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H®OPMAIIMHWA JACTOK AJISI MEJUYHUX ITPAIIIBHUKIB:
JTO3BLII HA EKCTPEHE 3ACTOCYBAHHSA IIPEITAPATY
JIATEBPIO (Mmonuymnipagip), KAIICYJIA

OCHOBHI IOJIOKEHHS JIO3BOJY HA EKCTPEHE 3ACTOCYBAHHS (EUA)

Ili ocuoBri nosoxenns EUA ne MicTsaTh yciel indopmanii, HeoOXixHOT AJist 3aCTOCYyBaHHS
JIATEBPIO 3rizno 3 EUA. Jusirscs JIOBHAMN THOOPMAIIIAHWIA JIACTOK UL
MEJAYHAX ITPAIIIBHUKIB nans JIAIEBPIO.

JIATEBPIO (Mosnynipasip), KancyJ/H Xjs NepopajibHOro 3aCTOCyBaHHS.
Jata 3atBepmxenns EUA: 23.12.2021
JlaTa 3aTBepmxennst oHoieHoro EUA: 08.2022

OBOB’SI3KOBI BHUMOI'M 0 3ACTOCYBAHHA JIATEBPIO 3ITIHO 3

JTO3BOJIOM HA EKCTPEHE 3ACTOCYBAHHA

Jlna oTpumanHs AeTanbHiwol indopmarii 3BepHiThea a0 IIOBHOI'O [HO®OPMAIIHMHOIO
JINCTKA.

OCTAHHI 3HAYHI 3MIHI
O60B’43K0Bi BUMOTH, MofIaHi B pamlii: [lepernsanyTi BUMOrH 02.2022
CTOCOBHO IHIIMX TepaneBTHYHUX 3ac00iB
Ilo3Bin Ha exctpene 3actocyBaHHs (Posain 1): OHoBlEHHS 02.2022
jgoctynHux ansbTepHaTtus JIAIEBPIO
Ocob6nuBocTi 3acTocyBanua (Posainu 5.2 i 17): nopapanns iHdopMauii moao 02.2022
rinep4yTIMBOCTI, Y TOMY 4HCHi aHadinakcii
[To6iuni peakuii (Po3ain 6.2): mofaBaHHA NOCBiAY 02.2022

nicispeecTpanifHOro 3aCToCyBaHHs.
Mixkpo6ionoris (Posain 12.4): nonasanss indopmarii moxo Binckoky pipycnoi PHK  08.2022

EUA JIJI5sI JATEBPIO

YipapiiHHA O KOHTPOMO AKOCTI XapyoBMX NpOAyKTiB Ta Nikapcekux 3acobis CIIIA (FDA)
pugao EUA sl eKCTpeHOro 3acTocyBaHHs HesapeectposaHoro mnpemapaty JIAIEBPIO,
aHaNOry HyKJIEO3Wy, SKuWH mnpuridye pemnikaniio SARS-CoV-2 mmsaxoMm BipycHOro
MyTareHesy, JUls JIiKyBaHHs KopoHaBipycHoi xBopobu 2019 (COVID-19) nerkoro Ta cepeHs0ro
CTYNEHIB TSXKKOCT] Y JOPOCIUX 3 MO3UTHBHUMHE Pe3y/bTaTaMU MpAMOro TECTYBaHHI Ha Bipyc
SARS-CoV-2, ski MalOTh BHUCOKHH PpH3UK IporpecyBaHHs no Tsxkkoi ¢opmu COVID-19,
BIJTFOYAOUH OCIiTaNi3alito a6o TeTabHUi HACIIJOK, 2 TAKOX /I AKMX aJIbTepHAaTHBHI BapiaHTH
nikyBanns COVID-19, cxsaneni a6o nossoneni FDA, nemoctymni abo KJIIBIYHO HeaOoLibHI.




JIATEBPIO ne cxpaneno FDA mnst Gyap-sKOTO 3aCTOCYBaHHS, B TOMY YMCIi [id JIKyBaHHS
COVID-19. Ilepen mouatkoM nixysanss npenaparom JIATEBPIO, ciiff yBaXHO PO3IVIAHYTH
BifloMi Ta IOTEHIiliHI pU3UKK Ta KOPUCTE. (1)

OBMEXEHHSI CXBAJIEHOI'O 3ACTOCYBAHHJI (1)
o JIAI'EBPIO He 3aTBepIKEHO:

— U1 3aCTOCYBaHHA y TauieHTiB BikoM Jio 18 poxkis (5.3)

— Vs MOYATKY JIKYBaHHS TANi€HTIB, sKi MOTpeOylOTh rocmiranizauii depes COVID-19.
Kopucts Bin jikysanns npenapatoM JIATEBPIO ne crioctepiranacs y cy6’€exTiB, KOJIU
nikyBaHHs 6y710 posrouaro micis rocritaisanii yepes COVID-19. (2.1)

— 15 3aCTOCYBaHHs JOBIIE 5 HIB MOCILIb.

— B AKOCTI MpodijiakTUKH A0 ab0 MiCisd KOHTAKTy 3 XBOPHMH I MONEPEIKCHHA COVID-
19.

JIATEBPIO Moxe Npu3HayaTHCA OKPeMOMY NAli€HTy JIMIIE JIiKapsMmu, KBaJidikoBaHUMU
MeJMUHAMHA CECTPAMM Ta TOMiYHEKAMM JiKaps, fAKi MaroTh JileH3siro abo 103Bin 3rigHo i3
3aKOHOJABCTBOM IUTATy MPU3HAYATH IpenapaTd TEpPareBTHYHOTO Kiacy, 0 AKOTO HaJeXHUTh
JIATEBPIO (To6T0 nporuindexuiiini 3acobn).

JIATEBPIO cxpanenuit Juine Ha mepiod Aii Jeknapaiii mpo Te, 1o iCHYIOTh 0OCTaBHHH, SIKI
OGIPYHTOBYIOTh HaJaHHA [O3BOJly Ha CKCTPEHE 3aCTOCYBaHHA JIATEBPIO BigmoBigHo 10
Posniny 564(b)(1) 3akony, 21 U.S.C. § 360bbb-3(b)(1), K110 AO3BiN HAa EKCTPEHE 3aCTOCYBAHHIA
He 6y/e BigxIukaHo abo cKacOBaHO paHille.

JloparkoBa indopmalis npo o60B’43KOBi BUMOrM mogo 3actocysanHs JIATEBPIO 3rifiHo 3
JIO3BOJIOM HAa EKCTpeHE 3acTOCYBaHHs IIPEJCTaBleHAa B pamili Ha I0YaTKy MNOBHOTO
Indopmarifinoro JucTKa.

O6TpyHTYBaHHS €KCTPEHOIO 3aCTOCYBAHH: JIiKapChKMX 3aco0iB Mmif vac nangemii COVID-19,
iHopMalilo TpO JOCTYNHi albTEpPHATHBM Ta JOAATKOBY iHopMmaiiio mpo COVID-19
peIcTaBlieHo y TioBHoMY [H(bOpMALiHOMY JTHCTKY JUIs MEJMYHUX NPALliBHUKIB.

CHOCIB 3ACTOCYBAHHS TA 103U

« 800 Mr (40THp¥ Karicynu o 200 Mr) IpuiAMaTH NepopaIbHO KOXHI 12 roMH NIPOTAroM 5 IHIB,
3 xero abo 6e3 Txi. (2.1)

« Ipuitmite JIATEBPIO sxomora MBMIUIE TIiCJs BCTaHOBICHHS MiarHo3y COVID-19 Ta
IIPOTATOM 5 J(HIB IiCJIS IOSBU CUMITOMIB. (2.1)

« 3aBepIleHHs IOBHOTO 5-I€HHOrO KypCy JIKYBaHHS Ta [POJOBXKCHHA i3osAwil BiANOBIAHO 1O
pEeKOMeHIaliii OpraHiB OXOPOHH 3JOPOB’S MAIOTh BaXUIMBE 3HAYCHHA [J1 MAaKCHMAJBHOIO
Kiipency Bipycy Ta midimizauii pancMicii SARS-CoV-2. (2.1)

« JIATEBPIO He CxBaieHO JUIS 3aCTOCYBAaHHS JOBLIE 5 JHIB MOCHiJb, OCKiNbKK 0Oe3neka Ta
eeKTMBHICTE HEe BCTaHOBJEH. (2.1)

JIIKAPCHKA ®OPMA TA 1O3YBAHHSA
Kamncyiu o 200 mr (3)




IIPOTUIIOKA3AHHA
Ha OCHOBi 06MeXeHMX HagBHMX JaHHX LIOJ0 eKCTpeHoro 3acrocyBsanHs npenapary JIATEBPIO,
cxBateHoro 3riquo 3 nuM EUA, npoTriokasaHp He BUSABIIEHO. (4)

OCOBJMBOCTI 3ACTOCYBAHHS

» Em6pioperansua Ttokcuunicts: JIATEBPIO He pekoMEHIY€ThCS 3aCTOCOBYBATH mig 4ac
saritnocti. (5.1, 8.1, 8.3)

« TloBimoMmsuiocs mpo peakuii TimepyyTnuBocTi, y ToMy uMchi amadimakcito, mij dac
sactocyeants JIATEBPIO. V pasi BAHUKHEHHS 03HAK Ta CUMIITOMIB KIIIHIYHO 3HayIIOl peakuii
rinepuyTinBocTi a60 anadinakcii ciix HeraliHo npunuEKTA npuiioM JIATEBPIO (5.2)

« TOKCHUHICTH I KicToX Ta xpsumiB: JIATEBPIO He cxBaieHuii 1 3aCTOCYBaHHA Y NALli€HTIB
BikoM 10 18 pOKiB, OCKiNBKH 1€ MOYXe BILIMHYTH Ha PicT KicTok Ta xpswis. (5.3, 8.4, 13.2)

TOBIYHI PEAKIII
Haii6inpmr MOmMMpeHMMH MOGiYHMMH peakiisMu (dacTota >1%) € miapes, HynAOTa i
sarnramopouenH4. (6.1)

Bu a6o Bama ynoBHOBaXkeHa 0c00a MOBMHHI NOBIIOMJISTH PO BCi CEPMO3HI IOBIYHI
PEAKIUI a6o JIIKAPCBHKI IIOMWJIKH, norenniiino mos’s3aHi i3 3acTOCyBaHHAM
JIATEBPIO (1), nagicnasmn ®opmy 3500 FDA onuaiin, (2) 3aBanTaxkusuin mio gpopmy, a
noTiM HajicJaBmHA HoWToI0 260 (akcom, aGo (3) 38 s3aBumch 3 FDA 3a nomepom 1-800-
FDA-1088 st 3anuty uiei gpopmu. Ilpocnmo Takox HagaTH Komiro mici popmu xomnauii
«Mepx Ilapn i Joym JLIC», Paxseii, Heto-/lxepci CILIA 32 somepom 1-800-672-6372 a6o
daxcom 215-616-5677 (6.4)

B3AEMOIIS IKAPCHKHX 3ACOBIB
B3aeMopilo JiKapchKMX 3aco0iB HE BHSBIEHO Ha OCHOBI OOMEXCHMX HASBHUX NaHMX IIOJO0
exctpenoro 3actocysanns JIJATEBPIO, cxsanenoro 3rigno 3 uum EUA. )]

3ACTOCYBAHHS Y OCOBJIMBUX I'PYII ITAIIIEHTIB

« Baritnicts: 3acrocysanns JJATEBPIO He pekoMeHAyeThes i yac aritHocti. Ciij nopaguTy
0cobaM pPENpPOAYKTHBHOrO BiKy HaJIEXKHHM YMHOM i IOCTIHHO BHKOPHCTOBYBAaTH e eKTUBHI
METONM KOHTpaNenii, AKmo ue HeoOXiAHo, M yac JiKyBaHHs Ta mpoTiroM 4 IHiB micys
npuiiomy ocrannboi nozu JJATEBPIO. (8.1, 8.3)

« Jlakranis: ITij uac nikyBaHHs Ta HpoTAroM 4 nHiB micast npuiioMmy octanHboi no3u JAI'EBPIO
HE PEKOMEHYEThCS pyHHe BUrofoByBaHHA. Ocoba, 110 ropye rpyabMH, MOXKE pO3MISHYTH
NMTAaHHS TPO NPUIMHEHHS TPYJAHOTO BMIOJOBYBAHHS, a TAKOX MOXJIIMBICTb 3LIIKYBAaHHA Ta
yTuiizanii rpyAHOro MoJOKa M/l 4ac NKyBaHHs Ta IPOTArOM 4 JHIB MiC/s NPUAOMY OCTaHHBOT
nosu JIATEBPIO. (8.2)

Musitees THOOPMAIIMBMIA JIACTOK JUISI TAIJEHTIB TA OCIB, IO
3IICHIOIOTH JIOTJISI 3A HAMA




3MICT*
OBOB’SI3KOBI BUMOT'H JIO 3ACTOCYBAHHS ITIPEITAPATY JIATEBPIO 3T'ITHO 3
JTO3BOJIOM HA EKCTPEHE 3ACTOCYBAHHSI

1 TO3BLI HA EKCTPEHE 3ACTOCYBAHHS]
2 CIIOCIB 3ACTOCYBAHHS TA 103U
2.1 JlosyBanns mna ekcTpeHoro 3acrocysannsa JIJATEBPIO y nopocnux HalieHTiB
2.2 KopuryBaHHs 1034 y OKPEMHX IpyIl Malli€HTiB
3 IKAPCHKA ®OPMA TA JTO3YBAHHAA
4 IIPOTUIIOKA3AHHS
5 OCOBJIMBOCTI 3BACTOCYBAHHSI
5.1 EM6pioderansha TOKCUYHICT
5.2 TinepayTnuBicTh, y TOMY 4HCHi aHadinakcis
5.3 TOKCHYHICTB /IS KiCTOK 1 XpAIIiB
6 TIOBTYHI PEAKITIT
6.1 TTo6iuni peaxilii, BuABIeH] Y KIiHIYHUX JOCIIPKEHHSIX
6.2 JlocBij micnspeecTpaniiHoro 3acToCyBaHHs
6.4 OGOB’I3KOBE 3BiTyBaHHA Ipo cepiio3Hi MOoGiuHi ABHIIA Ta JIKAPCHKI TOMUIKH
6.5 THuri BUMOTH 10 3BiTHOCTI
7 B3AEMO IS JIIKAPCHKHX 3ACOBIB
8 3ACTOCYBAHHS Y OCOBJMBUX I'PYII IIAIICHTIB
8.1 BariTHicTh
8.2 Jlakranis
8.3 JXKiHKH Ta 4OJIOBIKM PENPOAYKTHBHOTO BIKy
8.4 3acTocyBaHHs y HiTeH
8.5 3acTocyBaHHs y HAIiEHTIB JITHBOTO BiKy
8.6 Tlopymenns GyHKIIT HUPOK
8.7 Iopyienns GpyHKIiT NediHKH
10 IEPEAO3YBAHHS
11 OIIAC
12 KJITHIYHA ®APMAKOJIOI'IA
12.1 MexaHi3m aii
12.2 dapmakoguHamika
12.3 ®apmakoKiHeTHKA
12.4 MikpoGiomnoris
13 JOKJIHIYHA TOKCHKOJIOI'IA
13.1 KanneporeHes, MyTarexes, opymeHHs GepTUIbHOCTI
13.2 Tokcuxororis Ta/abo dhapMaxooris y TBapuH
14 KJIHIYHI JOC/UKEHHA
16 ®OPMA BHITYCKY/3BEPI' AHHSI TA IIOBOZKEHHST
17 THOOPMAIIIA IS KOHCYJIbTYBAHHSA ITAIIICHTIB
18 ITHOOPMAILISI ITPO BUPOBHUKA

* Posninu abo miaposainy, Buaneni 3 EUA, He nepepaxoBaHi



HOBHMII TH®OPMAIIIHII JIMCTOK JIJISI MEYHUX IPAIIBHUKIB

OBOB’SI3KOBI BUMOI'M IO 3ACTOCYBAHHSI ITPEIIAPATY JIATEBPIO
3r'IIHO 3 JIO3BOJIOM HA EKCTPEHE 3ACTOCYBAHHSA

JIy1st 3SMeHIEHHs PU3KKIB ITPH 3aCTOCYBaHHI 1IOrO HECXBAJIEHOT O TIPENapary srigHo 3 EUA
Ta omTuMizamii mnortenuiuoi kopucTi JIATEBPIO, HeoOXigmi HacTymHi KpPOKM.
3actocysanns JIATEBPIO 3rigHo 3 uuM EUA o6MexyeTbest HaCTylTHUMU BUMOraMH (yci
BMMOTHY MaIOTh OYTH BUKOHAaHI):
1. Jlixysamas COVID-19 Jierkoro Ta CEepelHBOTO CTYMEHIB TSKKOCTI y HOPOCIHX i3
[IO3UTMBHUM pE3yNbTaTOM TNpPAMOrO TECTYBAHHA Ha BIPYC B@KKOIo TOCTPOro
pecrmipaTopHoro cunapomy koponasipycy 2 (SARS-CoV-2), siki MaroTh BUCOKUH PU3UK
nporpecysanns a0 Tsokkoi ¢opmu COVID-19, Brmouarowu rocriTtanizauio  abo
NeTanpHUE HACHiZOK, i /Ui AKMX anbTepHaTuBHI BapianTh nikysanxs COVID-19,
cxBajyiedi a6o mosposeri FDA, HenocTynHi abo KIiHI9HO HEJOULIbHI [Ous. Obmeorcenns
cxeanernozo zacmocysanns (1)].
2. Sk MeXMYHUI MPaliBHMK, L0 IPU3HAYAE JIKAPCHKi 3aCO0H, IIEPErITHBTE indopmaniro,
110 MiCTHTBCA B po3zini «IHdopMAaIiiHuiA IMCTOK [T NalienTiB i ocif, ski 3MiACHIOTE
JIOTJIS 32 HUMMY, 3 BAIlIMM MalieHToM aGo 0coboro, AKa 3AiMCHIOE JOTJIAN 32 HUM, Niepe]l
npuiiomom  JIATEBPIO  naujentom. Menuysi  IpaL{iBHUKH MOBUHHI  HaJaTH
nauienty/ocobi, ska 3IiMCHIOE O 3a HHM, €JEKTPOHHY a0 JpyKOBaHy KOIIiIO
«IHdopMariiHOro JTUCTKA /I NALIEHTIB Ta 0ci6, aKi 3AIHCHIOIOTD OIS/ 32 HUMU TIEpeN
npuiiomoM JIATEBPIO nanieHToM i OBUHHI 33/{0KyMEHTYBATH, 1110 nanienTy/ocobi, ixa
3iiicHIOE NOTNSAA 3a HUM, OYylO HaNaHo eNeKTpoHHy a6o JpyKOBaHy KOMIO
«IadopMaliiHOro TUCTKA Ul NAIliEHTIB Ta ocib, sKi 3A1HCHIOIOTE JOTTISA 38 HUMEY.
3. Meuuni NpAIiBHUKH, AKi NPU3HAYAIOTH JHKApChKi 3acO6M, MOBMHHI MOBIIOMHTH
nanieary/ocobi, ska 3AiiCHIOE AOTJIA/ 32 HUM, LHO:
I. JIATEBPIO € He3apeeCTpOBaHMM JIiKapChKMM 3aco00M, SKUA cXBajleHHH Mg
3aCTOCYBaHHS BiIIOBiZHO 10 IbOro JI03BOJY Ha EKCTPEHE 3aCTOCYBAHHA.
II. [mi TepameBTHHHI 3aco6M Hapasi cxBajieHi ab0 HO3BOJICHI A1 TAaKOro €amoro
sactocyBanus, wo i JIATEBPIO. [nus. [ossin na excmpene 3aCmMOCy8aHHA (1) —
Ingpopmayis npo docmynHi anbmepHaMUGU Ons 3GCTOCYEAHHSA, CXBANEH] EUA).
[II. Icuyroth KopucTe Ta pusuku npuitomy JIAEBPIO, sk 3a3HaveHO B
«IadopmariiiHoMy JUCTKY U1 MalieHTiB Ta ocib, AKi 3AIHCHIOIOTh AOTIAL 38 HUMI.
IV. Komnanis «Mepk Illapm i Joym» CTBOpMia Mporpamy CHOCTEPEKCHHS 3a
BariTHICTIO.
V. JKiHKH pEmpOAYKTHBHOrO BiKY IOBHHHI BHMKODMCTOBYBATA HaJiHUA METOX
KOHTpaIIeMIlil HaJEXHAM YMHOM Ta NOCTiHHO, AKIO He HEOOXiAHO, MPOTArOM YChOro
nepioy JNiKyBaHHS Ta MPOTAroM 4 JHiB micyis npuitomy octaHHbOI K031 JIAT EBPIO.
V1. YonosikaM penpoxyKTHBHOTO BiKy, Ki BEAyTh aKTMBHE CTaTeBE XKUTTs 3 XKIHKAMH
PENPOLYKTHBHOTO BiKy, CIIiJ{ HATEXXHHM YHHOM i NOCTIHHO BUKOPUCTOBYBATH HaniiiHu#
MeTOZ KOHTpALENii i yac NiKyBaHHs Ta OPOTAroM HioHaiimeHwe 3 MicsLiB micns
npuiAoMy OCTaHHBOI JIO3H.
4. MeandHuit TPALiBHYK, IO PU3HAYAE JIKAPChKi 3aCO0M, TIOBMHEH OLIHMTH, YM XKIHKa
PENpOAYKTUBHOIO BiKy BariTHa 4y Hi, SKIIO 1€ KIiHIMHO NOKa3aHo (ous. Ocobrusocmi
sacmocyeanns (5.1) ma 3acmocysanus y ocobnusux epyn nayienmis (8.3 )]-
5. Ha mifcTaBi pe3ynbTarTiB JOCHIDKEHD PENPOAYKTUBHOI QyHKIUIT y TBApHH, JIATEBPIO
MO3KE 3aBJIATH IIKOA¥M TUIOAY NPH NpU3HaueHHi BaritHum ocobam. Skumo JIATEBPIO
BUKOPHUCTOBYETBCS Mi/l 4aC BariTHOCTI, MEIMYHI IIPaLliBHAKH, AKi MPU3HAYAIOTH JIIKapChKi
3acobu, TOBHHHI IpoiHhOpMyBaTH NAli€HTa NPO BiOMY Ta TOTCHUIHHY KOPHCTb Ta
noTeHUiiiHi pusuku 3actocysadHs JIATEBPIO min yac BariTHOCTI, K 3a3HAaY€HO B
«IHdopmalLiifHOMy THCTKY JUIA TallieHTiB Ta 0cif, SAKi 3/11ACHIOIOTH OIS/ 38 HUMA) [ous.




