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TH®OPMAIIMHUM JTACTOK AJSI MEJAYHUX IPAIIIBHAKIB:
JIO3BLI HA EKCTPEHE 3ACTOCYBAHHSA ITPEITAPATY
JIATEBPIO (monnynipasip), KATICYJIA

OCHOBHI ITOJIOKEHHS 103BO.JTIY HA EKCTPEHE 3ACTOCYBAHHSI (EUA)

Lli ocroBri nonokennss EUA ne mictars yciel indopmauii, HeodXianol 1/is 3aCTOCYBaHHSA
JIATEBPIO 3riguo 3 EUA. Jusitkes IIOBHAM THOOPMAIIMHUAN JTACTOK IS
MEJJMYHUX ITPAIIIBHUKIB pas JAT'EBPIO.

JJIATEBPIO (Moanynipasip), Kancyau Ui 1epopajbHOro 3aCToCyBaHH L.
Jata 3aTBepmxenns EUA: 23.12.2021
JlaTa 3aTBepIxkeHHs oHoBleHoro EUA: 10.2023

OBOB’SI3KOBI BHMOI'HM JO 3ACTOCYBAHHSI JAIEBPIO 3IIIHO 3
JTO3BOJIOM HA EKCTPEHE 3ACTOCYBAHHSI

Jlist oTpUMaHHs JeTanbHimoi indopmauii 38epHiTeca g0 [IOBHOI'O [HOOPMALIMHOI' O

JIMCTKA.

OCTAHHI 3HAYHI 3MIHA
O60B’3K0Bi BUMOTH, TI0aHI B pamuli, JI03BiJl Ha EKCTPEHE 3aCTOCYBaHHS 10.2023
(Pozain 1): OHOBJICHUH
O6MexeHHs cxBaneHoro 3actocyBanHs (Po3znin 1): OHoBeHUH 10.2023
[lo6iuni peaxnuii: Buganenns Posainy 6.5 10.2023
ITo6iuni peaxuii (Po3min 6.2): OHOBIEHHA 10 PO3ALTY HOCBILY 07.2023
nicnspeecTpauifHOro 3aCTOCy BaHH ,
OG0B’ 43K0Bi BUMOTH, IMOJ[ali Y paMili, 3aCTOCYBaHHs y OKPEMHX KaTeropin 02.2023
nauientis (Po3zain 8.1): OHosnenHs indopmanii OO PeECTpy BariTHOCTI
Jlo3Bin Ha ekcTpeHe 3acTocyBaHs (Po3nin 1): Buiay4eHHA BUMOTH IOI0 02.2023
NpoBe/ieHHs TecTyBaHHs Ha Bipyc SARS-CoV-2
Croci6 3actocyBanus Ta gosu (Posain 2.3): JlonapanHs iHCTPYKLi 3 02.2023
[PUrOTYBAHHS Ta 3aCTOCYBAHHS Yepe3s Ha30racTpalbHUM Ta OporacTpalbHui
KaTeTep
Mikpo6ionoris (Posain 12.4): logapanHs mia-apianTis OMIKpoH 02.2023
Joxniniyna Toxcukonorisa (Posain 13.1): OHoBneHo IaHi Moo 02.2023
KaHLIEpOT€HHOCTI
Mikpo6ionoris (Poznin 12.4): nonapanus indopmartii Mmoo BiACKOKY 08.2022
BipycHoi PHK

O60B’I3KOBi BUMOT'H, NIOAAaHi B pamili: [leperasHyTi BUMOTH CTOCOBHO
{HIIMX TepaneBTHYHUX 3aco0iB
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J{o3BiN Ha excTpeHe 3actocyBaHHs (Po3ziin 1): OHOBNEHHSA AOCTYNIHUX 02.2022

anpTepHarus JIAI'EBPIO

Oco6uBocTi 3acTocyBauns (Po3ninm 5.2 Ta 17): nonaBaHHs 02.2022
rinepyyTIMBOCTI, Yy TOMY 4MCTI aHadinakcii

[o6iuni peakuii (Posain 6.2): nogaeaxHs po3ainy Jlocein 02.2022

niciaspeecTpaliiHoro 3acToCy BaHHs

EUA JIJIsA JIAI'EBPIO
VrpaBJiiHHA MO KOHTPOJIIO SIKOCTi XapuOBUX MPOAYKTIB Ta nikapcekux 3acobip CIIA (FDA)
pupano EUA Uit eKCTPEHOro 3aCTOCYBaHHS HE3apeeCcTpOBAHOro mpenapary JIATEBPIO,
aHAIOry HYKIEO3MJy, SKMA IIpHrHidye pemikawito SARS-CoV-2 uHUIIXOM BipyCHOrO
MyTareHesy, JUis JIi KyBaHHs JOPOCIUX 3 KOPOHABIPYCHOIO xgopoboto 2019 (COVID-19) nerkoro
Ta CEPEHBOTO CTYTICHIB TSKKOCTI:
e sKi MAlOTh BHMCOKMI PM3HMK NPOrpecyBaHHs 10 TSXKOI HopMu COVID-19, Bximouyaroun
rocritajizauiro abo n1eTanbHui HaCcNiZoK, a TAKOX
e IS SIKMX aJIbTepHATMBHI BapianTy JikyBanns COVID-19, cxBaJieHi a6o no3BoneHi FDA,
HeoCTYMHi a60 KJIHIYHO HeJOLiIbHI.
JIATEBPIO He cxpaneHo FDA mms 6yab-AKOro 3aCTOCYBaHHs, B TOMY YHCII UL JIiKYBaHHs
COVID-19. ITepen nouyatkom nikyeaxHs npenapatom JIAIEBPIO, CNliJi yBaXHO PO3MIAHYTH
BiZOMi Ta OTEHILIiMHi pU3KKK Ta KOPUCTb. (1)

OBMEXEHHS CXBAJIEHOT'O 3ACTOCYBAHHJI (1)
e JIATEBPIO He 3aTBEeplKEHO:

— [ 3aCTOCYBAHHS y NalieHTiB BikoM J0 18 pokis (5.3)

_  ns moyaTKy JiKyBaHHs TallieHTiB, ki MoTpeGyOTh rocmitaisauii yepes COVID-19.
Kopucth Bin nikyeauus npenapatom JIATEBPIO He crocrepiranacst y cy6’eKTiB, KOJH
nikyBaHHs G0 pO3NOYaTo Micas rochiTanisanii 4epes COVID-19. (2.1)

— 1% 3aCTOCYBaHHA JOBIIE 5 AHIB MOCHNb.

— B sKOCTi NpOdiIaKTHKH A0 ab0 Mic/id KOHTAKTY 3 XBOPMMHU /iisl [ONEPEKEHHA COVID-
19.

JIATEBPIO MoXe MNpU3HAYaTHCS OKPEMOMY MAallieHTy JMlue JiKapsaMu, KBal1iiKOBaHUMU
MEIUYHUMH CECTpaMH Ta MOMIYHHKaMH JiKaps, qKi MaroTh JineHsiro abo 103BiN 3rigHo i3
3aKOHO/JABCTBOM IIITATy IpM3HAYaTH INpenapaTd TeparneBTUYHOrO Kiacy, A0 SKOro HajeKHTh
JIATEBPIO (to6T0 mpotuindekuiini 3acoou).

JIATEBPIO cxBajeHuil Jiiile Ha nepiof Aii Aexnapauil mpo Te, IO iCHYIOTh o6CTaBUHY, AKi
OOIpYHTOBYIOTH HAJaHHA JIO3BOJIy Ha EKCTPEHE 3aCTOCYBAaHH:A JIATEBPIO BigmoBigHO 10
Posniny 564(b)(1) 3akony, 21 U.S.C. § 360bbb-3(b)(1), sixiio JO3BLJI HA EKCTpEHE 3aCTOCYBaHHS
He Gy/ie BiIKIMKaHO a0o CKacOBaHO paHilue.

Ionatkopa ingopmallis npo 06OB’SA3KOBI BUMOTH LIOJO 3aCTOCYBAaHHS JIATEBPIO 3rigso 3
JO3BOJIOM Ha eKCIpeHe 3acTOCYBaHHs IIPEJCTaBicHAa B paMui Ha MOYaTKy [OBHOro
[ndopmaniliHoro JIKCTKA.

