0 Tshkkoi popmu COVID-19, Brmouaroun
rocriranisanixo abo neranbHuil Hachigok. JomatkoBy iHdopmaliro MOXHa 3HaTH Ha
BeG-caiiti L[eHTpy 3 KOHTpOIIO i mpodinakTuku 3axsopiosanb CILIA (CDC)!, i

IJIA AKMX anbTepHATUBHI BapianTu JikysaHHsa COVID-19, cxsaneni a6o gozsoneHi FDA,
HEIOCTYIHI a60 KIIHIYHO HEAOULIBHI.

OBMEXKEHHS CXBAJEHOI'O 3ACTOCYBAHHS

°

MosnymnipaBip He CXBaleHO Ui 3aCTOCYBaHHS y NaiieHTiB BikoM 10 18 pokis [Ous.
Ocobnusocmi 3acmocyeanns (5.3)].

Monnynipasip He CXBaleHO s NOYaTKy JIKyBaHHS IAli€HTiB, fAKi HOTpeGyrOTh
rocmitamisauii 4yepes COVID-192. KopucTh Bif JiKyBaHHA MOIHYIIpaBipoM He

! https://www.cde.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-

medicalconditions.htm]. Menu4si npauiBHAKK MAIOTh PO3TIIANATH CIiBBiTHOMEHHA I(OpI/ICTL/pI/BI/IK ILJ'IH

KO2KHOTI'0 OKpEMOro nameHTa
2 Sxuwo HaHlCHTy HOTpl6Ha rocn1’ran13au151 micis mo4arKy JIlI(}’BaHH}I MDHI—I}‘HlpaBIPOM, H&!.{lEHT MO?KC_
3aKiHYHNTH ITOBHUH S-IeHHHAMN KypcC JIleBaHHﬂ Ha po3Cyn nlxap;{ _




crocrepiranacs y ¢y6’eKkTiB, KO NikyBaHHs 6yJ10 pO30YaTO Micis rochiTanizanii yepes
COVID-19 [ous. Croci6 3acmocysanus ma oosu (2.1)].

e MonHynipaBip He CXBaJIEHO IS 3aCTOCYBaHHS AOBIIE 5 IHIB MOCIIb.

e MonHynipaBip He CXBaJIeHO IJIs 3aCTOCYBaHHS B IKOCTI NpodinakTvky 10 abo micns
KOHTaKTy 3 XBOpUMU 11 nonepemxenns COVID-19.

Monudynipasip Moxe NpH3Ha4aTHC OKpeMOMY MAUi€HTy JMuIe JiKapsaMmH, KBali(ikoBaHUMM
MEJIMYHUMH CECTpaMHM Ta NOMIYHHKAMH JiKaps, SAKi MaroTh JiIleH3i0 abo MO3BLI 3rifHO i3
3aKOHOIaBCTBOM INTaTy [pHU3HA4yaTH JKapchKi 3acO0M TepameBTHYHOrO Kiacy, A0 SAKOro
HaJle;KUTh MOJIHYMipaBip (To6To mpoThindekniini 3acobu).

MonHynipasip He CXBaJIeHHH J1s JKOJHOTO 3aCTOCYBaHHS, Y TOMY YMcli 1g ikysanus COVID-
19.

Ilepen moyaTkoM NiKyBaHHS MOJHYMIPaBipOM CIiJ YBaKHO PO3IIAHYTH BiOMi Ta moTeHUilHi
PU3HKHM Ta KOPUCTD [Ous. Ocobrueocmi sacmocyeanns (3.1, 5.3), 3acmocyeannsy ocobaueux epyn
nayienmie (8.1, 8.3) ma JJoxniniuna moxcuxonozis (13.1)].

MounHynipasip cxBaleHuM# JIiIIe Ha Nepiof Ail AeKIapalii mpo Te, 1O iCHYIOTh 06CTaBHHY, AKi
OOIPYHTOBYIOTh PEECTpallilo Il €KCTPEHOro 3aCTOCYBaHHS MOJIHYMIpaBipy BiAlIOBiHO 10
Pozniny 564(b)(1) 3akony, 21 U.S.C. § 360bbb-3(b)(1), K0 O3B Ha EKCTPEHE 3aCTOCYBAHHS
He OyJie BIIKIMKaHO ab0o CKacOBaHO paHille.

OO6rpyHTYBaHHs EKCTPEHOr0 3aCTOCYBaHHs JIiKapchKUX 3acobis nin yac mangemii COVID-19
3apa3 crocTepiraeThes cnajax KopoHanipycHol xBopo6u 2019 (COVID-19), cipuuunenoi SARS-
CoV-2, HoBMM KOpOHaBipycoM. MiHicTp 0xopoHHM 310poB’s Ta corlianbaux ciayx6 CIIA (HHS)
3asBUB, 11O:
e 327 ciuna 2020 poky Aie Hag3BHYaiHa CUTYallid y cepi OXOPOHM 30POB 1, OB’ 43aHa 3
COVID-19.
e IcuyroTe 0GCTaBUHH, IO OOGIPYHTOBYIOTH PEECTpALiI0 AN €KCTPEHOrO 3aCTOCYBAHHA
nikapChKMX 3ac00iB Ta GionoriyHux npenaparis nix yac mangemii COVID-19 (mexiapanis
Big 27 6epesns 2020 p.).

EUA — nme posein FDA Ha eKcTpeHe 3acTOCyBaHHS HeE3apeecTpOBaHOro 3acoby abo
HE3apeeCTPOBaHOI0 BUKOPHCTaHHS 3apeeCTPOBAHOrO Ipemnapary (TOOTO JKapChKHUX 3acobiB,
Gionoriunux npenapaTtie abo mpucTpois) y Crionyuenux Illtatax AMepUKH 3a IIEBHUX 06CTAaBUH,
BKJIIOUa0YH, cepell iHmoro, xond Minictp HHS 3asaBinse npo icHyBanHs Hag3BHYaRHOL cuTyanil
y cbepi OXOpOHHM 37I0pOB’d, sIKa BIUIMBAE Ha HalliOHAIBHY Oesmeky aGo 310poB’s Ta Gesmeky
rpoMazisH Cromydenux llItaTiB AMepukH, ki IpOKHBAIOTH 32 KOPJIOHOM, 1 fKa IIOB’A3aHa 3
GionorivauM areHToM(amu) ab0 3aXBOPIOBAaHHSM 4Y¥M CTAHOM, SKHH MOXe OyTH MOB’A3aHUM 3
TaxuM areHtoM(amu). Kpurepii mis sugadi EUA BII0YarOTE:
e bionoriynmit areHT(M) MOXe CIPHYMHMTH CepiiosHe abo HeGesleuHe i KUTTA
3aXBOPIOBaHHA abo CTaH;
e Hanincrasi cyKynHoCTi HasBHHX HayKOBUX JAHUX (BKJIIOYAIOUH [aHi BiANOBIAHKX 1 o6pe
KOHTPOJIbOBAHUX KJIIHIYHMX JOCTIKEeHb, SIKIIO TaKi €), JOIIIEHO BBAXKATH, 1110
O nmpenapaT Moxe OyTH epeKTHBHUM Yy JiarHOCTHII, JIiKyBaHHI abo 3amobGiranHi
Cepio3HOMYy a00 HeOe3NeYHOMY ISl JKUTTS 3aXBOPIOBAHHIO ab0 CTAHY; i+ .




o BizoMma Ta MOTeHIi}Ha KOpUCTh IperapaTy — KONM BiH BHKODUCTOBYETBCS /A
miarHocTaky, mnpodimaxTekM a6o JKyBaHHA Takoi xBopoGu abo cTaHy —
TIepeBHILyE BiioMi Ta MOTCHUIMHI PU3HKH Npemapary, Oepy4un O yBard sHauHy
3arpo3y, CTBOpEeHY 6i0JIOriYHIM areHToM(amu);

o Hemae BiMOBifHON, CXBaJIEHOT Ta JOCTYIIHOI AJIbTEPHATHBY [PETApaTy AJis JiarHOCTHKM,
samo6iranms a6o JTiKyBaHHs cepito3HOro a6o HeGe3MeUHOro I KU TTA 3aXBOPIOBaHHS a60
CTaHy.

[ndopMaliis npo JOCTYIHI ANbTEPHATHEM [UIS 3aCTOCYBaHH:A, cxpaneHi EUA

IIpenapar Bexnypi (pemaecusip) cxsanenuit FDA nmd nikysanus COVID-19 y nopocnux i aire#
(BikoM Big 12 pokiB 3 Macoro Tina He MeHue 40 Kr) 3 NO3UTHBHMMH PE3yNbTaTaMU NPSAMOro
TecTyBaHHs Ha Bipyc SARS-CoV-2, sxi He Gymi rocmitamizoaui Ta Marots COVID-19 nerkoro
Ta CEPeIHBOTO CTYNEHiB TSHKKOCTI 3 BHCOKMM DH3MKOM TNpPOTpeCyBaHHs JO THKKOI GopmH
COVID-19, BkmOYHO 3 TocIiTani3alico aGo JeTAILHAM HaCIiIKOM. BeKIypi 3acTOCOBYIOTH
LLUTIXOM BHYTPIITHBOBEHHOT iH(y3il i3 3arabHOI0 TPUBATICTIO NiKyBaHHA 3 JHI.

Xoua Bekitypi € CXBaJleHMM anbTepHATHBHAM IpenapaToM ans Aikysarns COVID-19 nerkoro Ta
CEpEeIHBOrO CTYNEHIB THKKOCT] Y JOPOCIHX 3 TIO3UTHBHUMU Pe3yNbTaTaMy MPAMOTO TECTYBaHH:
Ha Bipyc SARS-COV-2, sKi MatOTh BUCOKMI PH3HK IIPOTpecyBanHs A0 Tkkoi popmu COVID-19,
BKJIIOYHO 3 TocHiTasizaniero abo feTansHUM Hachiakom, FDA He Baxae Bexrypi onTUManbHOIO
anbTepPHATHBOIO MOJHYIIpaBipy Wi LBOTO JIO3BOJNEHOTO 3aCTOCYBaHH], OCKilbKM HOTO
3aCTOCYBaHHA MO OyTH HeOUINMBHUM a60 HENMpaKTHYHMM JJis NEBHMX NAUi€HTIB (30KpeMa
TOMY, IO BUMArae 3-NEeHHOTO Nepiofy JIKyBaHH:).

Inmi TepameBTMYHi 3acobu Hapasi cxBaNeHi A TaKoro C€amoro 3acTOCYBaHHs, WO H
mosnHyripasip. JonaTkosy iHbopMalio mpo BCi NpenaparTd, CXBajeHi i JiKyBaHHs a6o
npodinaktuky COVID-19, moxna 3HAWTH 3a mocunammsaM https://www.fda.gov/emergency-
preparedness-and-response/mem-legal-regulatory-and-policyframework/emergency-use-
authorization.

2 CIIOCIB 3ACTOCYBAHHS TA 1031

2.1 lo3yBaHHS AJiS €KCTPEHOTO 3aCTOCYBAHHS MOJIHYNIpaBipy y A0pOC/IAX NALiEHTIB

Jlo3a 11 JOpOCIHX NAL[iEHTIB CTaHOBUTH 800 MI (YOTHPH Karicys mo 200 Mr), ki IpUAMAaOThCA
TepopabHO KOXHI 12 FOAMH IPOTAroM 5 IHIB, 3 Dxeto abo 6€3 ixi [Ous. Kniniuna ¢papmaxonozin
(12.3)]. Cxip npuiiMaTé MOJIHYTIipaBip IKOMOTa IIBHALIE ITic/Is BCTAHOBIEHHA AiarHosy COVID-

19 Ta mpoTaroM 5 AHIB MiC/A NOABK CUMITOMIB [Ous. JJo3ein Ha excmpene 3acmocysanns (1) ma
Kniniyni oocnioocenns (14)).

3aBepllleHHs] NOBHOIO 5-I€HHOTO Kypoy JIKyBaHHA Ta HNPONOBXKEHHS i30JAUil 3rifHO 3
PEKOMEH/IAlliAMM OpPraHiB OXOPOHH 3I0POB’S BAXUIMBI i MAKCUMANBHOIO KIIPEHCY BIpyCy Ta
Minimizauii Tpancmicii SARS-CoV-2 [ous. Inopmayis ons koncynemysanus nayicumis (17)].

MonHynipaBip He CXBalleHMii Ui 3aCTOCYBaHHS NOBIIE 5 JHIB MOCHOUIb Yepes Te, WO HOro
Ge3neky Ta eeKTUBHICTb HE BCTAHOBIIEHO.

SIKIIO Malli€HT MPOIYCTHB 03y MONIHYmmipaBipy npoTarom 10 rogus micis 3BMYaiHOro 4dacy
NpuiioMy, MAliEHT MOBUHEH NPUHHATH ii AKOMOra IUBMJLIC i BiAHOBUTH 3BH ualHuit- rpadik




J03yBaHHA. SIKIIO MalieHT NpOMyCTHB A03Y OinbI HiX Ha 10 roidH, Mami€HT HE MOBHUHEH
NpUMMaTH NPOILYIIEHY A03Y i 3aMiCTh IIbOr0 Mae IPUUHATH HACTYIIHY 03y B 3alJJaHOBaHUil 4ac.
ITauieHT He TOBUHEH NOJBOIOBATH A03Y, 06 HaJOIYXXUTH MPOIYIIEHY A03Y.

SIkmo nanienTy motpi6Ha rocmiraiizanis micns MOYATKy JiKyBaHHsS MOJHYIIpaBipoM, Ialli€HT
MOXE 3aKiHUMTH OBHUH 5-I€HHUH Kypce NiKyBaHHS Ha pO3CY I MEJMYHOrO HpalliBHUKA.

2.2 KopuryBaHH# 1034 Y OKPeMHX Pyl NaIi€HTIB
He pexoMeHy€eThCs KOPUTYBaHHS JIO3M Y 3B’S3KYy 3 HUPKOBOIO a60 MEYiHKOBOK HENOCTATHICTIO
ab0 y manieHTiB JITHBOTO BiKy [Ous. 3acmocysanus y ocobnueux epyn nayicumie (8.5, 8.6, 8.7)].

3 JIKAPCBKA ®OPMA TA JO3YBAHHSI
Kancynu no 200 mr. Herposopi kancynu po3mipy 0, momapandesoro xonbopy (Swedish Orange).
Karicyni MiCTATh KOPIIOpPaTHBHHE TOTOTHII Ta «82%, HaHECEH] GiIMMK YOpHHUIIAMH.

4 ITIPOTHITIOKA3AHHSA
Ha ocHOBi o0OMEXEHHX HajiBHUX JaHUX MLIONO EKCTPEHOTO 3aCTOCYBaHHS [pernapary
MOJIHYMipaBip, CXBaJeHOro 3rijHo 3 uuM EUA, mpoTHIIOKa3aHb He BUABIIEHO.