Ocobnugocmi 3acmocysanna (3.1, 5.3), 3acmocyeanns y ocobnugux zpyn nayienmie (8.1,
8.3) ma Jloxniniuna moxcuxonozis (13.1)}.
6. Slkio npuiHATO piureHHs npo 3acrocysanns JIATEBPIO mix vac BariTHOCTI, Jlikap
TTOBMHEH 3a[0KYMEHTYBATH, 1[0 BiXOMa Ta NOTEHIi#Ha KOPHUCTh Ta IIOTEHLIHHI PU3UKH
3aCTOCYBaHHA JIATEBPIO miz gac BariTHOCTI, Sk 3a3HayeHo B «HopMaLifiHOMy JIMCTKY
JUIS TIALEHTIB Ta 0Ci6, SKi 3/ilCHIOIOTh NOTIIAL 32 HUMHY, OBGTOBOPIOBANMCS 3 NTALIEHTOM.
7. MemuuHui MpauiBHUK, IO IPHU3HAYAE TIKapchKi 3aC00M, MMOBUHEH 3a/I0KYMEHTYBATH,
1o BariTHa GyJ1a moindopMoBaHa Ipo NporpaMy CIIOCTEPEXEHH 3a BariTHICTIO KOMMOaHii
«Mepk lllapn i Jloym» 3a Homepom 1-877- 888-4231 aGo wHa caHTi
pregnancyreportmg msd.com.
a. SIkmo BariTHa oco0a IOTOKYEThC GpaTH y4acTh y Hporpami CTIOCTEpEXKEHHS 32
BariTHICTIO Ta JIO3BOJISIE MEAMYHOMY HpaIIIBHHKy, O IpHu3Hayae Jm(apcmq 3acobu,
PO3KPHBATH KOHKpETHY iH(opMalito nmpo nauienta koMnaHii «Mepk Hlapn i Toym»,
MeIUUHHUI MpaLliBHUK, 10 pH3HAYae nikapebki 3aco6u, MOBUHEH HA/IaTH iM’A mauieHTa
Ta KOHTaKTHY indopManito kommnanil «Mepk Hlapn i Jloym».
8. MequuHuMit IPaliBHKK, IO NpU3HAYae JiKapchKi 3acobu Ta/abo YMOBHOB&XKEHA ocoba
MEIMYHOTO IpalliBHHKA HECE/HECYTh BilNOBIAANBHICTE 32 00OB’I3KOBE 3B1TyBaHH}I npo
Bel JikapchbKi TOMMIKM Ta cepiiosHi mobiudi sABMma, SKi NOTEHLIAHO MOB ’g3aHi i3
3acrocyBauHsM JIATEBPIO, l‘IpOT)Il"OM 7 KajleHIapHUX AHIB Micis TOro, fAK MeIWYIHUI
TpaLiBHEK Ji3HaBCS o peaitii [Oug. [lobiuni peaxyii (6.4)].

Tl oTpuManBs indopmauii npo kiiniuni gocnimkenns JATEBPIO ta iHIIMX Tpenaparis
1 tikysaaas COVID-19, nue. www.clinicaltrials.gov.

1 TO3BLI HA EKCTPEHE 3ACTOCYBAHHSL
V1IpaBiHHA 0 KOHTPOJMO SKOCTi XapuoBMX NPOAYKTIB Ta nikapcpkux 3aco6is CIIA (FDA)
pupano Jo3sin Ha excrpene 3actocyBanna (EUA) Juts eKCTpeHOTO 3aCTOCYBaHHS HECXBANICHOIO
npenapary JIATEBPIO s nixysanns COVID-19 serkoro Ta cepenHbporo CTYIIEHIB TSKKOCTI Y
JIOPOCIIHX:
e 3 O3WTHBHUMY pe3yJILTATAMH IPSIMOro TecTyBaHHs Ha Bipyc SARS-CoV-2, i
e sKi MalOTh BUCOKHIl PM3MK IporpecyBanHs Ho Tskkoi gopmu COVID-19, Brmouaioun
rocmitamizanio abo neranbHMH Hachigok. JlogaTkoBy iHpopMauino MOXHA 3HAHTH HA
Be6-caiiti LlenTpy 3 KoHTpomo i npodinakTuku 3axpoprosans CIIA (CDC)}, i
e IIs AKVX a/bTepHATHBHI BapianTH nikysanHs COVID-19, cxsaneni abo nozsosneni FDA,
HenocTynHi ab0o KIiHIYHO HEXOIINBHI.

OBMEXEHHS CXBAJEHOI'O 3ACTOCYBAHHSL

e JIATEBPIO He cxBalmeHo i 3aCTOCYBaHHA y maujeHTiB Bikom 1m0 18 pokie [ous.
Ocobnueocmi sacmocysanus (5.3)].

e JIATEBPIO He cxBajieHo UIs [I09aTKy JIKyBaHHs NMAIli€HTIB, AKi MOTpeSyIOTh rocniTaisaiii
uepes COVID-19% Kopwucrs Bix nikysanns npenaparom JIAIEBPIO ne croctepiranacs y
cy6’eKTiB, KONH JiKyBaHHsS GYJO Po3NoyaTo Mmicis rocmiramisalii depes COVID-19 [ous.
Cnoci6 3acmocysanns ma 0ozu (2.1)].

e JIATEBPIO He cxBaleHO I 3aCTOCYBaHHS [OBIIE 5 [HiB NOCIHLIb.

& h‘rtps:!fwww.cdc.gov/coronav.irusf?.o19—nc0v!hcp!clinical-carefunderlvingconditions.html .
Meu4Hi MpaliBHUKA MAIOTh PO3IIISAAATH CIIiBBIAHOLUCHHS KOPHCTB/PU3HK TS KOXKHOTO OKPEMOTO

narjeHra.
? fxmo nanieHty NoTpibHa rocmiTamisauis micna nodarky mixysanus JIAIEBPIO, naujent moxe

3aKiHYMTH OBHUH S-J€HHMIA KypC JIIKyBaHHS Ha PO3CyJ JliKaps.




o JIATEBPIO He cXBaJICHO 15l 3aCTOCYBAHHS B AKOCTI NPOQINaKTUKK 10 aGo micis
KOHTAKTY 3 XBopuMH 11s nonepepkenns COVID-19.

JIATEBPIO Moke NpHM3HAYaTHCS OKPEMOMY [MAallieHTy JHMIle JiKapsiMu, KBaTipiKOBaHUMHU
MEIMYHUMH CECTpaMH Ta MOMIYHMKAaMH JlKapsd, SKi MaioTh nineHzito abo J03BiT 3rigHO i3
3aKOHOJABCTBOM IITATy IpU3HAdYaTH JIiKapchKi 3acobu TEpaneBTHYHOrO Kiacy, RO AKOro
nanexuts JJATEBPIO (ro6To mpotHinekuiiini 3acobmn).

JIATEBPIO He cxBaJleHHii JUIS JKOIHOTO 3aCTOCYBaHHS, Y TOMY 4¥ci Jus nikysanus COVID-19.

Ilepen nouatkoM Jikysanus npemaparoM JIATEBPIO cnifi yBakHO pO3MIHYTH Bigomi Ta
MOTeHLiMHI PU3NKK Ta KOpUCTb [Ous. Ocobrusocmi 3acmocysanns (3.1, 5.3), 3acmocysanna y
ocobnueux zpyn nayicumie (8.1, 8.3) ma Joxninivna moxcuxonozis (13.1)].

JIATEBPIO cxpajenuii Juuie Ha mepio Ail mexnapauii Ipo Te, IO iCHy:oTb oOCTaBHHH, sAKi
OGIPYHTOBYIOTh PEECTpALIilO Ul eKCTPEHOr0 3aCTOCYBAaHHA JIATEBPIO signosigso no Posginy
564(b)(1) 3akony, 21 U.S.C. § 360bbb-3(b)(1), sxuIo J03BiI HA EKCTPEHE 3aCTOCYBAHHS HE Oyne
BiKJIMKaHO a0 CKacoOBaHO paHille.

OGIDYHTYBAHHS eKCTPEHOT0 3aCTOCYBAHHS JiKapehkux 3aco6is mia uac nanaemii COVID-19
3apas CHOCTepiraeThes crajjax KopoHasipycHol xsopobu 2019 (COVID-19), cipruunenoi SARS-
CoV-2, HoBUM KOpOHaBipycoM. MiHiCTp OXOPOHH 370pOB’s Ta COLAIbHHX CIIyXKO CUIA (HHS)
3asiBUB, 1IO:
e 327 ciuns 2020 poky Aie Han3BUUAkHA CUTYaLlis Y chepi OXOPOHM 3MOPOB’S, OB A3aHA 3
COVID-19.
e ICcHyOTH OOCTAaBHMHH, IO OGIPYHTOBYIOTh DPEECTpallil0 [JI €KCTPEHOTo 3aCTOCYBaHHA
JTiKapCHKUX 3ac06iB Ta GioNOriMHAX MpenapaTiB mijl 4ac naHaemi COVID-19 (nexnapauis
Bix 27 6epesns 2020 p.).

EUA - ne no3Bin FDA Ha eKCTpeHe 3acTOCYBAaHHsS He3apeecTpoBaHOro 3acofy abo
HE3apEecCTPOBAHOTO BMKOPUCTAaHHS 3apeeCTpOBaHOrO mpemnapary (To6To NiKapChKUX 3aco0iB,
GionoriuHuX mpenapaTis a6o npucrpois) y Cnomydennx Illtatax AMEpUKH 32 NEBHAX 00CTaBUH,
BKJIOYAIOUH, cepef inmoro, komu Minictp HHS 3asBnise npo icHyBaHHA Haj3BuyaiiHol cuTyauii
y cepi OXOpOHH 3I0POB’s, KA BIUIMBAaE Ha HallioHanbHy Gesmnexy abo 370poB’s Ta Oe3IeKy
rpomazan Croniydenux LlITatiB AMEpUKH, SKi NIPOKUBAIOTE 32 KOPAOHOM, i sxa mop’s3aHa 3
GionoriaauM areHToM(amu) a60 3aXBOPIOBAHHSM 9H CTAaHOM, SAKuH MOXe OyTH MOB’A3aHUM 3
taxuM arearoM(amu). Kpurepit 1 Bugadi EUA BKIIOHaIOTE!
o DBionoriunmii areHT() MOXKE CNPUYMHMTH CepiiozHe abo HebesmedHe JUIA OKUTTS
3axXBOPIOBaHH:A 200 CTaH;
e Ha nizicTaBi CyKymHOCTI HasBHUX HayKOBHMX AaHMX (BK/IIOYAIOUM JI@Hi BiIMOBIHIX i mobpe
KOHTPOJEOBAHMX KTiHIYHUX JOCHIIKEHb, SKIIO TaKi €), JOLITBHO BBAKATH, IO
o mpenapar Moxe 6yTH eheKTUBHHM Y JIarHOCTHIL, JIiKyBaHHI abo 3amobiraHHi
cepito3HOMY ab0 HeGe3MeYHOMY IS JKUTTS 3aXBOPIOBAHHIO ab0 CTany; i
O BiZoMa Ta MOTEHNiiHa KOPMUCTH Mpernapary — KOJU BiH BUKOPHCTOBYETHCH JUIL
JiarHocTMKH, npodimakTuku aGo JiKyBaHHA Takoi XxBopoGu aGo cTaHy —
nepeBMILye BioMi Ta MOTEHIiHI pU3KKK Mpenapary, Gepyud 10 yBaru 3HauHy
3arpo3y, CTBOpeHy G10JOriuHIM areHToM(aMu);
e HeMmae BiATOBIHOT, CXBANEHOI Ta HOCTYNHOT anbTepPHATHBHY IIpenapaTy Ml AarHOCTHKY,
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3ano6iraHHs abo HiKyBaHHs cepiio3HOro abo He6E3MEUHOro IS XKUTTS 3aXBOPIOBAHHSA abo
CTaHy.

3ATBEPJUKEHI JIOCTVITHI AJIBTEPHATHBH

ITpenapat Bexnypi (pemuecusip) cxsanenuit FDA qns nikysanas COVID-19 y nopocimx i niTei
(BixoM He MeHIUE 28 JIHIB Ta 3 MacOIO Tilla He MEHLIE 3 KT) 3 TO3UTUBHAMM PE3y/IbTaTaMU IIPSIMOro
TecTyBanHs Ha Bipyc SARS-CoV-2, siki He 6y rociitanizosasi ta mators COVID-19 nerkoro
Ta CepeIHBOTO CTYNEHIB TSHKKOCTI 3 BMCOKMM PU3HKOM MNpPOTPECYBaHHI [0 THKKOL dbopmu
COVID-19, BxiouHO 3 rocmitamizamiero abo JeTalbHUM HacligkoM. Bexiypi 3acTocoBYIOTH
LLTIXOM BHYTPilHB0BEHHOT iH(y3il i3 3arabHOI0 TPUBATCTIO JIIKYBaHHS 3 JiHI.

Xoua Bextypi € cXBasleHUM allbTEPHATUBHUM nperapaToM juis nikysanus COVID-19 nerkoro ta
CEpENHBOro CTYIEHIB THKKOCTI Y JOPOCIMX 3 IIO3UTUBHUMMU PE3YNBTATAMH IIPAMOTO TECTyBAHHA
Ha Bipyc SARS-CoV-2, siKi MatoTh BUCOKHit PU3HK NPOrPECYBaHHs 10 TKKOT GopMH COVID-19,
BKJTFOYHO 3 rochiTamizamieto abo netanbauM HaciinikoM, FDA He Bpakae Bexirypi oNTHMAaIBHOO
anmsTepHatuBoro  JIATEBPIO s 1poro J103BOJICHOrO  3aCTOCYBaHHS, OCKiNbKM  HOro
3aCTOCYBaHHs MOXE GYTH HEJIOUiMbHUM ab0 HENMpPaKTHYIHMM JUIA NEBHMX NallieHTIB (30Kpema
TOMY, 10 BUMArac IPOBEJEHHs IIOICHHOI BHY TPIlIHBOBEHHO] iH(Y31i IPOTArOM TphOX IHIB).

[HIi TepaneBTHYHI 3aC06H Hapasi CXBaJeHi JUT TAKOTO CaMOro 3aCTOCYBaHHA, WO # JIATEBPIO.
JlogatkoBy iHdopManilo mpo Bei mpenapatd, CXBajeHi A JiKyBaHHA 260 mpOdirmaKkTHKY
COVID-19, MoxHa 3HalTH 32 NOCUJIAHHAM https://www.fda.gov/emergency-preparedness-and-
response/mem-legal-regulatory-and-policy-framework/emergency-use-authorization .

Jlna oTpuMarHs iHbopMartil mpo kiiniusi gocnimkenna JIATEBPIO Ta inmux npenapatis ajis
nikysaaas COVID-19 nue. www .clinicaltrials.gov.

2 CIIOCIB 3ACTOCYBAHHSI TA 103U

2.1 fo3yBauns s excrpenoro 3acrocyBanus JJATEBPIO y nopociux naunienTis

J{03a J71s1 OPOCTHX TalieHTiB CTaHOBHTH 800 Mr (4oTHpH Kancyu 1o 200 mr), SKi MpUAMAIOThCA
IepopaIbHO KOXKHi 12 oM NpoTAroM 5 AHiB, 3 Dxero abo 6e3 Dxi [ous. Kniniuna gapmaxonozia
(12.3)]. Cnin npuiimaru JIATEBPIO sixoMora mBMALIE IICIIsSt BCTAHOBJIEHHS niarnozy COVID-19
Ta IPOTATOM 5 JHIB MicNs NOsIBH CHMITOMIB [Oue. [Jo3ein na eKcmpeHe 3aCMOCY8AHHA (1) ma
Kniniuni oocniosxcenna (14)].

3aBepIUeHHs TOBHOTO S5-IEHHOrO Kypcy JIKyBaHHA Ta MpPOJOBKEHHS isonsuii 3rigHo 3
pEKOMEH/IAlliAMH OpraHiB OXOPOHH 3[0POB’S BAXIIUBI Il MAKCHMAJIbHOTO KJIipeHcy Bipycy Ta
MiHimisauii Tpancmicii SARS-CoV-2 [oue. Inopmayia ona koncynemyesanns nayienmis (17)].

JIATEBPIO He cxpanenusl [is 3aCTOCYBaHH JOBIIE 5 IHIB HOCILIB Yepes Te, o Horo Gesnexy
Ta €(EKTHBHICTb HE BCTAHOBJIEHO.

Sxwo mariedt npomyctus x03y JIATEBPIO npotarom 10 romus micis 3BAYaHHOTO 4acy
IIpUifoMy, TIAIli€HT MOBMHEH NPHAHATH i AKOMOra IIBUAIIE i BiIHOBUTH 3BMYAHHMH rpadix
[03yBaHHA. SIKIO MamieHT NpoIycTHB Ao3y Ginpm Hix Ha 10 romuw, HayieHT He MOBUHEH
NpUIMaTy IPOMYIUEHY 03y i 3aMiCTh 1BOr0 Ma€ NPUMHATYA HACTYIIHY A03Y B 3arjaHOBaHUH Jac.
[NanieHT HE MOBKMHEH MOBOIOBATHU 103y, OO HAMOIYXKUTH NPOIYIIEHY 103Y.




SIKWO mauienTy NOTpi6HA rocniranizauis micnd movarky jikyeaHHs npenaparom JIAIEBPIO,
HAITIEHT MO3Ke 3aKiHYUTH NOBHHUH 5-JEHHUM KypC JiKyBaHHs Ha pO3CYA MEAMYHOrO NpalL(iBHUKA.

2.2 KopurysaHHs! 1034 y OKPEMHX IpyIl NALi€HTIB
He pexoMeH/IyeThcd KOPUIYBAHHS O3M y 383Ky 3 HUPKOBOIO 260 NEYiHKOBOK HEJIOCTATHICTIO
a60 y malieHTiB TiTHROTO Biky [Ous. 3acmocysanns y ocobnusux zpyn nayicumie (8.5, 8.6, 8.7)].

3 JIKAPCBKA ®OPMA TA TO3YBAHHA
Kancynu no 200 mr. Herposopi karicynu posmipy 0, momapanueBoro konsopy (Swedish Orange).
Kancynu MicTaTh KOpIopaTHBHHUI JIOTOTHUI Ta «82», HaHeCeHi GLIMMM YOPHHUIIAMH.

4 IIPOTHIIOKA3AHHSA
Ha oCHOBI 06MeXeHUX HasBHUX JaHMX IHOJI0 EKCTPEHOro 3acTocyBanHs npenapaty JIATEBPIO,
cxBaneHoro 3rigHo 3 uM EUA, nmpoTunokasats HE BUABJICHO.

5 OCOBJIMBOCTI 3ACTOCYBAHHAA
Koriniuni nani momo JIATEBPIO o6MexeHi. MoxyTh BUHMKAaTH CEpHO3Hi Ta HeodiKyBaHi MoGiuHi
peaxuiii, mpo sxi paHiiue He mosigoMisnocs npu 3acrocysanni JIA'EBPIO.

5.1 Em0piodeTanbHa TOKCHYHICTH

Ha nipcraBi pesynbTaTiB gocnimkeHb pernpoxykruHoi ¢ysxkuii y TBapun, JIATEBPIO moxe
3aBJaTH IIKOAH IUIOAY IPH 3aCTOCYBaHHI BariTHUMHU ocobamu. BincyTHi nani npo 3acTocyBaHHS
JIATEBPIO y BariTHuUX >KiHOK IS OLIHKH PU3UKY BHHHKHCHHS CEPHO3HMX BPOUKEHMX Bal,
BUKHAHS a60 HECHPUATIMBUX HACIiJKiB s Marepi abo IUo#a; ToMy JIATEBPIO =e
PEKOMEH/IyEThCSA 3aCTOCOBYBATH Mifl yac BaritHocTi. IIpu posrmsai 3actocysaunns JIATEBPIO y
BariTHOT 0COOH, MEAMYHME TIpalLliBHMK, AKHi IpU3HAYAE JIIKapChKUi 3aci6, TOBUHEH MOBIAOMHUTH
TIpO BiZIOMy Ta NOTEHIiHHY KOPHUCTb Ta IOTeHUiiHI pusnku 3actocysanus JIATEBPIO nip vac
paritHocTi. JIATEBPIO cxBajeHuii 11 IpU3HAYeHHs BariTHAM JIMIIE MiCNA TOro, K MEANYHUHA
NpaliBHUK BU3HAYMTE, IO KOPUCTH NEPEBHIIYE PH3MKH JIJI OKPEMOT'O NauieHTa. SKILo NPUAHATO
pimenns npo 3acrocysadus JIATEBPIO min 4ac BariTHOCTi, MEMMYHMH NpAUiBHUK, AKMH
Npu3HAYac JiKapchKUi 3acif, MOBYMHEH 3aJ0KyMEHTYBAaTH, IO BariTHy MOiHGOpMOBaHO IPO
Bi/lOMy Ta MOTEHIiiHY KOPMCTb Ta NMOTEHUiHHI pusuMku 3actocyBaHHsa JIATEBPIO mip wac
BariTHOCTI.