OOGIPYyH 1 yBAHHA CRUIPLHUIY SACTOCYBAHI JIKAPCLKHX naco6ip mig mao maiomMii C

inpopmalito Mpo JOCTYMHI aNbTEPHATHBM Ta JONATKOBY iHpopmaniro npo”;

NpeACTABJICHO Y NOBHOMY IHpOpMAalliiHOMY JIMCTKY JUIA MEAMYHHX npaLiBHUKF.
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CIIOCIE 3ACTOCYBAHHJ TA 103U

« 800 Mr (YoTHpH Kancyu 1o 200 Mr) npuiiMaTy NepopaybHO KOXKHI 12 rons npotarom 5 nHiB,
3 xero abo 6e3 Txi. (2.1, 2.3)

* Ilpuiimite JIAEBPIO sxomora mBuaile nicns BeraHoBleHHs aAiarHoszy COVID-19 Ta
NpoTAroM 5 JHIB micis MoSBH CUMIITOMIB. (2.1)

« 3aBepIlEHHs [IOBHOTO 5-JCHHOrO KypCy JIKYBaHHS Ta IPOJOBXKEHHS 3051l BiAMOBIAHO 10
peKOMeH/Iauili opraHiB OXOPOHHM 3/0pPOB’S MaIOTh BajUIMBE 3HAYEHHA U1 MAaKCHMAlbHOTO
KITipeHcy Bipycy Ta miniMizawii tpaHeMicii SARS-CoV-2. (2.1)

» JIATEBPIO He cXBaleHO Ul 3aCTOCYBaHHsS JAOBLUE 5 [HIB nOCHiNb, OCKIIBKK O€3leKa Ta
eeKTUBHICTb HE BCTaHOBJIEHI. (2.1)

JIIKAPCBKA ®OPMA TA TO3YBAHHsI
Karicyau o 200 mr (3)

MNPOTHUIIOKA3AHHA
Ha ocHOBI 06MeXeHHX HasBHUX JIaHKX W00 eKCTPEHOro 3acTocyBaHHs npenapary JJATEBPIO,

cxBasieHoro 3rigHo 3 uuM EUA, nporturokasass He BUABJIEHO. (4)

OCOBJMBOCTI 3ACTOCYBAHHS

» Em6pioderansua tokcuunicts: JIATEBPIO He pekoMeHJyETbCA 3acTOCOBYBATH mig 4gac
saritHocrTi. (5.1, 8.1, 8.3)

o TloBizomMasuiocs TNpo peakilii rinepuyyTIHUBOCTI, y TOMy HYHMCIHI anacinakciro, mig uac
sactocysanHs JIATEBPIO. V pa3i BUHMKHEHHS 03HaK Ta CHMIITOMIB KJIiHi4HO 3Hadymol peaxiii
rinepuytnuBocti a6o aadinakcii ciiji HeraiHo NPUMMHATH NPUHOM JIATEBPIO (5.2)

« TokcuuHicTb s Kictok Ta xpsmis: JJAIEBPIO He cxBaneHui uid 3aCTOCYBaHHA Yy NalieHTIB
BIKOM /10 18 pOKiB, OCKIIbKM 11€ MOXE BILTMHYTH Ha PiCT KiCTOK Ta xpawis. (5.3, 8.4, 13.2)

HOBIUHI PEAKIIIT
Hail6inpln momupeHuMH NOGidHMMM peakiiamu (vacToTa > 1%) € Jiapes, HypoTa i

3araMopoyeHHs. (6.1)

Bu a6o Bama ynoBHOBa)xeHa 0c00a NOBHHHI NOBiIOMJISITH NPO BCi CEPYO3HI ITOBIYHI
PEAKIUI a6o JIKAPCHBKI IOMMJIKM, norenuiiino noB’sizani i3 3acTOCYBaHHSIM
JIATEBPIO (1), nagicrapmu ®@opmy 3500 FDA onaaiis, (2) 3aBaHTAKUBUIN 1[I0 dopmy, a
noTimM HajicjaBumM nowTolo abo dakcom, abo (3) 38’s3aBmuch 3 FDA 32 HomMepoM 1-800-
FDA-1088 s 3anuty niei ¢popmu. IlpocMo TaKkox HaIaTH KoMl Wi€i popmu KoMnaHii
Mepx Mapn i Hoym JITC, Paxreii, Huio-/Ixepci CIIA 32 HOMepoM 1-800-672-6372 abo
daxcom 215-616-5677 (6.4)

B3AEMOIA JIKAPCBKHUX 3ACOBIB
B3aeMopito nikapchkux 3aco0iB HE BHSBJICHO Ha OCHOBI OOMEXEHMX HasBHUX AaHMX INOJO
excTpeHoro 3actocyBanns JIAL'EBPIO, cxBaneHoro 3rifHo 3 um EUA. (7)

3ACTOCYBAHHS Y OCOBJHABHUX I'PYII TAITIEHTIB
» Baritnicts: 3actocyBauns JJATEBPIO ne pexomeHay€eTscs nix wac BaritHocTi. Clifi IOpaguTH
0cobaM penpoJyKTHBHOIO BIKY HAJIEKHHMM 4YMHOM i MOCTIHO BUKOpPHUCTOBYBAaTHU e(beKTyIBm
METO[M KOHTpaLENii, Ko e HeoOXiaHo, Mil 4Yac JiKyBaHHSA Ta NPOTSroM 4 p %{
npuiiomy octannboi no3u JIATEBPIO. (8.1, 8.3) Fa— '




» Jlakrauis: I1ix 9ac MiKyBaHHS Ta MPOTAroM 4 IHIB Mics NpuiOMy OCTaHHBOI JO3H JIATEBPIO
HE PEKOMEHIYEThCs IpyAHe BUrojoByBaHHs. Ocoba, WO roxye rpyAbMyu, MOXKE PO3MIAHYTH
[MTAHHA NPO [PWIMHEHHS IPYAHOTO BHUTOMOBYBaHHSA, a TAKOXK MOXUIMBICTH 3I[IDKYBaHHS Ta
yTHi3aLii IpyIHOro MOJIOKA il 4ac JiKyBaHHA Ta MpoTAroM 4 JHIB MiCas TIpUHOMY OCTaHHBLOI
no3u JIATEBPIO. (8.2)

Musitbes THOOPMAIIUAHMI JIACTOK Il DAIIEHTIB TA OCI5, INO
3IIACHIOIOTH AOTJISIT 3A HUMM




3MICT*
OBOB’SI3KOBI BUMOI'H JIO 3ACTOCYBAHHS [TIPEITAPATY JIAI'EBPIO 3r1igJHO 3
JTO3BOJIOM HA EKCTPEHE 3ACTOCYBAHHSI

1 TO3BLI HA EKCTPEHE 3ACTOCYBAHHI
2 CIIOCIE 3ACTOCYBAHHS TA 1034
2.1 JTosysanns ana exctperoro 3acrocyBanns JJATEBPIO y nopociux MalieHTiB
2.2 KopHryBaHHs J034 Y OKPEMHX YTl Nalli€HTIB
2.3 Beesienns uepes Hasoractpaibhuit (HI') a6o oporactpansuuit (OI) KateTep (12F a6o
6inbIIoro po3mipy)
3 JIKAPCBKA ®OPMA TA TO3YBAHHSA
4 IIPOTHUIIOKA3AHHA
5 OCOBJIMABOCTI 3ACTOCYBAHHA
5.1 EMGpiodeTanbHa TOKCUIHICT
5.2 TinepyyTnMBicTs, y TOMY 4HcHi aHadinakcis
5.3 ToKCHYHICTB I KiCTOK i XpAILiB
6 NOBIYHI PEAKIIIT
6.1 [o6iuni peakwil, BusBICH] y KIHIYHUX JOCTIKCHHSIX
6.2 Jlocin micnspeecTpalifHoOro 3acToCyBaHH:
6.4 OG0B’ 13KOBE 3BITYBaHHS PO cepito3Hi MoGiuHi ABHMILA Ta JTiIKapChKi NOMMIIKU
7 B3AEMOJIIS1 TMIKAPCHKHMX 3ACOKBIB
8 3ACTOCYBAHHS Y OCOBJIMBUX I'PYII ITAIIIEHTIB
8.1 BaritHicTb
8.2 JlaxTauis
8.3 JKiHKM Ta YOJIOBIiKH PENPOLYKTHBHOIO BiKY
8.4 3acTtocyBaHHS Yy AiTeH
8.5 3acTocyBaHHs y MALi€HTIB JITHBOrO BiKY
8.6 ITopyienHs QyHKLIT HUPOK
8.7 lopyments GpyHKIIT ne4iHKKH
10 IIEPETO3YBAHHS
11 OIIHAC
12 KJIITHIYHA ®PAPMAKOJIOT'TA
12.1 MexaHi3Mm aif
12.2 ®apMakoIMHaMiKa
12.3 dapMakoKiHETHKa
12.4 Mikpob6ionoris
13 JOKJIHIYHA TOKCHKOJIOI'LA
13.1 KanueporeHes, MyTareHes, opyLeHHs hepTaIbHOCTI
13.2 Tokcuxonoris Ta/abo ¢apmakonoris y TBapuH
14 KJIIHIYHI JOCJILIXKEHHS
16 ®OPMA BUITYCKY/3BEPII' AHHSI TA IIOBO/DKEHHSI
17 IHOOPMAIIISA AJI1 KOHCYJbTYBAHHA ITAITIEHTIB
18 IH®OPMAIS ITPO BUPOBHUKA

* Posninu aGo migposainu, BupaneHi 3 EUA, e nepepaxoBaHi
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[IOBHMI IHOOPMAIMHUM JIMCTOK JIUISI MEJUYHMX ITPATIIBHUKIB