5 OCOBJIMBOCTI 3BACTOCYBAHHS
KininiyHi fgani mopo MonHymipaBipy obMexxeHi. MOXyTh BHHHKATH Cepiio3Hi Ta HEOYiKyBaHi
no6ivHi peakuii, Ipo AKi paHilIe He NOBIIOMIISIIOCS [IPH 3aCTOCYBaHHI MOJIHYTIIpaBipy.

5.1 Em0OpioderanbHa TOKCHYHICTH

Ha migcTasi pesynprartiB JOCHIIKEHD pEIPOLYKTHBHOI QYHKUIl y TBAPUH, MOJHYMIPABIp MOXKE
3aBJaTH IIKOJM IUIOAY MPH 3aCTOCYBaHHI BariTHUMHU ocobaMu. BifcyTHi maHi mpo 3acTocyBsaHHs
MOJIHYIIpaBipy Yy BariTHUX KiHOK JUIA OLiHKM PU3HUKY BUHUKHEHHS CepHO3HUX BPOKEHHMX Baj,
BUKHJHA ab0 HECHPUATIMBHMX HAcHiiKiB A1 Marepi abo mioma; TOMy MONHymipaBip He
PEKOMEHYEThCS 3aCTOCOBYBATH i 4ac BariTHOCTI. [Ipy po3riaai 3acTocyBaHHs MOJIHYIipaBipy
y BaritHoi ocoOHM, MeIMUYHHIi NpaliBHUK, SKUHA [pU3HAYac JIKApChKUM 3aci6, NMOBMHEH
NOBiJOMUTH TNpPO BilOMy Ta IIOTEHHIMHY KOPUCTh Ta INOTEHLIMHI PU3MKH 3aCTOCYBAHHA
MOJHYNipaBipy Mif 4ac BariTHocTi. MonHymipaBip cXBaieHuH IS TPH3HAYEHHS BaTiTHAM JIMILE
IiC/IA TOro, K MEJIMYHUH MPAliBHUK BU3HAYUTE, IO KOPHCTD TEPEBUILYE PU3UKH AJI OKPEMOIO
nauieHTa. SKIIO DpPUHMHATO pillleHHS TPO 3aCTOCYBaHHS MOJIHYIIipaBipy Il 4Yac BariTHOCTI,
MEIUYHUH TpaliBHUK, SKUH NpU3HAyae IKapchbKUM 3aci6, MOBHHEH 3aI0KYMEHTYBATH, IO
BariTHy INOiHQOPMOBAHO MPO BiIOMY Ta MOTEHLIHHY KOPHUCTh Ta UOTEHLIMHI pU3UKU
3aCTOCYBaHHs MOJIHYIIpaBipy Mij| Yac BariTHOCTI.

Cnig moBinoMUTH oco6aM penpOAyKTHBHOIO BiKy NpO MOTEHIIMHMM pU3HK I/ IUoJa Ta
[IOpaJMTH BUKOPUCTOBYBATH €()EKTUBHMI METOJ KOHTpALEINLii HAJIEeKHUM YHMHOM I MOCTIiHHO,
AKINO L€ HeoOXiMHO, MijJ Yac JNiKyBaHHA MOJHYHIpaBipoM i mpotsroM 4 AHIB micns mpuidomy
OCTaHHBOI AO3U [Ous. 3acmocyeanHsa y ocobnusux zpyn nayieumie (8.1, 8.3) | [oxniniuna
moxcukonoeisn (13.1)].

Ilepen moyaTkoM JiKyBaHHS MOJIHYIpaBipoM CliJi OIIHUTH, YM € 0c06a PENnpoayKTUBHOIO BiKy
BariTHOIO YM Hi, AKINO € KIiHiYHi noka3aHHs. CTaTyc BariTHOCTi HEOGOR’ A3KOBO MiATBEPIXKYBATH
Yy Dali€HTiB, sKi NpoHIUIM MOCTIMHY CTepwiisaililo, B JaHHM wac BI/IKOpI/ICTOBy}OTb
BHYTPIIIHBOMATKOBI CUCTEMU a60 MPOTH3AILTiAHI IMIUTAHTATH, 860 y SIKMX BariTHICTh HeMO.A{II msa
V Beix iHIIKX BHMAAKAX CIiJ OL[IHATH, YH BariTHa Malli€HTKA, Ha OCHOBI MepIIOro ﬂHH OCTAHHBOT




MEHCTpyallii y 0Cib, fKi MalOTb peryNApHui MEHCTPYATbHHUME UK, i BHKOPHCTOBYXOThH HaIiHHUIH
METOJ| KOHTpaUeI(ii HaleXHAM YHHOM Ta IOCTiHO a60 MAIOTh HErATHBHHUI TECT Ha BariTHICTb.
Tect Ha BariTHICTE peKOMEHIYETHCA, KO Y 0COGH HEPEryJIIpHI MEHCTPYaJIbHI LMKIHU, SKIIO
BOH2 HE BIICBHCHA y NEPLIOMY JHi OCTAHHBOrO MEHCTPYANBHOIO LMKIY abo He BHKOPHCTOBYE
e(eKTHUBHY KOHTPALENII{IO MPABUIIBHO Ta HOCTIMHO (Jue. Ingpopmayis e pamyi).

3.2 I'inepuyTnuBicTsb, y ToMy 4ncii anaginakcis

Toipomusnocs mpo peakuil rinepyyTIMBOCTI, Y TOMyY YnCii aHadinakcilo, I 9ac 3aCTOCYBaHHS
MOJHynipaBipy. Y pa3si BUHMKHEHHS O3HAK T4 CHMIITOMIB KJIHIYHO 3HaYywoi peakuii
rinepuyTiHeocTi aGo anadinakcii ciin HeraiiHoO MPUMMHUTH MpHHOM MONIHYIIpaBipy Ta HoYaTH
BiANOBiaHy QapmMakoTepanito Ta/abo CHMITOMATHYHY Tepanio.

5.3 ToxcuynicTh And KicTok i xpsimis

Mounynipasip He cxBaneHHit 175 3aCTOCYBaHHS y MAIiEHTIB BikoM 10 18 POKIB, OCKIJIBKH Lie
MOX€ BILUIMHYTH Ha PiCT KiCTOK Ta XpAN(iB. TOKCHYHICTH AN KiCTOK i XpAILiB crnocrepiranace y
INypiB Mic/isg 6araTopa3oBOro 3aCTOCyBaHHA [0us. Jokniniuna moxcuunicmy (13.2)]. Be3nexa ta
€(eKTUBHICTE MOJIHYIIpaBipy He BCTAaHOBJNEHi y HiTeit [due. 3acmocyeanna y ocobnusux 2pyn
nayienmig (8.4)].

6 TIOBIYHI PEAKIIIL

6.1 IToGiuni peakuil, BusiB/ieHi y KAIHIYHHX KOCHiTKeHHAX

Ilin wac xniHiYHOrO HOCHiIKEHHsS, NpoBeAeHOro misi cxpajgeHHs EUA MOJIHYyIipagBipy,
CIIOCTepiranucs HacTymHi mo6iuni peakuii. Yacrora HoGIYHMX peaKuiii, ki CIIOCTEpiraamcs B LIMX
KIIHIYHAX JOCHI/DKCHHAX, HE MOXeE IpAMO MOpIBHIOBATHCA 3 YacTOTOI B KIIHIYHHX
HOCIIKEHHAX iHIIOTO mperapary i MOxe He BifoGpakaTH 4acTory, LIo CIIOCTEpIracThCsa Ha
npaktaii. Jlogatkosi noGiuni sBMINa, MOB’s3aHi i3 3aCTOCYBaHHAM MONHYIIpaBipy, MOXYTb
BHABJIATUCA NIPH GBI IIMPOKOMY BHKOPHMCTAHH.

3aranom monax 900 cy6’exTis oTpuMyBami MonHymipasip y mosi 800 mr mBiui Ha HoGy B
KJIHIYHUX JOCTiDKeHHsX. OlliHka Ge3NeKn MONHYIpaBipy B MepIy 4epry 6a3yeThCs Ha aHAN3]
cy6’exri y lenn 29 pocnimienns ®asu 3 y nerocmitanizopanux cy6’extin 3 COVID-19 (MOVe-
OUT) [oue. Kniniuni docnioxcenns (14)].

besnexy 3acrocyBaHHA MOJIHYIIpaBipy OLIHIOBAIM Ha OCHOBi aHaNily MOABIMHOrO Ciimoro
nocnimxenns ®asu 3 (MOVe-OUT), B sxomy 1411 Herocmitanizoanux cy6’exrie 3 COVID-19
Oymnu panjoMisoBaHi Ia TiKyBaHHA MonHynipaBipom (N=710) a6o miane6o (N=701) npotarom
5 muiB. [To6i4HMMH SBHILAMM BU3HAYEHI Ti, PO AKi MOBITOMIANOCH, KONH CY6’€KTH nepebyBaiu
y mocnixeHHi abo npoTsiroM 14 nHIB mic/s 3aBepIUeHHs/ IPUIMHEHHS TOCITiIKEHHS.

ITpunuHeHHs 3aCTOCYBaHHA JIOCIIKYBAaHOTO IIpenapary yepes moGidHe sBHUIIE COCTEpirany y
1% mnauienTiB, AKi OTpMMyBalM MONHYIIpaBip, i y 3% nauienTis, sxi orpumyBany miaue6o.
CepHosHi no6iuni peaxuii cnocrepiranu y 7% cy6’exTis, SKi OTpUMyBaIu MOJHYIipagip, i y 10%
Cy0’eKTiB, AKi OTpUMYBanu Mnanebo; Haibinpm cepitos3Hi mobiuni peakuil GyjaM NoB’s3aHi 3
COVID-19. Ilobi4Hi peakilil, mI0 NpPHU3BENM AO JISTAIBHOTO HACIIAKY, BHIMKIH y 2 (<1%)
NauieHTIB, AKi OTPEMYBany MoNHymipasip i 12 (2%) malieHTis, sixi oTpuMyBanu miane6o.

'Fa



HaiinommpeHrinni mo6iyni peaxiii B rpymi JiKyBaHHS MOJIHYMipaBipoM y mociimkeHHi MOVe-
OUT npexncrasneni B Tabmumi 1, yci Bonu 6ynu 1-ro ctynens (jierki) abo 2-ro cryrness (moMipHi)

TSKKOCTI.

Ta6auns 1: ITobiyni peakuii, 10 BHHAKAKIOTE y G6iabiue HbK 1% cy6’ekTiB, AKi 0OTPUMYHOTH

MoJIHymipasip B gociaimxenni MOVe-OUT*

Mouanynipasip Ilnane6o
=710 N=701
Hiapes 2% 2%
Hynorta 1% 1%
3amaMopoUYeHHs 1% 1%
*Yacrota noOIYHMX peakuid 6a3yeTbCs Ha BCiX NOOIYHMX SBUINAX, MOB’SI3aHHX i3
3aCTOCYBaHHSM JOCIi/IXKYBAHOTO IPENapaTy Ha TYMKY JOCHiTHHKA.

Bioxunenns y nabopamopuux noxazuuxax

OxpeMi BigxulieHHs y NnabopaToOpHHX MNMOKasHMKax 3 i 4 cTyneHiB y OioxiMiuHMX aHamizax
(ananinaminoTpancgepasa, acnapraraMiHOTpaHc]epasza, KPeaTHHIH i Jina3a) i reMaToNori9HUX
aHayizax (remornobiH, TpPOMOOUMTH Ta JIMKOIMTH) CHOCTEpiramcs 3 4acTOTOK MeHie abo
piBHOIO 2% 1 MaJId OZJHAKOBY YacTOTY B rpynax jaocuikeHHS MOVe-OUT.

6.2 JTocBig micasipeecTpaniiHOro 3aCTOCYBaHHA

ITig yac micispeecTpallifHOro 3aCTOCYBaHHS MOJHYMipaBipy OynmH BHSBICHI HHXXYe3a3HAueH1
noGivHi peakii. OCKiTBKH MOBiTOMIEHHS PO Ii peaKiiii Ha{xOAUIX JOOPOBIIBHO BiJl MOy AT
HEBU3HAUEHO! YHCEJILHOCTI, HE 3aBX/AM MOXHA JOCTOBIpHO ONIHWTH IXHIO 4acToTy abo
BCTAaHOBHUTH MPUYUHHO-HACIIIJKOBUH 3B’ 430K i3 3aCTOCYBaHHSM TIpenapary.

Poznaou 3 6oky imynnoi cucmemu
rinepuyTiauBiCTh, aHadilakcis, aHTOHEBPOTUUHHH HaOpsK [ous. Ocobrusocmi 3acmoCy6aHHA

(5.2)]

Po3znaou 3 60oky wkipu ma niowkipHoi KiimxosuHu
epuTeMa, BUCHII, KDOIIMB THKA

6.4 O60R’s13K0Be 3BITYBaHHS NPO ceplio3Hi No6iYHI ABHIIA Ta JiKapCchKi NOMHJIKH
MeauyHuii TpalliBHUK, SKHH MpU3HAYae JKapchki 3acobu, Ta/abo ymoBHOBaxkeHa ocoba
MeIUYHOro MpalliBHUKa BiImOBimaipHi 3a 060B’S3KOBE 3BiTYBaHHS Hpo BCi cepio3Hi mobiyHi
sBuIa* Ta JiKapChKi IMOMMIIKH, SIKi MOXYTb OyTH ITOB’A3aHi i3 3aCTOCYBaHHSAM MOJHYIIpaBipy,
MpOTAroM 7 KJIEHJAPHHUX MHIB MIiCNs TOro, K MEJWYHUI IpalliBHUK Ai3HABCS NpPO SBMIIE,
BUKopucToByioun @opmy 3500 FDA (indopMartito npo Te, ssK OTpUMAaTH JOCTYN 10 L€l popmu,
auB. Humxkye). FDA Bumarae, mo6 Taki moBigomnenHs yepes Popmy 3500 FDA, Bxmrouanu
HaCTyIHE!

e JlemorpadiuHi Ta OCHOBHI XapaKTepHCTHKU MAIli€HTIB (HaIpukian, ifAeHTHQIKaTOp
nalieHTa, Bik abo aTa HApOIKEHH, CTaTh, Bara, €THiYHa PUHAJIEXKHICTh Ta paca)

e 3asBa «3acrocyeanHs MonHymipaBipy mst COVID-19 3rigHo 3 J[03B0JIOM Ha €KCTpeHe
3actocyBanHs (EUA)» nix 3arosnoBkoM «OnHIiTL ABHINE, NpobieMy a6o MOMHJIKOBE
3aCTOCYBaHHS Npenapary/JikapchbKy MOMHIKY

e Iudopmaris npo cepitosne nobigHe sBuINE abo JNiKapChKy NOMMIKY (HalPHUKIal, O3HAKH
Ta CHMIITOMH, HaHi TecTiB/mabopaTopuMX aHamisiB, YCKIaIHEHHs, TEPMIHM [10YATKY
IpUAOMY lIpetiapaTy MmOJO BHHMKHCHHS SBHINA, TPUBATICT SBHING, ~ JiKYBAHHA)




HeobxigHe IS TMOM’SKUIGHHS SBMINA, NOKA3W MOJIMIICHHI/3HAKHEHH ABHIIA IUCIs
[IPUNMHEHHs 32CTOCYBaHHs a60 3MEHINEHH: 03K, I0Ka3H NIOBTOPHOT [IOSBH SBUILA HiCNA
IOBTOPHOIO 3aCTOCYBaHHS, KIiHIUH] pe3yIbTaTH).

e TIlomepenHi 3axBOPIOBaHHS Mali€HTa Ta BAKOPUCTAHHS CYMyTHIX Ipenaparis

e IndopMmariis mpo npenapat (HanpuKIaj, JO3yBaHHI, CIIOCI6 3aCTOCYBaHHs, HAL[OHANBHHUI
KoJ1 Jikapcbkoro 3acody (NDC) Ne).