Cnix mopigoMuTH 0C06aM pENpPOLYKTHBHOrO BiKy NMpO NOTEHUIHHMMA DU3MK Ad MIofa Ta
IOPaJHTH BHUKOPHCTOBYBaTH e€(peKTUBHMIA METOX KOHTPAIENil HANEKHUM YMHOM i MOCTIHHO,
AKINO 1e HeoOXimHo, mim dac nikyBaHHs mpenapatoMm JIATEBPIO i nporarom 4 jguiB micis
npuiioMy OCTaHHBOT 03U [Oue. 3acmocysannsny ocobnusux zpyn nayienmie (8.1, 8.3) i Joxniniuna
moxcuxonozis (13.1)].

[lepen mnouatkom Jikyeauus mnpemapatoM JIATEBPIO cnix ouinuts, 9u € ocoba
PENPOLYKTMBHOTO BiKy BariTHO 4YM Hi, SKIO € KIiHiuHi noxasanHd. CraTyc BariTHOCTI
HeoGOB SI3KOBO TiATBEPIAXKYBATH Y MAIliEHTIB, AKI IPOMIIITHA NOCTIHHY CTEpUIi3aNio, B JaHAN Yac
BHKOPHCTOBYIOTh BHYTDIIIHEOMATKOBI CHCTEMH a60 NPOTM3AIUIIAHI imMIUiaHTaTH, abo y SKUX
BariTHICTh HEMOXIMBA. Y BCIX iHIUMX BHIIAAKAX CNif OLiHUTH, Y4 BaliTHA NMAllieHTKa, Ha OCHOBI
MIepIIOro XHA OCTAHHBOI MEHCTpYauii y ocif, sKi MaloThb PeryNsSpHUM MEHCTPYaNbHUA LMK, I
BUKOPHCTOBYIOTh HailHMii METOA KOHTpAaLEeNuil HaleXHUM YHMHOM Ta MOCTi#HO abo MaloTh
HeraTuBHUI TecT Ha BariTHicTh. TeCT Ha BariTHICTL PEKOMEHIYETHCS, SKIIO y 0cO6M HEperyiapHi
MEHCTpYyanbHi LUKIY, SKIO BOHA HE BIEBHEHA y MEPIIOMY AHi OCTAHHBOIO MEHCTPYanbHOIO




LUKIy a60 He BMKOPUCTOBYE e(EKTHBHY KOHTPAUEILIIO MPAaBUIBHO Ta nocriitHo (Ous.
Ingpopmayin 6 pamyi).

5.2 TinepuyTyinBicTh, y TOMY YncIi anadinakcis

TToBiOMIIIIOCS TIPO PEAKIIT MiepYyTIMBOCTI, y TOMY 9HcIli aHadiTakcito, M/ Yac 3aCTOCYBaHH
JIATEBPIO. V pasi BHHMKHEHHA O3HaK Ta CHMITOMIB KIiHIYHO 3HAuyIIOf peaxiiil
rimepuyTnuBocTi a6o aHadinakcii i HeraHO NPUIMHUTH NPUHOM JIAT'EBPIO Ta mouatu
BiZNOBiAHY dapMaxoTeparnito Ta/a6o CHMITOMATUYHY TEPAILIO.

5.3 ToxkcH4HiCTD JJIs1 KicTOK i XpsIiB

JIATEBPIO He cxBaleHuMii 1Isl 3aCTOCYBaHHA y NALieHTiB BikoM JI0 18 poKiB, OCKLIbKU Lie MOXKE
BIUIMHYTY Ha PiCT KiCTOK Ta XpsuiiB. TOKCHUHICTh 1A KiCTOK i XpsimiB crocTepiranacs y Uypis
micas 6araTopasoBOro 3acTOCYBaHHS [Ou. JJOKMIHIUHQ MOKCUYHICMb (13.2)]. besmeka Ta
edextusnicts JIATEBPIO He BcTaHOBNEHi y mitedt [Ous. 3acmocyséanns y ocobnusux zpyn
nayicumis (8.4)].

6 NOBIYHI PEAKII

6.1 ITo6iuni peaxuii, BusBIeH] y KIiHiYHAX JOCTIKEHHSIX

ITlix uyac KIIHIYHOro MAOCHI/PKEHHS, MPOBEICHOrO [Ull CXBal€HHA EUA JIAT'EBPIO,
croctepiranucs HacTymHi mo6iuri peakuii. YactoTa mobivHMX peakuii, sxi CIoCTepiramcs B IMX
KIHIYHMX JOCTi[DKEHHSX, HE MOXE NpsAMO MOpiBHIOBATHCA 3 YacTOTOK B KITHIYHUX
JOCTIIKEHHsIX {HIIOTO TIpenapary i MoXe He BiZoGpakaTH 4YacTOTy, IO CHOCTEpiracThes Ha
npaktuni. JlomatkoBi noGiuHi sBHMINA, MOB’A3aHI i3 3aCTOCYBAaHHAM JIATEBPIO, MoxyTh
BHSBJIATHCS IIPY GilbLI INMPOKOMY BUKOPUCTAHHI.

3aranom nonas 900 cy6’exris orpumysami JJATEBPIO y nozi 800 mr nBiui Ha 100y B KJIiHIYHHX
nocrimkennsix. Oninka Geznexu JJATEBPIO B nepmy depry 6asyerbcs Ha aHanisi cy6’eKTiB y
Ilens 29 nocnimxenns Pasu 3 y Herocniranizosanux cy6’eKTiB 3 COVID-19 MOVe-OUT) [ous.
Kniniuni oocnioncenns (14)].

Beaneky 3acrocyBanHs JIATEBPIO ormiHioBaq¥ Ha OCHOBI aganisy nojgiiiHOro CIninoOro
nocnimkenns @azu 3 (MOVe-OUT), B sikomy 1411 werocnitanizopanux cy6’extis 3 COVID-19
6ynu panzomizoBaHi [t NikyBaHHs npenapatom JIATEBPIO (N=710) a6o mnanebo (N=701)
nporarom 5 juiB. I1o6iuHUMH ABHUIAMH BH3HA4€HI Ti, PO sIKi HOBiOMIAIIOCA, KOMU Cy6’€KTH
nepeGyBay y A0cHipkenHi aGo npoTaroM 14 mHiB micns 3aBepLueHHs/ TIPHITUHEHHS JIOCITiJPKEHHS.

TIpHIMHEHHs 3aCTOCYBaHHS JOCIIUKYBAHOrO Mpenapary yepes NoGiuHe ABUINe crnocTepiraiy y
1% mamientie, ski orpumysama JIATEBPIO, i y 3% mnauieHTiB, sKi OTpUMYyBaju ranebo.
Cepitosni no6iuni peakuii cnocrepirany y 7% cy6’€xTiB, AKi OTpUMYBaIH JIATEBPIO, iy 10%
cy6’ekTiB, AKi OTpUMyBatM Miane6o; Haitbinbll cepHo3Hi MoGiuHi peakuii Oynu nop’s3aHi 3
COVID-19. Tlo6iuni peakiii, 0 NMpU3BENA AO JETANTLHOTO HACIINKY, BUHUKIM y 2 (<1%)
nanieHTiB, ki orpumysanu JJATEBPIO i 12 (2%) nauieHTis, SKi OTpUMYyBaIy mane6o.

Haiinowmperimi no6iuni peaxuii B rpyni nikyannsa npenaparom JIAIEBPIO y JOCTiIKEHH]
MOVe-OUT npexcraeneni B Tabmuni 1, yci Bonu 6yid 1-ro cTynens (nerxi) a6o 2-ro crymneHs
(roMipHi) TSKKOCTI.
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Ta6auus 1: Io6iuni peakii, mo BUHAKAIOTH y Ginpme Hixk 1% cy0’€kTiB, sIKi OTPUMYIOTH
JIATEBPIO B pociimkenni MOVe-OUT*

JIATEBPIO N=710 Ilnanedo
N=701
Hiapea 2% 2%
Hynota 1% 1%
3anaMopoUeHHA 1% 1%
*UacroTa NOGIYHMX peakiiii 6asyeThes Ha BCix INOGIYHMX SBUINAX, IOB’A32HHX i3
3aCTOCYBAHHAM JIOC/II/UKYBAHOrO TIPEnapary Ha AyMKy HOCHiTHHKA.

Bioxunenns y 21a60pamoprux NOKA3HUKAX

OxpeMi BifxwieHHs y naboOpaTOpHMX IOKasHMKax 3 i 4 CTynmeHiB y HiloxiMiyHMX aHaji3ax
(ananinaminoTpancdepasa, acnapraraMiHoTpaHcdepasa, KpeaTHHIH i ninasa) i reMaTONOriYHUX
aHanizax (reMorno6id, TPOMOOIMTA Ta JIEUKOLKMTH) CIIOCTEpirajiucs 3 4acTOTO MEHIIC abo
piBHOIO 2% i MaKM OAHAKOBY HACTOTY B IPYMaX AOCIi/UKEHHA MOVe-OUT.

6.2 Jloceix micaspeecTpaniiHOro 3acTOCyBaHHA

Ilin wac micaspeectpauiiinoro 3actocysanus JIATEBPIO Gynu BusBlieHi HIKYe3a3Ha4deH1
o6iuni peaxiii. OCKibKH MOBIOMIIEHHA PO i peakilii HaTXOXHIK n0GpPOBINBHO Bij MOMynALil
HEBHM3HAYEHOT YHCENBHOCTI, HE 3aBXI¥ MOXXHA JOCTOBIDHO OLIHUTH IXHIO 4acTOTy abo
BCTAHOBUTH NPHUMHHO-HACIHKOBHH 3B’ 430K i3 3aCTOCYBaHHAM IIpENapary.

Po3znaou 3 6oxy imynnoi cucmemu
rinepuyTiuBicTs, anadinakcis, aHrioHeBpoTHUHUH HaOpsaK [Ous. Ocobnugocmi 3aCMOCYGaHHA

(5.2)]

Posznadu 3 6oxy wikipu ma niouLKipHot KiimKOSUHY
epuTEMa, BUCHII, KPOIIMB’ IHKa

6.4 OGoB’s13K0Be 3BITYBaHHS NPO cepiio3Hi MOGIYHI IBAMA Ta JIIKaPChKi NOMUJIKH
MenuyHHH MpaliBHUK, AKHM TpU3Hadae JiKapchKi 3aco0m, Ta/abo YNOBHOBAXCHA ocoba
MEIWYHOrO MpalliBHMKA BiANOBiJaibHi 3a 0GOB’I3KOBE 3BITYBaHHS IIPO BCi cepiio3Hi nobiyHi
sBuua* Ta JMiKapceki MOMMJIKM, AKi MOXYTh GyTH NOB’A3aHi 13 3aCTOCYBaHHAM JIATEBPIO,
npoTsiroM 7 KaleHJapHUX JIHIB ILCHS TOro, K MEJWHHMH NpauiBHHUK Ai3HABCSA TPO SBHILE,
BuKopucToByloun ®opmy 3500 FDA (indopmauito mpo Te, K OTpUMATH JOCTYI KO i€l popmu,
quB. Hwk4e). FDA Bumarae, mo6 Taki nosigomienHs yepes ®opmy 3500 FDA, Bxmouany
HACTYIIHE:

o Jlemorpadiugi Ta OCHOBHI XapaKTepHCTHKHM TaUi€HTIB (HaNpHKiIaL, inenTudikarop
nainieHTa, Bik a60 1aTa HAPOIKEHHS, CTaTh, Bara, CTHIYHA IPUHATIEXKHICT Ta paca)

e 3assa «3acrocysanns JIATEBPIO mns COVID-19 srigso 3 Jlo3BonoM Ha €KCTpeHE
sacrocyeands (EUA)» min 3aronoBkoM «OnHmiTe siBHINE, TPoGiremMy 200 nNoOMHJIKOBE
32CTOCYBAHHS Npenaparty/JiKapcbKy NOMHIKY»

e Indopmauis npo cepiiosne moGidHe sBHe 60 NTiKapchKy NOMIIKY (HaNpUKIIaj, O3HaKH Ta
CHMITTOMH, [aHi TecTiB/1abopaTopHUX aHAII3iB, YCKIIaHEHHS, TEPMiHKM IOYATKy MPUHOMY
npenapaTy W00 BHHMKHEHHS SBMIIA, TPUBANICTL ABHINA, JIKYBaHHS, HeoOXiaHe s
HOM’SKIIEHHS SBMILA, [OKA3M IONIMIIEHHS/3HAKHEHHS SBHLIA MNC/AS [PUITMHEHHA
3aCTOCYBAHHS 260 3MEHIIEHHA JO3H, JOKa3U NOBTOPHOI MOABM SBHIIA ICIA NOBTOPHOTO
3aCTOCYBaHHs, KJIIHIYHI pe3yIbTaTH).

o Tlomepeani 3aXBOpIoBaHHSA NALiEHTA Ta BAKOPHCTAHHA CYIIYTHIX npemnaparis
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e Indopmarlis mpo mpenapar (Hanpukian, A03yBaHHS, criocib 3acToCyBaHHS, HalllOHAIBHUH
xoz nikapcekoro 3acoby (NDC) Ne).

IToBigomeHHs npo Mo6iuHi SBUIA Ta JTIKapChKi TOMUIIKK CIIiJL HaJCHIIATH 32 IOTIOMOrOto ®opmu
3500 mo FDA MedWatch B oqyH 3 HaCTyIHHX CII0CO0iB:
e 3anoBHITH Ta HAMIILIITE IOBIIOMIICHHS OHJIAMH: www.fda.gov/medwatch/report.htm
e 3anoBuirs Ta HamimuliTe @opmy 3500 FDA, 3i cruta4eHuM NEpecuaHHIM
(https://www.fda.gov/media/76299/download) i moBepHiTh:
o Hanicnasmm nomrroio g0 MedWatch, 5600 ®imep3s Jleis, Poksins, MD 20852-
9787, abo
o Hapicnasmu ¢axcom Ha HoMep 1-800-FDA-0178, abo
e 3arenedonyiire 3a Homepom 1-800-FDA-1088 s sanuty dhopmu

Kpim Toro, cnip Hajaty Komito ycix ¢popm FDA MedWatch no:
«Mepk 1llapn i qoywm JIJIC», Paxseii, Heto-[hxepci CLLIA
dakc: 215-616-5677

Enexrponsa nowra: dpoc.usa@msd.com

MenuuHuii OpaiiBHUK, AKMA Npu3Hadae JHKapchKi 3acobM, Ta/abo yMOBHOBAXCHA ocoba
MEIMYHOro MpalliBHMKA BiANOBiAAIOTH 32 HanaHHi 00OB’I3KOBUX Bignosizei Ha 3aruH FDA
w0710 iHdopMarii mpo Mo6idHi ABAILA Ta JIKAPCHKi NOMMIIKH ITiCIA 3aCTOCYBAHHS JIATEBPIO.

*Cepito3Hi 1100iuH] ABUIIA BU3HAYAIOTECA AK:

e JleTanpHUM HACTIOK;

e [lob6iuHe ABHUIIE, 11O 3arPOXKYE KUTTIO;

e CrauionapHa rocuiranizaiis abo IpoOBXEeHH FIOTOYHOT rocHiTaizanii;

o TlocTifiua a60 3HAaYHA iHBAIiAHICTH a60 iCTOTHE MOPYIUEHHS 3MATHOCTI BUKOHYBATH
HOpMaJIbHi KUTTEB] ByHKILIT;

e BpokeHa aHOMais/BPOHKEHAH nedexr;

e IHIle BAXIIMBE MEIMUHE SBUIIE, IKE MOXeE MOTpeOyBaTH MENMYHOro abo Xipypriydoro
BTPYYaHHs 3 METOIO 3amobiraHHs CMEpTI, SIBUIIA, IO 3arpoXye XHUTTIO, rocmiranizanif,
iHBastimHOCTI 460 BpOMKEHiM aHOMAII.

6.5 Inmi BaMorn 0 3BiTHOCTI

Menuuni 3aKiagd Ta TOCTAYAIBHMKA MEMMYHHX TIOCITYT MOBIXOMJIATHMYTH TEparceBTAYHY
iHbOopMaIiifo Ta [aHi PO BUKOPUCTAHHA 3TiIHO 3 KEPIBHUIITBOM MinicTepcTBa 0OXOpPOHHM 3[10POB’S
Ta coliansHux ciryx6 CIIA.

7 B3BAEMOJISI JIKAPCHKHX 3ACOBIB

Ha migcraBi 06MeEXEHHX MOCTYITHUX AaHMX 3 EKCTPCHOrO 3aCTOCY BaHHS JIATEBPIO, cxBaneHoro
sriggo 3 tuM EUA, He 6yJ0 BHABIECHO XOJHOI JiKapchKOl p3aemopii. Kuiniuni JociipKeHHA
nikapeskux Bzaemoxiit JATEBPIO i3 cynyTHiMu IpenapaTaMy, BKIXOHaI0IH g npenapaty A
nikysautss COVID-19 jerkoro Ta cepeiHbOro CTyTEHIB TSDKKOCTI, He mposoaunmcs [oue.
Kniniuna papmaronozia (12.3)].

8 3BACTOCYBAHHSA Y OCOBJIMBHX I'PYII ITAITIEHTIB
8.1 BarirnicTh
[Iporpama crocTepeKeH s 32 BariTHICTIO
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IcHye TporpamMa CIOCTEpPEXEHHs 3a BariTHICTIO, 3TIAHO 3 SKOIO 3IIACHIOETECS KOHTPOJIb 32
pe3yIbTaTaMy BariTHOCTI y ocib, ski 3actocopyBayu JIATEBPIO min uac paritaocti. MeIuuHUM
NpaliBHKEK, [0 TPU3HAYa€e JIiKapChKi 3aco0M, MOBMHEH 3aJ0KyMEHTYBaTH, IO BariTHa Oyna
noindopMOBaHa TIpo IPOrpamy CIIOCTEPEKEHHs 32 BariTHICTIO KommaHii «Mepk Hlapn i Joym»
3a HoMepom 1-877-888-4231 aGo wuepe3 pregnancyreporting.msd.com. SIkmo BariTHa ocoba
TOTOUKY€EThCS GPaTH YUacTh y IPOrpaMi CIOCTEPEXEHH S 3a BariTHICTIO Ta IO3BOJIAE MEITTHOMY
TpaLiBHAUKY, L0 PU3HAYAE JTIKaPChKi 3aC00H, PO3KPUBATH KOHKPETHY indopmaiiiio npo nauieHTa
xommanii «Mepk Illapn i Jloym», MeAMYHMH NpauiBHUK, [IO MPHU3HAYAE nikapceki 3acobm,
[IOBMHEH HaJaTH iM’s TalieHTa Ta KOHTakTHy iHdopmaiio xomnaHii «Mepk [lapm i Joym».
Baritai ocobu, sxi npuiimamua JIAIEBPIO, Takox MOXYTh ITOBIZIOMUTH NpO HOro BILIUB,
3pepHyBIIMCh 10 «Mepk Iapn i Jloym JIJIC», Paxsen, Heto-IIxepci CLIA 3a Homepom 1-877-
888-4231 abo uepes pregnancyreporting.msd.com.

PesioMe pH3UKIB
3rifHo 3 JaHUMH, OTPUMAHUMH y JOCII/DKEHHSAX Ha TBAPHUHAX, JIAT'EBPIO mosxe 3aBaaTyl IIKOJAU

IUTOZY TIpY BBEJIEHHI BaritTHUM ocobaM. BiacyTHi fiani mpo 3acTocyBaHHs JIATEBPIO y BariTHHX
IHOK U1 OLIHKH PU3UKY BUHMKHEHHS CCPHO3HIX BPOJDKEHMX Bajl, BUKH/IHS 200 HECTIPUATIIMBHX
HacninkiB i marepi a6o mnona; Tomy JIATEBPIO He pekoMeHIy€ThCA 3aCTOCOBYBATH nig yac
BaritHOCTI (Oue. Tngpopmayis 6 pamyi ma Ocobnusocmi sacmocysanus (3.1)]. Y JIOCITIKEHHI
OIIiHKY BILIMBY Ha PENpPOAYKTUBHY (PYHKLIO Y TBapuH NEpOpaNbHE BBEACHHS MOJIHYIipaBipy
BariTHUM IMypaM y Mepiofi OpraHoreHesy IpH3BOAuIO 10 eMOpioderanpHol sarubeni Ta
teparorenHocti mpu excrosuiii NHC (N4-rigpoxcuuuruaus) y 8 pasis Ginbiue, HiX Yy JIOAUHYA
TIpY PeKOMEH/IOBAHMX Jo3ax [yist momuau (PIUT), i 3aTpuMui pocTy o npy excniozunii NHC
>3 pasu, HiK y moguau npu PIUL TlepopanbHe BBEACHHA MOJIHYIIipaBipy BariTHMM KpOJHKaM y
TepioJ; OpraHoTeHe3y MPU3BOMIIO 0 3HWKEHHS MacH TiNa Iofia IIpK excriosunii NHC y 18 pasis
Ginbwe, Hix y momued npu PIUL (Ous. [awi). Tlpu po3risfi MUTaHHA IPO 3aCTOCYBAaHHA
JIATEBPIO s BariTHOT 0cOOM, MEIWYHHI NpalliBHUK, KUK MpH3HAYa€E nikapceki 3acobwu,
[IOBHMHEH MOBIOMUTH IIPO BilOMy Ta HOTEHUiHHY KOPHCTh Ta MOTEHUIHHI PU3UKH 3aCTOCYBaHH:
JIATEBPIO mix gac paritrocti. JJATEBPIO MOxHa pU3HaYaTH BariTHUM 0co0aM TUIbKHU IICHs
TOro, K MEJUYHMH MpaliBHUK, SKUH TpHU3Ha4ae JKApChKi 3aCO0M, BU3HAYMTH, IO KOPUCTH
IEPEBUILYE PU3UKU Ui OKPEMOro mallieHTa. SIKINO MPUHHATO DIIEHHA NIPO 3aCTOCYBaHH
JIATEBPIO min yac BariTHOCTi, MEJWUYHMH MpaiiBHUK, SKUM NPU3HAYAE JiKAPCHKAMH 3acio,
ITOBUHEH 3aI0KYMEHTYBATH, 110 BATiTHY NOiH(OPMOBAHO MPO BiIOMY Ta NOTEHLIAHY KOPHCTE Ta
noTeHuidHi pusukn 3acrocysanns JJATEBPIO mnix gac BaritHocTi (Oue. Ingpopmayia 6 pamyi).
[CHYXOTh PU3MKH I MaTepi Ta IUIOAa, NI0B’A3aHi 3 BiICYTHICTIO JiKyBaHHs COVID-19 nin 4ac
BariTHOCTI (Ous. Kuiniuni MipKyBanus).