OBOB’SI3KOBI BUMOT'M JO 3ACTOCYBAHHSI IIPEIIAPATY JIATEBPIO
3I'[JTHO 3 J03BOJIOM HA EKCTPEHE 3ACTOCYBAHHSA

JUist 3MEHIIIEHHs! PU3HKIB [IPH 3aCTOCYBaHHI LIOTO HECXBAJICHOTO Npenapary srigHo 3 EUA
Ta omruMmizaumii norteHuiiisoi kopucti JIATEBPIO, HeoGXiaHi HACTYIHi KPOKH.
3acrocysanns JIJATEBPIO zriguo 3 ium EUA oOMexKy€eThC HaCTYMHUMHU BUMOTaMH (yci
BHMOTH MatoTh OYyTH BUKOHaHI):
1. Jlixypanus mgopocaux 3 COVID-19 nerkoro Ta c€peiHpOro CTYIEHIB TSXKKOCTi, fKI
MaIOTh BHMCOKHMI PH3HK MPOrpecyBaHHSA JO THKKOI (opMH COVID-19, sxmoyaio4u
rocniTanizauio abo NeTATbHMI HACHIOK, | 1A AKUX albTepHATHBHI BAPiaHTH JIKYBaHHS
COVID-19, cxpaieni a6o nossoneni FDA, HegocTynHi abo KJIiHIYHO HEAOLIBHI [Ous.
Ob6medicenns cxeanenozo sacmocyeanus (1)].
2. Ik MeMUHMH NpPALLiBHUK, 110 NpHU3HaYac JiKapchbKi 3ac00H, MeperasHpTe indopmariito,
10 MiCTHTBCS B po3aini «IHbOpMALiHHUIA JMCTOK Ais NAUi€HTIB i ocib, gKi 34iCHIOITh
JIOTJISL 33 HUMKY, 3 BAlAM TalicHToM abo 0co60ro, AKa 3/1ICHIOE IO 38 HUM, MEpe]l
npuitomom  JIATEBPIO namicHToM. MeauuHi  IpaliBHUKK MOBHUHHI  HAJATH
nauienty/ocoGi, ska 3AIACHIOE [OTJA] 332 HHUM, €JICKTPOHHY abo JpyKOBaHy KOIiiO
«Indopmaniiinoro aMcTKa JUs NalieHTiB Ta ocib, AKi 3iHCHIOIOTE AOTJIA] 38 HUMU) MEPE,
npuitomom JIATEBPIO naiieHToM i MOBMHHI 3aJOKyMEHTYBATH, 110 naiienTy/ocobi, AxKa
ajificHIOE JOTJIAA 3a HHM, Oylo HaJaHO €JEKTpOHHY abo JpyKOBaHy KOTIiIO
«IndopmartiiiHoro iMcTKa AN NanieHTis Ta ocib, SKi 30iHCHIOIOTE IO 38 HUMKY.
3. MenuuHi NpauiBHUKY, SKi NpU3HA4AlOTH JIiKApchki 3acobH, MOBMHHI TOBIJOMUTH
nauienty/ocobi, sxa 34iHCHIOE JOrIS] 32 HUM, 11O:
. JIATEBPIO € He3apeecTpoBaHMM JiKapcChbKMM 3aco0O0M, SKMH CXBaJICHUH 1Jid
3aCTOCYBaHHA BIAMOBIAHO JO 1BOro J[03Bosy Ha eKCTPEHE 3aCTOCY BAHHA.
I1. Ini TepaneBTHYHI 3acO0U Hapasi cxBajleHi /i TaKOro caMoro 3aCToCyBaHHs, IO i
JIATEBPIO [nus. Jo3sin na excmpene 3acmocyeanns (1) — Ingpopmayia npo oocmynHi
ansmepramugu Ons 3acmocysanus, cxeaneni EUA].
[II. IcHYIOTb KOPHCTb Ta PH3MKU MpUHOMY JIATEBPIO, sxk 3a3HadYcHO B
«IHdopMaLiHOMY JIUCTKY JUIS NAL[IEHTIB Ta ocib, AKi 3iMCHIOIOTB JOIIIA 32 HUMMY.
IV. Icaye peectp BariTHOCTI.
V. XKiHKM penpoayKTUBHOr0 BiKy IOBHUHHI BHKOPUCTOBYBATH HagiiHUA MeTox
KOHTpAUeNii Ha/Ie)XHMM YMHOM Ta TIOCTIHHO, AKIIO He HEOOXIIHO, POTArOM YChOIO
nepiofy NiKyBaHHs Ta POTAroM 4 [HIB MICs NPUHOMY octanHboi 1031 JIAT'EBPIO.
VL. YonoBikaMm penpoayKTHBHOTO BiKy, Ki BEAYTh aKTUBHE CTATCBE JKUTTA 3 KIHKaMHU
PENpOAYKTUBHOTO BiKY, CJIijl HAIG)XHUM YHHOM i moCTitHO BUKOPUCTOBYBATH HaJiiHUH
METOJ KOHTpALENIil Mijl 4ac NiKyBaHHs Ta MNPOTAroM IOHAaHMEHILe 3 Micsauis micng
NpUioMy OCTaHHBLOT J03H.
4, Mean4Huit NPaliBHUK, IO pH3HaYae NiKapcbki 3aC00H, NOBUHEH OLIHUTH, 4M XKiHKa
PENpOAyKTUBHOrO BiKy BariTHa 4 Hi, SIKLIO HE KJiHiuHO nokazaHo (Oue. Ocobrusocmi
sacmocysanus (5.1) ma 3acmocyeanns y ocobnusux zpyn nayiexmie (8.3)].
5 Ha nincTanri pe3yNbTaTiB JOCTIKEHb PENpo/yKTHBHOT GyHKLIT y TBapuH, JIATEBPIO
MOYXe 3aBJaTH IIKOAM IUIOAY NpH TpU3Ha4eHHi BariTHUM ocobam. SKimo JIATEBPIO
BHUKOPHCTOBYETHC IMifl Yac BariTHOCTi, MEIMYHI npaliBHUKH, AKi IPU3HAHAIOTh JKapChKi
3aco6M, MOBMHHI MpoiH(OpMyBaTH MallieHTa MpO BiIOMY Ta MOTEHL{HY KOPHUCTh Ta
[IOTEHILiiHI PU3UKK 3aCTOCYBaHHA JIATEBPIO nig 4yac BariTHOCTi, SK 3a3HaueHO B
«lHdopManiiHOMy TMCTKY [ NaulieHTiB Ta 0ci6, sKi 3AIHCHIOIOTH AOMIIAA 32 HUMIY [Ous.
Ocobnusocmi 3acmocysanns (5.1, 5.3), 3acmocysanna y ocobnugux epyn nayicnmie (8.1,

8.3) ma Jloxniniuna moxcuxonozia (13.1)]. ey,
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6. Slxmo npuitHATo pimenHs npo 3actocysanns JIATEBPIO ninp dac BariTHOCTI, Jlikap
MOBUHEH 33J0KYMEHTYBATH, W10 BioMa Ta MOTEHLiiHa KOPUCTh Ta MOTEHLiHHI PU3HKH
sacrocyBanna JJATEBPIO nig 4ac BariTHOCTi, SIK 3a3Ha4€HO B «IndopmaLifiHOMY JUCTKY
JUIS NALi€HTIB Ta 0ci0, AKi 3AiCHIOIOTE JIOMJIA/ 32 HUMUY, 06roBOpIOBAJIKCS 3 MAL[IEHTOM.
7. MequuHuil MpaLliBHYK, 1110 pU3Hadae NiKapchKi 3aCO0H, MOBUHEH 3a/I0KyMEHTYBATH,
mo BaritHa Gyna mpoiH$OpMOBaHa MPO PEECTp BariTHOCTI Ha CailTi https://covid-
pr.pregistry.com a60o 3a Homepom 1-800-616-3791.

8. MeuuHuMiA TIpaLiBHUK, 10 NpU3Hadae JikapchbKi 3acobu Ta/abo yroBHOBaKEHA ocoba
MEIUYHOrO MpaliBHUKA Hece/HeCYTh BiANOBIJANLHICTL 32 0GOB’A3KOBE 3BiTYBaHHS PO
BCi JiKapchKi MOMMIIKM Ta cepiiosni noGiuni siBMa, sKi MOTEHLIIHHO TOB’A3aHi 13
sactocysanHsM JIAT'EBPIO, nporaroM 7 kajlleHAapHUX IHiB MicisA TOro, sIK MEAWYHUM
npaniBHMK Ji3HaBcs 1po peakuii [Ous. [o6iuni peaxyii (6.4)].

Jlns oTpumanHa iHbopMalii mpo KIiHiuHi J0CiUKEHHS JIATEBPIO Ta iHwux npenaparis
st nikysanHs COVID-19, jus. www.clinicaltrials.gov.

1 TO3BLI HA EKCTPEHE 3ACTOCYBAHHS

VIpapiiHEA 10 KOHTPONIO SIKOCTi XapuoBMX NMPOIYKTIB Ta JIKAPCHKUX 3acob6is CIIA (FDA)
suzaio Jlo3Bin Ha ekcTpene 3actocyBanHs (EUA) a7 €KCTPEHOro 3aCTOCY BaHHsA HECXBAICHOTO
npenapary JIATEBPIO nna nikysaHHs AOpOCIHX 3 KopoHasipycHoto xBopoboto 2019 (COVID-
19) Jerkoro Ta CepeiHBOro CTYIEHIB TAKKOCTI:

e sKi MaIOTh BHCOKHIl PU3MK MPOrpecyBaHHs 1O TsXKKOI GopMH COVID-19, Bxmodaro4n
rocmitamizaiito abo neranbHMil Hacninok. JloJaTKoOBY indpopmMaliro MOXKHA 3HaWTH Ha
Be6-caiiti LleHTpy 3 KOHTpomo i nipodinakTuku 3axsopioBans CHIA (CDC), i

e UIf AKUX aNbTepHATHBHI BapianTu Nikysanus COVID-19, cxsaneni abo nossosiedi FDA,
HEJOCTYIHI a60 KIIIHIYHO HEJOLINBHI.