[ToBizoMieHHA Npo No6iuHi sBUIIA Ta TiKapChKi IOMHUIKHM CIIiJl HAJICUIIATH 38 JOTIOMOT 00 dopmu
3500 no FDA MedWatch B 0[IMH 3 HAaCTYIHHX CIOCOO1B:
e 3amoBHITH Ta HANINLTITh MOBifOMIeHHs omnakn: www.fda.gov/medwatch/report.htm
e 3anoBHiTh Ta HaginuiTe @opmy 3500 FDA, 3i cruiaueHMM HNEPECHIAHHIM
(https://www.fda.gov/media/76299/download) i noBEpHITE:
o Hapicnasmm nomroro 10 MedWatch, 5600 @imep3 Jleiin, Poksine, MD 20852-
9787, abo
o Hapicnapmu dpakxcom Ha Homep 1-800-FDA-0178, a6o
e 3atenedonyiite 3a Homepom 1-800-FDA-1088 ans sanuty dopmu

Kpim Toro, ciig Hamatu komito ycix gpopm FDA MedWatch no:

«Mepx Lilapn i Jloym Kopm.», nouipasoi xomnanii «Mepk i Ko., Ink.», Keninsopr, Hero-JIxepci
CIIA

daxc: 215-616-5677

Enexrponna nomra: dpoc.usa@msd.com

Menuunuii NpalliBHMK, sKWii TNpu3Hayae JiKapceki 3acobu, Ta/abo ymoBHOBaxeHa ocoba
MEIMYHOrO MpalliBHMKA BilMOBiNAXTH 3a HajaHus 0GOB’A3KOBMX BimmoBiled Ha 3amutd DA
10710 indopMalii mpo no6iuHi ABKIIA Ta TiKapehki TOMHIIKM iCHIA 33CTOCYBaHHA MOJIHYTIpaBIpy.

*Cepiio3Hi MoOIYHi ABHUILIA BUSHAYAIOTECA AK:

e JleranpHuil HaCHiOK;

e [loGiuHe sBHUIIIE, L0 3aTPOXKYE JKUTTIO;

e Cranionapsa rocmitanizaiis a6o mpoaOBXeHHs IIOTOYHOT rocniTanianii;

e Ilocrilina abo 3HayHa iHBaNiAHicTE ab0 ICTOTHE NMOpYIIEHHS 3JAaTHOCTI BUKOHYBaTH
HOPMAJIbHI XUTTEBI GYHKIIT,

e BpomkeHa aHOMalTis/BpoIKeHNH AedeKT;

e IHule BaxIMBE MeIMYHE fABHMILE, AK€ MOKe MOTpeOyBaTH Meau4HOro abo XipypriuHoro
BTpYYaHHs 3 METOIO 3amoGiraHHs CMepTi, SBHIIA, IO 3aTrPOXKyE XKHUTTIO, TocHiTanisauii,
igBaigHOCTI 260 BpOMKEHil aHOMATI].

6.5 THmi BUMOTH 0 3BiTHOCTI
MenuuHi 3aKIafid Ta MOCTAYAIGHUKM METHYHHX IOCHYT IOBIIOMIATUMYTH TEpaleBTHYHY

indopmartiio Ta JaHi po BUKOPHUCTaHHS 3TiHO 3 KepiBHUITBOM MiHiCTEpCTBa OXOPOHHU 3A0POB’ 5
Ta comianbHux ciryx6 CILIA.

7 BBAEMOLS1 TIKAPCBKHUX 3ACOBIB
Ha migcraBi oOOMeXeHMX MOCTYIHHMX [aHHX 3 EKCTPEHOro 3acTOCYBaHHS MOJIHYMipaBipy,
cxpanenoro 3rigHo 3 muM EUA, He 6Gyiio BHSBICHO XOAHOI Jikapchbkoi B3aeMopii. KimiHiuni
JOCTiHKEHHS NIKApCBKUX B3a€MOJIi MONHYNIpaBipy i3 CyIyTHIMH HpenapaTaMH, BKIIOYaI0uH




iHmi npenapatd s aikyeanHs COVID-19 nerkoro Ta cepelHBOrO CTYNEHIB TSDKKOCTI, HE
nipoBoAMIKCs [Ous. Kniniuna gpapmaronozis (12.3)].

8 BACTOCYBAHHA Y OCOBJIMBHUX I'PYII ITAITIEHTIB

8.1 BaritnicTb

IIporpaMa criocTepeeHHs 3a BariTHICTIO

IcHye mporpaMa CIIOCTEpEXEHHs 3a BAriTHICTIO, 3TiHO 3 SKOIO 3/iMCHIOETHCA KOHTPOJE 3a
pesyNbTaTaMH BariTHOCTI y oci6, [Ki 3aCTOCOBYBalM MONHYNIpaBip Iif Yac BariTHOCTI.
Mepuunuii npaliBHKUK, 110 TpU3HaYaE JNiKapchKi 3ac06H, TOBHHEH 33J0KyMEHTYBATH, 110 BariTHa
Oyna noinhopMOBaHa PO MpPOrpamy CIOCTEPEXEHHS 3a BariTHicTio kKoMmaHil «Mepk Illapn i
Joym» 3a Homepom 1-877-888-4231 ao yepe3 pregnancyreporting.msd.com. SIkiio BaritHa
ocoba MOroKy€EThCH GpaTH y4acTh Yy NpOrpaMi CIIOCTepeXEHHs 3a BariTHICTIO Ta JO3BOJIAEC
MEIMYHOMY IIPALliBHUKY, IO MpU3HAYaE JiKapchKi 3aco0H, pO3KpHBATH KOHKPETHY iH(pOpMaIliio
npo nauiedra komnanii «Mepk Ilapm i Jloym», MeaqudHUH NMpalliBHAUK, IO OPU3HAYAE JTIKapChKI
3aco6H, OBMHEH HAJATH iM’s Malli€HTa Ta KOHTAaKTHY iHdopManito koMnaHii «Mepk Iapm i
JTloym». BaritHi 0co0H, SKi OpuiAMalid MOJHYIIpaBip, TaKOX MOXYTb NOBIIOMHUTH IO Horo
BIUIMB, 3BepHYBIIMCE 10 «Mepk Illapn i loym Kopr.», modipasoi komnasil «Mepk 1 Ko., Ink.»,
Kenineopt,  Hero-Ilxepci CIIIA 3a  Homepom  1-877-888-4231  abo  uyepes
pregnancyreporting.msd.com.

PesioMe pU3MKiB

3riHo 3 JaHMMHM, OTPUMAHUMH y JOCII[DKEHHSX Ha TBapHHaX, MOJHYIipaBip MOXe€ 3aBJaTH
IIKOJM IJIOLY TNIpH BBEJECHHI BariTHUM ocobaM. BigcyTHi naHi npo 3acTocyBaHHs MOJIHYTIipaBipy
y BariTHMX JXIHOK Ul OLIHKM pH3UKY BUHMKHEHHS CEpHO3HMX BPOJUKEHHX Bajl, BUKMIHsA abo
HECTIPUATIMBUX HACHiJKIB A Marepi abo IUIOfa; TOMY MOJHYNIpaBip HE PEKOMEHIYETLCS
3aCTOCOBYBATH IIifl Yac BariTHOCTI (Qus. Ingpopmayin e pamyi ma Ocobrusocmi 3aCMOCY8AHHSA
(5.1)]. Y pocnimkeHHi OIIIHKM BIUIMBY Ha pPENpOAYKTHBHY (yHKILII0O y TBapMH NEpopaibHe
BBEJIEHHA MOJIHYIparipy BariTHAM IIypaM Yy Iepiofd OpraHoreHe3y HNpPU3BOJUIIO MO
eMmOpiodeTansHoi 3arubeni ta TepatoreHHocTi npy excriosutii NHC (N4-rinpoKCHLMTUAME) Y 8
pasis Gijblue, HIXK Y JIFOJAMHU IPX PEKOMEHIOBaHMX no3ax 1y moaunyd (PJIJI), i 3aTpumui pocty
nnoga npu ekcnosuuil NHC >3 pasw, HDK y mopunu npu PJL. IlepopanbHe BBEOCHHA
MOIHYMipaBipy BariTHUM KpOJHKaM y epiofi OpraHOTeHe3y IPU3BOAMIO JO 3HHKEHHSA MacH Tilla
wiona mpu excriozulii NHC y 18 pasi 6inbiie, Hix y moaunu npu PIAJIL (ous. Jawi). Ilpu
PO3IIIA/l UTaHHS TIPO 3aCTOCYBaHH MOJIHYTipaBipy AJIs BariTHOI 0COOM, MEIMYHUM ITPalliBHUK,
AKMIA IPU3HAYAE JIiKapchKi 3acO6H, MOBUHEH NMOBIIOMHUTH IIPO BIJOMY Ta NOTEHIIHHY KOPHCTh Ta
NOTEHLiHI pU3MKH 3aCTOCYBaHHSA MOJHYIIpaBipy MiJ 4ac BariTHOCTi. MonHymipaBip MOXHa
NpH3HAYaTH BariTHUM oco0aM TiIbKH ICASA TOTO, K MEJWYHHUH NpalliBHUK, SKMH IIpU3Havae
NiKapChKi 3aCOGH, BU3HAYMTS, IO KOPHCTH MEPEBUILYE PU3UKM /NI OKPEMOro mauieHTa. Skuio
IPUAHATO PillleHHs PO 3aCTOCYBaHHS MOJIHYIIpaBipy Iijl 4ac BariTHOCTI, METMYHHMA IpaLliBHUK,
AKUM NpU3HAYAE JTiKapChKuii 3aci0, MOBUHEH 3aJOKYMEHTYBATH, ILIO BariTHY NOIHGOPMOBAHO PO
BiZIOMY Ta NOTeHIi}iHy KOPHCTh Ta MOTCHLINHI PU3MKK 3aCTOCYBaHHS MOJHYIipaBipy mia 4ac
BariTHOCTI (Ous. Ingpopmayin 6 pamyi). ICHYIOTH PUIUKU i1 MaTepi Ta MJIOAR, IIOB’s3aHI 3
BiacyTHicTio NnikyBanHg COVID-19 min yac BaritHocTi (Oug. Kniniuni mipkyeanus).

IlepenGauyBanuit GOHOBHM PHU3UK BUHHKHEHHS CEpHO3HUX BPOKEHHMX Baj Ta BHKMJHIB Y
3a3HauveHiii nomynsanii He BigoMuit. Bynp-sika BariTHiCTH Mae (OHOBHHM PH3UK BPOKEHHX
nedexriB, BUKMIHA 4Yd I{HINMX HCTATHBHUX pC3yJNbTaTiB. Y 3arainbHid momyssuii-CIIA




nepenbauysanuit (GOHOBUI PU3HK BHHHUKHEHHS CEPHO3HHMX BPOIKEHMX Baj Ta BUKHIHIB npu
KJIIHIYHO BU3HaHI# BariTHOCTI cTaHOBUTEL 2—4% Ta 15-20% BimmosimHo.

Kniniuni Mipkysanis

Puzux onsa mamepi ma/abo embpiona/nnoda, noe szanuii i3 3ax60pIOBAHHAM

COVID-19 nig 9ac BariTHOCTI aCOLIIOETHCS 3 HECTIPUATIABUMH HACIIiIKAMH ISt MaTepi Ta IJ10a,
B TOMY 9HCIIi 3 IPECKIIAMIICIEI0, EKIAMIICIEIO, ITepeA4aCHIMH II0JIOraMH, epeYaCHUM PO3PHBOM
IUTOZIOBUX OGOJIOHOK, BEHO3HHM TPOMGOeMOOIIYHUM 3aXBOPIOBAHHAM Ta 3ariGeIUIio 10/,

Hani

ALani 3 Oocnidocenv Ha meapunax

Y nmocnipkenti em6pioderanshoro posputky (E®P) Ha urypax MomnmymipaBip BBOAHIM
HepOopajibHO BariTHUM IMypam y fo3i 0, 100, 250 a6o 500 mr/xr/noby 3 6 mo 17 i BaritHOCTI
(AB). MonHynipasip Takox BBOIMIIM NepOPAIbHO BAariTHAM LiypaM y 103i 1o 1000 Mr/kr/mo6y 3
6 mo 17 1B y nonepeanboMy pocmimkenHi EOP. EmGpioderansna TOKCHYHICTD BKITIOYANA
MOCTIMIUIAHTAL{MHI BTPaTH, Bajd PO3BUTKY OKa, HHPOK, OCHOBOTO CKeJeTa i pefep mpH m03i
1000 mr/kr/no6y (y 8 pasis Ginbe, Hix excrozuuis NHC y moauau npu PIIJT) i 3HMsKeHHS Mack
TiJla 171012 Ta 3aTpUMKY ocudikarii npu 1031 >500 mr/kr/no6y (B 3 pasu Ginble, HiX eKCIO3MILS
NHC y momuuan npu PJJI). EmGpioderaibHa TOKCHYHICTS He cmocTepiranacs HpH 03
<250 mr/kr/noby (menmue, Hix excriosunis NHC y soauau npu PIJT). TokcuaHICTE A Matepi
BIUIIOYA/Na 3MEHIICHHsS CIIOXMBaHHA DKi Ta BTPaTy MacH Tila, IO HPHU3BENO A0 DPAHHBOTO
YMEPTBIHHS IBOX 3 UICTHA/IATH TBApKH mpy 1031 1000 MI/kr/no6y, Ta 3MeHIIeHHs Habopy MacH
Tina npu n03i 500 Mr/kr/no6y.