I[lepen6aayBanuit GOHOBHN PHU3MK BMHWKHEHHS CCPHO3HUMX BPOJDKCHHMX Baj Ta BUKWJHIB Y
3a3HaueHiil momynsanii He Bigomwmil. Bynp-sika BaritHicTb Mae (OHOBHH PH3UK BPOJDKCHHMX
febeKTiB, BUKAAHA 49X [HIUMX HETaTHBHUX pe3yNbTariB. ¥ saranphii monynsii  CIIA
nepenbauysanuii HOHOBHH PU3UK BUHUKHEHHs CEpHO3HMX BPOJDKCHMX Bal Ta BUKHJIHIB MpH
KJIiHiYHO BHM3HAHIM BariTHOCTI cTaHOBUTE 2—4% Ta 15-20% BianoBigHo.

Kiiniuai MipKyBaHHA

Pusux 0ns mamepi ma/abo embpiona/nnooa, nos A3anui i3 30X60PIOSAHHAM

COVID-19 i yac BariTHOCTI acOIIOETHCA 3 HECHPUATIMBAMH HACHiIKAMH JUTs MaTepi Ta [IoAa,
B TOMY YHCJIi 3 IPEEKIIAMIICIEIO, EKJIAMIICIEI0, IEpEAYACHIMH OJIOraMy, NIEPEAYacCHUM PO3PUBOM
TI00BAX O6OIOHOK, BEHO3HUM TPOMGOEMOOIIYHAM 3aXBOPIOBAHHAM Ta 3arubesuiio mioja.
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Hani

Hani 3 0ocniodcenb Ha MEAPUHAX

V nmocmimxenHi em6pioderansHoro possutky (E®P) nHa wmypax MOJIHYIIipaBip BBOAWIM
HIepoOpasIbHO BariTHUM igypam y nosi 0, 100, 250 a6o 500 Mr/Kr/no6by 3 6 mo 17 mHi BariTHOCTI
(/IB). MonHymipasip TakoX BBOJMIM NEPOPATBHO BariTHAM Iypam y 1o3i 1o 1000 mr/xr/noby 3
6 no 17 JIB y monmepemapomy mociimkensi E®P. EmGpiodeTansHa TOKCHYHICTS BKIIOHANA
NOCTIMIUTAHTALHI BTpaTH, BaAM PO3BMTKY OKa, HUPOK, OCHOBOTO CKeNeTa i pebep TpH A03i
1000 mr/xr/no6y (y 8 pasis Ginbuie, Hix excriosuis NHC y moaunu nipu PIUL) i sHIOKCHHSA MacK
TiNna moaa Ta saTpuMKy ocuikauii npu 103i >500 mMr/kr/no6y (B 3 pasu Ginbiie, HiX eKCIO3MLis
NHC y momunu npu PJJI). EmOGpioderansHa TOKCHYHICTH HE crocTepiranacss mpH 03I
<250 mMr/kr/no6y (Mertue, Hix excrnosunis NHC y moauau npu PJUJT). Toxenusicts and marepi
BKJIIOYANa 3MEHINEHHS CIIOKMBaHHA DXKi Ta BTpaTy MacH Tiia, WO MNPHU3BENO A0 PaHHROro
YMepTBIHHS JIBOX 3 IIICTHAALSATH TBAPKH 1pH 7103i 1000 Mr/Kr/n00Y, Ta 3MEHIIEHHA Habopy MacH
Tiya npu 103i 500 mMr/kr/no6y.

V nocnimkenni EQP Ha xpolukax MOJHyINpasip BBOIMIN TEPOPATLHO BariTHUM KPOJHKaM Yy
nosax 0, 125, 400, a6o 750 wmr/kr/mo6y 3 7 mo 19 JIB. Em6pioeTanbHa TOKCHYHICTD
o6MexyBaacs 3HIKEHHAM MacH Tina Iiofia npu no3i 750 Mr/kr/nofy (B 18 pasis Ginblue, HK
excnosutis NHC y momunu npu PIJT). EmGpioderansHa TOKCHYHICTb HE cocTepiraiaca npu
11031 <400 mr/kr/n06y (B 7 pasiB 6inbiue, Hix excrosuuis NHC y momunu npu PIUT). Tokcu4HicTh
UIS MaTepi BKITIoYa/a 3HIKEHHs CIOXKMBaHHA Ki T2 HabOpy MacH Tina, a TaKoX BiIXWJIEHHS BiJ
HOPMH Y KaJIOBOMY 3pasKy IpH 103i 750 Mr/kr/mo0y.

V ROCHiIKEHHi Tpe- i OCTHATANBHOrOo PO3BHUTKY MOJIHYIpaBip BBOAHMIM NMEPOPAILHO CaMKaM
wypis y mozax o 500 mr/kr/no6y (moaiGuo o excnosuuii NHC y moauxu npu PJIJI) 3 6-ro JIB
1o 20-ro us jgakTtanii. YKoJHUX peakuiif y OTOMCTBA HE CIIOCTEPIratocs.

8.2 JlakTanis

Pestome pusnkiB

BixcyTHi naHi mpo mpucyTHicTH MonHymipasipy a6o Horo meraGomiTiB y rpyaHoOMy MoJioni
momuun. NHC 6y10 BHABIEHO B IUIa3Mi IOTOMCTBA ILIypiB, fKi TOIyBald MOJIOKOM Ta SKMM
BBOIIM MOJHYIipaBip (Oue. [awi). Hesifomo, UM BIIMBAE MOJHYMIpaBip Ha JMTHHY, sKa
3HAXOIUTHCS Ha IPYAHOMY BUIOJOBYBAHHI, Ta YH BIUIMBAE Ha PiBEHB JaKTaLlil.

Bepy4u 10 yBard MOXIMBICTh NOTEHLiHHMX MOGIYHMX peaxuiit y Hemosnar Ha JIAIEBPIO,
IpyJHEe BHIOJOBYBaHHS HE PEKOMEHJYETBCA MiJl Yac JIKyBaHHA MPENapaToM JIATEBPIO Ta
npoTsaroM 4 JHiB rmicns npuifoMy octanHpoi fosu. JXKiHka, dKa rogye rpyabMu MOXE pO3TJIAHYTH
IMTaHHA [PO MNpPUIMHEHHS TIPYAHOrO BHIOJOBYBAaHHS, a TaKOX pPO3IJIAHYTH MOXJTMBICTB
3IiKyBaHHA Ta yTWiizauii rpyJHOro MoJoKa Il Yac JIKyBaHHA Ta IPOTArOM 4 puiB micns
npuitomy octanuboi 103u JIATEBPIO [ous. Ocobausocmi 3acmocysarnns (5.1, 5.3)].

Jani
Ilpy BBeACHHI MONHYIipaBipy Iypam, WO FOAYIOTb MOJIOKOM, Y no3i >250 mr/kr/nody B
JocTipKeHH] npe- i mocTHaraneHoro possutky, NHC Gys BUABNEHHH y NasMi OTOMCTB, IO

nepebyBajo Ha [PyAHOMY BUIOJIOBYBaHHI.

8.3 XKinku Ta 40/10BiKH PENPOIYKTHBHOIO BiKY
3rigHo 3 HocnimpkeHHaMU Ha TBapuHaX, JJAIEBPIO mMoxe 3aBaarTu IKOAM TUIOAY IpH BBEICHHI
BariTHUM ocobam.
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TecTyBaHHA HA BATITHICTE

Ilepex mouarkoM nikysamHs mpenapatom JIATEBPIO cmix ouinutd, =4 € ocoba
PENpOAYKTHBHOrO BiKy BAariTHOK HM Hi, SKIIO € KIIHIiYHI ITOKa3aHHS [ous. Ocobnusocmi
sacmocyeanns (5.1)).

KonTpauenuis
Kinkn

Crnig pexomeHmyBatu oco6aM pENpOTYKTUBHOTO BIKY HAJI©KHMM YHHOM Ta nocTiiiHo
BHUKOPHCTOBYBATH HaiiliHWHl METOJ KOHTpAleNuii, BiANOBIAHO JO TPUBAJIOCTI JIiKyBaHHS Ta
nporaroM 4 HiB micis npuitomy octannroi nosu JIATEBPIO [Oue. Ocobrusocmi 3acmocy8anHs

(5.D].

YonoBiku

Xoua pU3UK BBAKAETHCSA HU3bKUM, NOKJIHIYHI JOCIIIKEHHS 1Jisl MOBHOI OUiHKH NMOTEHLiHHOro
prBy JIATEBPIO Ha mOTOMCTBO CamuiB, sKi OTPUMYBANA MOJIHYTIipaBip, 1€ HE 3aBEpIICHO.
Crnin pexoMeHiayBaTH oco0aM, 5Ki BENyTb AKTUBHE CTATEBE KUTTA Ta MaIOTh napTHepiB
PENPOLYKTHBHOTO BiKy, 3aCTOCOBYBATH HaJiMHHMI METOX KOHTpAUENiil HANEXHAM YAHOM Ta
TOCTIMHO Wi Yac JTiKyBaHHS i MpUHaMMHI NIPoTAroM 3 MicAuiB micns mpuHoMy OCTaHHEOT 1031
JIATEBPIO.

Pu3uK micas 3 MicauiB micis mpuiioMmy octaHubol f03u JIATEBPIO HeBifomuit. JocnimxeHns
U151 BUBUEHHS PU3UKY ICNA 3 MiCALIB TPUBAIOTH.

Pe3y/IbTaTy 3aCTOCYBaHHs MONHYIipaBipy Gy HEOAHO3HAMHUMH (aH1 HITKO MO3UTHBHUMA, aHi
HETAaTHBHUME) B OJHOMY AaHANi3i MyTAareHHOCTI in Vivo PETHKYNOLWTIB i epPUTPOLIUTIB, SAKI
BUKOPHMCTOBYIOTBCA UL BifIOOPaKEHHS IONEPEHBOrO BIUIMBY Ha reMOIOETUYHI CTOBOYpPOBI
KJIITHHE B KICTKOBOMY MO3KY. MosHynipagip He 6yB MyTareHHUM NIPH OLIHLI B IPYTOMy aHatisi
in vivo edinKy (COMATHYHHUX KIITHH) i KICTKOBOro MO3KY (COMATHYHUX KIITHH i CTOBOYPOBHX
KJIiTHH) Y TPaHCTEHHUX IypiB, SXUM BBOJMIA MOIHYTipasip npotrsirom 28 nHiB. Ha Bigminy Big
COMATHMYHMX KIITHH, CTaTeBi KIiTMHH (SAUEKITHHH Ta cHepMma) TMepefaloTh TIEHETH4HY
ingopmanito Bif MOKOMIHHA 0 MOKOMiHHS. V 3allJaHOBAHOMY JIOCTI/DKEHH] 3apOIKOBHUX KJIITUH
YOJIOBIYMX AEUOK Y TPAHCIEHHUX IIypiB Gy/ie OLIHIOBATHCSA NOTEHIliaN MOJHYNipaBipy BIUTMBATH
Ha MOTOMCTBO CaMI(iB, SKi OTpUMyBaTy npenapar [ous. Joxninivna moxcuxonozis (13.1)].

8.4 3acTocyBaHHA y AiTeil

JIATEBPIO He cxBajleHO IS 3aCTOCYBaHHA y NalieHTiB BikoM 10 18 pokis.

TOKCHYHICTb /I KICTOK 1 XpSsIiB criocTepiramacss y 3-MiCAYHOMY TOKCHKOJOTT4HOMY
JOCTi/KeHH] GaraTopa3oBux 703 Ha Iiypax. besnexy ta edexrusnicts JIATEBPIO y JiTei He
BCTaHOBIIEHO [Ous. Ocobnusocmi 3acmocyeanhs (35.3) i JJoxniniuna moKCuKkonozisa (13.2)).

8.5 3acTrocyBanHs y Haui€HTIB JITHHOIO BiKY

YV pocmimxenni MOVe-OUT He crocrtepiranu pisHuui B Gesreili Ta IepeHOCHMOCTi MDX
[AlieHTaMM BiKOM >65 pOKiB Ta MONOMIMMH maiieHTamu, ski orpumysama JIAIEBPIO.
KopurypaHHS 1031 HE PEKOMEHIYETHCSA HA MiACTaBi BIKY. Papmakokinetka (®K) NHC Gyna
NoaiGHOO Y NaLieHTiB NITHBOTO BiKy MOPIBHAHO 3 MallicHTaMyu MONOAWIOro Biky [Ous. Kniniuna
¢apmaronozia (12.3)].
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8.6 Ilopymennss pyHKUIT HUPOK

He peKOMEHTYeThCsl KOPUTYBaHHA 1034 Y TALEHTIB 3 6Y/b-SKUM CTYNIEHEM HOPYINCHHS byHKLiT
HUPOK. HUPKOBH# KIIipeHC He € 3HAYYI|M MUTAXOM elTiMiHaLii i NHC. THopywenss yHxmii
HHMPOK JIETKOro aGo IOMIpHOro CTYTEHIB TSKKOCTI HE MalOTh CYTTEBOTO BIUIMBY Ha ®K NHC.
Xoya ®K NHC ne ouinioBamy y nauientis 3 plUK® menme 30 mi/xs/1,73 M? a6o Ha mianisi,
nopyuieHHs GyHKL{i HUPOX TAXKKOrO CTYINEHIO | TepMiHabHA CTaJlis HUPKOBOT HEZOCTaTHOCTI
(TCHH) He MaTMMYTh 3Ha4HOrO BIUIMBY Ha excrozunito NHC [ous. Kniniuna ¢apmaxonozis

(12.3)].

8.7 Hopywenus GpyHKNil meviHKu

MarmienTaM 3 nopyueHHIM GYHKIIT IEYiHKA KOPUTYBAHHA 03K HE pEKOMEHIYETHCA. JlokuniniuHi
JaHi BKa3yloTh Ha Te, IO HE OYiKyEeThCs, IO NEYIHKOBA eniminania 6yse OCHOBHUM HIIAXOM
puBenenns NHC, TomMy MaloWMOBipHO, WIO Me4iHKOBA HENOCTAaTHICTh BIUIMBATMME Ha
excriosunito NHC [ous. Kniniuna gpapmaxonozia (12.3)].

10 NEPE/IO3YBAHHS

Hemae nocsiny nepemosysadus JIJATEBPIO y moaunu. JlikyBaHHS IIepe03yBaHH JIATEBPIO
[IOBMHHO BKJTIOUATH 3arabHi MATPUMYIOU] 3aX0/M, BKIOHAIOYH MOHITOPHMHI KIIHIYHOTO CTaHy
namiesTa. O4iKy€eThes, o TeMOAiai3 HE NPU3BEIE A0 edexrusHoro BupeaenHs NHC.

11 OITKC

Kancynu JIATEBPIO MicTATs MONHYHIpaBip, aHAIOI HYKJICO3UY, AKHl NpUrHidye penJikaiiio
SARS-CoV-2 musxoM BipyCHOro MyTareHesy i € 5 -i306yTupaTHUM edipoM pUGOHYKIIEO3UIHOLO
ananora N4-rigpoxcururiuny (NHC).

Ximiyna Hassa monHymipaeipy — {(2R,3 S,4R, 5R)-3,4-murinpokcu-5-[(4Z)-4-(rigpoxcuimino)-2-
oxco-3,4-murigponipuminus-1(2H)-in]Jokconan-2-in} METHI 2-METHUINPONaHOaT. Horo
emmipuyna ¢popmyna CisHioN3O7 i Horo mosexyisipHa maca CTaHOBUTD 329,31 r/mons. Moro

CTpyKTypHa hopmya:
OH

|
N

O
ZTI

H4C O N A

CH 3 ’ ,
rl b Y
) OH
MonHynipasip 1€ cO60K0 NOPOIIOK Bi 6ioro 1o makixke 6110ro KONLOPY, PO3YMHHUIA Y BOJI.

Kosmua xancyna JIJATEBPIO f1st nepopasisHOro 3acTOCyBaHHs MicTHTs 200 mr MOJIHYyMipaBipy Ta
HACTYNHi JIOTIOMDKHI PEYOBHHM: KPOCKapMenosa Harpiio, T'iIpOKCHIIPONILENTION03a, MarHito




c¢Teéapar, MleOKpI/ICTaJ'Il‘{Ha LIEJI0JI03a Ta BOJA O4YMIICHA. Obonoska KarcyJinu MIiCTUTB
FalOMCHOS}', 3a1i3a OKCHJ '-IepBOHI/II/I i IIIOKCI/III TUTAHY. )IpyK Ha Kancym HaHeceHo Gimumu
YOpHHTIaMH, IO MICTSTB GYTI/IJ’IOBI/IH CIINPT, 3HCBOIIHCHI/II/I CIIMpT, 130Hp0H1J’IOBI/II/I CriupT, KaJIiro
FlﬂpOKCI/IH, HpOHlHCHI‘HlKOJII:, BOJY OUMUICHY, MICIAK, MlL[HI/II/I PO34YHH aMlaKy i IIIOKCI/II[ TUTaHY.

12 KJITHIYHA ®APMAKOJIOT'TSL

12.1 Mexanizm aii

MonHymipaBip € TNpodikamp 3 TPOTHBIPYCHOK aKTHBHICTIO IIPOTH SARS-CoV-2. Bin
MeTaboi3yeTbcd [0 AHANOTy LMTHAMHOBOrO Hykneosupy, NHC, axui PO3MIOAUIAETECS B
writarax, ne NHC dochopumoerses [0  yTBOPeHHS — (HapMaxkoiNoriyHo — aKTHBHOIO
puGounyxneosuarpudocpary (NHC-TP). Bwmouenns NHC-TP (ax NHC-monodocdar [NHC-
MP]) y PHK SARS-CoV-2 Bipycroto PHK-nonimepasoro (nsp12) npussofuTh 10 HakONH4CHHA
OMHJIOK Y BipyCHOMy T'E€HOMi, IO NpH3BOIMTEH JO iHriGyBaHHs pemlikawif. Mexanizm aii
(Bimomuii sk Katactpoda MOMHUIOK Bipycy abo NeTalbHHI MyTareHes BipyCy) MiATBEPIDKYETHCS
JaHAMH G10XiMIYHUX aHAJTi3iB Ta KIITHHHKUX KyIbTYP, JOCIIDKEHHAMA ingexiiiit SARS-CoV-2 na
TBapUHHUX MOJENAX Ta aHamizoM mocuigoBHocTed renomy SARS-CoV-2 y monei, AKi
orpumMysany JJATEBPIO.

12.2 dapmakoauHamMika
3p’s30k Mix NHC i BHyTpimmsoxiituaaum NHC-TP 3 mpoTusipycHoo eQeKTHBHICTIO HE
OLIiHIOBATH KJIIHIYHO.

12.3 PapmakokineTHKA

Monnyrmipagip € nponikamu 5 -izo6ytupary NHC, sxuii rifponmisyerscs nig gac abo micns
BemokTyBanHs. NHC, TeEpBHHHMI LMPKYJIOKOYMH aHAJIT, MOMIHHAEThCA KJIITHHAMHA Ta
amabomnisyersct 1o NHC-TP. NHC Buoauthes HIIAXOM MmerabonizMy 0 ypHIMHY Ta/abo
LWATHAMHY THMM CAMHMHM LUTIXaMH, IO 3ajifHi B CHAOreHHOMY MeTabosisMi mipUMiAUHY.
dapmaxokineruka NHC nasenena B Tabmuui 2.

Ta6anus 2: @apmaxoxinernka NHC micis 6araTopa3oBoro nepopajibHoro 3acToCyBaHHs
800 mr JJATEBPIO xoxxni 12 roqun

Cepenne reomerpuune NHC (% KB)
@apMaKOKiHETHKA Y NANICHTIB
AUCo-12r0x (HT *roy/mim)* 8260 (41,0)
Crnax (ur/mm)* 2330 (36.,9)
Cizron (HI/MI)* 31,1 (124)
dapMakoKineTHKA Yy 310POBHX ¢y’ €KTiB
AUC0.12r0n (HC¥rop/mi) 8330 (17,9)
Cinax (Hr/Mi1) 2970 (16.8)
Ci21on (HI/MIT) 16,7 (42,8)
AUC xoediienT HaKOIUIEHH 1,09 (11.8)
AGcop0ouis
Tmax (rom)’ 1,50 11,00 —2,02]
Brums npuiiomy ixi3menurents Cmax Ha 35%, He BIUTMBAE HA
AUC
Po3noain
3B’ si3yBanis 3 6ikaMu IU1a3MU (in vitro) 0%
VsBHUI 06°em poznoainy (L)* 142
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BrBegenHst

Edextusnuii ti2 (roa) 3,3
Vauuit kiipenc (i/rop)* 76.9
UacTKa J03M, 1110 BUBOJUTHCS i3 CEYelo 32 HaCOBUM 3% (81,6%)

intepsan 0-12 ron
3HaueHHs 6yid OTPHUMaHi 3 JocTifxkeHHs Pazn I Ha 3mOpOBHX Cy6’€KTaX, AKIO HE BKA3aHO iguIe.