OBMEKXEHHS CXBAJIEHOI'O 3ACTOCYBAHHSL

e JIATEBPIO He cxBadeHO [ni 3acTOCYBaHHsA y mauieHTiB BikoM 1o 18 pokiB [Oue.
Ocobnusocmi 3acmocyeanns (3.3)].

e JIATEBPIO He cxBajieHO [UIsl TOYATKY JiKyBaHHs [aLi€eHTiB, AKi noTpeOyoTh rocritanizaiii
yepe3 COVID-19%. KopucTh Bil JiKyBaHHs [IpenapaToM JJATEBPIO He cnoctepiranacs y
Ccy6’€eKTiB, KOJH JIIKyBaHHs 6yJ0 po3nodaro Mmichs rocmiranizanii yepes COVID-19 [ous.
Cnoci6 3acmocyeanns ma 0o3u (2.1)].

e JIATEBPIO He cxBaJleHO I 3aCTOCYBaHHs JOBILE 5 JHIB [1OCMifb.

e JIATEBPIO He cxBaJleHO [JIsl 3aCTOCYBaHHA B AKOCTI podinakTuku 10 abo ic/1sl KOHTaKTy
3 xBopuMH 1 nonepemkenHs COVID-19.

JIATEBPIO MoXe NpU3HAuaTHCs OKPEMOMY IallieHTy jmuuie JiKapiMu, KBaJlihiKOBAaHUMH
MEMYHUMK CeCTpaMy Ta IOMiuHMKaMH JIKaps, fKi MaloTb JILEH3io a6o J103BiN 3rigHO i3
3aKOHOJABCTBOM IUTATy NpHU3HAYaTH JiKapchKi 3aco0M TEpameBTUHHOrO Kiacy, [0 AKOro
nanexts JJATEBPIO (To6To npotrindekuiiiti sacobu).

JIATEBPIO He cxBaneHuii [uist )KOAHOrO 3aCTOCYBAHHS, y TOMY YHCHi [Jisl JIIKYBaHHA COVID-19.

! hitps://www.cdc.gov/coronavirus/201 9-ncov/hep/clinical-care/underlyingconditions.html .
MeauuHi pauiBHUKY MAFOTh PO3MIISAATH CIIIBBIIHOUIEHHS KOPHUCTE/ PU3HUK JUIS KOXKHOTO q]_{p,sgéﬁj"
namieHTa. L .

2 Slkwo naujeHTy moTpibHa rocmitanizalis micNA IMOYATKY JKyBaHHI JIATEBPI
3aKiHYMTH TOBHUH 5-IEeHHU Kypc JiKyBaHHs Ha PO3Cy . JliKaps. !




Ilepen mouaTkom JikysaHHs npenmapatom JIAIEBPIO CTlil YBaKHO pO3IJIAHYTH BiJoMi Ta
HOTEHLiiHI pU3MKK Ta KOPUCTB [Ous. Ocobiusocmi 3acmocyéanis (5.1, 5.3), 3acmocyeanns y
ocobnusux zpyn nayienmie (8.1, 8.3) ma Joxniniuna moxcuxonozia (13.1)].

JIATEBPIO cxBajenuii nuiue Ha nepiof Ail Aekmapauii mpo Te, IO iCHYIOTh 06CTABUHK, sKi
OOIPYHTOBYIOTh PEECTPALIIIO /Il EKCTPEHOro 3aCTOCYBaHH JIATEBPIO signosigto mo Posainy
564(b)(1) 3akony, 21 U.S.C. § 360bbb-3(b)(1), k110 JIO3BL Ha EKCTpeHe 3aCTOCYBaHHs He Oyie
Bifik/IMKaHO a60 CKacOBaHO PaHille.

OBI'pYHTYBAHHS EKCTPEHOTO 3aCTOCYBAHHS JikapchKuX 3acoGiB 11i/1 4ac naHAeMil COVID-19
3apas criocTepiracThes cnajnax koponasipycHoi xsopobu 2019 (COVID-19), cipuunsenoi SARS-
CoV-2, HOBUM KOpOHaBipycoM. MiHiCTp OXOpOHHU 37I0pOB’s Ta COLialbHAX cnyx6 CIIA (HHS):
e Bu3snauuB, WO iCHYe HaJA3BMYaiiHa CHTYaLlis y cpepi OXOPOHM IPOMAJICEKOro 370poB’s abo
3Ha4yHa 3arpo3a BUHHMKHEHHA HaJ3BMYalHOL cutyauii y cdepi OXOpOHH TPOMaJCHKOro
310poB’s, o’ s3anoi 3 COVID-19°.
e 3asBMB, IO iCHYIOTb OOCTaBMHM, WO OOIPYHTOBYIOTH peecTpallilo A eKCTPeHOro
3aCTOCYBaHHs JIKapChbKUX 3acobiB Ta 6ionoOridHuX npenaparis s mpodinakThky abo
nikyaugs COVID-19%.

EUA - une no3sin FDA Ha eKcTpeHe 3acTOCYyBaHHS HE3apeeCTpOBAHOIO 3aco0y abo
He3apeeCTPOBAHOrO BUKOPMCTaHHs 3apeecTpOBAaHOIro mpenapary (To6T0 JiKApCHKUX 3acobiB,
Gionoriunnx npenaparis abo npuctpois) y Cromyuenux lllTarax AMEpUKH 32 IICBHHX 0OCTaBuH,
BKJIIOYAIOUH, cepesl iHoro, ko Minictp HHS 3asense npo icHyBaHHs HaI3BUYaHHOT CHTYaLl
y cdepi 0XOpoHH 310pOB’s, sKa BIUIMBAE Ha HalioHATbHY Ge3neky abo 370poB’s Ta OesneKy
rpomanss Crionyderux 1lITaTiB AMepUKH, sKI NPOXHMBAIOTH 33 KOPJIOHOM, i axa mos’s3aHa 3
GionoridauM areHToM(aMu) abo 3aXBOPIOBAaHHSM UM CTaHOM, SIKHH MOXE OyTH NOB’A3aHUM 3
takum areHTom(amu). Kputepii st Bugadi EUA BKIIOYarOTD!
o DBionoriunuii areHT(M) MOXe CIPUYMHMTH CepiosHe abo Hebe3neuHe JUId  SKUTTA
3aXBOpIOBaHHs abo CTaH;
e Ha nifcraBi cyKynmHOCTI HasBHHX HayKOBHX JaHUX (BKIIFOYAIOUH nadi BignmoBigHuX i foOpe
KOHTPOJIbOBAHUX KJIIHiUHMX JOCTiIKEHb, AKILO TaKi €), JOLIILHO BBAXATH, 1O
e npenapar Moxe OyTH €(EKTUBHUM Y jiarHocTMLi, JiKyBaHHi abo 3anobiraxHi
cepitozHoMy abo HeOe3MeHHOMY U1 JKMTTsI 3aXBOPIOBAHHIO abo craHy; i

: JlmB. MIHICTEPCTBO OXOPOHU 3IIOPOB’H ‘T4 CULIIbHAR iyxG CILIA, Dusuayciilis HoA3DHYAIHHONO CTaHy Y chepi AXNNOHK AMOPOR’A Ta
Jlexnapauis npo HasBHICTb 06CTaBHH, WO OGIPYHTOBYIOTE BUAAYY no3sonis BiANOBiAHO Ko po3aimy 564(h) denepalibHOTO 3akOHY MPO Xap4oBi

TIPOAYKTH, niKapeski npenapaTH ™ KOCMETHYHI 3uco0H, 21 u.S.C. §360bbb-3. 4 JIOTOTO, 2020;
https:/'www.federal register.gov/documents/202 0/02/07/2020-02496/determ i nation-of-public-health-emerzency.

Jlus. takeisc MilicTepcTno OXOpoHH 310p0B'A T& couianbHIX CiAyHD CILLA, 3sinn 10 Mopsjiky BH3HANEHHA HALIBUUARHOFD CTAHY ¥ cipepi
OXOPOHH 300p0B’S a0 3HANHOTO TOTCHLIANY BUHHKHEHIE HamssHUAli oo CTany y ¢epi rpoMAjCEKOTO 3A0POB’S BIANOBILIO 10 poaniny S64(b)
(MenepaibHOro 3AKOHY NP0 XapyoBl NPOAYKTH, MiKapehKi NPENApATH T2 KOCMETHHHI sacobu, 21 U.8.L. §3blbbb-3(b). 15 Oepesns, 2023 {«Plwenna
31 amisamim); hitps://www.federalregister pov/documents/2023/03/20/2023 _05609/covid-19-emergency-use-authorization-declaration.