VY mocnimxenni E@P Ha kponukax MONHYMIpaBip BBOAMIIA NEpOPaNbHO BAriTHUM KpPOIHKAM Yy
noszax 0, 125, 400, a6o 750 wmr/xr/moby 3 7 mo 19 JIB. EmGpiopeTanbHa TOKCHUHICT
oGMexyBanacd 3HIXEHHAM MacH Tina Iwiofa npu mo3i 750 Mr/kr/noby (B 18 pasip Ginbne, HiX
excnosutist NHC y momunu nipu PJIJT). EMGpioderansha TOKCHUHICT, He crocTepiranacs opu
1031 <400 mr/kr/no6y (B 7 pasis 6inbine, Hix exkcriozuiis NHC y moaunu mipu PJIJT). TokcuuHicTs
AJ1 MaTepi BKIIOYANa 3HWKEHHS CIIOKMBAaHH 1Ki Ta HaGopy MacH Tila, a TAKOX BiIXUIEHHS Bill
HOPMH Yy KallOBOMY 3pa3Ky Ipu H03i 750 Mr/Kr/mno0y.

Y pocnmimkeHHi mpe- i MOCTHATAIBHOTO PO3BUTKY MOJHYNIPABIp BBOAWIM MEPOPATbHO CaMKaM
mypiB y fo3ax g0 500 mr/kr/no6y (momi6Ho mo excrosuuii NHC y moausu npu PIII) 3 6-ro [IB
1o 20-ro ousa naxranii. JKogHux peakiiif y moTOMCTBa He CIIOCTEpiranocs.

8.2 JlakTauisn

Pesiome pusukie

BiacyTHi zadi mpo NpHCyTHICTB MONHymipaBipy a6o HOro MeTabomiTiB y IpyZHOMY MOOL
moauxyd. NHC 6yno BusABIeHO B IUia3Mi MOTOMCTBA IIYpiB, AKi TOXYBAIM MOJOKOM Ta SKHUM
BBOIMJIH MOJHYNipasip (Ous. [awni). HeBinoMo, UM BIUIMBAaE MOJHYINIpaBip Ha AMTHHY, fKa
3HAXOMUTHCA Ha IPYAHOMY BHUIOJOBYBaHHI, Ta UM BIIMBAE HA piBEHD JIaKTallil.

Bepy4u 10 yBarv MOMUIMBICTh NOTEHIiHHMX MOGIYHHX peakiiil y HEMOBIAT Ha MOJHYMIpaBip,
IpyJHE BUIOJOBYBaHHS HE PEKOMEHIYETBCA Mij Yac JIiKyBaHHA MOJHYHIpaBIpoM Ta MPOTATOM
4 [HiB micna MpuHOMy OCTaHHBRO! 103H. XKiHKa, sKa Ofye IpyAbMH MOXE PO3TJIAHYTH IUTAHHS
PO NPHUIMHEHHS IPYJHOrO BUTONOBYBAHHS, @ TAKOX PO3TJIAHYTH MoanBiCTb.3qi__;1_3t%j_‘1§5_‘ﬂrm Ta
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YTHJH3aUil rpyIHOr0 MOJIOKA MiJ| 9ac JIIKYBaHHA Ta MPOTATOM 4 MHIB MICHA MPHHOMY OCTAHHBOL
JI03M MOJIHynNipaBipy [Oue. Ocobnuseocmi 3acmocysannsa (5.1, 5.3)].

Hani

Ilpu BReNEHHI MONHYyIipaBipy IIypaM, IO TOAYIOTH MOJIOKOM, Y H03i >250 Mr/kr/mo6y B
JOCTIDKEHHI Ipe- 1 MoCTHAaTaIbHOro po3BuTKy, NHC OyB BHsABNEHHH Y MJIa3mi NOTOMCTBA, IO
nepe6GyBallo Ha TPyTHOMY BUTOJOBYBaHHi.

8.3 J)KiHKH Ta 40J10BiKM PeNPOIYKTHBHOIO BIKY
3rifHo 3 AOCTiPKEHHIMH Ha TBapHHaX, MOIHYIIipaBip MOXe 3aBJaTH IKOAM IIOLY NIPH BBEAEHHI
BariTHUM ocobam.

TecTyBaHHS HA BariTHICT
Ilepen mo4aTKOM JIIKyBaHHS MOJIHYIipPaBipoM CIIiJl OLIHUTH, YK € 0c06a PENpPOLyKTUBHOTO BiKy
BariTHOIO YM Hi, SKINO € KIiHiYHi ToKa3aHHs [ous. Ocobnusocmi 3acmocysanns (3.1)].

KonTpaneniis

XKinku

Cnim pexoMeHIyBaTH ocob6aM penpogyKTHBHOTO BiKy HaJeXHHM YHHOM Ta IOCTiHHO
BUKOPHMCTOBYBaTH HAAiMHWMA METOJ KOHTpaleNii, BiNMOBIAHO O TpUBAJIOCTi JIIKYBaHHS Ta
nporssroM 4 fHIB micns npuHoMy OCTaHHBOI JO3M MONHymipaBipy [ows. Ocobrusocmi
3acmocyeanna (5.1)].

Yonosiku

Xo4a pU3HK BBOXAETHCSA HU3BKUAM, NOKIIHIYHI JOCHIIKEHHS Ui MOBHOI OLIHKM IOTeHLiiHOro
BIUTMBY MOJIHYITipaBipy Ha IIOTOMCTBO CaMIIiB, IKi OTPUMYBaJIA MOJIHYIIipaBip, 1€ HE 3aBEPLIECHO.
Cnig pexomeHmyBaTH ocobam, fKi BeAyTh aKTHBHE CTATeBE JKHTTA Ta MalOTh IapTHEDIB
penpoAyKTHBHOIO BiKy, 3aCTOCOBYBATH HaJilHUMH METOJ KOHTpaUemIii HAJe)XHMM YMHOM Ta
IOCTIMHO IMiJi Yac JIIKyBaHHSA i MPUHAUMHI HPOTATroM 3 MiCAIIB Iicis OpuUiHoMy OCTaHHBOI JO3M
MOJIHyIipaBipy. Pu3uxk micis 3 MicsuiB micns mpuifoMy OCTaHHBOI 1034 HeBigoMuit. JlocmiKeH s
IUIsl BUBYCHHS PU3HKY Iicis 3 MiCAIIB TPHBAIOTE.

PesynsTati 3aCTOCYBaHHS MOJIHYIipaBipy 6y HEOAHO3HAYHUMH (aHI 4iTKO MO3MTUBHUMM, aHi
HETaTMBHMMH) B OJHOMY aHaJi3i MYTAareHHOCTI i Vivo DPETHUKYJOLMUTIB i €pUTPOLMTIB, fKi
BUKOPUCTOBYIOTECS Ul BioGpaXKEHHS ITONEPEAHBOrO BIUIMBY Ha TeMOMNOETHYHI CTOBOYpPOBi
KJITHHY B KiCTKOBOMY MO3Ky. MonHymipaBip He 6yB MyTareHHHMM IpH OL{iHIi B APYroMy aHalisi
in vivo Ne4iHKy (COMaTHYHUX KJIITHH) i KICTKOBOrO MO3KY (COMAaTHYHHX KJITHH i CTOBOYPOBUX
KJIITHH) ¥ TPAHCTEHHHUX LIYpiB, IKUM BBOJUIM MOJIHYIIipaBip npotiarom 28 aHis. Ha BiaMiny Bin
COMATHYHMX KIITUH, CTaTeBi KIITHHH (SMLIEKIITUHU Ta CIepMa) MepeflaloTh IEHETHYHY
inopMalito Bi OKOJIHHS O MOKOMIHHA. Y 3aIJIaHOBaHOMY JOCIIKEHHI 3apOJKOBUX KIITHH
YONIOBIUKMX S€YOK Y TPAHCTEHHHX LypiB Gyae OL[{HIOBATHCA IOTEHLIA MOJIHYNIPaBipy BIIMBATH
Ha [IOTOMCTBO CaMIIiB, SIKi OTPUMYBAIHU nipenapar [ous. Joxninivna moxcuxonozia (13.1))].

8.4 3acrocyBanus y aiTeit

Monnymipasip He CXBaJleHO [JIs 3aCTOCYBaHHS y IAlli€HTIB BiKOM 10 18 pokiB.
TokcuyHicT A8 KICTOK 1 XpsmiiB croctepiranaci y 3-MiCAYHOMY TOKCHKOJIOTIYHOMY
nochimKenHi GaraTopazoBux 703 Ha mypax. besnexy Ta epeKTHBHICTb MONHYIPABIDY. Y- i ui_ﬂe
RCTAHORNEHO [dus. Ocobnusocmi zacmocysanns (5.3) i Joxniniuna mo:\cumao.?w (132




8.5 3acTocyBaHHs y NAli€HTIB JiTHBOIO BiKYy

VY pocnimkenni MOVe-OUT He cmocTepiranu pisHuni B Gesmeri Ta NMEPEHOCHMOCTI Mik
narjieHTaMd BiKOM >65 pOKiB Ta MOJOAUIMMH IAlli€HTaMM, SKi OTPUMYBAld MOJHYIMIpaBip.
KopurypaHHs 1034 HE PEKOMEHIYEThCS Ha HifcTaBi Biky. ®apmakokineruxa (PK) NHC Gyna
TOiGHOIO Y NAIiEHTIB JTITHBOTO BiKy IOPIiBHIHO 3 MallieHTaMKM MOIOAIIOTO BiKy [Oue. Kainiuna
¢apmaxonozia (12.3)].

8.6 IlopymenHs GyHKUIT HHPOK

He peKOMEH/TyEThCS KOPUTYBaHHS IO3H Y NALliEHTIB 3 Gy/Ib-IKUM CTyIEHEM IOPYLICHHS yHKIT
HUpoK. HupkoBu# KilipeHc He € 3nadywmm IuigxoM eniMinanii aia NHC. Topywenns ¢yskuil
HHPOK JIETKOro a0 MOMIpHOro CTYNEHIB TSKKOCTI HE MaioTh cyTTeBoro sy Ha K NHC.
Xoua ®K NHC He oujinropany y nanientis 3 plIIK® merme 30 mi/xs/1,73 M? 260 Ha miamisi,
MopyIeHHs (QYHKIl HEPOK TSKKOrO CTYIEHIO i TepMiHalbHa CTajlil HEPKOBOI HENOCTATHOCTI
(TCHH) He MaTMMyTh 3HauHoro BIuMBy Ha ekcrosunito NHC [ous. Kniniuna ¢papmaxonozis

(12.3)].

8.7 Mopywenns GpyHxnii nevinky

TTanienTaM 3 mopymIeHHsM QyHKIIT eYiHKA KOPUTYBaHHS JJO3H HE PEKOMEH Iy €ThCA. JIOKNIHIYHI
IaHi BKa3ylOTh Ha Te, IO HEe OYiKYeThCs, IO NEYiHKOBa eNliMiHalis Oy[Je OCHOBHUM IIITXOM
puBeneHHs NHC, ToMy ManoWMOBIpHO, LIO NEYiHKOBA HEJOCTAaTHICTh BIUIMBATHME Ha
excrosunito NHC [ous. Kniniuna papmaronoeia (12.3)].

10 IEPEJO3YBAHHA
Hemae jfoceigy mnepenosyBaHHd MojHymipaBipy y /moaund. JlikyBaHHs mepefo3yBaHH:
MOJIHYIIpaBipy MOBHHHO BKJIIOYATH 3araibHi MiATPUMYIOUi 3aXOJH, BKIFOYAIOYM MOHITODHHT

KJIiHigHOTO cTaHy NanienTa. O4iKyeThes, o reMoiati3 He MpU3Bele 10 ePEKTHBHOIO BUBEICHHS
NHC.

11 OoImucC

MonHynipaBip € aHaloroM HyKJI€O3WAy, AKHH NpHUrHidye pemiikaniio SARS-CoV-2 nuisxom
BipycHOro MyTareHesy i € 5'-i306yruparHuM edipoM pPHOOHYKIEO3MAHOrO aHamora N4-
rigpoxcuiutuauey (NHC).

Ximiuna Ha3zBa MonmHymipasipy — {(2R,3S,4R,5R)-3,4-murinpokcu-5-[(4Z)-4-(rinpokcuimino)-2-
0kco-3,4-nurigponipumiaun- 1 (2H)-in]okconan-2-in} METHI 2-MeTUIINPONaHOAT. Horo
emmipuuna ¢opmyna Ci3sHioN3O; i Horo MoleKylIspHa Maca CTaHOBMTH 329,31 r/Moib. Horo
CTpYKTypHa ¢GopMmyna:

¥
/i~



HiC O N A

CH3 ¢ )

2 A
¢

HO OH
MonHynipasip sBnse coGo MOpOLIOK Bix 6inoro 10 Maiixe Ginoro KOIbOPY, POSUMHHUK Y BOJI.

KoxHa Kancyna MOJIHYIIpasipy /s epopallbHOTO 3aCTOCYBaHHA MiCTUTS 200 Mr MOJIHYTipaBipy
Ta HaCTYIHI JOTMOMIXHI PEYOBMHHM: KPOCKApMeIio3a HaTpifo, TiIpOKCHNPOIIILENiONo3a, Martiio
cTeapar, MIKpOKpHCTaliuHa Memono3a Ta Boja oudmeHa. OGONOHKAa KalCymiu MICTHTb
rinpomenosy, 3amiza OKCHJ 4epBOHMIA i jiokcuj THTaHy. pyK Ha Kancyli HaHECEHO 6inumu
YOpHMIIaMH, 1O MiCTAT: GYTHIOBHIA CIIMPT, 3HEBOJHEHUH CIMPT, i30MPOILIIOBKH CITHUPT, KaJlito
TiAPOKCH, IPONTEHTIiKONb, BOAY OUMIIEHY, IIeNaK, MilTHUH PO3UMH amiaky 1 AIOKCHJ, TUTaHY.

12 KJITHIYHA ®APMAKOJIOI'IA

12.1 Mexaniam ail

Monuynipasip € nponikamu 3 MPOTHBIPYCHOIO aKTHBHICTIO mpoTH SARS-CoV-2. Bin
MeTaboN3yeThes [0 aHajory LUMTHOMHOBOTO Hykneosuay, NHC, sxui PO3IOJINAETECA B
xmitueax, ne NHC  dochopumoeTsess OO YTBOPEHHA —(apMakONOriYHO — aKTHBHOTO
pubonykneosuarpudocdary (NHC-TP). Brmouenns NHC-TP (s NHC-monodocdar [NHC-
MP]) y PHK SARS-CoV-2 sipycsoio PHK-nonimMepa3soro (nspl2) mpusBoAuTh 20 HAKOTMYEHHS
[IOMWIOK y BipyCHOMY T€HOMi, LIO TPU3BOAUTH O IHriGyBaHHs peIUIiKaLil. MexaHizm il
(Binomuit six kaTacTpoda NOMHIOK Bipycy aGo NeTalbHUE MyTareHes BIpyCy) MiATBEP/KYETBCH
nanuMy 6ioXiMiYHKX aHAaNi3iB Ta KIITHHHUX KYJIBTYD, JOCIIKEHHAMM iHeKuii SARS-CoV-2 Ha
TBAPMHHHX MOJEJAX Ta aHalisoM mocmigoHocTell remomy SARS-CoV-2 y mopeH, ski
OTpUMYBaJIK MOJIHYMipaBip.