*3paueHHs 6ynu oTpuMaHi 3 nomyJsLiHoro ®K-ananisy.
"Meniana [min - max]

OcobmuBi rpymy NalieHTis
PesynpTatn OK aHanisy HOMyIALii OKa3ai, WO BiK, CTaTk, paca, eTHiUHa NPHHAIEXHICTL ab0
TSDKKICTh 3aXBOPIOBaHHs He BIUIMBaOTh cyTTeBo Ha K NHC.

imu
JIATEBPIO He pocnipKyBascs y JiTei.

Hayienmu 3 HUPKOBOIO HEOOCMAMHICNIO

HupkoBuit kiipeHc He € 3HadymuM nuisxoM susenenns NHC. ¥V nonynsuifinomy ®K-ananisi
HUPKOBA HEJOCTATHICTE JIETKOro a6o MOMIPHOTO CTYIEHIO TKKOCTI HE Majia CyTTEBOTO BILIMBY
pa ®K NHC. ®K monnymipasipy Ta NHC He ouiHioBanu y mnauienrie i3 plIK® menme
30 ma/xs/1,73 M? abo Ha miaisi.

Iayienmu 3 neyinko8o HeOOCMAMHICMIO

®K monHynipasipy Ta NHC He OLiHIOBaTH Y MAL€HTIB i3 NIE4iHKOBOIO HEJOCTATHICTIO JIEMKOTO
a6o TsKKOro crynento. JlokiiniuHi JaHi BKa3ylOTh Ha T€, WIO TEYiHKOBA enimizanis He Oyne
3HauyymuM muiaxoM enimisanii NHC; Tomy ManoimoBipHO, 11O NOPYIIEHHS GyBKuil Ne9iHKU
BIUIMBaTHME Ha excrosuuio NHC.

JlocnifpxeHHs B3aEMOIIT JIiKapChKuX 3aco0iB

B pesyneTarti JOCHiIKeHS in vitro Gyno BusBIeHo, mo MonHymipasip i NHC ne € cybcTpaTraMu
depmentiz CYP abo tpancroprepamu P-gp i BCRP y yomuny. Pesyneraru IOCIiJPKEHD in Vitro
TaKOX ToKasaid, wo Moinynipasip i NHC we ¢ inri6itopamu CYP1A2, 2B6, 2C8, 2C9, 2C19,
2D6 i 3A4, abo inri6itopamn OATP1B1, OATP1B3, OCT1, OCT2, OATI, OAT3, MATEI,
MATE2K, MRP2, MDR1 i BCRP, a6o ingykropamu CYP1A2, 2B6 Ta 3A4. Bzaemoiro
MOJIHYIIipaBipy i3 CyIyTHIMM IpernapaTaMH, BKIIOYAOYM iHII METONH nikysanus COVID-19
JIETKOTrO Ta CEPEIHHOro CTYIEHIB TSHKKOCTI, HE OLIHIOBAIIH.

12.4 Mikpo6ioJoris

IIpomugipycna akmusHicmb

NHC, MeTaGoIiT HyKIE03HIHOTO aHaliora MOJIHYIIipaBipy, OyB aKTHBHUM B aHAli3aX Ha KyJNbTYpI
kit npotd SARS-CoV-2 3 50% edexTuBHUME KoHUeHTpaliamy (3HadeH s ECso) Bin 0,67 no
2,66 MxM B iritMHax A-549 i Bix 0,32 10 2,03 MxM B KiliTdHaxX Vero E6. NHC maB aHAJIOFiYHY
aKTMBHICTb NPOTH BapianTie SARS-CoV-2 Alpha (B.1.1.7), Beta (B.1.351), Gamma (P.1), Delta
(B.1.617.2), Lambda (C.37), Mu (B.1.621) i Omicron (B.1.1.529/BA.1 ta BA.1.1), 31 3HaYeHHAM
ECso 0,95-2,6 MxM. NHC feMOHCTpYBaB HEAHTArOHiCTHYHY IIPOTHBIPYCHY aKTUBHICTb
pemaecupipy npot SARS-CoV-2 y KynbTypi KIiTHH.

Pezucmenmuicme

He 6yno BMABIEHO >XOAHMX aMiHOKHCIOTHHX 3aMiH Y SARS-CoV-2, nop’s3aHux i3
pesucrenTHicTio 10 NHC, y wiiHigamMx gocnipkennsx dasy 2, y aKux ounixrosaecs JIAI'EBPIO
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s dikysanas COVID-19. JlocmifokeHHs OLIHKM CENeKTUBHOCTI pesucrertHocTi no NHC y
SARS-CoV-2 B KynbTypi KJIITHH He 3aBepiueHo. JlocnikenHs CENEKTUBHOCTI PE3MCTEHTHOCTI
6ymu nposemedi 3 iHmMMHU KopoHapipycamu (MHV i MERS-CoV) i nokaszanu HU3BKY
fiMoBipHicTs po3BUTKY pesucrentsocti mo NHC. Ilicns 30 macaxis y KyNbTYpi KIITHH
croctepiranocs Jumie 2-KpaTHe 3HYDKCHHS 9yTIHBOCTI i BiACYTHICTh aMiHOKMCIIOTHUX 3aMiH,
OB’ s13aHuX 3 pesucTteHTHicTIO 1o NHC.

V KIiHIYHMX JOCTiKEHHSAX 3aKONOBaHI aMiHOKMCJIOTHI 3MiHH (3aMiHu, nenelii abo BCTaBKM)
GyItu Gimbi HMOBIpHUMHY Y BipyCHEX IIOC/TIIOBHOCTAX Y CY0’€KTiB, SIKi OTpHMYBaNH JIATEBPIO
TOPIBHSHO 3 TWIALE60. Y HEBENMKOT KibKOCT] Cy6’€KTiB 3MIHU aMIHOKHCIIOT Y CAHKOBOMY BinKy
BifGyBaNMCs B IOJOMEHHSX, TAPIETHAX [ MOHOKJIOHAIBHUX aHTUTLI T4 BAKUUH. Kniniyne Ta
CyCIiNbHE 3HAYEHHs! IS 3[J0POB’S IIUX 3MiH HEBIIOMI.

Ilepexpecna pesucmenmnicmeo

NHC 36Gepirap axTHBHIiCTB y KyJbTypi KIITHH IPOTH Bipycy i3 3amiHamu noniMepasy (nsp 12)
(manpuxnan F480L, V5571 ta E802D), n0B’ s3aHMMH 31 3HHXKCHHSAM 4y TIIMBOCTI 10 peMAECUBIpPY,
110 BKa3ye Ha BiICYTHICTb MepeXpecHOl Pe3UCTEHTHOCTI.

Axmusnicms npomu SARS-CoV-2 na meapunnux mooensix

IIpoTuBipycHY aKTHBHICTh MOJHYIIipaBipy 6yJI0 IPOJIEMOHCTPOBAHO HA MOJEILIX iHdexuii SARS-
CoV-2 y MyIIEei, XOM’KiB i TXOpiB, KOJM 03y BBOJMIIA JI0 260 IPOTsroM 1-2 IHIB nicns BipycHol
nposoxanii. V Txopis, indikoanux SARS-CoV-2, MONHyIipaBip 3HAYHO 3HIKYBaB BipycHi
tutpu SARS-CoV-2 y BEpXHIX AMXaNBHUX IIAXaX i MOBHICTIO rajbMyBaB Nepenaiy Bipycy 10
KOHTAKTHUX TBapHH Oe3 JNiKyBaHHs. Y CHpIfCBKMX XOM’sKiB, iHdIKOBaHHX SARS-CoV-2,
MoJHyTipaBip 3MeHuryBas pisens PHK Bipycy Ta iHQeKUiliHi TUTPU BIpyCy B JIETEHAX TBAPUH.
Pe3y/nbTaTH ricTONATONOTiMHOTO aHAN3y JereHeBol TKaHMHH, 3i0paHo] micis indexuii, BKazanu
Ha 3HAYHO 3HWXKEHHMH piBeHb Bipycnoro aHtureHy SARS-CoV-2 i MeHIIy KUIBKICTE YPaXeHb
JIEreHb Y TBAPHH, AKi OTPUMYBAJIM MOJIHYIIipaBip, MIOPIBHAHO 3 KOHTPOJBHOKO IPYIIOH0.

Lfumomoxcuunicms in vitro

NHC, MeTa6oiT HyKJICO3MIHONO aHANIOTa MOJIHYipaBipy, MaB pi3Hy IIMTOTOKCHYHICTb BiIHOCHO
pi3HMX TUNIB KIIiTHH ccaBliB 3i 3Ha9eHHAMU CCso B miamasoHi Bif 7,5 MKM (nimdoinHa KaiTHHHA
nigis momuau CEM) 10 >100 MkM B aHanizax 3-aeHHol excriosuuii. MonHynipasip npurnivdysas
nporidepanito KIiTHH-TIONEPEAHIKIB KICTKOBOrO MO3KY JIFOAUHHU 31 3HAHCHHAMHU CCso 24,9 mxM
i 7,7 MM s mporidepanii epuUTPOIMHUK | MIENOITHUX KIITUH-TIONEPEIHNKIB BiAIMOBiAHO B
aHani3ax 14-neHHoro GopMyBaHHs KOJOHIH.

Biockix eipycroi PHK

[igsuinenHs piBuis pupinenss PHK SARS-CoV-2 (to6ro Bixckik PHK Bipycy) micis nixyBaHHs
y 3paskax 3 HOCOJIOTKH crioctepirainca Ha Jlens 10, Jlens 15 Ta/abo JleHp 29 y rpymi cy6’€exTiB,
ki orpumyBanu JIATEBPIO Ta miaue6o y pochimxensi Oasu 3 MOVe-OUT. I[pubnuzuo 1 %
cy6’extiB, ki orpumyBand JIATEBPIO Ta mmaune6o, Manid O3HaKM HOBTOPHHMX CHUMIITOMIB
COVID-19, mo 36iranuca 3 BiackokoMm pieHiB BipycHol PHK, BUsBIEHNX y 3pa3Kax 3 HOCOTJIOTKH.
Bizckik Bipycuoi PHK micns ikyBaHHA He OyB OB’ 13aHKH 3 IEPBUHHUM KJIIHIYHHAM pe3yJIbTaToOM
 rocnitanizauis a6o cmepTs no JlHs 29 micns OZHOPA3OBOrO S-AEHHOTO Kypey JiKyBaHHA
npemaparom JIATEBPIO. Binckik Bipycroi PHK micns nikysanHs Takox He OyB OB’ A3aHUH 3
BUSIBJICHHSM I1aTOr€HHOIO Bipycy Y KyJbTypax KIITHH B 3pa3kax Ma3ka 3 HOCOTTIOTKH.




13 JOKJIHIYHA TOKCHKOJIOI'TA
13.1 Kanneporenes, MyTareses, nopyuenns ¢epTuibHOCTi

Kanueporenes
JIoCTiKeHHs KaHIePOTeHHOCT] MOJIHYTIpaBipy Ha MUINAX TPUBAE.

MyrareHnes
Monnynipagip i NHC Gynu NMO3UTHBHMMH B aHali3i 3BOPOTHHX MyTauiit y 6akrtepiit in vitro

(anamis Eiimca) 3 i 6e3 MeTabomniuHOI aKTHBaUil. Monnynipasip DOCHIKyBand y ABOX in Vivo
MOZIENIAX MYTareHHOCTi y TpH3yHiB. AHami3 MyrtareHHoCTi in vivo Pig-a nas HEOMHO3HAYHI
pe3ynsTaTd. MonHynipaBip GyB HETaTWBHMM B aHalli3i MyTareHHOCTI in vivo Ha TPaHCTCHHUX
rpusyHax Big Blue® (clI Locus). MonHynipasip 6yB HeraTUBHUM II0/0 iHIYKLiT XpOMOCOMHOTO
TOIIKOJUKEHHs. Mikposaep in vitro (3 1 6e3 MeTaboiuHOl aKTuBanii) T2 B aHajiizax Mikposaep in
vivo y miypis. 11lo6 OLIHUTH BIIMB HA CTAaTeBi KIITHHU, IUIAHYETHCA aHalli3s MyTareHHOCTI
CTATEBUX KIITHH Y TPAHCTEHHHX IPU3YHIB.

Ha migcrai CyKymHOCTI HasBHMX JAHHX IIOJO TEHOTOKCHYHOCTI Ta TPUBAJIOCT] JIIKYBaHHA
(5 muiB), MONHYMipaBip Ma€ HU3LKUH PU3HK I€HOTOKCHYHOCTI.

[Hopymenns GhepTHALHOCTI

He criocTepirazocs jO0JHOrO BIUTMBY Ha GepTHIIBHICTH, IPOJYKTMBHICTE CIIAPIOBAHHS abo paHHil
eMOpioHANBHMI PO3BUTOK, KOIM MOJHYMipaBip BBOAMJIM CaMKam abo camiaM LIypiB U
excriosmiisx NHC npu6muazHo y 2 i 6 pasis GiibLue, BiATIOBiAHO, HiX EKCTIO3UL{IA NHC y moaunu
npu PIJIL.

13.2 Toxcnxoorisi Ta/a6o dpapmMakooris y TBApHH

3MiHH B pe3yNbTaTi TOKCMYHOCTi INMA KiCTOK i XpAIUiB, WO IPH3BOAATE /IO MOPYIICHHA
TpancdopMalii pocTOBOro Xpsia y HOBi KICTKH, CIIOCTEpIraaucs B CTErHOBill Ta TOMINKOBiH
KicTkax ImypiB y 3-MicsS4HOMY JOCHi/DKEHHI TOKCHMYHOCTI HpH 3acTOCYBaHHI 1031
>500 mr/xr/mo6y (B 5 pasie 6Ginbie, Hix excnosuiis NHC y moaunu 0pu PIIJI). He
criocTepiranocs TOKCHUHOCT] U KiCTOK 1M XpAULB Y 1-MicsaHOMY JOCTi/PKEHHI TOKCHYHOCTI Ha
1Iypax TIpK 3acTocyBaHHi fo3u o 500 Mr/xr/moby (B 4 1 8 pasie Ginblue, Hix excrozuiis NHC y
moaunu npy PJIJI y »iHOK i 4onoBiKiB BiAMOBimHO), y coax, sKi OTPUMYBAIM N03y N0 50
Mr/kr/no6y mpotsrom 14 muiB (moxi6Ho o excrosuuii NHC y monunu npu PIJI) abo B 1-
MiCSMHOMY JOCHI/DKEHH] TOKCHYHOCT] Ha MUINAX IPH 3aCTOCYBaHHi 03¢ JI0 2000 mr/xr/noby (s
19 pasiB Ginbine, Hik excnosunis NHC y momunu npu PIUI).

PocToBuii XpsI BiJICyTHi# y 3pLIMX CKeNeTax, TOMy pe3yJbTaTi JOCIIPKEHDb OO BIUIMBY Ha
KICTKH Ta XpSALli HE CTOCYIOTBCS JOPOCIHX JIOMeH, alle MOXKyTh OYTH aKTYalbHUMA I aiteit
[ous. Ocobnusocmi sacmocyeanus (3.3) ma 3acmocyéanna y ocobnusux 2pyn nayienmies (8.4)].

CriocTepiranacs 060poTHa 10303a/1eKHa TOKCUYHICTE /ISt KICTKOBOTO MO3KY, fiKa BILTMBAE HA BCi
JMiHIi reMomoeTHYHMX KIITHH, Y cobaK Npu 3acTocyBaHHi j03u >17 mr/kr/moGy (meHIle, HiX
excrosutist NHC y momunu nipu PJUI). Hesnayne 3HUXKEHHA KiNbKOCTI KIIITHH nepudeprudsol
KpOBi Ta TPOMOONKTIB criocTepiraty uepe3 7 JIHIB JiKyBaHHA MOJIHYTIpaBipoM, 110 [IPOrpecyBao
O GUIBII Cepifo3HMX TeMaToNoriyHyx 3MiH micna 14 mHiB yikyeanus. He crocrepirany asi
TOKCHYHOCTi JUIS KICTKOBOrO MO3KY, aHi IeMaTOJOriyHoi TOKCHYHOCTI B 1-mictaHOMY
JOCTIDKEHH] TOKCMYHOCTI Ha MMWaX i 103 Ao 2000 mr/kr/no6y (s 19 pasis Ginbiue, HiX
excriozuttis NHC v momunn npu PJIT) i B 3-MicauHOMy HOCTIDKEHHI TOKCHHHOCTI Ha UTypax s




103 1o 1000 Mr/kr/no6y (8 9 i 15 pasis 6inbre, Hix excrioszuiis NHC y ofusu npu PJIJ1 y xi"ok
1 4OJIOBIKiB, BiATIOBIAHO).

14 KJIHIYHI JOCJIDKEHHSA

Krmimiuni fgani, mo miareepmxyrots ne EUA, GasyloTecst Ha maHux 1433 panoMi30BaHUX
cy6’exTiB y nocaimkenni ®azu 3 MOVe-OUT (NCT04575597). MOVe-OUT e paHgoMizoBaHUM,
1a1e60-KOHTPONBOBAHNM, NOABIMHUM CIMMM  KJLHIYHAM JOCHPKEHHAM 3 BHWBYCHHA
JIATEBPIO ju1s TikyBaHHS HETOCHITATI30BaHUX MAI[IEHTIB 3 COVID-19 nerkoro ta cepeIHbLOro
CTYNEHiB TSKKOCTI, SIKi MAlOTh PHM3MK MPOrpecyBaHHS O THKKOL dopmu COVID-19 Ta/abo
rocmitanmizauii. Ipuitaarai cy6’extu Gynm Bikom Bim 18 pokiB i Manu OfUH abo KUTbKa
TIoTIEpeiHbO BU3HAYEHUX (HAKTOPiB PU3UKY [IPOrPECYBAHHS 3aXBOPIOBAHHS! Bix cTapuue 60 pokiB,
nyxposuii miaber, oxupinas (IMT >30), XxpoHiuHE 3aXBOPIOBaHHA HHPOK, cepiiosHi
3aXBOPIOBAHHA CEPIIA, XpOHiuHa OOCTPYKTHBHA XBOpoOa JiereHs abo pax B aKTUBHIK dopMi.
J{ocipKeHHA BKIIFOUAIO cy6’ eKTiB i3 CUMIITOMaMHy, SIKi He 6y BakiHoBani npoTd SARS-CoV-
2 i sixi Manu nabopatopHo niareepaKeny iHdexuito SARS-CoV-2 Ta nossy CHUMIITOMIB POTArOM
5 puis micna panpowmizauii. Cy6’extd Gymu panaomizoBadi 1:1 ams oTpuManHs 800 mr
JIATEBPIO a60 nzaie6o nepopaibHo ABidi Ha AeHb IIPOTATOM 5 AHIB.

Ipu BIUHIOYEHH] B IOCIJDKCHHS CepeiHilt Bik ycix paHI0MiZoBaHUX cy6’exTiB cTaHOBUB 43 pOKH
(niamason: Bix 18 go 90); 17% cy6’exriB 6ymu crapme 60 poxis i 3% Gynu BikoM Bif 75 pOKiB;
49% cy6’ektis Gymu donosikamu; 57% Oynu cBiTJIOWKipumH, 5% TEMHOMIKipUMH 260
adpoamepuxanuamu, 3% asiatamu, 50% icnannsmu abo JIATHHOAMEPHKAHILIMH. Binpuwicts
cy6’exTiB 6yn0 BKIo4eHO 3 LeHTpiB JlaTuHCEKOT AMepuky (46%) Ta Ceponu (33%); 12% Oynu
BrTIO4eHi B Adpuri, 6% Gy Bmodei B [Tipaiunii Amepuui i 3% 6ymm Broyeni B Asii. Copok
BiciM BifcoTkiB cy6’extie oTpumysanu JIATEBPIO a6o mnane6o mpotarom 3 aHiB TicJis NosiBY
cummromis COVID-19. Haifnommpenimmmu dakTopaM pusuky Gymn oxupinus (74%), Bik
crapue 60 poki (17%) Ta wyxpouit miaber (16%). Cepen 792 gocnipKkyBaHux (55% Bin
3araibHOI PaHZOMi30BaHOT MOMyJALii) 3 OCTYNHUMM BUXIJHUMH PE3yNbTaTaMu inenTudikanii
apianTta/iiamu SARS-CoV-2, 58% Gymu indikosani Delta (il B.1.617.2 i AY), 20% 6ynu
indixosani Mu (B.1.621), 11% Gymu indixopani Gamma (P.1), a pemra Oynu iHdikoBaHi IHIIAMH
BapiaHTaMu/KlanaMu. 3araioM, BHXinHi jgemorpadiuHi XapakTepHUCTHKM Ta XapaKTCpHCTHKH
3aXBOpIOBaHHSA 6ynM n06pe 30alaHCOBaHi MiX rpylamMy JiKyBaHH.

V Tabnuui 3 HaBe[CHO Pe3yNbTATH NIEPBMHHOI KiHIIEBOI TOUKH (BilCOTOK CY6’€KTIB, aki 6ynu
rocmitanizoBani a6o romepnu fo 29 aHs 3 OyAp-fKoi mpuuMHH). PesynsraTd €(EeKTUBHOCTI
6a3yioThCsl Ha pe3yJIbTATaX HEBAKLMHOBAHMX AOPOCIMX BiKOM Bift 18 pOKiB, fiKi Manu OfuH abo
KiJIbKa 3a37aNerinp BU3HAYEHUX (AKTOpiB PH3MKY NMPOrPECYBaHHA 3aXBOPFOBAHHS: BIK CTapile
60 pokiB, mykpouit miaber, oxupinnsa (IMT >30), XpoHiuHI 3aXBOPIOBAHHS HHPOK, cepito3Hi
3aXBOPIOBAHHS CEplis, XPOHi4Ha 06CTPYKTHBHA XBOpoGa JereHb abo pak B aKTUBHIN cTamii.