4 Iue. MiHICTEpETBO OXOPOHH 3A0POR’A Ta COUIANBHNX ClIY7KD CIIA, Jeknapatis npo HagsHicTs o0cTasIN, w0 00rPYHTORY KOTE BHAAMY N03BOIE
pinnogiaxo 1o posaiay 564(b) OenepanLHOrD 3aKOHY NPO XApHOBI NPOAYKT M, MIKAPCHK NpenaparH Ta xocMeTruni sacotu, 21 U.8.C. §360bbb-3,
85 FR 18250 (1 kmiTna, 2020); hitps:/fwww. fe _mlrcgistcr.guvfdocumemsfzomf‘ﬂﬂi}I,’2(}2(1-06905a’cmg[gency-usc~gumorizn;iqn_ -declaration.
TTne. Takow Pimenna 31 sminany («llexnapanii, suani signosinne 10 pogsisty 564(b)(1) PenepansHoro 3aKoHy Npo Xapuosi MpoAYKTH, MKAPChK
fIPENAPATH T3 KOCMETHUHI 3acobi, MPo. Te, WO iCHYIOTh 0GCTABHHN, sk OGIPYHTOBYIOTE BUIAYY H03B0NY HA BKCTPCHE 3ACTOCYBANHA MERHHN
3aC0BIB AIAFHOCTHEN i1 Vitro, IHIMBIAYANLAMX 31c00iB 3aXucCTy OPFaHiB ANNAHHA, HwAx meauuix supobis, JKAPCHRUX NPenaparis Ta
GIOAOTIMHIX MPOIYKTIR, AK JATHAUEHO B LN ACKNAPALINX, | 4KI HA nipcrasi pimenns sin4 motoro 2020 poky 3ETHILAIOTHCA “HHHIK n'g)i.';qﬂ!%
Ali wMx pexnapaiifi He GYIYTh NpUOMHCHT BHNOBIAHO A0 posiny 564 PenepuibHOro 3akoHy npo XAPHOBI TPOAYKTH, .uiuagﬁﬂ_‘k_i\ rapaTd Ly G,
KOCMETHUHI 33C061»). i % 7 N
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e BiZOMa Ta MOTEHIilHA KOPHMCTh MperiapaTy — KOJM BiH BMKOPHUCTOBYETHCH JJIs
miarHocTuky, nMpodinakTuky aGo JiKyeaHHS Takoi XBopoOu abo CTaHy — MEpeBHILYE
BiZIOMi Ta MOTEHLINHI pU3UKK Npernapary, 6epyud 10 yBaru 3HauHy 3arposy, CTBOpEHY
6ioNoriYyHUM areHToM(aMu);

o HeMae BianOBifHOT, cXBaIEHOT Ta AOCTYIHOT allbTePHATHBH NPENapary [Jis AiarHOCTHKH,
3ano6irands abo JIiKyBaHHs cepito3HOro abo HeOE3NEYHOrO AN XKUTTA 3aXBOPIOBAHHS abo
CTaHy.

3ATBEPJDKEHI JOCTYIIHI AJIbTEPHATUBU

Ipenapat Bexypi (pemaecuBip) cxpanenui FDA [ 1ikyBaHH: COVID-19 y nopocnux i AiTe#
(BikOM He MeHIue 28 IHIB Ta 3 Macoro TiNla He MeHILE 3 Kr), sKi He OyH rocritaizoBaHi Ta MarOTh
COVID-19 nerkoro Ta cepefHbOro CTyneHiB TSHXKKOCTI 3 BACOKUM PU3MKOM NpOrpecyBaHHA 10
tsokkol popmu COVID-19, BKIOYHO 3 rocmitaizaiieto abo neTalbHiM HachigkoMm. Bexiypi
3aCTOCOBYIOTb LIIIXOM BHYTPIllIHbOBEHHOT IHQY3ii i3 3arafbHOI0 TPUBATIICTIO niKyBaHHS 3 JiHi.

Xoua Beknypi € cxpanenum anstepuarnsrum npenaparom JIATEBPIO s nikyBaunst COVID-
19 Jerkoro Ta CEpefHBOrO CTYMEHIB TAKKOCTI y JOPOCIHX, sKi MaroTh BUCOKHWI PU3HK
nporpecyBands 1o Tsxkkol ¢opmu COVID-19, BkmouHo 3 rocrnirtanisaiiero abo JeTanbHUM
naciigkom, FDA He BBaxkac Bekaypi onTumaiibHOO anbTepHaThBoro JIAL EBPIO ansg uporo
JIO3BOJIEHOTO 3aCTOCYBAHHSI, OCKiJILKM HOTO 3aCTOCYBaHHS MOXeE OYTH HEJOUITLHUM ab0 KJIiHIYHO
HEMPUHHATHUM JUIs TIEBHUX TAL€HTIB (HampuKkimaj ToMy, [1O BHUMArac 3-1€HHOTO
BHYTPIIIHEOBEHHOTO 3aCTOCYBaHHS).

[Takci10BiA (TabNETKH HipMaTpenBipy; TabneTKu PUTOHaBIpY, I NEPOPaIbHOro 3aCTOCYBaHHA B
ofHiit ynakopui) cxsanenuit FDA s nikysanns COVID-19 sierkoro Ta cepeAHboro CTYTIEHIB
TSKKOCTI Y JIOPOCIHX, SIKi MalOTh BUCOKUI PU3UK NPOrpecyBaHHA 110 TAXKKOTOo nepediry COVID-
19, BkmoOWaroud rocmitanizauito abo neTanbHUM Hacinok. IlakcloBij 3aCTOCOBYETHCA
MEpOpaNbHO TPOTArOM TOBHOrO Kypcy JiKyBaHHs TPUBAIICTIO 5 nHiB. Xoua Ifakcnosin €
3apeecTpoBaHoM asrepHartneoio JJATEBPIO mns ikyBaHHS COVID-19 nerkoro Ta cepeIHbOrO
CTYIEHIB TSXKKOCTI y JOPOCIHX, AKi MarOTh BUCOKMA PU3MK NPOrpeCyBaHHs 10 TAKKOro nepediry
COVID-19, BrIOYa09M rociitanisaniio abo JeTalbHUi HacliloK, FDA He BBaxxac ITakcioBiz
azmekBaTHOIO anbTepHaTuBoO JIAIEBPIO s 1poro J03BOJIEHOTrO 3aCTOCYBaHHA, OCKINbKH BiH
Moxke 6YTH KJIiHIYHO HENPUHHSATHUM JUTA NALli€HTiB, AKi NPUIMAIOTh NPENapaTy, o MNEpEBXKHO
Metabonizytotbcs CYP3A Ta/abo € MOTyXHUMH IHAYKTOPaMH CYP3A.

JlonatkoBy indopMalilo mpo Bci mpenapard, CXBaleHi sl JIKyBaHHs abo mpodinaKTUKU
COVID-19, mMosKHa 3HAHTHU 32 MOCHJIAHHAM https://www.fda.gov/emergency-preparedness-and-
resnonse;’mcm—!cp,al—regulatorv-and-policv-framcworkfemer,gencv-use-authorizalion .

Jlns otpuManHs indopmauii npo knixiusi gocnimkenns JJATEBPIO Ta iHIIMX mpenapaTiB uis
nikysaaas COVID-19 qus. www clinicaltrials.gov.

2 CITIOCIB 3ACTOCYBAHHS TA 103U

2.1 lo3yBanns aas excrpenoro 3acrocysanns JJATEBPIO y nopocaux naumieHTiB

Jlo3a s JOpOCIMX NalieHTiB cTaHOBUTE 800 MI (4OTHPH KarCyJIH [0 200 Mr), AKi TpUAMaIOThCs
T1epOpaIBHO KOXKHi 12 rouH NpoTsAroM 5 aHiB, 3 bKeto abo 6e3 ki [ous. KﬂiHiHHﬂ_@ﬂqu@%q(Jafﬁ
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(12.3)). Cnix npuitmatu JIAT'EBPIO sixomora mBuime micyisi BCTaHOBJIEHH JiiaF
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Ta NPOTATOM 5 [HIB mic/s MOSBH cUMNTOMIB [Ous. [lo36in Ha excmpene 3aCMOCY6aHHA (1) ma
Kniniuni 0ocnioocenns (14)].

3aBepilleHHs TMOBHOrO 5-AEHHOTO Kypcy JKYBaHHA Ta MNPOAOBXKCHHA isonsuii 3rigHo 3
PEKOMEH/IALiAMH OpraHiB OXOPOHH 3I0POB’S BAXKIIMBI JUIA MAaKCHMaIbHOIO KJipeHcy Bipycy Ta
minimizarii TpancMicii SARS-CoV-2 [ous. Ingpopmayis Onst KOHCYNLMYEAHHS nayienmie (17)].

JIATEBPIO He cxXBaieHHi [l 3aCTOCYBaHHs JAOBIIE 5 IHIB HOCIiNIb Yepes Te, 1o Horo 6e3nexky
Ta €(EKTUBHICTh HE BCTAHOBJICHO.

Skwo nanient mpomyctu o3y JIATEBPIO nporsrom 10 roaun rmicis 3BHYAHOro 4acy
MpuitoMy, NalieHT TMOBMHEH NPUAHATH ii fKOMOra HIBHJLLC i BigHOBUTU 3BMYalHuU rpadik
fo3yBaHHA. SIKIIO MAlieHT NMPOMYCTHB A03y Oinb ik Ha 10 roawH, MauieHT HE MOBUHEH
npuiiMaTH MpOMyIEeHy 03y i 3aMiCTh LHOTO Ma€ NPUAHATA HACTYIIHY 1O3Y B 3anjaHoBaHMH 4ac.
[larieHT HE TOBUHEH IMOBOIOBATHU J103Y, 0O HAJONYKUTH MPONYLICHY J103Y.

SIkwo TauienTy MoTpifHa rocnitanizauis mic/s NOUATKy JIIKYBaHHS MPENapaToM JIATEBPIO,
NAIieHT MO 3aKiHYMTH TIOBHMH 5-ICHHUi KypcC JIKyBaHHs Ha po3CyJi MEIUIHOro npaliBHYKA.

2.2 KopuryBaHHs 103¥ Y OKPEMHX IPyIl Nali€HTiB
He peKOMeH/yeThCs KOPUTyBaHHs 03H y 3B’A3KY 3 HHPKOBOIO abo Me4iHKOBOK HEJJOCTATHICTIO
ab0 y nanieHTiB JTiTHBOrO BiKy [Ous. 3acmocyeanna y ocobnusux 2pyn nayienmie (8.5, 8.6, 8.7)].