12.2 ®apmakoauHamika
38’30k Mix NHC i BuyrpimmsoxitituaauM NHC-TP 3 mpoTuBipycHOIO €(heKTMBHICTIO HE
OLIIHIOBAJIU KUTIHIYHO.

12.3 ®apmakokiHeTHKA

MonHynipasip € mpojikamu 5°-iso6ytupary NHC, sxmii rimponisyerbes nif yac aGo micns
BemokTyBanHA. NHC, MNepBMHHMH WMDKYJIOIOYHI aHANIT, TOTMHAETBCA KITHHAME Ta
anabomisyerbca a0 NHC-TP. NHC BHBOAMTECS LIIAXOM METaGONi3My IO YPHAMHY Ta/abo
UMTHAWHY THMM CAMHMHM IISXaMH, W10 3afisHi B €HJOTeHHOMY MeTabomi3mi MipUMiJUHY.
®apmarokinernka NIIC napenena B TaGumui 2.




Tabnuug 2: Papmakorinerduka NHC miciis 6aratopa3soBoro nepopajbHOro 3acrocyBaHHs
800 Mr moanynipagipy xoxui 12 rogus

| Cepenne reomerpuune NHC (%KB)
dapMakoKiHETHKA Y DAUiEHTIR
AUCo-12r0p (HT*ro/mn)* 8260 (41,0)
Crmax (HD/MIT)* 2330 (36,9)
Ci2ron (HI/MI)* 31,1 (124)
dapMaKOKiHETHKA Y 30POBHX cy0’€KTIiB
AUCo-12r0x (HT*roi/mn) 8330 (17,9)
Comax (HI/M1T) 2970 (16,8)
Crzron (HI/M1) 16,7 (42,8)
AUC koedilieHT HaKOMHYCHHS 1,09 (11,8)
Abcopbuin
Trmax (rom)’ 1,50 [1,00 —2,02]
Brutie npuiiomMy Dxi3meHmeHHs Cmax Ha 35%, He BIIMBAE Ha
AUC
Po3znoain
3B’s3yBaHHs 3 GiNKaMHu na3Mi (in vitro) 0%
Vsapuuii 06°eM posmoginy (L)* 142
BuseneHnns
EdexturHuii tin (ron) 33
VsaBuuii Kiipesc (/ron)* 76,9
UacTka 0O3H, 10 BHBOAUTRCS i3 C€YEIO 3a YaCOBUIMA 3% (81,6%)
inTepBan 0-12 rox
3HayeHHs 6yM OTpuMaHi 3 focmimkenns ®a3u I Ha 3710poBUX Cy6’€KTax, AKIIO He BKA3aHO iHIIE.
*3Hauenua Oyd OTpUMaHi 3 momyJsiniiiHoro ®K-ananizy.
"Meniana [min - max]

OcobuBI CPYIIY NALIEHTIB
Pesyneraty @K aHanisy momyJsisuiit mokasany, o BiK, CTaTh, paca, €THiYHa IPUHANEXHICTL abo
TSKKICTB 3aXBOPIOBAHHSA He BIUIUBAIOTH cyTTeBO HAa @K NHC.

Himu

MonuymipaBip He JOCHiKyBaBCs y iTeH.

ITayienmu 3 HUPKOBOIO HEOOCMAMHICMIO

Hupkosuii KiTipeHC He € 3HadymuM muaxoM BuseneHHs NHC. V nonynanidnomy ®K-ananisi
HMPKOBA HEJOCTATHICTE JIErKoro abo MOMipHOTO CTYNEHIO TKKOCTI HE Majia CYyTTEBOTO BIUIUBY
Ha ®K NHC. ®K monnymipasipy Ta NHC He omimioBanu y mamienris i3 plIK® wmenie
30 mur/x8/1,73 M? abo Ha miamisi.

Ilayienmu 3 ne4inkoeoo HeOOCMAamHICmio

@K monnynipasipy Ta NHC He OLiHIOBAIM y MAI[i€HTIB i3 IE9iHKOBOIO HEAOCTATHICTIO JIETKOIO
a6o TspKKoro crymeio. JIOKiiHIuHI JaHi BKasylOTh Ha Te, IO NEYiHKOBa efiMiHauis He 6yne
3HauyLMM IuigxoM eniminanii NHC; ToMy ManoiiMOBipHO, IO NOpyuIEHHA QYHKIIi MeyiHKu
BIUTMBaTUME Ha ekcro3uuiro NHC.




JocnimkenHs B3aeMOJIiT ikapebkux 3acobiB

B pesymnbTati oCHi/OKeHE in vitro Gyno BAABIEHO, o MonHymipasip 1 NHC He e cyGerpaTamu
depmentis CYP a6o Tpancnoprepamu P-gp i BCRP y mopuuu. Pe3ynbratu NOCIIIKEHB in Vilro
TaKOX IOKa3an, mo Monuymipagip i NHC ue ¢ inriGitopamun CYP1A2, 2B6, 2C8, 2C9, 2C19,
2D6 i 3A4, abo imri6iropamu OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3, MATEIL,
MATE2K, MRP2, MDR1 i BCRP, a6o ingykropamu CYP1A2, 2B6 ta 3A4. Baaemonito
MOJIHYTIipaBipy i3 CyNyTHIMM IpernapaTtaMi, BKIIOYAIOUM iHIII METOAW JKYyBaHH: COVID-19
JIETKOTO Ta CEPENHBOTO CTYNEHIB TSOKKOCTI, HE OLHIOBANIH.

12.4 MikpobioJioris

Ilpomusipycna akmuenicmoe

NHC, MeTaGOIiT HyKJICO3MTHOTO aHANOra MOJIHYIIpaBipy, GyB aKTHBHMM B aHaNli3aX Ha KyJIbTypi
xiitis npot SARS-CoV-2 3 50% edekTuBHIMM KOHIEHTpauismu (3nadents ECso) Bin 0,67 1o
2,66 MxM B KiiTHHax A-549 i Big 0,32 j10 2,03 MxM B xiiturax Vero E6. NHC maB aHaNoriyHy
aKTMBHICTH NpoTH BapianTis SARS-CoV-2 Alpha (B.1.1.7), Beta (B.1.351), Gamma (P.1) i Delta
(B.1.617.2) 3i snauennsam ECso 1,59, 1,771 1,32 1 1,68 MxM pianosigHo. NHC pgemoHcTpyBaB
HEAHTAaroHiCTHYHY NPOTHBIpYCHY aKTMBHICTH pemaecuBipy mpotm SARS-CoV-2 y KymbTypi
KJIITHH.

Pesucmenmuicmo

He 6yno BHSABNEHO JKONHMX aMiHOKMCIOTHHX 3aMiH y SARS-CoV-2, mnos’sasaHux i3
pesuctenTHicTIo 1o NHC, y Kniniunux gocmimxennsx ®asu 2, y SKUX OLHIOBABCS MOJIHYTIipaBip
mns gikyanas COVID-19. JlocnmimkeHHs OLUHKHE CENEKTHBHOCTI PE3UCTEHTHOCTI 10 NHC y
SARS-CoV-2 B KynbTypi KIiTHH He 3aBepiueHo. JJOCIKEHHS CeleKTMBHOCTI PE3UCTEeHTHOCTI
Gynd mpoBefeHi 3 immmmu kopoHasipycamu (MHV i MERS-CoV) i mokasanu HU3bKY
jiMoBipHicTh po3BUTKy pesuctentHocTi no NHC. Ilicna 30 macaxie y KYJbTYpl KIITUH
CIIOCTEpIraocs JMile 2-KpaTHe 3HWKEHHs 4yTIMBOCTI i BiICYTHICTh aMiHOKMCIIOTHHX 3aMiH,
noB’s13aHuX 3 pesucTenTHicTIo g0 NHC. NHC 36epiras akTHBHICTH y KyJbTypl KIITHH NPOTH
Bipycy i3 3aMinamu nonmimepasu (nsp 12) (sanpuian F480L, V557L ta E802D), nos’s3aHuMHU 3
SHWKEHHSM YyTIMBOCTI JO pemAecHBipy, INO BKasye Ha BiICYTHICTb IEPEXPECHOI
PE3UCTEHTHOCTI.

V KHHIYHKX JOCTiUKEHHAX 3aKOJOBaHi aMiHOKMCIIOTHI 3MiHH (3aMiHH, Jenellil abo BCTaBKH)
6ynmd Ginbll MMOBIpHMMM y BIpyCHHX MOCHIOBHOCTAX Y CyO’€KTiB, SKi OTpUMYBalld
MONHyIIpaBip MOPiBHAHO 3 MuaneGo. Y HEBEMHKOI KilbKOCT Cy6’€KTiB 3MiHM aMiHOKHMCIOT y
CTIaiikoBOMy GilIKy BinGyBamMcs B TONOXKEHHAX, TAPTETHHX JIA MOHOKIOHANbHAX aHTHTLI Ta
pakuuH. KiiHiyHe Ta cycrijibHe 3HaYeHH IJ1s 3[0POB’ S IUX 3MiH HeBizoMi.

Axmuenicmo npomu SARS-CoV-2 na meapunuux mooenax

TIpoTUBipyCHY aKTHBHICTh MOJIHYIipaBipy 6yJ10 IPOAEMOHCTPOBAHO Ha MOJEILIX ingexuil SARS-
CoV-2 y MuLieii, XoM’SIKiB i TXODiB, KOJI 03y BBOTHIH 10 260 POTATOM 1—2 IHIB ITics BipyCHOI
mpoBokalii. ¥V Txopis, indikosatux SARS-CoV-2, MONHYIIpaBip 3HAYHO 3HHKYBAB BipyCHIi
TuTpu SARS-CoV-2 y BepXHiX JUXaJBHUX LLIAXaX i OBHICTIO TalbMyBaB Mepenady Bipycy 1O
KOHTAKTHMX TBapuH 6e3 IiKyBaHHS. Y CHpiHCbKEX XOM’sKiB, iH(ikoBanux SARS-CoV-2,
MonHymipagip 3MeHnIysas pisers PHK Bipycy Ta iHGexui#ni TATPH BipyCy B JIETEHAX TBAPUH.
Pe3y/bTaTH TiCTONATONOTIYHOrO aHali3y JIereHeBol TKaHWHH, 3i6paHoi micas iHQexuil, BKasaau
Ha 3HA4lIO SIIH)KCHPIM piBeHb BipyCHOIo AHTHICHY SARS CoV-2 i MeHIly KilBKiCTb wad\cnh




Ilumomoxcuunicme in vitro

NHC, MeTaboMiT HyKJICO3HAHOTO aHaIora MONHyIipaBipy, MaB pi3Hy IUTOTOKCHYHICTH BIJHOCHO
pI3HMX THUIIB KJiTHH ccaBliB 3i 3HaueHHsMHU CCso B gianasoHi Bif 7,5 MKM (Jlim¢oinHa KliTuHHa
ainisa moxaru CEM) mo >100 MkM B aHamizax 3-I€HHOT eKcro3nLii. MonHynipaBip NpUrHiuyBas
nponidepawito KIiTHH-IONEePEAHUKIB KiCTKOBOTO MO3KY JIIOJMHM 3i 3Ha4eHHAMH CCso 24,9 MkM
i 7,7 MM 715 npomnidepaltii epuTpoiTHMX I MIENOIMHUX KIIITHH-TIONEPENHHUKIB, BillOBINHO, B
anaiizax 14-neHHoro GopMyBaHHs KOJOHIH.

13 TOKJIIHTYHA TOKCHKOJIOI'LA
13.1 Kanneporene3, Myrarese3, NopyuieHHs ¢epTHIBLHOCTI

Kanueporenes
JlocmimKeHHs KaHIIepOreHHOCTI MOJIHYIIPaBipy Ha MMIIAX TPUBAE.

MyTareHes

Monnynipasip i NHC Gyiau MO3MTHBHUMH B aHali3i 3BOPOTHUX MyTalill y GaxTepilt in vitro
(amanis Eitmca) 3 i 6e3 metaGoniunoi aktuBanil. MonHymnipapip AOCHIIKYBanu y ABOX in Vivo
MOJIENIAIX MYyTareHHOCTi y IpU3yHiB. AHali3 MyTareHHOCTi in vivo Pig-a naB HeonHO3HauHi
pesysibTard. MonHymipaBip 6yB HETaTUBHUM B aHaNli3i MyTareHHOCTI /7 vivo Ha TPaHCTEHHHX
rpusyHax Big Blue® (cII Locus). MonHynipagip 6yB HeraTHBHUM INOJO IHAYKIIil XpPOMOCOMHOIO
NOLIKOKEHHS MiKposaep in vitro (3 i 6e3 MeTabosIiYHOT aKTHBAILlil) Ta B aHalli3aX MIKpOsLEp in
vivo y mypis. 11106 ouiHWTH BIUIMB Ha CTaTeBi KIITHHHM, IUIAHYETBCA aHaNi3 MyTareHHOCTI
CTaTEeBUX KIITHH Y TPAHCTEHHUX TPU3YHIB.

Ha migcraBi CyKymHOCTI HasBHMX AAHUX IONO I€HOTOKCHYHOCTI Ta TPHMBANIOCTI JIKyBaHHA
(5 muiB), MONHyMipaBip Ma€ HU3bKUA PU3UK N'€HOTOKCHYHOCTI.

IMopymenns hepTHIbHOCTI

He criocTepiranocs >koJHOTO BILTUBY Ha GepTHIBHICTE, IPOLYKTHUBHICTh CIAPIOBaHHA ab0 paHHik
eMOpioHaNBHMI PO3BMTOK, KOJM MOJIHYHipaBip BBOAMIM caMkaM abo caMiaM LIypiB MpH
excriosuiiax NHC npu6nusno y 2 i 6 pasis Ginblie, BiqnmoBinHo, Hix ekcnosuuia NHC y moaunu
npu PJUL

13.2 TokcukoJioria Ta/a6o ¢papMaKoaoria y TBapHH

3MiHM B pe3yabTaTi TOKCHYHOCTI MJsi KICTOK 1 XpsAINiB, IO HPHU3BOAATH OO IOPYIICHHS
TpanchopMallii pocTOBOro Xpsiua y HOBi KiCTKH, CIIOCTepiramucs B CTETHOBiH Ta TOMIJKOBiH
KicTKax ImypiB y 3-MiCAYHOMY MOCIHIDKEHHI TOKCHYHOCTI @pM 3aCTOCYBaHHi /103U
>500 mr/xr/moby (B 5 pasiB Gineme, HbK excrosunis NHC y momuau npu PIJI). He
CrocTepiranocs TOKCMYHOCTI U1 KiCTOK YK XPSIIB y 1-MiCAYHOMY JAOCHiIKEHHI TOKCHYHOCTI Ha
Iypax IpH 3aCTOCYBaHHi n03u 10 500 Mr/kr/noby (B 4 i 8 pasis 6inbme, Hix excrosuuis NHC y
moauad upu PIJI y xiHOK i 4oMOBIiKiB BimNOBiAHO), y cobak, sIKi OTpUMYBaIu 103y 10 S0
Mr/kr/no6y nporarom 14 auie (momi6uo mo excnosuuil NHC y moaunu npu PIUI) abo B 1-
MiCSYHOMY MOCHIZIMKEHHI TOKCHYHOCTI HAa MUIAX ITPH 3acTocyBaHHi Ao3u o 2000 mr/kr/noby (B
19 pasiB 6insine, Hixk ekcriosuuis NHC y moaunu mpu PJUL).