Ha Pucysky | mpeacTapieHi pe3ylbTaTH 3a NEBHUMH [iArpynamu. Ili ananisu niarpyn
BBAKAIOTHCS OCTiHUIBKAMA. [laHi HEOCTYNHi A/s [AesSKuX MiArpyn Cy6’€KTiB, sKi MaioTh
BUCOKHI piBeHb PU3HKY TTpOrpecyBaHHs 10 Tsoxkoi dopmu COVID-19, Ak BU3HAUEHO Ilentpom 3
KOHTpoo i npodinaxruku 3axsopropads CIIA (CDC).



Ta6muns 3. PesyabTaTn eeKTHBHOCTI Y HErocmiTani3oBaHMX /10POC/INX 3 COVID-19*

JIATEBPIO (N=709) Ilnane6o Kopuropana pi3HAIs pU3HKIB
n (%) (N=699) % (95% AD)
n (%)

Tocnitaxizamis 3 Oyab-skol NpUYMHH >24 TOAMMM A HeBimKIagHOI AomoMoru ado
| JIeTaIbHMIH pacinok go Jdua 29

48 (6,8%) 68 (9,7%) -3,0% (-5,9%, -0,1%)
CmepTHicTb 3 Oyas-sKkoi npuynnu 10 Jusa 29
1(0,1%) 9 (1,3%)

*By3HaueHHa NepBUHHOI edekTHBHOCTI 6asysanocs Ha IUIAHOBOMY AIpOMiXKHOMY aHali3i 3a y4acti
762 cy6’exTiB. B pe3ypTati IpOMiXHOro anasisy 0yJIo BUSBJIEHO, 110 7,3% mallicHTIB, 1Ki OTPUMYBAJIM
JIATEBPIO, 6ymu rocmiranizosani a6o nomepnu o Jus 29 (28/385), nopisrsiHo 3 14,1% nanieuTis,
ki orpumyBanu muaue6o (53/377). Kopurosasa pi3HUALA pu3uKiB cknana -6,8% 3 95% I (-11,3%, -
2,4%) i 2-cTroponHiM p-3HadeHHAM = 0,0024.

KopHroBaHe 3HIDKEHHS BiHOCHOrO PH3HKY TIPH 32CTOCYBaHHI JIATEBPIO nopignsizo 3 miauebo st
BCiX paBmoMizoBaux cy6’ekTiB cknano 30% (95% Ml: 1%, 51%).

AHani3u KOpUTyroTECA KoedilieHToM cTpaTidikaiii yacy nosBH cumrrromiB COVID-19 (<3 ani npotu
>3 [4-5] nuir).

Pucynok 1. PesyasTaTu edeKTHBHOCTI y miarpyni gerocnitaxizosanpux gopociaux 3 COVID-
19 — yci pangomizoBani cy6’exkTH

Pisnunsa (%) Ne apuuy/cyd’exrin PisHHLS PH3HKIB
Yae Big mouaTKy cHMnToMin | JATEBPIO Inanebo % (95% A1)
10 paHgoMizanil
<3 nui < 25/339 28/335 1.0(-5.2,3.2)
>3 mwi o 23/370 40/364 -4.8 (9.0, -0.7)
Bix I
<60 poxiB |—0-| 36/591 52/572 -3.0 (-6.1, 0.0)
>60 pokis f—o—i 12/118 16/127 2.4 (-10.6,5.8)
CraTthb 1
Yonosida (S| 32/330 41/355 -1.9 (-6.5, 2.8)
Hinoua p-o-{ 16/379 27/344 3.6 (-7.4, -0.2)
Osxupinna IMT=30) |
Tax Fo- 29/535 46/507 -3.7(-6.9, -0.5)
Hi —e— 19/174 22/192 0.5 (-7.1,6.2)
Ilyxposuii aiaGer |
Tax —e—I 17/107 17/117 1.4(-8.2,11.1)
Hi o 31/602 51/582  -3.6 (-6.6, -0.7)
Buxigna erynine Taxkocri COVID l
Jlerka o4 19/395 27/376 2.4(-5.9,1.0)
Cepenas [ 29311 40/321 3.1 (-8.1,1.8)
Halinowupenimi BuXigni k1aan !
20J (Gamma) —e—1 | 0/37 9/47 -19.1 (-32.6, -8.9)
21A, 211, 217 (Delta) o4 18/237 22/221 24(-7.8,2.9)
21H (Mu) —e—H 6/75 13/82 7.9 (-18.5, 2.6)
i A S 5/47 7,38 7.8 (-24.4, 7.4)
Buxignuil craTyc aHTHTLT .
Tlo3uTHBHEi He— 5/136 2/146 2.3(-1.7,7.1)
Herarusuuit 39/541 64/520 -5.1(-88,-1.6)
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JIATEBPIO «TIlepesara— ILraue6o

Binnosinuuii moBipunit inTeppan 3acHoBaHuit Ha Metoni MiTTineHa i HypMiHeHa.




Monudikopana nomynsuis ycix NauieHTis, paHAOMi30BaHMX JUIS OTPUMAHHA JiKyBaHHA, € MOy TIALI€0
aHaTi3y eeKTUBHOCT.

BuxiznHi 3pasku CHpOBAaTKM OL(iHIOBaIM 3a fornoMororo anTH-N aHanizy Roche Elecsys ans TIepEBipKU
wastBHocTi antuTin (IgM, IgG ta IgA) mo 6inxa Hykneokancuga SARS-CoV-2.

BUCHOBKH IIOJIO PE3YNBTATIB aHANI3IB LKX MIArPYH BBAXKAIOTECA JOCII IHULBKIMH.

16 ®OPMA BUITYCKY/3BEPITAHHS TA IIOBO/UKEHHSA
®dopma BHIIyCKY
JIATEBPIO, Kancynu BUIYCKAETRCS y HACTyIHiH (opwmi:

Bwict Onuc ®opma BUITYCKY NDC
MornHymipagip Henposopi kancymu | [To 40 xancyn y [ NDC-0006-5055-06
200 mr TIOMapaH4eBoro TUTSLIL NDC-0006-5055-07

xoneopy  (Swedish

Orange) 3

KOPIIOPaTUBHUM

JIOTOTUIIOM Ta «82y,

HAHECCHHMHU OimMMU

JOPHUJIAMH.

30epirannas Ta NOBOIKEHHA

36epiratn kancymu JIATEBPIO mpu temneparypi Bin 20°C mo 25°C (sin 68°F mo 77°F);
BiXWJICHHS JONycKaroTkesa 3a Temmeparyp Bix 15°C mo 30°C (Bin 59°F mo 86°F) [ous.
Koumponvosana ximnamna memnepamypa 3a USP].

17 THOOPMAIIIA NJIsI KOHCYJbTYBAHHSA ITAIIICHTIB

Sl MemuYHMH NpaiBHUK, IKUH TpU3HAYae JiKapchKi 3aco0H, BU [OBUHHI TIOBiIOMUTH HALIEHTY
Ta/abo o0cobi, sKka 3AilicHIOE JOrNMAA 3@  HMM, iHdopMalilo, IO  BiANOBiAae
«HOOPMALIIMHOMY JIMCTKY Ui ITALIEHTIB TA OCIB, AKI 3/IMCHIOIOTh
JOT'JISIJT 3A HUMM» Ta 3a10KymeHTyBatH, o iHdopmanito 6yno Hagano. Komito mporo
IndopMaliiHoro TMCTKa HEOOXIAHO HAlaTH NaLlieHTy Ta/abo 0co0i, sKa 34iiCHIOE AOTJISIN 38 HUM,
1o 3acrocyBauns JIAUEBPIO (ous. Ingopmayis e pamyi).

Peakiiii rinepuyTiuBOCTi

Crig mpoindopMyBaTH TallieHTiB, 0 HOBIXOMIISUIOCS PO PeaKwii rinep4y TIMBOCTI HABITE MiciA
npuitomy 1 no3u JIATEBPIO i o BOHH OBHHHI IPUITMHATH NPHUIOM Mpenapary Ta MOoBiAOMUTH
CBOrO MEMHYHOTO MPAIiBHUKA MU MEPIIMX O3HAKaX BHCHITY HA WIKipi, KPOTHUB’SHKU abo IHIIKMX
LIKiPHUX PeaKIliil, IPHCKOPEHOTO cepLeGUTTA, TPYAHONIB ITi/ YaC KOBTaHHs abo AMXaHH, Oy k-
KOr0 HabpAKy, KMM CBiTYMTH PO aHTiIOHEBPOTHYHUH HAOpPAK (HamprkIiaj, HabpsK ry0, S3UKa,
O6HYYs, BIAYYTTA CTHUCKAHHS Y TOpJIi, OXPHUILTICTD), 260 HIIMX CUMNTOMIB ajlepriynoi peakuil
[Ous. Ocobrusocmi sacmocysannsa (3.2)].

PH31K TOKCHYHOCTI JUIs I1J104a

Cnin noeigomurn mauientam, mo JIATEBPIO He pekoMeHIYeThCS 3acCTOCOBYBATH I 4ac
BAriTHOCTI, OCKIiNIBKM L€ MOXKE 3aBJaTH MIKOAM Iioxy. Cli mopaauth oco6am pernpoxyKTHBHOTO
BIKY IOBIZIOMHTH CBOEMY JIiKapto mpo Bizomy abo Miflo3pioBaHy BariTHiCTE [Oue. [ngopmayia &
pamyi, Ocobrusocmi sacmocysanns (5.1) ma 3acmocyeanna y ocobnusux zpyn nayienmie (8.1)].

Ci1i nopaguTd ocobaM penpoAyYKTUBHOrO BiKy HANIEXXHHUM YHHOM Ta [OCTIHHO BUKOPHCTOBYBATH
ebexTHBHI MeTOaM KoHTpauenuii mijg dac npuiiomy JIATEBPIO Ta nporsrom 4 JHIB nicns
npuHAOMY OCTaHHBOT JO3H.




Xoua PHU3MK BBAXKAECTHCA HU3HKHUM, IOKIIHIYHI JOCHIMKEHHsS Ui TOBHOI OLIHKH MOTEHITiaTy
JIATEBPIO BIUIMBATH Ha IOTOMCTBO CaMIIiB, 10 OTPMMYBAJHU Mpenapar, He GyNH 3aBeplieHi.
Cnix peKoMeHyBaTd 0co0aM, SKi BEAyTh AKTHBHE CTATEBE XUTTA Ta MAaioTh IApTHEPIB
PENPOLYKTUBHOTO BiKy MPABMIILHO i IOCTIHHO BUKOPHCTOBYBATH HaJiHHUN METOJ KOHTpatenmii
nix yac npuitomy JJATEBPIO Ta npoTsrom IoHaiiMeHme 3 Micsllis micns npuioMy OCTaHHBOL
1031 JIATEBPIO. Pusuk yepes 3 micsui micnst npuiiomy ocrandboi gosu JJATEBPIO HeBinoMuid.
JocHiPXEHHS 3 METOIO BUBYEHHS! PU3HKY TIC/ISA TPhOX MICALB Mic/ist mpuifoMy NpenapaTy TpuBae
[ous. 3acmocyeanns y ocobnugux zpyn nayienmie (8.3)].

PH3HK TOKCHHMHOCTI TS KiCTOK i XpSILliB

JIATEBPIO He cxBasneHuii /s 3aCTOCOBYBAHHS Y MallieHTiB BikoM 10 18 pokiB, OCKiNbKH BiH
MOJKe BIUIMBATH Ha PicT KicTOK Ta hopMyBanHs XpAwiB [ous. Ocobrugocmi sacmocysanns (5.3)
ma 3acmocysanns y ocobnueux zpyn nayicnmie (8.4)].

[Iporpama criocrepekeHHs 3a BariTHICTIO

JcHye mporpama CIOCTEPEXEHHs 3a BATiTHICTIO, 3TiJHO 3 AKOK 3HIHCHIOETHCS KOHTPONL 32
pesynsTaTamu BaritHocti y ocif, sxi npuiimamun JIACEBPIO mip 4ac pariTHocTi. Crijg
3a0X0YyBATH Y4acTh Ta iHQOPMYBaTH NAli€HTIB, AK BOHH MOXYTb B3ATH y4acTb y nporpami
CIIocTepeXKeHH s 3a BariThicTio. Clifi pexoMeH/yBaTH MaienTam, axi npuiivanu JJAIEBPIO mix
yac BariTHOCTI, OBilOMUTH TIpo BariTHicTh Ho Komnaii «Mepk Iapn i Jloym JUIC», Paxsen,
Heto-Ixepci CILIA 3a nomepom 1-877-888-4231 aGo uepes pregnancyreporting.msd.com. [ous.
3acmocysanns y ocobnusux zpyn nayienmis (8.1)].

Jlakraris
I'pynHe BUTONOBYBaHHS HE peKOMEeHyeThes mij yac npuiiomy JIAI'EBPIO Ta mporsrom 4 nHiB

micasa nmpuitomy octandboi go3u JIATEBPIO. Crnifg mopanuti ocobaM, IO FOAYIOTh IPyIbMH,
PO3IJIAHYTH TNMTAHHS IPO IPUIMHEHHS TPyJHOTO BUTOJOBYBaHHS, a TaKOX PpO3TIAHYTH
MOMUIMBICTD 3LI/PKYBAHHS Ta YTHII3alil Ipy/IHOro MOJIOKa Mif Yac JiKyBaHHs Ta IPOTATOM 4 IHIB
micns npuitoMy ocTanHboi go3u JJATEBPIO [0us. 3acmocysanns y ocobrugux zpyn nayicHmie

(8.2)].

BxaziBku mo/10 3aCTOCYBaHHS

Cnix pexomenaypaTi mamientam mnpuiimaty JIATEBPIO 3 ixero abo 6es ki Cumix
peKoMeHyBaTu narieHram KosTaté kxarcymd JIATEBPIO wimumu, He BiKpuBalouM, He
po3aMylOuM Ta He Mofpibuiooun Kancymu. CIifi peKOMEHAyBaTH MALi€HTaM, SKIIO BOHHM
nponyctiwid o3y JIATEBPIO npotsrom 10 roaus nicis 38U4afiHoro npuiomy, BOHH MOBUHHI
NpUitHATA 1i SKOMOra IIBMAIIE i BiHOBMTH 3BMuaiiHuMii rpadik mosysaHHs. SIKiio nauieHT
POMYCTHB MpUKHOM J1031 Ginbiue Hixk Ha 10 roJuH, MAaNi€HT He MOBUHEH NPUAMATH NPOITYLIEHY
O3y, @ HATOMICTh IIPUMHATH HACTYNHy 403y y BCTAHOBNEHKH dac. CIlif NOpajMTH NaLienTy He
IO/(BOIOBATH 103, MO0 KOMIIEHCYBATH NpoInylieHy 103y [oue. Croci6 sacmocysanns ma 003u

(2.2)].

[ToBizoMTe malfieHTa Mpo Te, MO BAKIXBO 3ABEPLINTH MOBHUH S-TI€HHMH Kypc JIKyBaHHA Ta
MPOIOBXMTH 30NIAIlII0  BiAMOBIZHO [0 PEKOMEHJAUlill OpraHis OXOPOHM 31O0pOB’S JUIA
MaKcHMaIBHOTO KIpeHCY Bipycy Ta MiHiMizauii TpaHemicii SARS-CoV-2 [dus. Crocib
3acmocyeanHs ma 003u (2.2)).

LY
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FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR LAGEVRIO™ (molnupiravir) CAPSULES

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

LAGEVRIO™ (molnupiravir) capsules, for oral use
Original EUA Authorized Date: 12/23/2021
Revised EUA Authorized Date: 08/2022

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF
LAGEVRIO UNDER EMERGENCY USE AUTHORIZATION

Refer to FULL FACTSHEET for details.

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

available alternatives to LAGEVRIO

Warnings 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
Microbiology (Section 12.4): addition of viral RNA rebound  08/2022

EUA FOR LAGEVRIO
The U.S. Food and Drug Administration (FDA) has issued an EUA for
the emergency use of the unapproved LAGEVRIOQ, a nucleoside
analogue that inhibits SARS-CoV-2 replication by viral mutagenesis for
the treatment of mild-to-moderate coronavirus disease 2018 (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. LAGEVRIO is not FDA-approved for any use including for
use for the treatment of COVID-19. Prior to initiating treatment with
LAGEVRIO, carefully consider the known and potential risks and
benefits. (1)

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

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

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

- for use for longer than 5 consecutive days.

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

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

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

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

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

------------------------ DOSAGE AND ADMINISTRATION-----ssa-mnsnemeeroame-

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

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

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

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

----------- DOSAGE FORMS AND STRENGTHS-----=--ememmmmmeom-

Capsules: 200 mg (3)

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

e —--WARNINGS AND PRECAUTIONS —-----nemm-mmomommnees

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

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

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

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

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

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

cereemeemmmemunememmeaee-USE IN SPECIFIC POPULATIONS -—----=m-memeemmo--

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

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

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

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF LAGEVRIO UNDER
EMERGENCY USE AUTHORIZATION

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

1. Treatment of mild-to-moderate COVID-18 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 LAGEVRIO. Healthcare providers must provide the patient/caregiver with an
electronic or hard copy of the “Fact Sheet for Patients and Caregivers” prior to the patient
receiving LAGEVRIO and must document that the patient/caregiver has been given an
electronic or hard copy of the “Fact Sheet for Patients and Caregivers”.

3. The prescribing healthcare providers must inform the patient/caregiver that:

i. LAGEVRIO 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
LAGEVRIO. [see Emergency Use Authorization (1) - Information Regarding
Available Alternatives for the EUA Authorized Use].

ii. There are benefits and risks of taking LAGEVRIO 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 LAGEVRIO.

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, LAGEVRIO may cause fetal harm
when administered to pregnant individuals. If LAGEVRIO is used during pregnancy,
prescribing healthcare providers must communicate to the patient the known and potential
benefits and the potential risks of LAGEVRIO use during pregnancy, as outlined in the “Fact
Sheet for Patients and Caregivers” [see Warnings and Precautions (5.1, 5.3), Use in Specific
Populations (8.1, 8.3) and Nonclinical Toxicology (13.1)].

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




7. The prescribing healthcare provider must document that a pregnant individual was made
aware of Merck Sharp & Dohme's pregnancy surveillance program at 1-877-888-4231 or
pregnancyreporting.msd.com.

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

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

1 EMERGENCY USE AUTHORIZATION
The U.S. Food and Drug Administration (FDA) has issued an Emergency Use Authorization
(EUA) to permit the emergency use of the unapproved product LAGEVRIO™ for treatment of
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. Refer to CDC website' for additional details, and for
o whom alternative COVID-19 treatment options approved or authorized by FDA are not
accessible or clinically appropriate.

LIMITATIONS OF AUTHORIZED USE

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

. LAGEVRIO is not authorized for initiation of treatment in patients hospitalized due to COVID-
192, Benefit of treatment with LAGEVRIO has not been observed in subjects when treatment
was initiated after hospitalization due to COVID-18 [see Dosing and Administration (2. 1)l

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

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

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

LAGEVRIO is not approved for any use, including for use for the treatment of COVID-18.
Prior to initiating treatment with LAGEVRIO, carefully consider the known and potential risks and

benefits [see Wamnings and Precautions (5.1, 5.3), Use in Specific Populations (8.1, 8.3) and
Nonclinical Toxicology (13.1)].

! hrtps:ffwww.cdc.gow’comnavirusﬂ(}l9-ncow’hcpfclinical—carer‘underlvingconditions.html . Healthcare
providers should consider the benefit-risk for an individual patient.

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




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

Justification for Emergency Use of Drugs During the COVID-19 Pandemic
There is currently an outbreak of Coronavirus Disease 2019 (COVID-19) caused by SARS-CoV-
2, a novel coronavirus. The Secretary of HHS has 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

o the product may be effective in diagnosing, treating, or preventing the serious or life-
threatening disease or condition; and

e 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.

APPROVED AVAILABLE ALTERNATIVES

Veklury (remdesivir) is FDA-approved for the treatment of COVID-19 in adults and pediatric
patients (at least 28 days old and weighing at least 3 kg) 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 LAGEVRIO for this authorized use because it may not be feasible or
practical for certain patients (e.g., it requires an intravenous infusion daily for three days).

Other therapeutics are currently authorized for the same use as LAGEVRIO. For additional
information on all products authorized for treatment or prevention of COVID-189, please see
bjtgg:lhvww.fda.qowemerqencv-preparednessaand-resoonse:‘mcm-leqal-requ}atory-and-golicy-
framework/emergency-use-authorization .

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

2 DOSAGE AND ADMINISTRATION
2.1 Dosage for Emergency Use of LAGEVRIO in Adult Patients




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

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

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

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

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

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

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

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

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

5.1 Embryo-Fetal Toxicity

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

Advise individuals of childbearing potential of the potential risk to a fetus and to use an effective
method of contraception correctly and consistently, as applicable, during treatment with
LAGEVRIO and for 4 days after the final dose [see Use in Specific Populations (8. 1, 8.3 and
Nonclinical Toxicology (13.1)].



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

5.2 Hypersensitivity Including Anaphylaxis

Hypersensitivity reactions, including anaphylaxis, have been reported with LAGEVRIO. If signs
and symptoms of a clinically significant hypersensitivity reaction or anaphylaxis occur,
immediately discontinue LAGEVRIO and initiate appropriate medications and/or supportive care.

5.3 Bone and Cartilage Toxicity

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

6 ADVERSE REACTIONS

6.1 Adverse Reactions from Clinical Studies

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

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

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

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

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

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

LAGEVRIO Placebo
N=710 N=701
Diarrhea 2% 2%
Nausea 1% 1%




Dizziness | 1% | 1%
*Frequencies of adverse reactions are based on all adverse events attributed to study
intervention by the investigator.