2.3 Beeaenns 4epes Hazoractpanshuii (HI') abo oporacrpanbhuii (OT') karerep (12F aGo
Giabmoro po3mipy)
1. Bimxpuiite 4oTup (4) Karcysiu Ta BUCHIITE iXHIH BMICT Y YMCTHH KOHTEHHED 3 KPUILKOKO.
2. Jonaiite B koHTeHHep 40 M BoaH.
3. 3aKpuiiTe KOHTENHEp KPHILLIKOIO i CTPYCiTh, 100 peTENbHO fepemilmaTy BMICT Kancyn i Boay,
NPOTAroM 3 XBUIIUH.

o IIPEMITKA: BMicT Karcys MOXe He PO3YHHHTUCS MOBHICTIO.

o Ilpurotopana CyMilll MOXXe MaTH BUIUMI HEPO3YMHEHI YaCTKHM Ta € MPUHHATHOIO JI0
3aCTOCYBaHH.
4. Tlepen BBenennsam npomuitte HI'/OI' katetep 5 M1 BOAH.
5.3a OMOMOTOIO IUMPHLA 3 KATETEPHUM HAKOHEUHUKOM HabepiThb BeCh BMICT 3 KOHTEHHepa Ta
Heraiino BeefiTh uepes HI/OI karerep (12F a6o Ginpuioro poamipy). He 36epirafite cymiiu s
MOAaNbIIOro BUKOPUCTAHHS.
6. SIKIIO YaCTMHA BMICTY KalcyNl 3aMmmiacs B KOHTelHepi, nopaite 10 Ma oy B KOHTEHHED,
nepeMiIlanTe 1 3a JOIMOMOroro TOI'Y CdMUI'Y IHpULA Hth:pllb sUCk BMICT KolITOIiIIopa T DDOITL
yepes HI'/OT' karerep (12F abo 6insuoro posmipy). V pasi HeobXimHOCTi MOBTOpIOHTE uei
mpolec AOTH, IOKH B KOHTEHHepi a60 mmpuui Giblie HE 3ATMIIUTECS BMiCTY KallcyJl.
7. Mgiui mpomuiite HI/OT katerep 5 mn Boau (3araiom 10 MJT) TTiCJ1 BBEACHHS CyMilli.

3 JIKAPCBKA ®OPMA TA JTO3YBAHHSA
Kancynu o 200 mr. Herpo3opi xancyiu posmipy 0, nomapan4esoro KoJiopy (Swedish Orange).
Karncy:ii MiCTATb KOPIOpaTHBHUIA JIOTOTHII Ta «82, HaHeceHi OiTMMH HOPHUIIAMH.

4 IPOTUIIOKA3AHHS
Ha ocHOBi 06MeXeHUX HagBHUX JaHUX LOJ0 €KCTPEHOro 3aCTOCYBaHHS npenapaTy JlkaﬂB_P_I_@f;; %
cxBajieHoro 3rigdo 3 um EUA, nmpoTunokasanb HE BUABICHO. o]




5 OCOBJMBOCTI 3ACTOCYBAHHsA
Ktiniuni nani mozo JJATEBPIO o6MexeH i. MosxyTh BUHMKATH CepiO3Hi Ta HeodiKyBaHi no0iuHi
peaxii, Ipo fiki paHiLle He IOBigoMIIOCs Npy 3actocyBaHHi JIAT EBPIO.

5.1 Em0OpiodeTanbHa TOKCHYHICTD

Ha migcTaBi pesynbTaTiB JOCIIKeHb PENPoAyKTHBHOI GyHKLUIi y TBapHH, JIATEBPIO moxe
3aBJIAT LWIKOAM [UIOAY TIPM 3aCTOCYBaHHi BaritHUMH ocobamu. BincyTHi faHi po 3acToCyBaHHA
JIATEBPIO y BariTHMX XiHOK JyIs OLIHKH PU3MKy BUHMKHCHHsS CEpHO3HHX BPOJUKEHHX Bal,
BUKUJHA a60 HECHPUATIMBUX HAacHifKiB i marepi abo Mjaojga; TOMY JIATEBPIO He
PEKOMEHLYEThCS 3aCTOCOBYBATH Mifl Hac BaritHocTi. [Ipu posrnsai 3actocyBadHs JIATEBPIO y
BariTHOT 0CO6H, MEAMUHMH IPALIBHUK, KMl PU3HAYAE JTiKapChKUi 3aci6, OBMHEH MOBiAOMHTH
Ipo BiOMY Ta MOTEHUiiiHy KOPUCTh Ta MOTEHLiHHI PU3UKH 3aCTOCYBAHHS JIATEBPIO nig uac
saritHocTi. JJATEBPIO cxBaneHuii [/ Npu3HadeHHs BariTHUM JIMILE micss TOro, K MeguIHuR
MpaLiBHYK BU3HAYHTh, 1110 KOPUCTB IEPEBUILYE PUUKU UL OKPEMOTO nauienra. Ko npuiHATO
pimenns npo 3acrocyBants JIAIEBPIO min dac BariTHOCTI, MEIWYHUI MpAaliBHUK, SKHA
npu3Havae Jikapchkuit 3aci®, MOBMHEH 3aJOKyMEHTYBATH, IO BariTHy MOiH(QOPMOBAHO PO
BiIOMY Ta MOTeHIliliHy KOPWUCTh Ta NOTEHLiHHI PU3NKK 3aCTOCYBAHHS JIATEBPIO mig uac
BariTHOCTI.

Cnig noBizoMuTH 0cobaM penpoAyKTUBHOrO BiKy Npo MOTEHUIAHMHM PU3MK 1Jf miloAa Ta
MOpaJNTH BUKOPHCTOBYBaTH €(QEeKTHBHUI METOJ KOHTpALENLii HaNeKHUM YHHOM i mocriitHo,
AKIIO Ile HeobxinHo, mix uac yikysaHnsi mpenaparom JIAIEBPIO i mporsrom 4 JHIB Ticis
pUEOMY OCTAaHHBOI 03U [Ous. 3acmocysanna y 0cob1usux epyn nayienmie (8.1, 8.3) i Joxniniuna
moxcuxonozis (13.1)].

[lepen rmouatkom JnikyBaHHs mnpenapatom JIAPEBPIO chip  onimuty, uM € ocoba
PEIIPOYKTHBHOIO BiKy BariTHOIO 4YM Hi, AKIIO € KIIHIYHI MOKA3aHHS. Craryc BariTHOCTI
HeoBOB’ 43KOBO Mi/TBEPUKYBATH Y NAIEHTiB, SKi IPOMILUTH MIOCTiHY CTEPUITI3ALIiI0, B IaHUH Yac
BUKOPHCTOBYIOTh BHYTPIIIHHOMATKOBI CHICTEMM ab0 MPOTH3AILIiJHI iMmnanTat, abo y AKHMX
BariTHiCTh HEMOXUTHBA. V BCiX iHIUMX BMIIAAKAX CIiJi OUiHWTH, Y4M BariTHa NaiieHTKa, Ha OCHOBI
MepLIOro JHA OCTAaHHLOT MEeHCTpYyawil y Ocif, AKi MaloTh peryaapHHH MEHCTPYaJbHUN LKL, i
BUKOPHMCTOBYIOTh HaifiHHil MeToj KOHTpauenuil HajJeXHUM YHMHOM Ta noctiiiHo abo MaroTh
HeraTHBHUI TECT Ha BariTHicTh. TecT Ha BariTHICT» PEKOMEHLYETHCS, SKIO Y 0CO6H HEPETYISIPHI
MEHCTpya/lbHi HUKNH, SKIIO BOHA HE BIICBHEHA y NEPUIOMY [HI OCTaHHBOrO MEHCTPYalbHOro
LMKIy ab0 He BHUKOPUCTOBYE ¢EKTMBHY KOHTPALENUilo MNPaBUJIBHO Ta nocTikHo (Oue.
Ingpopmayis 6 pamyi).

5.2 TinepuyTinBicTs, y TOMY 4HCIi aHadinakcis

TToBizoMIAIOCS PO peaKii rinepdyTIMBOCTi, y ToMy 4KcTi anadinakcito, Mg yac 3acToCyBaHHs
JIATEBPIO. V pa3si BUHHKHEHHA O3HaK Ta CHMIITOMIB KIMHIYHO 3HAYyHmol peakuil
rinepuayTimBocti abo aHadinakcii cmig HeralHO NPUIMHATH NPUHOM JIATEBPIO Ta nouaru
BiANOBiAHY (apMakoTepamito Ta/abo CUMIITOMATHYHY TEPaniio.