PocToBuii XpsI BiICYTHi# y 3piuX CKejeTax, TOMY Pe3yJBTaTH AOCHIDKEHE OO0 BOAUBY. HA
KIiCTKH Ta XpAIi i€ CTOCYIOTLCA JAOPOCHHX JIOACH, alic MOXYTL OyTH aKTy:]JleHMH IS m"reu_' p
[Ous. Ocobrueocmi sacmocyeanns (5.3) ma 3acmocysanus 'y ocobnusux epyn nayicrimis (8.4)].




CriocTepiranaca 060poTHa 10303aJIe)Ha TOKCHYHICTB IS KICTKOROTO MO3KY, fKa BITABAE Ha BCi
JNiHii reMOTMOETHYHMX KITHH, Y co6aK MpH 3aCTOCYBaHHI 103 >17 MI/Kr/noby (MeHIue, HIX
excnosuuis NHC y momusu npu PJIJT). HesHauHe 3HMKEHHs KilbKOCTI KIITHH nepudepudsol
KpOBI Ta TPOMGOIKTIB crocTepiraiy depes 7 OHIB TiKyBaHH:. MONHYIIPaBipoM, WO MPOrpecyBano
10 GiIbII Cepio3HMX reMaToNOriYHMX 3MiH micna 14 nHiB dikysaxHs. He criocTepiramm ai
TOKCMYHOCTI Ui KiCTKOBOTO MO3Ky, aHi TIeMaTOJIOTiYHOI TOKCHYHOCTI B 1-MicaYyHOMY
NOCHIIKeHHI TOKCMYHOCTI Ha Mumax mis o3 jo 2000 mr/kr/noGy (B 19 pasie Ginblue, HiX
excriosuuis NHC y momusn npu PIUT) i B 3-Mics4HOMY JIOCTi/KeHH] TOKCHYHOCTI Ha LiTypax i
103 10 1000 Mr/kr/mo6y (8 9 i 15 pasis 6inbine, Hix excnosuuis NHC y moanau nipu PIJ1y xiHok
i 4OJIOBIKiB, BiJTIOBIHO).

14 KJIHTYHI JOCJIJIZKEHH A

Kniniuni pani, mo migreepmxyrote e EUA, 6asyroTbCs Ha HaHUX 1433 paHAOMi30BaHMX
cy6’ekTiB y pocnimkenti ®azu 3 MOVe-OUT (NCT04575597). MOVe-OUT e pPaHIOMI30BaHUM,
1ane60-KOHTPOAbOBAaHUM, MOABIMHMM CIIMMM KIiHIYHMM JIOCH/DKCHHAM 3 BUBYCHHA
MOJIHYIipaBipy A JiKyBaHHs Herocritanisoamux nanientis 3 COVID-19 nerkoro Ta
CEpEIHBOTO CTYMEHIB TSHKKOCTI, KI MAIOTH PH3HK MPOTPECYBaHHS 0 TKKOT GopMu COVID-19
Ta/aGo rocmitanizauii. IpuitHatHi cy6’extd Gymd BikoM Bij 18 pokis i Mamu o abo Kijbka
MOIepeHBO BU3HAYEHMX (HAKTODIB PU3KKY IIPOrPeCcyBaHHS 3aXBOPIOBAHHS: Bik cTapie 60 POKiB,
nykposuii niaber, oxwpinas (IMT >30), XpoHiyHEe 3aXBOPIOBAHHSA HMPOK, cepio3Hi
3aXBOPIOBAHHA Cepls, XPOHiYHa OGCTPYKTHBHA XBOpOGa JiereHb abo pak B AKTHBHIH (QOpMI.
JocipKeHHs BKIIIOYANo Cy6 €KTiB i3 CUMIITOMaMH, sKi He 6y/11 BakiuBosani mpoti SARS-CoV-
2 i sxi Manu NaGopaTOpHO HmixTBepmKeHY iH(ekuito SARS-CoV-2 Ta N0ABy CUMITTOMIB NPOTATOM
5 puiB micns pampomisauii. Cy6’exkti Oymm pappomizoBadi 1:1 ana orpumanss 800 mr
MoNHyTipaBipy a6o nnaue6o nepopaibHO ABiYi Ha IEHb OPOTATOM 5 JHIB.

IIp¥ BJIIOYEHH] B OCIIKEHHS cepe/iHiii Bik ycix paHHOMi30BaHHX Cy0’€KTiB CTAHOBMB 43 pOKH
(miamazon: Big 18 go 90); 17% cy6’extie Gymu crapme 60 pokis i 3% Oyau BiKoM Bix 75 pOKiB;
49% cy6’extie Gymu donoBikamu; 57% Oynm cBiTIOMKipMH, 5% TeMHOLIKIpUMH abo
appoaMepuKkaHiaME, 3% asiaramu, 50% icmaHisMM a6o NaTMHOaMepUKaHUAMHU. BinbuiicTb
cy6’exTiB 6y10 BKIIOYEHO 3 UeHTpiB JlaTuHchbKol AMepHKH (46%) Ta €spon (33%); 12% Gynu
BKIMIOYeHi B AQpuiti, 6% 6yiu Buoueni B [TiBHiuHil AMepnni i 3% Oy BkmodeHi B Asil. Copok
BiciM BicOTKiB cy6’€KTiB OTpUMyBaIM MONHYIIipaBip aGo mianebo npoTaroM 3 AHIB Micns MOSABU
cumrromie COVID-19. Halinommpenimmma ¢akropaMu pusuky Oyinu oxupiHHa (74%), Bik
crapuie 60 pokis (17%) Ta wykpoeuit miaGer (16%). Cepen 792 nocnifkysanux (55% Bin
3aralbHOI PaH0Mi30BaHOT MOMYJSIIT) 3 JOCTYITHUMM BUXIIHUMH pe3ybTaTaMM ineHTHdiKauil
BapianTa/knagn SARS-CoV-2, 58% 6Gynu indikosani Delta (ninii B.1.617.2 1 AY), 20% Gynu
indikosani Mu (B.1.621), 11% Gynu indixorani Gamma (P.1), a pemra Gy iH)ikoBaHi iHIIMMY
BapiaHTaMW/KiaJaMi. 3araioM, BHXifHI AeMorpadiyHi XapakTepUCTHKHM Ta XapaKTepPUCTUKU
3aXBOPIOBaHHA Oy J0Ope 36alaHCcOBaHi MiX IpyIIaMH JIiKyBaHHS.

V Tabnuni 3 HaBeJEeHO pe3yNbTaTH MEpBUHHOI KiHIEBOI TOUKHM (BiICOTOK Cy6’€KTiB, siKi Oynu
rocmiranizosani a6o nomepau Ao 29 aHa 3 Oyap-AKoi MpUuYMHH). Pe3ynbTaTH e(heKTHBHOCTI
6a3ylOThCA Ha pe3y/bTaTax HEeBAaKLIMHOBAHMX JOPOCIMX BikoM Bif 18 pokiB, AKi Manu onuH abo
KiJipKa 3a3jajerigp Bu3HaYeHHX (aKTopiB pPU3UKY NpOrpecyBaHHs 3aXBOPIOBAHHsA: BiK CTapile
60 pokis, wykposuit miaber, oxupiHaa (IMT >30), xpouidii 3aXBODIOBAHHS HMPOK, CepHo3Hi
3aXBOPIOBAHHS CEPIA, XPOHI4HA 0BCTPYITHDIA XBOpo6a erent a6o pak B akTHBiTi CTanii. "
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Ha Pucynxy | DpeicTapieHi pe3yibTaTH 3a NEBHUMH Tinrpymamu. L aHATI3U Mmiarpyn
BBAKAIOTHCA NOCHiMHMIBKMMK. [JaHi HEJOCTYNHI Is ACAKUX HIATPYN CyG’eKTiB, fKi MAKOTh
BUCOKMIi PiBEHb PU3UKY NIPOrpecyBaHHA 10 TAKKOI HopMU COVID-19, sk Bu3"aueHo LieHTpom 3
KoHTpomo i npodinaxruxyu saxpoprosane CIIA (CDC).

Ta6anns 3. Pe3yabTaTn eeKTHBHOCTI Y HEroCHiTali30BaHHX JIOPOCIHX 3 COVID-19*

Moanynipasip IInaneGo Kopuroesana pisHuus pH3HKiB
(N=709) (N=699) % (95% A1)
n (%) n (%)

Tocnitanizaniss 3 Gyab-sikoi NpHYMHM >24 TONMHH JUIsl HEBIAKIANHOI JONOMOTH abo
JeTaJbHUi Hacniiok ao lus 29

48 (6,8%) 68 (9,7%) -3,0% (-5,9%, -0,1%)
CmepThicTh 3 Gyab-sikoi npu4naH J0 lus 29
1(0,1%) 9 (1,3%)

*Bu3HAYEHHs NMEpBHHHOI eeKTMBHOCTI 6a3yBanocd Ha IUIAHOBOMY NPOMDKHOMY aHanizi 3a ydacri
762 cy6’ekTis. B pe3ynsTati mpoMiKioro agatisy Gyno BUABIEHO, IO 7,3% Mali€eHTiB, AKi OTPUMYBAIN
MoJHymipasip, 6ymu rocritanizosasi a6o nomepmu o Jus 29 (28/385), nopiBHAHO 3 14,1% nauieHTis,
sxi oTpEMyBany mwiane6o (53/377). KopurosaHa pisHAL PU3UKIB CKiTajia -6,8% 3 95% JI (-11,3%, -
2,4%) i 2-cropouHiM p-3HageHHaM = 0,0024.

KopuroBaHe 3HWKEHH: BiAHOCHOTO PH3HKY TIPH 3aCTOCY BAHHI MOJIHYIipaBipy OPiBHAHO 3 Manebo ms
BCiX paBIOMi30oBaHuX Cy6’ekTiB cknaino 30% (95% II: 1%, 51%).

AHai3u KOPUIYIOTECA KoediliieHToM crpatndikallil 9acy MOABK CHMITOMIB COVID-19 (<3 mHi NpoTH
>3 [4-5] aHiB).




PucyHok 1. PesynbTaTi edeKTHBHOCTI Y NiArpyni Herocniranizosanux aopociaux 3 COVID-
19 — yci pangomizoBaHi cy6’exkTH

Pizuuns (%) Ne saBumi/cy6’exris Pisuuus pusuxie
Yac Bin movaTKy cHMITOMIB ‘ Mounynipasip Inaue6o %o (95% AI)
[0 paxpoMizanil
<3 pi - 25/339 28/335 -1.0(-5.2,3.2)
>3 mHi Fot 23/370 40/364 -4.8(-9.0,-0.7)
Bik ’
<60 pokis e 36/591 52/572 3.0 (-6.1, 0.0)
>60 poxin —e—i 12/118 16/127 2.4 (-10.6, 5.8)
Crare I
Yonoriva o] 32/330 41/355 -1.9(-6.5, 2.8}
XKinoua |-o-l 16/379 277344 -3.6 (-7.4, -0.2)
Oxcupinna (IMT>30) i
Tax 3 o 29/535 46/507 -3.7 (-6.9, -0.5)
Hi :—H 19/174 22/192 -05(-7.1,6.2)
Uyxposnii giaGer I
Tax —e— 17/107 17/117 14(-82,11.1)
Hi o) 31/602 51/582 -3.6 (-6.6, -0.7)
Buxigna crynine Taxkkocri COVID i
Terxa o 19/395 271376 24(-5.9, 1.0}
Cepenns e+ 29/311 40/321 -3.1(-8.1, 1.8}
Haiinomupeniwi Buxiani knaau !
20J (Gamma) —— | 0/37 9747 -19.1 (-32.6,-8 9)
214, 211, 217 (Delta) eH 18/237 22/221 2.4(-7.8,29)
21H (Mu) f—t— 6/73 13/82 -7.9(-18.5, 2.6)
T ——t 5/47 7/38 7.8(-24.4,7.4)
I
B“""‘“"'ﬁﬁ:f;,{;:;g e He— 5/136 2/146 2.3(-1.7,7.1)
Herarupruii |—o—1: 39/541 64/520 -5.1(-8.8, -1.6)

T T T T T
-30 20 -10 0 10

Monnymnipasip <Ilepepara— IInane6o

Binnoginuuii oBipumii inTepBan 3acHoBaHuit Ha MeToni MitTineHa i Hypminena.

MoaubikoBaHa NOMyNAIis yCiX MALIEHTIB, PAHAOMI30BAHMX A OTPUMAHHA JiKyBaHH, € MOMYJISLIED
aHatizy epeKTUBHOCTI.

BuxifHi 3pa3ky CHpOBATKH OUIHIOBATH 33 AOMOMOroi aHTH-N aHamisy Roche Elecsys ans mepesipku
HasBHOcTi aHTUTII (IgM, IgG Ta IgA) mo Ginka Hykreokancuaa SARS-CoV-2.

BHCHOBKH 100 PE3YNIBTATIB aHaI3{B LUK MiATPYI BBAXKAIOTECA NOCIIIHULBKIMH.

16 ®OPMA BHITYCKY/3BEPIT' AHHS TA IIOBO/KEHHSL
®Popma BHIYCKY
MosHynipagip, Kancyyiu BUITyCKaeTbes Y HacTynHil dopmi:

Buict Omnuc dopMa BUITYCKY NDC ]
MonHynipaBip Henposopi kaucymu | [To 40 xamcyn y | NDC-0006-5055-06
200 mr MOMapaH4€eBoro UL NDC-0006-5055-07
kompopy  (Swedish |
Orange) 3
KOPIIOpaTUBHUM
JIOTOTUIOM Ta «82»,
HAHCCCHUMH  GUTHMH % R
HOPHHJIAMH. | o3 ~ e




30epiranns Ta MOBONXKEHHH

36epiratd KancyaM MOIHymipasipy mpu Temmepatypi Bin 20°C po 25°C (Bim 68°F mo 77°F);
BIIXMIIEHHA JOMycKaroThcs 3a Temieparyp Bifg 15°C po 30°C (im 59°F mo 86°F) [ous.
Konmponvosana kimnamna memnepamypa 3a USP].