Laboratory Abnormalities

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

6.2 Post-Authorization Experience

The following adverse reactions have been identified during post-authorization use of
LAGEVRIO. 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 [see 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
LAGEVRIO within 7 calendar days from the healthcare provider's awareness of the event, using
FDA Form 3500 (for information on how to access this form, see below). The FDA requires that
such reports, using FDA Form 3500, include the following:

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

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

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

« Patient's preexisting medical conditions and use of concomitant products

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

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

e Complete and submit the report online: www.fda.gov/medwatch/report.htm
» Complete and submit a postage-paid FDA Form 3500
(https://mww.fda.qov/media/76299/downioad) and return by:
o Mail to MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787, or
o Faxto 1-800-FDA-0178, or
e Call 1-800-FDA-1088 to request a reporting form

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

Fax: 215-616-5677

E-mail: dpoc.usa@msd.com




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

*Serious adverse events are defined as:

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,

o 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 LAGEVRIO authorized under this EUA. No clinical drug-drug interaction trials of
LAGEVRIO with concomitant medications, including other treatments for mild-to-moderate
COVID-19, have been conducted [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Surveillance Program

There is a pregnancy surveillance program that monitors pregnancy outcomes in individuals
exposed to LAGEVRIO during pregnancy. The prescribing healthcare provider must document
that a pregnant individual was made aware of 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 LAGEVRIO can also report the exposure by contacting Merck
Sharp & Dohme LLC, Rahway, NJ USA at 1-877-888-4231 or pregnancyreporting.msd.com.

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

individuals. There are no available human data on the use of LAGEVRIO in pregnant individuals
to evaluate the risk of major birth defects, miscarriage or adverse maternal or fetal outcomes;
therefore, LAGEVRIO is not recommended during pregnancy [see Box and 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 = 3 times the human NHC exposure at the RHD.
Oral administration of molnupiravir to pregnant rabbits during the period of organogenesis
resulted in reduced fetal body weights at 18 times the human NHC exposure at the RHD (see
Data). When considering LAGEVRIO for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
LAGEVRIO during pregnancy to the pregnant individual. LAGEVRIO may only be prescribed to a
pregnant individual after the prescribing healthcare provider has determined that the benefits
would outweigh the risks for that individual patient. If the decision is made to use LAGEVRIO
during pregnancy, the prescribing healthcare provider must document that the known and




potential benefits and potential risks of using LAGEVRIO during pregnancy were communicated
to the pregnant individual [see Box]. There are maternal and fetal risks associated with untreated
COVID-19 in pregnancy (see Clinical Considerations).

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

Clinical Considerations

Disease-associated maternal and/or embryoffetal 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 ina
preliminary EFD study. Developmental toxicities included post-implantation losses, malformations
of the eye, kidney, and axial skeleton, and rib variations at 1,000 mg/kg/day (8 times the human
NHC exposure at the RHD) and decreased fetal body weights and delayed ossification at 2500
mg/kg/day (3 times the human NHC exposure at the RHD). There were no developmental
toxicities at <250 mg/kg/day (less than the human NHC exposure at the RHD). Maternal toxicities
included decreased food consumption and body weight losses, resulting in the early sacrifice of
two of sixteen animals at 1,000 mg/kg/day, and decreased body weight gain at 500 mg/kg/day.

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

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

8.2 Lactation

Risk Summary

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

production.

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

Data

When molnupiravir was administered to lactating rats at 2250 mg/kg/day in the pre- and post-
natal development study, NHC was detected in plasma of nursing pups.
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8.3 Females and Males of Reproductive Potential
Based on animal studies, LAGEVRIO may cause fetal harm when administered to a pregnant
individual.

Pregnancy Testing
Prior to initiating treatment with LAGEVRIO, assess whether an individual of childbearing
potential is pregnant or not, if clinically indicated [see Warnings and Precautions (5.1)].

Contraception

Females

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

Males

While the risk is regarded as low, nonclinical studies to fully assess the potential for LAGEVRIO
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 correctly and
consistently during treatment and for at least 3 months after the last dose of LAGEVRIO.

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

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

Bone and cartilage toxicity were observed in a 3-month, repeat-dose toxicology study in rats. The
safety and efficacy of LAGEVRIO have not been established in pediatric patients [see 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 LAGEVRIO. No dosage adjustment is recommended
based on age. The PK of NHC was similar in geriatric patients compared to younger patients [see
Clinical Pharmacology (12.3)].

8.6 Renal Impairment

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

8.7 Hepatic Impairment

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

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

11 DESCRIPTION
LAGEVRIO capsules contain molnupiravir, a nucleoside analogue that inhibits SARS-CoV-2
replication by viral mutagenesis and is the 5’-isobutyrate ester of the ribonucleoside analog N4-

hydroxycytidine (NHC).

The chemical name for molnupiravir is {(2R,3S,4R,5R)-3,4-Dihydroxy-5-[(4Z)-4-(hydroxyimino)-2-
oxo-3,4-dihydropyrimidin-1(2H)-ylJoxolan-2-yl}methyl 2-methylpropanoate. It has an empirical
formula of C13H1sNsO7 and its molecular weight is 329.31 g/mol. Its structural formula is:

c|>H
H
0 N N
0 Y
H3C O N /
0
CH3 I' \‘
HO OH

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

Each LAGEVRIO capsule, for oral use, contains 200 mg of molnupiravir and the following inactive
ingredients: croscarmellose sodium, hydroxypropy! 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 buty! alcohol,
dehydrated alcohol, isopropyl alcohal, potassium hydroxide, propylene glycol, purified water,
shellac, strong ammonia solution and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

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

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

evaluated clinically.
12.3 Pharmacokinetics

Molnupiravir is a 5"-isobutyrate prodrug of NHC that is hydrolyzed during or after absorption.
NHC, the primary circulating analyte, is taken up by cells and anabolized to NHC-TP. NHC is
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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 LAGEVRIO
Every 12 Hours

NHC Geometric Mean (%CV)
Pharmacokinetics in Patients
AUCq12nr (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)
Cizne (ng/mL) 16.7 (42.8)
AUC Accumulation Ratio 1.08 (11.8)
Absorption
Tmax (hr)T 1.50 [1 .00 - 202]
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 ti2 (hr) 3.3
Apparent Clearance (L/hr)° 76.9
Fraction of dose excreted in urine over the time 3% (81.6%)
interval of 0-12 hours
Values were obtained from a Phase 1 study of healthy subjects, unless otherwise indicated.
*Values were obtained from population PK analysis.
TMedian [min - max]

Specific Populations
Population PK analysis results indicated that age, sex, race, ethnicity, or disease severity do not
meaningfully influence the PK of NHC.

Pediatric Patients
LAGEVRIO has not been studied in pediatric patients.

Patients with Renal Impairment

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

Patients with Hepatic Impairment

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

Drug Interaction Studies

In vitro study results indicated that molnupiravir and NHC are not substrates of CYP enzymes or
human P-gp and BCRP transporters. In vitro study results also indicated that molnupiravir and
NHC are not inhibitors of CYP1A2, 2B8, 2C8, 2C9, 2C19, 2D6, and 3A4 or inhibitors of
OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3, MATE1, MATE2K, MRP2, MDR' and BCRP
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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), Delta (B.1.617.2), Lambda
(C.37), Mu (B.1.621) and Omicron (B.1.1.5629/BA.1 and BA.1.1), with ECso values of 0.95-2.6 uM.
NHC had non-antagonistic antiviral activity with remdesivir against SARS-CoV-2 in cell culture.

Resistance

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

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

Cross-Resistance

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

Activity against SARS-CoV-2 in animal models

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

In Vitro Cytotoxicity

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

Viral RNA Rebound

Post-treatment increases in SARS-CoV-2 RNA shedding levels (i.e., viral RNA rebound) in
nasopharyngeal samples were observed on Day 10, Day 15, and/or Day 29 in a subset of
LAGEVRIO and placebo recipients in the Phase 3 MOVe-OUT trial. Approximately 1% of both
LAGEVRIO and placebo recipients had evidence of recurrent COVID-19 symptoms coinciding
with a rebound in viral RNA levels in nasopharyngeal samples.
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Post-treatment viral RNA rebound was not associated with the primary clinical outcome of
hospitalization or death through Day 29 following the single 5-day course of LAGEVRIO
treatment. Post-treatment viral RNA rebound also was not associated with the detection of cell
culture infectious virus in nasopharyngeal swab samples.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
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
mglkg/day (5 times the human NHC exposure at the RHD). There was no bone or cartilage
toxicity in a 1-month toxicity study in rats up to 500 mg/kg/day (4 and 8 times the human NHC
exposure at the RHD in females and males, respectively), in dogs dosed for 14 days up to 50
mg/kg/day (similar to the human NHC exposure at the RHD), or in a 1-month toxicity study in
mice up to 2,000 mg/kg/day (19 times the human NHC exposure at the RHD).

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

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

14 CLINICAL STUDIES

Clinical data supporting this EUA are based on data from 1,433 randomized subjects in the
Phase 3 MOVe-OUT trial (NCT04575597). MOVe-OUT is a randomized, placebo-controlled,
double-blind clinical trial studying LAGEVRIO for the treatment of non-hospitalized patients with
mild-to-moderate COVID-19 who are at risk for progressing to severe COVID-19 and/or
hospitalization. Eligible subjects were 18 years of age and older and had one or more pre-defined
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risk factors for disease progression: over 60 years of age, diabetes, obesity (BMI 230), chronic
kidney disease, serious heart conditions, chronic obstructive pulmonary disease, or active cancer.
The study included symptomatic subjects not vaccinated against SARS-CoV-2 and who had
laboratory confirmed SARS-CoV-2 infection and symptom onset within 5 days of randomization.
Subjects were randomized 1:1 to receive 800 mg of LAGEVRIO or placebo orally twice daily for 5
days.

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 LAGEVRIO or placebo within 3 days of COVID-19 symptom
onset. The most common risk factors were obesity (74%), over 60 years of age (17%), and
diabetes (16%). Among 792 subjects (55% of total randomized population) with available
baseline SARS-CoV-2 variant/clade identification results, 58% were infected with Delta
(B.1.617.2 and AY lineages), 20% were infected with Mu (B.1 621), 11% were infected with
Gamma (P.1), and the remainder were infected with other variants/clades. Overall, baseline
demographic and disease characteristics were well balanced between the treatment arms.

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

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

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

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

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

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

Figure 1. Subgroup Efficacy Results in Non-Hospitalized Adults with COVID-19 - All-
Randomized Subjects
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Difference (%) # Events/Subjects
LAGEVRIO Placebo
Time from Symptom Onset to 1
Randomization
<3days e 25/339 28/335
>3 days o 23/370 40/364
Age |
< 60 years |-o-’ 36/591 52/572
> 60 years —— 12/118 16/127
Sex I
Male l—o'—| 32/330 41/355
Female I-Q-{ 16/379 27/344
Obesity (BMI > 30) |
Yes 24! 29/535 46/507
No —e— 19/174 22/192
Diabetes Mellitus |
Yes —— 171107 17/117
No e 31/602 51/582
Baseline COVID Severity |
Mild Lo 19/395 27/376
Moderate o+ 29/311 40/321
Most Common Baseline Clades |
20J (Gamma) —e— | 0/37 9/47
21A, 211, 217 (Delta) —oH 18/237 22/221
21H (Mu) —c—H 6/75 13/82
Other —e—1— 5/47 7/38
Baseline Antibody Status l
Positive Heo— 5/136 2/146
Negative ot 39/541 64/520
T I 1 I 1
30 20 -10 0 10

LAGEVRIO « Favor — Placebo

The corresponding confidence interval is based on Miettinen & Nurminen method.
The modified intent-to-treat population is the efficacy analysis population.
Baseline serum samples were evaluated with the Roche Elecsys anti-N assay to test for the presence of antibodies (IgM,
IgG and 1gA) against the SARS-CoV-2 nucleocapsid protein.
The findings of these subgroup analyses are considered exploratory.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

LAGEVRIO capsules are supplied as follows:

Risk Difference
% (95% CI)

11.0(-5.2,3.2)
48(-9.0,-0.7)

3.0 (-6.1, 0.0)
2.4 (-10.6,5.8)

-1.9(-6.5, 2.8)
-3.6 (-74,-0.2)

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

14(-82,1L1)
3.6 (-6.6,-0.7)

24(-59,1.0)
31(81,18)

-19.1 (-32.6, -8.9)
24(-78,29)
7.9 (-18.5,2.6)
7.8 (-244,7.4)

23(1.7,7.1)
-5.1(-8.8, -1.6)

Contents Description

How Supplied

NDC

200 mg molnupiravir

ink

Swedish Orange
opaque capsules with
corporate logo and
82" printed in white

40 count bottles

NDC-0006-5055-06
NDC-0006-5055-07

Storage and Handling

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

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

Hypersensitivity Reactions

Inform patients that hypersensitivity reactions have been reported, even following a single dose of
LAGEVRIO, and to discontinue the drug and to inform their healthcare provider at the first sign of
a skin rash, hives or other skin reactions, a rapid heartbeat, difficulty in swallowing or breathing,
any swelling suggesting angioedema (for example, swelling of the lips, tongue, face, tightness of
the throat, hoarseness), or other symptoms of an allergic reaction [see Wamings and Precautions

(5.2)].

Risk of Fetal Toxicity

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

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

While the risk is regarded as low, nonclinical studies to fully assess the potential for LAGEVRIO
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 LAGEVRIO and for at least 3 months after the last dose of LAGEVRIO. The
risk beyond 3 months after the last dose of LAGEVRIO is unknown. Studies to understand the
risk beyond three months are ongoing [see Use in Specific Populations (8.3)].

Risk of Bone and Cartilage Toxicity

LAGEVRIO is not authorized for use in patients less than 18 year of age as it may affect bone
growth and cartilage formation [see Warnings and Precautions (5.3) and Use in Specific
Populations (8.4)].

Pregnancy Surveillance Program

There is a pregnancy surveillance program that monitors pregnancy outcomes in individuals
exposed to LAGEVRIO during pregnancy. Encourage participation and advise patients about how
they may enroll in the pregnancy surveillance program. Advise patients who have taken
LAGEVRIO during pregnancy to report their pregnancy to Merck Sharp & Dohme LLC, Rahway,
NJ USA at 1-877-888-4231 or pregnancyreporting.msd.com [see Use in Specific Populations

(8.1)1.

Lactation

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

Administration Instructions

Inform patients to take LAGEVRIO with or without food. Advise patients to swallow LAGEVRIO
capsules whole, and to not open, break, or crush the capsules. Instruct patients that if they miss a
dose of LAGEVRIO and it is within 10 hours of the time it is usually taken, the patient should take
it as soon as possible and resume the normal dosing schedule. If the patient misses a dose by
more than 10 hours, the patient should not take the missed dose and instead take the next dose
at the regularly scheduled time. Advise the patient to not double the dose to make up for a
missed dose [see Dosage and Administration (2.2)].
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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 LLC
Rahway, NJ 07065, USA

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

Copyright © 2021-2022 Merck & Co., Inc., Rahway, NJ, USA and its affiliates.
All rights reserved.
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Ilepexnan Texcry Indopmanilinoro JmHcrka o Peecrpauiiinoro nocsig4enns

JJIA mamieuTiB Ta ociod, AKi 3A1HCHIOITL J0rJIA Ne UA/19184/01/01 Bim 26.01.2022
3a HAMH YKPaiHCHLKOI0 MOBOIO, 3aCBilueHMH

nigmucom ynoBHoBakenoi oco0u (I'purop’esa 3MIHHX BHECEHO

M.A.), o BHcTYna€ Bix imeHi 3anBANKa Haxka3z MiHicTepcTBa 0XOpOHH

3M0poB’s YKpaiHu

8 O3 RO2Y N 32

Indopmaniiiamii JIMCTOK AJIst NAUIEHTIB TA 0CI0, AKi 311 CHIOXOTH XOTJIS 32 HUIMHA

Jo3Bia na excerpene 3acrocysanusi (EUA) npenaparty JIATEBPIO (moanynipasip),

KaICyJIH, JJid JiKyBaHHS KopoHaBipycHoi xsopo6u 2019 (COVID-19)

SIxy naiiBaxuBimy ingopmauiro s nosuned 3uatu npo JIATEBPIO?
JIATEBPIO Mo3ke cHpHYMHUTH cepiio3ni mobiuni peaknii, BKIIOYAI0YH:

JIATEBPIO Moxke 3aBAaTH IIKOAM Bawiii Henapomkeniit auruni. Hesigomo, un
moske JIATEBPIO 3asaatu mxoau Bamriii jutuHi, saxigo Bu npuiimaere JIA'EBPIO
nijx yac BariTHoOCTI.

o JIATEBPIO He peKOMEHIYETHCA 3aCTOCOBYBATH IIifl 4ac BariTHOCTI.

o 3acrocysanns JIATEBPIO nin uac aritnocti He pocnimkysanocs. JIATEBPIO
JOCIIKyBalIK TUIBKA Ha BaritTHUX TBapuHax. [1pu 3actocyBanHi JIATEBPIO mis
BaritHux TBapuH, JIATEBPIO 3aBnaBaB IIKOAM IXHROMY HEHapO/DKEHOMY
IIOTOMCTBY.

o Bu Ta Bam MeIMYHMIA HpALiBHUK MOXETE BUPILIMTH, UM BaM CIif IpHAMATH
JIATEBPIO mnin 4ac BariTHOCTI, SIKINO HEAOCTYNHI iHINI BapiaHTH JiKyBaHHA
COVID-19, cxBasieni abo 103B0eH] YIpaBIiHHAM IT0 KOHTPOJIKO AKOCTI Xap4oBUX
npoaykKTiB Ta jikapcekux 3aco6is CIIA (FDA), aGo BoHM KJIiHiYHO HEJOLLIBHI
JUIs Bac.

o Sxumo BM Ta Baul MEMUYHMM NpauiBHUK BHPIIIMIMK, IO BaM CIiJ NpuUiMary
JIATEBPIO nix yac BariTHOCTI, BM Ta Ball MEJWUHWM MpauiBHUK IOBUHHI
OOrOBOPHUTHA BiJOMYy Ta MOTEHL[{MHY KOPUCTH Ta MOTEHLiHMHI PU3KKU NpuioMy
JIATEBPIO mix yac BariTHOCTI.

s ocib, siki MOXKYThH 3aBariTHITH:

By TNOBHHHI BUKOPHCTOBYBAaTH Ha[idHHA METOJ] KOHTPOIIO  HApOKYBaHOCTI
(KOHTpaueniil) HajJeXHMM 4YHHOM Ta MNOCTIHHO MiA dac JKyBaHHA MpenapaTroM
JIATEBPIO ta npotsarom 4 qHiB micist npuitomy octannsol 1o3u JJAIEBPIO. O6rosopite
3 BallIMM JIiKapeM HafilHi MeTo¥ KOHTPOJIO HApOLKyBaHOCTL.

Tepen mouatkom Jiikysanus nperaparom JJATEBPIO Bam Mequuumii NpailiBHUK MOXe
3po6KTH TECT Ha BATITHICTH, U100 NEPEBIPUTH, UM B BariTHI Mepesl MOYAaTKOM JIIKyBaHH
npenaparoMm JIAI'EBPIO.

Heraiino moBimoMTe MeIUWYHOMY IpPAliBHUKY, SKIIO BHM 3aBariTHiM abo myMaere, IO
Moxere 6yTd BariTHi mig yac JikyBanss npenapatom JIAUEBPIO.

IIporpama cnocrepe;xeHHs 3a BariTHiCTIO

IcHye mporpaMa CrIoCTepeKeHHs 32 BariTHICTIO 1t oci6, ski mpuitmatots JJATEBPIO nin
yac BariTHocTi. MeToro 1iel mporpamu € 36ip iHdopMaril npo Baie 3J0poB’s i 310poB’s
BaIoi JuTHHU. TToroBopiTh 31 CBOIM MEAWYHHMM INPALiBHUKOM IIPO TE, SIK B3ATH y4acTb y
Li# nporpami.




e Sxwo Bu mpuiimMaere JJATEBPIO mix uac BariTHoOCTi Ta moropkyerecs 6paTd y4acTs y
IIpOrpaMi CIIOCTEPEKEHHS 32 BariTHICTIO Ta A03BONAETE BAMIOMY MEUMHOMY IpALIBHUKY
minurHcs Bamolo iHdopmanicro 3 komnaniero «Mepk Iapn i Jloym», Bawr MeAMYHUHA
NpaliBHMK NOBiIOMUTE npo Bukopyctanus JIATEBPIO min 4ac BaritHocTi KOMIIaHito
«Mepk Illapn i Jloym JUIC» 3a Homepom 1-877-888-4231 abo uepes
pregnancyreporting.msd.com.

Jlnst oci6, siki BeAyTH AKTHBHE CTATEBE XKHTTS 3 DAPTHEPAMM, SIKi MOXKYTh 3aBariTHITH:

e Heginomo, uu moxe JIAT'EBPIO BrutuBaty Ha criepMy. X04a pU3UK BBRKAETHCS HU3BKUM,
JIOCTI/UKEHH Ha TBapvHaX Jyis TIOBHOI OLIHKM INOTEHLIAHOrO BIUIMBY JIATEBPIO Ha
IOTOMCTBO caMIiiB, siki oTpumyBanu JIATEBPIO, we He 3asepmeno. Haniiinuit meton
KOHTPOJIIO HAPOIKYBAHOCTI (KOHTpAIIEIIilis) CJIi/l 3aCTOCOBYBATH IIOCTIMHO Ta HAIEKHUM
yMHOM MiX 4ac nikyeaHHs mpemapatom JIATEBPIO i npuHaiiMHi mpoTarom 3 Micsuis
micisi mpuiioMy OCTaHHOT fo3M. Brume Ha cmepmy Ticns 3 MicAuUiB HEBIOMHH.
J[oc/iKEHHs BUBYEHHS BIUIMBY Ha crepMy Imicis 3 micsui TpusaroTs. O6roBopits 3i
CBOIM MEUYHHUM NpalliBHAKOM HaliliHi METO/IM KOHTPOJIIO HAPOKYBAHOCTI. SIKIo y Bac
BUHMKIIM 3alMTaHHA abo0 3aHenoKoeHHs oo toro, Sk JIAI'EBPIO Moxe BILUIMBATH Ha
CIIepMy, 3BEPHITHCA 0 CBOTO MEAMYHOrO NpalliBHUKA.