5.3 ToxcuunicTh 4J18 KicTOK i XpaiB
JIATEBPIO He cxpajienuii [uist 3aCTOCYBAHHA y MALi€HTIB BikoM [0 18 pOKiB, OCKIIBKH Lie MOXE
BIUIMHYTH Ha PiCT KiCTOK Ta XpsiyiB. TOKCHUHICTB AJIS KICTOK i XpsIiB croctepiranacs y uypis
micst GaraTopasoBoro 3acTocyBaHHs [Ous. JJoxniniuna mOKCUMHICMb (13.2)) ,Bezmex,@ Ta
edextupHicts JIATEBPIO He BcTaHOBNIEHi y Aitelt [Ous. 3acmocyeanns y. ocpgmmux f'n.\
nayienmie (8.4)]. ¥




6 IOBIYHI PEAKIII{

6.1 Io6iuni peaxuii, BUABJIEH] Y KIiHiYHMX ROCTIIIKEHHAX

[Mig wuac KAIHIYHOrO JOCJi/XKEHHs, [POBEACHOrO JUId CXBAJICHHI EUA JIATEBPIO,
criocTepiranics HacTynmHi noGiuHi peakwii. YacTota MOGIYHMX peaKilii, K| crocTepirajuca B 11X
KIiHIYHMX JOCTIDKEHHSX, HE MOXe [pAMO TMOPIBHIOBATHCS 3 HYAacTOTOI B KIIHIYHMX
NOCIIMKEHHAX iHIIOro Iperapaty i Moxe He BifoOpaxard 4acTOTy, IO CIIOCTEpIracTbCs Ha
npaktuui. Jomatkoi noGidHi sBHINA, TNOB’s3aHi i3 3aCTOCYBAHHAM JTATEBPIO, MOXyTb
BHSBJATHCS NPU GiNbII IMMPOKOMY BUKOPHUCTaHHI.

3aranom nonax 900 cy6’ekTis orpumysanu JJATEBPIO y n03i 800 mr agiti Ha 100y B KIiHIYHHX
nociimkennax. Ouinka 6esmexu JJATEBPIO B neputy depry 6asyeThcst Ha aHallisi Cy0’€eKTiB y
Jenn 29 pocnimients @asu 3 y HErocmiTani30BaHuX cy6’exTi 3 COVID-19 (MOVe-OUT) [oue.
Kniniuni oocnioxcenns (14)].

Besneky 3actocyBanns JIAIEBPIO ouinioBand Ha OCHOBi aHanisy MozABiMHOro CHiNOro
nocimkenns ®azu 3 (MOVe-OUT), B sikoMy 1411 HerocmiranisoBaHux cy6’extiB 3 COVID-19
6ynu pasjoMizosaHi ans JikyBanHs npemapatom JIATEBPIO (N=710) a6o muane6o (N=701)
nporsaroM 5 aHiB. [ToGiMHMMHK ABHILAMU BU3HAYEHI Ti, IO sAKi MOBIAOMIAIOCA, KOJIH cy0’exTH
nepebyBay y HOCHiKeHH] a60 npoTarom 14 1HiB mics 3aBepUIEHHS/IPUIMHEHHS JOCIIIKEHHS.

TIpUIIMHEHHS 3aCTOCYBaHHS JIOCIIDKYBaHOTO Npenapary Yepes nobiune sBuile criocTepiraiu y
1% nanientis, ski orpuMysamd JIATEBPIO, i y 3% mnauienTi, siKi OTPUMYBaJIX miawe6o.
Cepitosni no6iuni peakuii crocrepiram y 7% cy6’exTiB, sKi OTpUMYBaIH JIATEBPIO, iy 10%
cy6’eKTiB, AKi OTpuMyBany IU1aue6o; Haibinbu cepiosHi nobivHi peakuii Gymu Mop’s3aHi 3
COVID-19. IToGiyni peakuii, 110 MPHU3BEIH O JICTALHOTO Haciaky, BUHMKIH Y 2 (<1%)
nauieHTiB, sxi orpumysanu JIATEBPIO i 12 (2%) nauieHTi, siKi OTpUMyBaIIK manebo.

Haitnowypenimi nobiudi peakuii B rpymi JiKyBaHHS NpenapaToM JIATEBPIO y pociimkeHHi
MOVe-OUT npencrasieni B Tabnuui 1, yci Bonn 6ynu 1-ro crynens (merki) abo 2-ro CTymeHs
(TOMipHi) TSXKKOCTI.

Ta6auus 1: o6iuni peakuii, o BUNKKAIOTH Y Ginbme vk 1% cy6’ekTiB, AIKi OTPUMYIOTH
JIATEBPIO B nociimkenni MOVe-OUT*

JIATEBPIO Ilnaune6o
N=710 N=701
Jiapes 2% 2%
Hynora 1% 1%
3anamopoueHHs 1% 1%
*Uacrora MOOIMHMX peakuil Gasyerbcs Ha BCiX MNOOIMHMX —ABMINAX, NoB’s3aHuX i3
3aCTOCYBAaHHAM JIOC/Ii/UKYBAHOTO pernapary Ha JiyMKy A0Cili/IHUKa.

Bioxunenus y 1a60pamopHux NOKAZHUKAX

OkpeMi BinxuieHHs y 1abopaTOpHUX MokasHukax 3 i 4 cTyneHiB y GioxiMiuHux aHaiizax
(ananinaminoTpancdepasa, acmapraraMiHoTpaHchepasa, KpeaTHHiH i minmasa) i reMaTOJOTri4HKX
aganizax (reMorno6iH, TPOMGOLUTH Ta JIEHKOLUTH) criocTepiraauca 3 4acToTol MeHie abo

piBHOIO 2% i MaJii OTIHAKOBY YacToTy B rpynax jociimkenns MOVe-OUT. z:‘*"‘—“‘*‘x




6.2 locin micasipeecTpaliiHOro 3aCTOCYBAHHS

Ilin wac micispeectpauiiinoro 3acrocysanis JIATEBPIO Gy BUSIBJIEH] HMKYe3a3HAueHi
noGiuni peakiii. OCKiNbKH MOBIJOMIIEHHS PO Ui peaKLlii HafXouHu JOGPOBINBHO Bl MOy ALY
HEBM3HAYEHOT WYMCENBLHOCTI, HE 3aBKAM MOXHA JOCTOBIPHO OLIHMTH IXHIO HacToTy abo
BCT@HOBHTH NPHYMHHO-HACIIIIKOBUHM 3B’ 430K i3 3aCTOCYBaHHAM Npenapary.

Po3znadu 3 60Ky WiyHKOB0-KUULKOB020 MPAKMY
OIrOBaHHA

Poznaou 3 6oxy imynnoi cucmemu
rinepuyTauBicTs, aHadinakcis, aHrioHeBpOTHYHUH Habpak [oug. Ocobnueocmi 3acmOCYBaAHHA

(3.2)]

Poznadu 3 60Ky wikipu ma niouKipHoi Kiimko8uHU
epuTeMa, CBepOiX, BUCHII, KPOIIMB’ SHKa

6.4 O60B’s13K0Be 3BITYBaHHS PO cepiio3Hi NobivHi ABHIIA T2 JikapchbKi MOMHJIKH
MeguuHuii NpaiiBHUK, SKMH T[pU3HAYac JIiKapehbKi 3acobu, Ta/abo yMOBHOBaXKeHa ocoba
MEIMYHOTO MpalliBHUKA BiANOBifanbH] 3a 060B’A3KOBE 3BITYBAHHSA MO BCi cepitosti mobiuHi
aBuma* Ta JiKapchKi MOMMJIKH, SIKi MOXYTb GyTH MOB’si3aHi i3 3acTOCYBaHHAM JIATEBPIO,
npotaroM 7 KaJeHJapHMX [HIB Icis TOro, AK MeJUYHKI MpaliBHUK JAi3HaBCs MpPO ABHMIIC,
BuxopuctoByioun ®opmy 3500 FDA (indpopmanito mpo Te, K OTPUMATH TOCTYN 10 i€l dopmH,
nuB. Hikue). FDA BuMarae, o0 Taki NOBiIOMJICHH:A H€pe3 dopmy 3500 FDA, Brimodand
HACTYIIHE:

e Jlemorpadiuni Ta OCHOBHi XapaKkTEpUCTHUKH nainieHTis  (Hanpuknaza, ifneHTHQiKaTop
nailieHTa, BiK 200 {aTa HApOJDKEHHs, CTaTh, Bara, €THiYHA NPUHANIeKHICTD Ta paca)

e 3asBa «3acrocypanns JIATEBPIO pmia COVID-19 3riggo 3 JIO3BOJIOM Ha €KCTpEHE
sacrocyBanna (EUA)» min 3aronokom «OnumiTe siBHIUE, npobsiemy ab0 NOMHIIKOBE
3aCTOCYBaHHSA NPeNnapary/JiKapcbKy NOMHJIKY»

o Ingopmanis npo cepitosHe nobiuHe ABAILE 260 JTIKAPCHKY NOMUIKY (Hampuknaj, O3HaKu Ta
CHMITTOMH, JaHi TECTiB/NabopaTOPHUX aHAaNli3iB, YCKIAJHEHHS, TEpMiHU MOYATKY NPUAOMY
mperapaty 00 BUHMKHEHHS SBHMINA, TPUBATICTH ABUILA, NiKyBaHHs, HeoOXinHe s
OM’SKIIeHHS. SBMINA, J[OKa3d [OJINIICHHS/3HHKHEHHS SBUIA IIC/Is  NPUNMHCHHA
3aCTOCYBaHHA 260 3MEHLICHHS JIO3H, J0Ka3M NOBTOPHOI M0SBH SBHILA miciis TOBTOPHOIo
3aCTOCYBaHHs, KIiHI4Hi pe3y/1bTaTH).

o Ilonepeni 3aXBOPIOBAaHHA Nalli€HTa T2 BUKOPUCTaHHS CyIyTHIX Ipenaparis

e Iudopmauis npo mpenapar (Hanpukiaj, 103yBaHH, CHocCi6 3acTOCyBaHHs, HalliOHAIbHUH
Koz sikapcekoro 3acofy (NDC) Ne).