17 IHOOPMAITIA AJIS1 KOHCYJIBTYBAHHA ITAIIICHTIB

STk MeqUuHMi TpaLiBHUK, SKHil pU3HAYace JKapchbKi 3aco0H, BU IOBMHHI IOBIIOMHUTH NALIEHTY
ta/abo ocobi, sKka 3filicHIOE gorusn  3a  HHM, iHQopManilo, 1O  BIANIOBIJGE
«IHOOPMAIIIMHOMY JIMCTKY IJIA TALIIEHTIB TA OCIB, SKI 30IMCHIOIOTh
JIOTJISIJT, 3A HUMM» Ta 3amoKyMeHTyBaTH, o iHpopmanio Gyno mamano. Komiro 1poro
IHdopMaNifiHOro MMCTKa HEOOXIAHO HAaT! MAllieHTy Ta/a60 0cobi, AKa 3IHCHIOE IOTIISA 38 HUM,
710 3aCTOCYBaHHs MOJHYyIipaBipy (Ous. Ingpopmayin € pamyi).

Peakiii rinepuyTIUBOCTI

Criz mpoingopMyBaTH MALEHTIB, IO NOBIXOMILIOCS PO peaKilil rinepyyTIMBOCTI HABITE MiCIA
npuiioMmy 1 03 MonHymipaBipy i IO BOHM NOBHHHI NPHUIMHATA NPUHOM Ipenapary Ta
OB JOMHMTH CBOIO MEMYHOTO IpaliBHHKA [P IEPIINK O3HaKaX BUCHITY Ha HIKipi, KPOIMB’ AHKH
ab0 iHIMX MIKIpHMX peakilil, MPUCKOPEHOro CcepLEeOUTTS, TPYIHOINIB MiJ Yac KOBTaHHA abo
JUXaHHS, 6yJb-IKOro HaGpsKy, SKWil CBIIYUTH IPO aHTIOHEBPOTHYHMH HaOpsK (HampUKia,
HabpsK ry6, A3UKa, 0GIMYYs, BiI4yTTs CTUCKAHHS y TOpJ, OXPHIICTE), a00 iHIIMX CHMIITOMIB
anepriunoi peaxuii [0us. Ocobnugocmi 3acmocyeanns (5.2)].

PH3HMK TOKCHYHOCTI JUIs TUI0JIa

Cnig nOBiJOMHTH Malli€HTaM, WO MONHYIMipaBip HE PEKOMEHJIYEThCA 3aCTOCOBYBATH IijJ 4Yac
BariTHOCTI, OCKJIBKM 1€ MOKE 3aBJaTH MKOAY muoay. Ciif nopaguty ocobaM pernpoayKTHBHOIO
BiKy IIOBiJOMHTH CBOEMY JIiKapio Ipo BigoMy abo IMiflo3prOBaHy BariTHICTE [Ous. Ingpopmayis 6
pamyi, Ocobrusocmi sacmocyéanns (5.1) ma 3acmocysanna y ocobrusux epyn nayienmis (8.1)].

Cnip nopaguty ocobaM penpojiyKTUBHOrO BiKy HAJEKHMM YAHOM Ta MOCTIHHO BAKOPUCTORYBATH
edeKTHBHI METOM KOHTpauenuii mix yac mpuitoMy MOJHYMipaBipy Ta mpoTarom 4 JHIE micis
[IpUIiOMY OCTaHHBOI AO3U.

Xoua PU3MK BB@KACTHCA HU3BKAM, NOKIHIYHI MOCIIKEHHS AJA IOBHOI OUIHKM IOTEHIliany
MOJIHYTIipaBipy BIUIMBATH Ha IIOTOMCTBO CaMIIiB, IO OTPHUMYBaJH IIpENapar, He OYJIH 3aBEpIleHi.
Crnig pekoMmeHAyBaTH 0coGaM, sKi BeIyTh aKTHBHE CTaTEBE JKMTTA Ta MAIOTh IAPTHEDIB
PENPOLYKTHBHOIO BiKy MPABUIIBHO i OCTIMHO BUKOPUCTOBYBATH HAJiMHAH METOM KOHTpALELil
i yac npuiioMy MOJIHYIIpaBipy Ta pOTATOM IOHaiMeHIIIe 3 MiCAIIiR Mic/s IPUHOMY OCTaHHBOT
7034 MONHynipaeipy. Pusuk uepes 3 micani nicnd npuifoMy OCTaHHBOI JO3U MOIHYIIpaBipy
HeBimoMuil. JIOCHi/KEHHS 3 METOIO BUBYEHHS PUBHKY HIiCIA TPHOX MICALIB Mic/sA NHpuiomy
npenapary TpuBae [Ous. 3acmocyeanns y ocobnueux epyn nayienmie (8.3)].

PH3MK TOKCHYHOCTI /Ui KiCTOK i XpAIiB

MonHynipasip He CXBaJleHHH [jis 32CTOCOBYBaHHS y NallieHTiB BikoM 0 18 pokiB, OCKIIbKM BiH
MO>KE BILUIMBATH Ha PICT KiCTOK Ta GopMyBaHHS XpsuiiB [Oue. Ocobrusocmi sacmocysanns (5.3)
ma 3acmocyeants y ocobnrueux 2pyn nayicumis (8.4)].




[Iporpama crnocTepeKeHHd 3a BariTHICTIO

IcHye mporpaMa CIOCTEpEXKCHHs 3a BariTHICTIO, 3TiJHO 3 AKOK 3[IHCHIOETBECA KOHTPOJb 3a
pe3yNbTaTH BariTHOCTI Y 0ci6, sxi npuiiMand MONMHYTipaBip i yac BaritHocTi. Ciiif 320X04yBaTH
y4acTh Ta iH(OPMYBATH MALIEHTIB, K BOHK MOXYTh B3ATH y4acTh Y IIPOrpaMi CLIOCTEPEKEHHS 32
paritHicTo. Clifi peKOMEHyBaTH malieHTaM, ki IpuiiManid MOJHYIIpaBip Mifl 4ac BariTHOCTI,
TIOBiIOMMTH Npo BariTHicTs A0 kommanil «Mepk Ilapn i Joym Kopm.», mouipHpOi KOMMaHii
«Mepk i Ko., Ink.», Keninsopr, Heio-IIxepci CIIIA 3a nHomepom 1-877-888-4231 abo uyepes
pregnancyreporting.msd.com. [0us. 3acmocyeanns y ocobnueux epyn nayienmie (8.1)].

JlakTauis

I'pyIHEe BArOAOBYBaHHS HE PEKOMEHAYETHCA TiJ Yac NpUfoMy MOJHYNipaBipy Ta MPOTAroM
4 nHiB micnd NpHEOMY OCTaHHBOI JO3M MONHymipaBipy. Crifl mopaauTi ocobaM, WO roAyTh
IpyAbMH, PO3TIIAHYTH MUTAHH: NPO NPUNMHEHHA IPYAHOTO BUTOIOBYBAHHs, @ TAKOXK PO3TILIHY TH
MO>KJIMBICTB 31i/)KyBaHHs Ta YTHIII3allii IpyAHOTO MOJIOKa M/l Yac JTiKyBaHH:A Ta IPOTATOM 4 IHIB
nicns npuioMy OCTaHHBOT HO3K MOJIHYNIPaBipy [Ous. 3acmocysanus y ocobrugux 2pyn nayicnmie

(8.2)].

BxasiBKy 11010 3aCTOCYBaHHS

Cnip, pexoMeHTyBaTH MalieHTaM NpuiiMaTd MONHymipaBip 3 Dkero abo 6Ges Dxi. Cuin
PEKOMEH/IyBaTH MAl[iEHTaM KOBTATH KalCylH MOIHYIIpaBipy LiMMMH, HE BIAKPUBAIOYM, HE
po3NamyrouM Ta He HoApibHoouM Kancymd. CIiji peKOMEHJyBaTH NALIEHTaM, AKIIO BOHU
TIPOIYCTHIIH 03y MOJIHyMipagipy mpotsroM 10 FoI¥H mic/a 3BMYalfHOTr0 IPUHOMY, BOHH [IOBUHHI
IpuMHATH 1i sKOMOra WIBKAWIE | BiHOBHTH 3BMYaifHui rpadik gosysamHs. SIkuio nauieHt
HpOITYCTHB NpHiioM A03Y Ginbuie HiX Ha 10 roquH, NalieHT He TOBMHEH IPUAMATH NPOMYILIEHY
I03Y, a HATOMICTh NPMIHATA HACTYIIHY ZO3Y Y BCTaHOBJeHHMM yac. CIIijl MOpaJUTH NALiEHTY He
II0JIBOIOBATH JI03Y, 06 KOMIIEHCYBAaTH MPONyuleHy fo3y [oue. Crnocib 3acmocyeanna ma 0osu

2.2)].

TTorigoMTe MallieHTa IPO Te, INO BAXIMBO 3aBEPUIATH IOBHUH 5-I€HHUH Kypc JIKyBaHHA Ta
NPOJIOBKKMTH I30JISAL{II0 BIiJIOBIIHO 1O pEKOMEHJAILii OpraHiB OXOPOHHM 3[OpOB’S [
MaKCHMalBHOIO KiipeHcy Bipycy Ta MiHimisauii tpancmicii SARS-CoV-2 [ous. Cnocib
3acmocyeanns ma 0o3u (2.2)].

18 IH®@OPMALIS ITPO BUPOBHHKA
Jlns oTprMaHnHs J0AaTKOBOI iHdopManil BigBigaiite caiiT: www.molnupiravir.com

SIKINO y BaC BUHMKJIA 3allUTaHHs, Gyb 1acka, 3B’ sDKiThCA 32 HoMepoM 1-800-672-6372

Burorosneno ms: «Mepk Hlapm i [loym Kopr.», nodipHe mianpHeMCTBO KOMIIaHil
«Mepk i Ko., Ink.», Baiitxayc Creitmins, Hero-Jlxepci 08889, CIIIA

Jns orpumanHs nareHTHOI iHpopManil: www.msd.com/research/patent

Agtopceki npasa © 2021-2022 Mepk i Ko., Ink., Keninsopt, Heto-[xepci, CIIIA Ta ¢inii.
Bci npapa 3axuIiieHi.
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FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR MOLNUPIRAVIR

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

MOLNUPIRAVIR capsules, for oral use
Original EUA Authorized Date: 12/23/2021
Revised EUA Authorized Date: 02/2022

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF
MOLNUPIRAVIR UNDER EMERGENCY USE
AUTHORIZATION

Refer to FULL FACTSHEET for details.

RECENT MAJOR CHANGES-------===-sssemscsmnarenn
Mandatory Requirements Box: Revised requirements 02/2022
pertaining to other therapeutics
Emergency Use Authorization (Section 1): Updates on 02/2022

available alternatives to molnupiravir

Wamings and Precautions (Sections 5.2 and 17): addition of 02/2022
hypersensitivity including anaphylaxis

Adverse Reactions (Section 6.2): addition of post-

authorization experience section 02/2022

EUA FOR MOLNUPIRAVIR

The U.S. Food and Drug Administration (FDA) has issued an EUA for
the emergency use of the unapproved molnupiravir, a nucleoside
analogue that inhibits SARS-CoV-2 replication by viral mutagenesis for
the treatment of mild-to-moderate coronavirus disease 2019 (COVID-
19) in adults with positive resuits of direct SARS-CoV-2 viral testing
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. Molnupiravir is not FDA-approved for any use including for
use for the treatment of COVID-19. Prior to initiating treatment with
molnupiravir, carefully consider the known and potential risks and
benefits. (1)

LIMITATIONS OF AUTHORIZED USE (1)
s Molnupiravir 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. Beneiit of treatment with molnupiravir 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,

Molnupiravir 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 molnupiravir belongs (i.e., anti-
infectives).

Molnupiravir is authorized only for the duration of the declaration that
circumstances exist justifying the authorization of the emergency use
of molnupiravir 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 molnupiravir 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-12.

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

= Take molnupiravir 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)

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

cmeemeemaeneanne--DOSAGE FORMS AND STRENGTHS ---==-v-=-nnuraennnnn

Capsules: 200 mg (3)

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

eecnssemmmanememane—--WARNINGS AND PRECAUTIONS ----=emermearmannann -

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

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

« Bone and Cartilage Toxicity: Molnupiravir 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 = 1%) are diarrhea,
nausea, and dizziness. (6.1)

You or your designee must report all SERIOUS ADVERSE
EVENTS or MEDICATION ERRORS potentially related to
molnupiravir (1) by submitting FDA Form 3500 online, (2) by
downloading this form and then submitting by mall 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
Corp., a subsidiary of Merck & Co., Inc., Kenilworth, 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 molnupiravir authorized under
this EUA. (7)
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o Pregnancy: The use of molnupiravir 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
molnupiravir. (8.1, 8.3)

o Lactation: Breastfeeding is not recommended during treatment and
for 4 days after the last dose of molnupiravir. 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 moinupiravir. (8.2)

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

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF MOLNUPIRAVIR 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 molnupiravir, the following steps are required. Use of molnupiravir under this
EUA is limited to the following (all requirements must be met):

1. Treatment of mild-to-moderate COVID-19 in adults with a positive result of direct severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2) viral testing, 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 molnupiravir. 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 molnupiravir 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 prescribing healthcare providers must inform the patient/caregiver that:

i.  Molnupiravir is an unapproved drug that is authorized for use under this
Emergency Use Authorization.

ii. Other therapeutics are currently approved or authorized for the same use as
molnupiravir. fsee Emergency Use Authorization (1) - Information Regarding
Available Alternatives for the EUA Authorized Use].

iii. There are benefits and risks of taking molnupiravir as outlined in the “Fact
Sheet for Patients and Caregivers.”

iv. Merck Sharp & Dohme has established a pregnancy surveillance program.

v. 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 molnupiravir.

vi. 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.

4. The prescribing 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 Populations (8.3)].

5. Based on findings from animal reproduction studies, molnupiravir may cause fetal harm
when administered to pregnant individuals. If molnupiravir is used during pregnancy,
prescribing healthcare providers must communicate to the patient the known and potential
benefits and the potential risks of molnupiravir 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 molnupiravir during pregnancy, the prescriber must
document that the known and potential benefits and the potential risks of molnupiravir 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 Merck Sharp & Dohme’s pregnancy surveillance program at 1-877-888-4231 or
pregnancyreporting.msd.com.

a. If the pregnant individual agrees to participate in the pregnancy surveillance
program and allows the prescribing healthcare provider to disclose patient
specific information to Merck Sharp & Dohme, the prescribing healthcare provider
must provide the patient’s name and contact information to Merck Sharp &
Dohme.