BaM HajaeThes neit JadpopMauifinuil IMCTOK, TOMY IO BAll MEJUYHMI TpalliBHUK BBaXa€, 10
BaM Heo6xinno npusHauuTd JJATEBPIO 15 jliKyBaHHs JOPOCIIMX 3 KOPOHABiIpYCHOIO XBOPOGOIO
2019 (COVID-19) nerkoro Ta CepefaHbOro CTYNMEHS THKKOCTI 3 NMO3UTUBHUMH pE3yNbTaTaMH
npsMoro TectyBaHHs Ha Bipyc SARS-CoV-2, sKi MaroTh BUCOKUA PH3MK IPOrpeCyBaHHs N0
TsoKxoi hopmu COVID-19, BKimodaroum rocuiraiizanio abo JeTanbHul HACIINOK, I I AKHX
i Bapianty nikysanas COVID-19, cxsaneni a6o nossonesi FDA, nenoctynsi a6o KiiHi4HO
HEIOLIbHI.

Ypap iHHA N0 KOHTPOMIO AKOCTi Xap4OBMX NPOAYKTiB Ta jikapcekux 3acobis CIIA (FDA)
sunano Jlo3Bin Ha exctpere 3actocysanns (EUA), mo6 3po6utn JIATEBPIO noctynaum mif Hac
nangemii COVID-19 (noxnaauime npo EUA Moxua AizHatucs 3 posainy «Illo Taxe JlosBia Ha
eKcTpeHe 3acTocyBanun?» B KiHLi iboro nokymenTa). JATEBPIO He € npenapatoM, CXBajleHHM
FDA y Cnonyuennx Illrarax. [Ipouutaiite uelt Indopmanidnuii nUCTOK I OTPUMaHHS
indopmatii npo JJATEBPIO. O6roBopiTh 3i CBOiM MEJUHHMM TIPalliBHUKOM MOJMJIMBI BapiaHTH,
SIKILO Y Bac € IUTaHHsA. Bu MaeTe npuiiHaTH BiacHe pimenHs uu npuitmaru JJATEBPIO.

o rake COVID-19?

COVID-19 BUKIHKa€eThCS BipycoM, AKMi HasuBaeThcs KOopoHaBipyc. Bu moxere indikysarucs
COVID-19 uepe3 6Iu3bKHMit KOHTAKT 3 iHILOKO JIOAMHOIO, B OPraHi3Mi AKoi BXKe € Lie# Bipyc.
Iepebir 3axsopropannsa Ha COVID-19 BapiroeThcs Bifi AyXe JIETKOro 10 TSKKOIO CTYICHIB,
BKJIIOYAIOYM BHUIANKW 3 JIeTaNbHUM HaciigkoM. Hassua iHdopmauis CBIJ4MTh IPO Te, IO
6inplicTs BUHAmKiB 3axpoprosaHs Ha COVID-19 MaioTh nerkuii nepebir, mpore MOXINBHHA
THOKKUH TiepeBir 3aXBOPIOBAHHA, O MOKE CTaTH [IPHYHHOIO NOTipIIEHHs Nepebiry AeAKuX iHIIHNX
BAlIMX 3aXBOPIOBaHb. JIIOJM CTapIoro BiKy i JIFOJM Pi3HOrO BIKY 3 TSDKKUMH, TPHBAIMMH
(XpOHiYHMMH) 3aXBOPIOBaHHAMH, TAKHUMH AK HAIPUKJIA] 3aXBOPIOBAHHA CEPLd, 3aXBOPIOBAHHS
JereHb i LyKpoBHii Aiaber, i UIaoThes MiABHIICHOMY PU3HKy rocnitanizanii yepes COVID-19.



IITo rake JIATEBPIO?
JIATEBPIO — ne mociimkyBaHuil JiKapcekuid 3aci6, skuil BUKOPHCTOBYETBCS ISl JIKYBaHH!
COVID-19 nerkoro Ta cepeIHbOro CTYNeHiB TSHKKOCTI Y HOPOCIHX:

3 MO3UTHBHUMH pe3yJITaTaMu IIPAMOro TecTyBaHHs Ha Bipyc SARS-CoV-2, i

AKi MalOTh BHCOKMH PH3MK IporpecyBaHHs 10 Tsxkkol ¢opmu COVID-19, Brimouaroun
rocritanizanito abo JeTanbHUH HACTINOK, 1 JuIs AkuX iHwi BapianTH nikysanas COVID-
19, cxeaneHi a6o nozBoneri FDA, € HeoCcTyTHUMH a0 KIiHIMHO HEAOUUIEHUMH.

FDA cxBamuio excrpene 3actocyBanus JIATEBPIO mna nikysanna COVID-19 nerkoro Ta
CepeIHbOro CTYNEHIB TAXKOCTI y mopocaux srigHo 3 EUA. JlonarkoBy ingopmanito npo EUA
MOXHa 3HaiTh y po3aini «If{o Taxe J{03Bia HAa excTpeHe 3aCTOCYBAHHA?» B KiHII LBOro
IadopmarniitHoro JuCTKa.
JIATEBPIO ne cxBaneHo:

JUIS 3aCTOCYBaHHA Y 0cib BikoM 110 18 pokis.

g npoginakruky COVID-19.

17 ocib, Aki motpeGyroTh rocmitanizaiii uepes COVID-19.
JUIS 3aCTOCYBAaHHA NOBIIE 5 ITHIB IIOCIIiJIb.

Illo s MOBMHEH PO3NOBICTH CBOEMY MeAMYHOMY INpaumiBHMKY, Hepul HDK NpHAMATH
JIATEBPIO?
IloginoMTe cCBOEMY MEIMYHOMY NpPaliBHHKY, AKIIO BH:

Maerte 6yab-saKy ajnepriro

Bu ropyete a6o ruianyeTe rogyBaTy rpy My

Maerte cepiio3ni 3aXBOPIOBaHHS

IpuiimaeTe Gymb-AKi Jikapchki 3acobu (3a peuenToM, Ge3pelenTypHi, BiTamiHH abo
POCIIMHHI NpenapaTy).

SIx npuitmaTn JIAI'EBPIO?

Ipuiimaiite JIATEBPIO Tinbku Tax, K peKOMEH/IYe Balll MEJUYHUM NPALIBHUK.
Ipuitmaiite 4 xancymu JIATEBPIO kosxxHi 12 roaus (Hanpukiaj, 0 8 roAuHi paHKy Ta o
20 roguHi Bedopa)
Ipuiimaiite JAT'EBPIO npotsirom 5 anis. Baxineo, mo6 Bd 3aBepIumin MOBHI 5 THIB
nikysanns npenaparom JIATEBPIO. He npununsiite npuiiom JIAI'EBPIO no Toro, sik BU
3aKiHYMTE MMOBHI 5 [JHIB JiKyBaHHS, HABiTh AKIIO BU NMOYyBacTeCA Kpallle.
I[Mpuitmaiire JIATEBPIO 3 Txeto abo 6e3 ixi.
By MOBMHHI 3aNMIIATHCA B {30011 CTINMBKH, CKiIbKM CKaXE Ball MEJWYHUH IpalliBHUK.
IToroBopiTh 3 BallUM MEOMYHUM IPAI{iBHUKOM, AKIIO BU HE BIEBHEHI, K NPaBHIBHO
poTpuMyBatucs izonsii mijx yac COVID-19.
Kancymu JIATEBPIO cnig kopratu uimumu. He BiKpHUBaiiTe, HE JamalTe Ta He
nopiGHIoNTE Kancyy. SIKIO BM He MOXETEe KOBTATH KATCYIH IiJIAMH, ITOBIJOMTE PO Le
CBOEMY MEIUYHOMY MpALiBHUKY.
II{o poOUTH, AKII0 BH NPOIYCTHJIH 103Y:
o SIKIio micas NpomyIeHol o3| MuHyJIo Mennte 10 roxnn, npuiiMiTh il Bixpasy,
KOJIM BY 3rafiaiu
o Sxmo micns mpomymieHoi no3u MuHyJno Oinbme 10 rommm, He npuidmanTe
HpONyILIEHy 103y i MPUHAMITh 203y B HACTYNHWUMH 3ariaHOBaHU# Jac.
He cnix nogsoroBaty 103y JJATEBPIO, 106 KOMIIEHCYBaTH NpONylIeHY A03Y.



SIki BaskauBi MoxcTHBI No6iuni peakuii npu 3acrocysanni IATEBPIO?

o Jlupiteca posain «SIky HaliBakausimy iHdopmaniio s HOBHHEH 3HATH PO
JATEBPIO?»

e Auepriuni peaxuii. V oci6, axi npuitmaiors JIATEBPIO, MOXyTh BHHMKATH anepriysi
peakuii HaBiTh micis npuitiomy 1 gosu. Ipunmnire nputivata JIATEBPIO Ta Heraiino
3B’SOKITBCS 3 BallMM MEOMYHMM IIpaliBHUKOM, SKIO Y BAac BHHHUKIM Oynb-sKi
HK4Ye3a3Ha4yeHi CUMIITOMHE aepridHoi peaxii:

O KpOIWB’SIHKA
MIPUCKOPEHE CEPLIEOUTTA
TPYIHOLIi Mijl Yac KOBTaHHS ab0 JUXaHH:
HabpsiK poTa, ry6 abo obmuyus
BiA4YTTs CTHCKaHHA Y rOpIi
OXPUILIICTh
BUCHIT Ha IIKipi

0 0 00 O0O

Haiinomupenimi no6iuni peaxkuii npu 3acrocysanni JJAIEBPIO:

e Jiapes

e HyJIOTa

e 3aMaMOpOuEHHA
e He Bci MoXUMBI MoGiuHi peaxuii npu 3actocyBanni JJATEBPIO. He tax Gararo mone#
npuiivamn JJATEBPIO. MosxyTh BUHUKHYTH cepio3Hi Ta Herepenbadeni nobiuni peakuii. e
TIpenapar Hapasi JIOCHiKYETECs, TOMY, MOMUIMBO, HE BCI PM3UMKHM BiIOMI.

SIxi me icuyroTh BapianT Jikysanns?

Bexnypi (pemuecuBip) — npemapar, cxpanenud FDA, sxuil 3acTOCOBYIOTh ULIAXOM
BHYTpPilIHLOBEHHOT (B/B) iHOY3il i nikyBanHs COVID-19 serxoro Ta cepeanboro CTYIIEHIB
TSOKKOCTI y HeaKux gopociux i mitei. IToroBopiTh 3 Bammm JikapeM, o0 Ai3HATHCHA, HH
nigxoauTh npenapar Bexiypi s BalIoro JIiKyBaHHS.

[Toni6ro JIATEBPIO, FDA Moxe Tako JI03BOJIMTH eKCTPEHE 3aCTOCYBAaHH iHIINX JIKApChKUX
3acobiB s JIiKyBaHHS ocib 3  COVID-19. [epeiipnith  Ha  CTOpPIHKY
https://www.fda.gov/emergency-preparedness-and-response/mem-legalregulatory-and-policy-
framework/emergency-use-authorization /st OTpuMaHHs JOAaTKOBOT iHpopmanii.

Jlikyearuch npenapatom JIATEBPIO um ni — e Baw BuGip. SIKIo BY BUPiLIATE IHOTO HE POOHTH,
1ie He 3MiHMTb BAIIOrO CTAHIAPTHOTO JiKyBaHHA.

IIlo poGuTH, IKINO f1 FOAYIO TPyALMHU?

Ilix uac mikysanHs npenapatom JIATEBPIO i npotsrom 4 gHiB micis npuitoMy 0CTaHHBOT 103U
JIATEBPIO rozysaHss rpyIsMH He peKOMEHAYEThCS. SIKIO BU rofyeTe rpyabMu abo IIaHyeTe
rOJlyBaTH TPY/ALMH, OOTOBOPITH 3 BAllMM MEMYHAM NpalliBHAKOM Balli BapiaHTH Ta KOHKPETHY
cutyarlito, nepui Hix npuiimat JIJAIEBPIO.

Sk nosigomuTH npo nobiuni peaknii Ha JJAI'EBPIO?

3BEPHITHCA IO CBOTO MEIMYHOrO MpaliBHUKA, AKILO Y BAC 3’ ABUIUCS sAKich no6ivHi peakiil, ki
Bac TypOyroTh a0 HE 3HUKAIOTh.

Mosizomte npo nobiumi peakuii FDA MedWatch uepes www.fdagov/medwatch a6o
3artenedonyiite 3a Homepom 1-800-FDA-1088 (1-800-332-1088).




Sk 36epiratu JIATEBPIO?
e 36epiraiite kancyu JIATEBPIO npu kimMHaTHi# Temnepatypi Bin 68°F no 77°F (Bin 20°C
no 25°C).
o 36epiraiite JIJATEBPIO Ta Bci JikapebKi 3acofu B HelocTymHOMY JUist JliTel Ta
JOMAIIHIX TBApMH Micui.

Sk 51 Moxy AisHaTHcH Giasme npo COVID-19?
e 3anuTaiiTe CBOrO MEJUYHOrO MpalliBHUKA.
e Bigginaiire caiit www.cdc.gov/COVID19
e 3BepHITHCA 710 MicieBOro abo JEPKaBHOTO BiUIITY OXOPOHH 30POB’S.
o 3arenedonyiite no xommanii «Mepk Ilapn i Joym» 3a HOMepom 1-800-672-6372
(6e3xomToBHO y CIIIA).
e Biznsijaiite caiiT www.molnupiravir.com

IIo Taxe Jlo3Bin Ha excrpene 3acTocyBannsi (EUA)?

FDA CIIIA Bupano no3pin Ha 3actocysanus JIATEBPIO depes MexaHisM €KCTPEHOI0 JOCTYNY,
axwii HasuBaeThes Jlo3Bin Ha excrpere 3actocyBaHHs (EUA). EUA migrpumyetsces JeKIIaparieto
MiHicTpa OXOpOHH 3JI0pOB’sl Ta couianbHuxX cayx6 (HHS) npo Te, mo icHytoTh 06CTaBUHH, IO
0GIPYHTOBYIOTh HaJ[aHHs 103BOJTy Ha EKCTPEHE 3aCTOCYBaHHA JTIKapChKMX 3ac00iB Ta GiosoriuaMx
npenapatis mij yac nanaemii COVID-19.

JIATEBPIO p1s nikyBanus gopocaux 3 COVID-19 Jierkoro Ta cepeRHboro CTyleHiB TAKKOCTI 3
MO3UTHBHMMHE Pe3yJIbTaTaMU TIPAMOTo TecTyBaHHs Ha Bipyc SARS-CoV-2, sxi MalOTh BUCOKUH
PH3HK IIpOrpecyBanHs 10 Tkkoi popmu COVID-19, BKmoyaiouu rocritaiisaniio abo neraibhuH
HAcMiOOK, i ANd AKMX iHmi BapianTu Nikysamns COVID-19, cxsaneni a6o possoneni FDA,
HEJOCTYNHI a0 KIHiYHO HEOLiNBHI, HE NPOMIIOB Taky camy MNpOLEAypy PpOSIiany, fAK
npenapary, cxsaneni FDA. Ilpu pumaui EUA min 4ac Hagssuyaiinol cuTyauii Uit OXOPOHHM
3zopos’st wepe3s COVID-19 FDA BusHawmiIo, cepej| iHIoro, o Ha OCHOBI 3aranbHol KiJIBKOCTi
HasIBHUX HAYKOBHX JIOKa3iB, BKIIIOYAIOUM HaHi BiANOBiAHUX i I06pe KOHTPOJILOBAHMX KT HIMHUX
JOCTIi/DKEHb, SKINO TaKi iCHYIOTh, MOJKHA BBAXATH, IO IpenapaT Moxe OyTd ebeKTHBHHM JUId
JiarHOCTUKY, JiKyBaHHs a0o 3amobiranns COVID-19, abo cepiiozHOro 4u Hebe3neyyoro s
JKUTTA 3aXBOPIOBAHHA 4H cTaHy, ciipugunenoro COVID-19; mo BifioMa Ta MoTeHLiiHa KOPHCTH
penaparty, KONM BiH BUKOPHCTOBYEThCS Ul AarHOCTHKY, JTKyBaHH: ab0 3amoGiraHHA TakoMy
3aXBOPIOBAHHIO YA CTaHy, NepeBaKaE BiOMi Ta MOTEHILIAHI PU3UKA TAKOro Npernapaty; i mo
HEeMae BiJMOBIAHUX, CXBAJICHUX i JOCTYIIHUX AJIbTCPHATHB.

[IpenapaT Mae BiANOBiJaTH yciM LM KpuTepisM, mob ¥oro MoxHa Gy/o 3acTOCOBYBATH IUIA
niKyBaHHs nauienTis mig gac nagaemii COVID-19. EUA nns JIATEBPIO nie npoTarom yceoro
nepiony nii mexnapauii momo naugemii COVID-19, wo obrpyHTOBY€E €KCTPEHE 3aCTOCYBaHHA
JIATEBPIO, sixio ii xito ne 6yze npumuneno abo ckacosato (micns goro JIATEBPIO 6inbie He
MO>KHA 3aCTOCOBYBaTH BifnmoBigHo 10 EUA).

Burorosneno ais: «Mepk Llapn i JJoym JIJIC»
Paxseit, Horo-JIxxepci 07065, CIIIA

Jlns oTpuMaHHs nateHTHOI indopmanii: www.msd.com/research/patent
Astopebki rpasa © 2021-2022 Mepk i Ko., Tuk., Paxgeit, Hpio-Jxepci CIIA Ta ii.
Bci npasa 3axuImeHi.
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Fact Sheet for Patients And Caregivers
Emergency Use Authorization (EUA) Of LAGEVRIO™ (molnupiravir) capsules For
Coronavirus Disease 2019 (COVID-19)

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

LAGEVRIO may cause harm to your unborn baby. It is not known if LAGEVRIO will

harm your baby if you take LAGEVRIO during pregnancy.

o LAGEVRIO is not recommended for use in pregnancy.

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

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

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

For individuals who are able to become pregnant:

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

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

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

Pregnancy Surveillance Program:

There is a pregnancy surveillance program for individuals who take LAGEVRIO 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 LAGEVRIO 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 LAGEVRIO
during pregnancy to Merck Sharp & Dohme LLC. by calling 1-877-888-4231 or
pregnancyreporting.msd.com.

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

It is not known if LAGEVRIO can affect sperm. While the risk is regarded as low, animal
studies to fully assess the potential for LAGEVRIO to affect the babies of males treated with
LAGEVRIO have not been completed. A reliable method of birth control (contraception)
should be used consistently and correctly during treatment with LAGEVRIO 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




about reliable birth control methods. Talk to your healthcare provider if you have questions
or concerns about how LAGEVRIO may affect sperm.

You are being given this fact sheet because your healthcare provider believes it is necessary to
provide you with LAGEVRIO for the treatment of adults with mild-to-moderate coronavirus
disease 2019 (COVID-19) 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 LAGEVRIO available during the COVID-19 pandemic (for more details about an
EUA please see “What is an Emergency Use Authorization?” at the end of this document).
LAGEVRIO is not an FDA-approved medicine in the United States. Read this Fact Sheet for
information about LAGEVRIO. Talk to your healthcare provider about your options if you have
any questions. It is your choice to take LAGEVRIO.

What is COVID-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 iliness is mild, serious illness can
happen and may cause some of your other medical conditions to become worse. Older people
and people of all ages with severe, long lasting (chronic) medical conditions like heart disease,
lung disease and diabetes, for example seem to be at higher risk of being hospitalized for
COVID-19.

What is LAGEVRIO?
LAGEVRIO is an investigational medicine used to treat mild-to-moderate COVID-19 in adulits:

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

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

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

What should | tell my healthcare provider before | take LAGEVRIO?



Tell your healthcare provider if you:

Have any allergies

Are breastfeeding or plan to breastfeed

Have any serious illnesses

Are taking any medicines (prescription, over-the-counter, vitamins, or herbal products).

How do | take LAGEVRIO?

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

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

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

Take LAGEVRIO with or without food.

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

Swallow LAGEVRIO capsules whole. Do not open, break, or crush the capsules. If you
cannot swallow capsules whole, tell your healthcare provider.
What to do if you miss a dose:
o [lfit has been less than 10 hours since the missed dose, take it as soon as you
remember
o Ifit has been more than 10 hours since the missed dose, skip the missed dose
and take your dose at the next scheduled time.
Do not double the dose of LAGEVRIO to make up for a missed dose.

What are the important possible side effects of LAGEVRIO?

See, “What is the most important information | should know about LAGEVRIO?”

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

o hives

rapid heartbeat

trouble swallowing or breathing
swelling of the mouth, lips, or face
throat tightness

hoarseness

skin rash

O O 0O 0 0O

The most common side effects of LAGEVRIO are:

diarrhea
nausea
dizziness

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

What other treatment choices are there?



Veklury (remdesivir) is FDA-approved as an intravenous (IV) infusion for the treatment of mild-
to-moderate COVID-19 in certain adults and children. Talk with your doctor to see if Veklury is
appropriate for you.

Like LAGEVRIO, FDA may also 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 LAGEVRIO. Should you decide not to
take it, it will not change your standard medical care. '

What if | am breastfeeding?

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

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

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

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

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

What Is an Emergency Use Authorization (EUA)?

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

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

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