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
molnupiravir within 7 calendar days from the healthcare provider's awareness of the event
[see Adverse Reactions (6.4)].

For information on clinical studies of molnupiravir 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 molnupiravir for treatment of mild-
to-moderate COVID-19 in adults:
o with positive results of direct SARS-CoV-2 viral testing, and
e who are at high risk for progression to severe COVID-19, including hospitalization or
death. Refer to CDC website' for additional details, and for
e whom alternative COVID-19 treatment options approved or authorized by FDA are not
accessible or clinically appropriate.

LIMITATIONS OF AUTHORIZED USE

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

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

«  Molnupiravir is not authorized for use for longer than 5 consecutive days.

»  Molnupiravir is not authorized for pre-exposure or post-exposure prophylaxis for prevention of
COVID-19.

Molnupiravir 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 molnupiravir belongs (i.e., anti-infectives).

Molnupiravir is not approved for any use, including for use for the treatment of COVID-19.
Prior to initiating treatment with molnupiravir, 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)].

! https://www.cde.gov/coronavirus/2019-ncov/need-extra-precautions/people-with-medical-
conditions.html. Healthcare providers should consider the benefit-risk for an individual patient.

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




Molnupiravir is authorized only for the duration of the declaration that circumstances exist
justifying the authorization of the emergency use of molnupiravir 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 declared that:

e A public health emergency related to COVID-19 has existed since January 27, 2020.
e Circumstances exist justifying the authorization of emergency use of drugs and biological
products during the COVID-19 pandemic (March 27, 2020 declaration).

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:

» 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);

e There is no adequate, approved, and available alternative to the product for diagnosing,
preventing, or treating the serious or life-threatening disease or condition.

Information Regarding Available Alternatives for the EUA Authorized Use

Veklury (remdesivir) is FDA-approved for the treatment of COVID-19 in adults and pediatric
patients (12 years of age and older weighing at least 40 kg) with positive results of direct SARS-
CoV-2 viral testing, 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 treatment of mild-to-moderate COVID-19 in adults
with positive results of direct SARS-CoV-2 viral testing, 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 molnupiravir for this authorized use because it may not be feasible or
practical for certain patients (e.g., it requires a 3-day treatment duration).

Other therapeutics are currently authorized for the same use as molnupiravir. For additional
information on all products authorized for treatment or prevention of COVID-19, please see
https://www.fda.goviemergency-preparedness-and-response/mcm-legal-regulatory-and-policy-
framework/emergency-use-authorization.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage for Emergency Use of Molnupiravir 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 molnupiravir 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)].

Molnupiravir 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 molnupiravir 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 molnupiravir, 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)].

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 molnupiravir authorized under this EUA.

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

5.1 Embryo-Fetal Toxicity

Based on findings from animal reproduction studies, molnupiravir may cause fetal harm when
administered to pregnant individuals. There are no available human data on the use of
molnupiravir in pregnant individuals to evaluate the risk of major birth defects, miscarriage or
adverse maternal or fetal outcomes; therefore, molnupiravir is not recommended for use during
pregnancy. When considering molnupiravir for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
molnupiravir during pregnancy to the pregnant individual. Molnupiravir 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
molnupiravir during pregnancy, the prescribing healthcare provider must document that the
known and potential benefits and the potential risks of using molnupiravir 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
molnupiravir 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 moinupiravir, 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 alt other
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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 molnupiravir. If signs
and symptoms of a clinically significant hypersensitivity reaction or anaphylaxis occur,
immediately discontinue molnupiravir and initiate appropriate medications and/or supportive care.

5.3 Bone and Cartilage Toxicity

Molnupiravir 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 molnupiravir 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 molnupiravir 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 molnupiravir may become apparent with more
widespread use.

Overall, more than 900 subjects have been exposed to molnupiravir 800 mg twice daily in clinical
trials. The safety assessment of molnupiravir 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 molnupiravir 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 molnupiravir (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 molnupiravir and 3% of subjects receiving placebo. Serious adverse events occurred in
7% of subjects receiving molnupiravir and 10% receiving placebo; most serious adverse events
were COVID-19 related. Adverse events leading to death occurred in 2 (<1%) subjects receiving
molnupiravir and 12 (2%) of subjects receiving placebo.

The most common adverse reactions in the molnupiravir treatment group in MOVe-OUT are
presented in Table 1, alt 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 Molnupiravir in MOVe-OUT*

Molnupiravir 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
molnupiravir. Because these reactions are reported voluntarily from a population of uncertain
size, it is not always possible to reliably estimate their frequency or establish a causal relationship
to drug exposure.

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

Skin and Subcutaneous Tissue Disorders
erythema, 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
molnupiravir 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:

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

e A statement "Molnupiravir 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).

e 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:

o Complete and submit the report online: www.fda.gov/medwatch/report.htm
= 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 Corp., a subsidiary of Merck & Co., Inc., Kenilworth, 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 molnupiravir.

*Serious adverse events are defined as:

Death;

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;

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

6.5 Other Reporting Requirements
Healthcare facilities and providers will report therapeutics information and utilization data as
directed by the U.S. Department of Health and Human Services.

7 DRUG INTERACTIONS

No drug interactions have been identified based on the limited available data on the emergency
use of molnupiravir authorized under this EUA. No clinical drug-drug interaction trials of
molnupiravir 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 Surveillance Program

There is a pregnancy surveillance program that monitors pregnancy outcomes in individuals
exposed to molnupiravir during pregnancy. The prescribing healthcare provider must document
that a pregnant individual was made aware of Merck Sharp & Dohme’s pregnancy surveillance
program at 1-877-888-4231 or pregnancyreporting.msd.com. If the pregnant individual agrees to
participate in the pregnancy surveillance program and allows the prescribing healthcare provider
to disclose patient specific information to Merck Sharp & Dohme, the prescribing healthcare
provider must provide the patient's name and contact information to Merck Sharp & Dohme.
Pregnant individuals exposed to molnupiravir can also report the exposure by contacting Merck
Sharp & Dohme Corp., a subsidiary of Merck & Co., Inc., Kenilworth, NJ USA at 1-877-888-4231
or pregnancyreporting.msd.com.

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

individuals. There are no available human data on the use of molnupiravir in pregnant individuals
to evaluate the risk of major birth defects, miscarriage or adverse maternal or fetal outcomes;
therefore, molnupiravir is not recommended during pregnancy [see Box and Warnings 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 o 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 molnupiravir for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
molnupiravir during pregnancy to the pregnant individual. Molnupiravir 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 molnupiravir
during pregnancy, the prescribing healthcare provider must document that the known and
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potential benefits and potential risks of using molnupiravir 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 6to 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 =500
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 7560 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 molnupiravir, breastfeeding is not
recommended during treatment with molnupiravir 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 molnupiravir [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, molnupiravir may cause fetal harm when administered to a pregnant
individual.

Pregnancy Testing
Prior to initiating treatment with molnupiravir, 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
molnupiravir [see Wamings and Precautions (5.1)].

Males

While the risk is regarded as low, nonclinical studies to fully assess the potential for molnupiravir
to affect offspring of treated males have not been compieted. 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 molnupiravir.

The risk beyond three months after the last dose of molnupiravir is unknown. Studies to
understand the risk beyond three months are ongoing.

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 a second in vivo assay
of liver (somatic cells) and bone marrow (somatic cells and stem cells) from transgenic rats
administered molnupiravir for 28 days. In contrast to somatic cells, germ cells (eggs and sperm)
pass genetic information from generation to generation. A planned study of male testicular germ
cells from transgenic rats will assess the potential for molnupiravir to affect offspring of treated
males [see Nonclinical Toxicology (13.1)].

8.4 Pediatric Use

Molnupiravir 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 molnupiravir have not been established in pediatric patients [see Warnings
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 molnupiravir. 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 molnupiravir. Treatment of overdose with
molnupiravir 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
Molnupiravir is 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-
ox0-3,4-dihydropyrimidin-1(2H)-ylJoxolan-2-ylimethyl 2-methylpropanoate. It has an empirical
formula of C13H19N3O7 and its molecular weight is 329.31 g/mol. Its structural formula is:

(l)H
H
0 N N
0 \‘/
0
CHs 5 S
HO OH

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

Each molnupiravir 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 alcohoal, 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 molnupiravir.

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 js .
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eliminated by metabolism to uridine and/or cytidine through the same pathways involved in
endogenous pyrimidine metabolism. NHC pharmacokinetics are shown in Table 2.

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

NHC Geometric Mean (%CV)
Pharmacokinetics in Patients
AUCo-12n (ng*hr/mL)" 8260 (41.0)
Cmax (ng/mL)* 2330 (36.9)
Ciznr (ng/mL) 31.1(124)
Pharmacokinetics in Healthy Subjects
AUCo-12nr (ng*hr/mL) 8330 (17.9)
Cmax (ng/mL.) 2970 (16.8)
Ci2ne (ng/mL) 16.7 (42.8)
AUC Accumulation Ratio 1.09 (11.8)
Absorption
Tmax (hr)f 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 t12 (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
Molnupiravir 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
mb/min/1.73m?2 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 results 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 BCR

T T




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 with 50% effective concentrations (ECso values) ranging between 0.67 to
2.66 UM in A-549 cells and 0.32 to 2.03 pM in Vero E6 cells. NHC had similar activity against
SARS-CoV-2 variants Alpha (B.1.1.7), Beta (B.1.351), Gamma (P.1), and Delta (B.1.617.2) with
ECso values of 1.59, 1.77 and 1.32 and 1.68 uM, respectively. 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 molnupiravir 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. NHC retained activity in cell
culture against virus with polymerase (nsp 12) substitutions (e.g., F480L, V557L and E802D)
associated with decreased remdesivir sensitivity, indicating a lack of cross-resistance.

In clinical trials, encoded amino acid changes (substitutions, deletions or insertions) were more
likely to be detected in viral sequences in subjects treated with molnupiravir 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.

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, moinupiravir 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 Cytotoxicily

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

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
A mouse carcinogenicity study with molnupiravir is ongoing.

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 the in vivo Big Blue® (cll Locus) transgenic rodent mutagenicity assay. Molnupiravir was
negative for induction of chromosomal damage in in vitro micronucleus (with and without
metabolic activation) and in vivo rat micronucleus assays. To assess effects on germ cells, a
transgenic rodent male germ cell mutagenicity assay is planned.

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 = 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 Wamings 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 molnupiravir 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 molnupiravir or placebo orally twice daily for
5 days.

At baseline, in all randomized subjects, the median age was 43 years (range:18 to 90); 17% of
subjects were over 60 years of age and 3% were 75 years of age or older; 49% of subjects were
male; 57% were White, 5% Black or African American, 3% Asian, 50% Hispanic or Latino. The
majority 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 molnupiravir 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*

Molnupiravir Placebo Adjusted Risk Difference
(N=709) (N=699) % (95% CI)
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 molnupiravir 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% ClI of (-11.3%, -2.4%) and 2-sided p-value = 0.0024.

Adjusted relative risk reduction of molnupiravir compared to placebo for all randomized subjects was
30% (95% ClI: 1%, 51%).

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

Figure 1. Subgroup Efficacy Results in Non-Hospitalized Aduits with COVID-19 - All-
Randomized Subjects




Difference (%) # Events/Subjects Risk Difference
Molnupiravir Placebo % (95% CI)
Time from Symptom Onset to |

Randomization

<3 days = 25/339 28/335 11.0(-5.2,3.2)
> 3 days H—II 23/370 40/364 4.8 (-9.0,-0.7)

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

Sex !
Male Hl—i 32/330 41/355 -1.9(-6.5, 2.8)
Female I—O-{ 16/379 27/344 -3.6 (-7.4,-0.2)

Obesity (BMI > 30) |
Yes Fo 29/535 46/507  -3.7(-6.9,-0.5)
No I—ﬁ 19/174 22/192 -0.5(-7.1,6.2)

Diabetes Mellitus |
Yes }—H 17/107 17/117 1.4(-82,11.1)
No ag] 31/602 51/582 -3.6 (-6.6, -0.7)

Baseline COVID Severity ]
Mild o 19/395 27/376 -2.4(-5.9,1.0)
Moderate =+ 29/311 40/321 -3.1(-8.1,1.8)

Most Common Baseline Clades |

20J (Gamma) f—eo— | 0/37 9/47 -19.1 (-32.6, -8.9)

21A, 211, 217 (Delta) o 18/237 22/221 24(-78,29)
21H (Mu) —e—H 6/75 13/82 7.9 (-18.5, 2.6)
Other ——e—t— 5/47 7/38 7.8(-244,74)

Baseline Antibody Status |
Positive He— 5/136 2/146 23(17,7.1)
Negative o 39/541 64/520  -5.1(-8.8,-1.6)

I

]
T T T 1 T
30 -20 -10 0 10

Molnupiravir « 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
Molnupiravir 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
“82” printed in white
ink

Storage and Handling
Store molnupiravir 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 molnupiravir [see Box].

Hypersensitivity Reactions

Inform patients that hypersensitivity reactions have been reported, even following a single dose of
molnupiravir, 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 molnupiravir 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, Warnings 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 molnupiravir and for 4 days after the last dose.

While the risk is regarded as low, nonclinical studies to fully assess the potential for molnupiravir
to affect offspring of treated males have not been completed. Advise sexually active individuals
with partners of childbearing potential to use a reliable method of contraception consistently and
correctly while taking molnupiravir and for at least 3 months after the last dose of molnupiravir.
The risk beyond 3 months after the last dose of molnupiravir is unknown. Studies to understand
the risk beyond three months are ongoing [see Use in Specific Populations (8.3)].

Risk of Bone and Cartilage Toxicity

Molnupiravir 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 Surveillance Program

There is a pregnancy surveillance program that monitors pregnancy outcomes in individuals
exposed to molnupiravir during pregnancy. Encourage participation and advise patients about
how they may enroll in the pregnancy surveillance program. Advise patients who have taken
molnupiravir during pregnancy to report their pregnancy to Merck Sharp & Dohme Corp., a
subsidiary of Merck & Co., inc., Kenilworth, NJ USA at 1-877-888-4231 or
pregnancyreporting.msd.com [see Use in Specific Populations (8.1)].

Lactation

Breastfeeding is not recommended while taking molnupiravir and for 4 days after the last dose of
molnupiravir. 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
molnupiravir [see Use in Specific Populations (8.2)].

Administration Instructions

Inform patients to take molnupiravir with or without food. Advise patients to swallow molnuplrawr
capsules whole, and to not open, break, or crush the capsules. Instruct patients that if they miss a
dose of molnupiravir 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)]. TN e




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 (2.2)].

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

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

Manuf, for: Merck Sharp & Dohme Corp., 8 subsidiary of

€3 MERCK & €O, INC,, Whitehouse Station, N.J 08889, USA

For patent information: www.msd.com/research/patent
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