[ToBimoMieHHs Mpo MoBGiYHi sIBULLA Ta JIIKAPChKI TOMUIKH CIliJ HaficUIIaTH 3a JonomMoroio ®opmu
3500 1o FDA MedWatch B 0J1H 3 HACTYITHUX CHOCOBIB:
e 3amoBHIThL Ta HAAIILJIITE MOBIAOMJICHHS OHJIAMH! www.fda.gov/medwalch/tepur Lhitin
e 3amoBHiTh Ta HaminwiTe @opmy 3500 FDA, 3i crijiaueH!M NEpeCHIIaHHAM
(https://www.fda.gov/media/76299/download) i noBepHiTh:

e Hanicnasmu nowrroro 1o MedWatch, 5600 ®iwep3 JlefiH, Poxkgijib, MD 20852-9787, abo
e Hanicnaswu dpakcom na Homep 1-800-FDA-0178, abo
e 3arenedonyiite 3a HoMepoM 1-800-FDA-1088 njis 3anuty dopmu




Kpim Toro, citi Hagaty komito ycix dopm FDA MedWatch no:
Mepx Llapn i foym JIJIC, Paxseit, Heio-Jlxepei CILA

daxc: 215-616-5677

Enexrponna nowra: dpoc.usa@msd.com

Meauunuii mpauiBHUK, sAKuM Npu3Hadae JikapchbKi 3acobu, Ta/abo YNOBHOBaXCHA ocoba
MEAMYHOro MpalliBHUKa BiANOBIAAXOTH 32 HaJaHHS 060B’s13K0BUX BimmoBizei Ha 3anutd FDA
Woxo iHdopManii mpo NobiuHi iBULa Ta NIKAPCHKi MOMUIIKH MiCNA 3aCTOCYBaHHA JIATEBPIO.

*Cepiio3Hi Mo6ivHi ABMIIA BU3HAYAIOTHCA SK:

e JleTaJIbHUI HACIIJIOK;

e [lobiuHe ABHUIIE, 1110 3arPOXKYE KUTTIO;

e Tocnmitanizauis 1o crauioHapy abo NPOJOBKEHHSA MOTOYHOL rocriTasizanis;

e TlocTiiina a6o 3HAuYHA Hei€3JaTHICTH ab0 iCTOTHE MOpPYLICHHS 3AaTHOCTI BUKOHYBATH
HOpMaJlbHi XKUTTEBI DYHKLIT;

e Bpomkena aHoMaJTis/BpoOKeHui nedexT;

e [Hule BayUIMBE MEAMUHE SIBHLLE, SKE MOXe MOTpeGyBaTH MEAUIHOro abo xipypriuHoro
BTPYHaHHs 3 METOI 3aloGiraHHa CMepTi, ABMIIE, IO 3arpoXye XKUTTIO, rocritanizanmii,
iHBasTiqHOCTi 260 BpOMKEHil aHOMaJTi.

7 B3BAEMOJIISI TIKAPCBKHMX 3ACOBIB

Ha nincraBi 06MexXeHHX JOCTYNMHUX JaHUX 3 €KCTPEHOTO 3aCTOCYBaHHA JIATEBPIO, cxBaneHoro
arigHo 3 1uM EUA, He 6yJ10 BUSBIEHO XOIHOI JTiKapchKOT B3a€MOI. Kniniuni gociikeHHs
nikapcbkux B3aemoiit JJATEBPIO i3 cynyTHiMU npenapaTamu, BKIOHaloHH1 iHmi mpenapaty Ui
nikyeaas COVID-19 jerkoro Ta cepeaHbOro CTYIEHiB TSOKKOCTI, He mnpoBouivcs [ous.
Kniniuna gpapmaronozia (12.3)].

8 3ACTOCYBAHHSI Y OCOBJMBUX I'PYII HAINIEHTIB

8.1 BarithicTh

Peectp BariTHOCTI

IcHye peecTp BariTHOCTI, 3TiJIHO AKOTO BiICTEXYIOThCS PE3yJIbTaTH BAriTHOCTI y 0Cib, AKi 3a3HaIM
smBy JIATEBPIO mip yac BariTHOCTi.

MeauuHMit paLliBHMUK, KK IPU3HAYAE IPeNapar, TOBMHEH 3a[JOKyMCHTYBATH, IO BariTHa ocoba
6yna o3HaifoMJieHa 3 PEECTPOM BariTHOCTI 3a aJapecoro https://covid-pr.pregistry.com abo 3a
HoMmepoM 1-800-616-3791. BariTHi ocobu, siKi 3a3HalH BILUIABY JIATEBPIO, a6o ixHi Meau4Hi
MpaLiBHUKX MOXYTh TaKOX OBiIOMHUTH NPO BIUIMB MPENapary, 3BepHYBLINCH 1O Mepk 1lapn i
Toym JIJIC, Paxseit, Hoto-/Ixepci CILA, 3a HOMepoM 1-877-888-4231.

Pesiome puzmKiB
3rifHo 3 NaHUMH, OTPUMAHKMHU Y AOCIIDKEHHSX Ha TBAPUHAX, JIATEBPIO mo3xe 3aBJ1aT¥ LIKOAH
IUI04y TIPY BBEICHHI BariTHUM ocobam. BifcyTHi faHi PO 3aCTOCYBaHH JIATEBPIO y BariTHHX
KIHOK 171 OUIHKU PU3HKY BUHMKHEHHA CCPHO3HUX DPOJLKEIINX BaJl, BAKIMIHA afn HeCTIPUATIIHBUX
HaciaKiB ans Matepi a6o mioaa; Tomy JIATEBPIO He pekoMeHy€eThCsl 3aCTOCOBY BATH i Jac
paritHocTi (Oue. Ingpopmayis e pamyi ma Ocobaugocmi 3aCmMOCY6aHHA (5.1)]. Y pmocnigxenHi
OLIHKYM BIUIMBY Ha pENpoAyKTUBHY (YHKUilO y TBAPHH MEpOPATLHE BBEACHHA MOJIHYIIipaBipy
BariTHMM LIypaM Yy Tepiof opraHoreHesy IMpU3BOAKIO A0 embpiogeransHol 3arubeni Ta
TepaTorennocti npu excrosunii NHC (N4-rigpoxcuuuTiavH) y 8 pasis Ginblie, H'],w}'l_f,, QI
TP PEKOMEHJ0BAHUX J103aX AJIs JIIOJAUHK (PJJT), i 3aTpuMLli pOCTY mioja npu_;__c'l{etfesvrm%fﬂsﬁ #

>3 pasu, Hix y moaunu npu PIJL. TlepopanbHe BBEACHHA MOJIHYIipaBipy Ba;:'i;[l JAM KPOJIMKaM Y- %,
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Mepio] OpraHoreHesy MPU3BOIMIIO 10 3HUXKECHHSA MacH Tista roza npu excriosuuii NHC y 18 pasis
Ginbine, HpK y momunu Tipu PIUL (Oue. [awi). Tlpu posrisal NMMTaHHS NPO 3aCTOCYBaHH:
JIATEBPIO mis BaritHOT 0cOOM, MEAMUHHH NpPaliBHUK, SKUA NpU3Ha4Yae nikapchKi 3acobw,
[IOBHHEH TMOBiIOMUTH IIPO BiZOMY Ta MOTEHUiHHY KOPUCTH Ta NOTEHLiAH] PU3UKK 32CTOCYBAHHS
TIATEBPIO mig uac parithocti. JATEBPIO Mo)kHa IIpM3Ha4aTH BariTHUM 0coGaM TiIbKU nics
TOro, K MEIMYHUI NpaliBHUK, AKUH [pH3HAYae niKapchKi 3aco0H, BHU3HAYMTh, LIO KOPUCTH
TEPEBMILyE PU3UKA Ul OKPEMOro nauienra. SKIO NPUHHATO pillleHHs MpO 3aCTOCYBAHHS
JIATEBPIO mix uac BariTHOCTi, MeAMuUHMil MpauiBHYK, SKHH NpU3HAYaE JIKapChKMi 3acio,
MOBUHEH 33/(0KyMEHTYBaTH, 0 BariTHy 110iihopMOBaHO NpoO BioMy Ta NOTEHIiHHY KOPUCTD Ta
noteHujiini pusuku 3acrocysants JIATEBPIO mix wac BaritHOCTi (Ous. Ingpopmayis 6 pamyi).
[CHYIOTB PU3MKH IUIsl MaTepi Ta IIIojia, OB’ A3aHi 3 BizcytHicTio nikyBanHs COVID-19 nix 1ac
BaritHOCTI (Ou6. Kniniuni MipKy8anus).

[TepenGauyBaHuil (GOHOBMH DPHU3NK BUHWMKHEHHS Cepiio3HUX BPOMKECHHX Baja Ta BUKUJHIB Y
3a3Haueniil nomyssuii He Bimomuit. ByZb-ska BariTHiCTb Mae (OHOBMH PHU3MK BPODKCHMX
nedexTiB, BUKWAHA YH IHIIMX HEraTHBHUX pesynbTarie. Y 3aranbHid momyJsuii ClIA
nepenbayysanuil GOHOBUN PU3UK BUHMKHCHHA CEPHO3HMX BPOKCHMX Ball Ta BUKU/IHIB IIPH
KJTiHiYHO BU3HAHIH BariTHOCTI cTaHOBUTHL 2-4% Ta 15-20% BiamnosiaHo.

KniHiuHI MipKyBaHHS

Pusux 013 mamepi ma/abo em6piona/nnooa, noe A3aHutl i3 3ax60PIO6AHHAM

COVID-19 nig 4ac BariTHOCTI aCOLII0ETHCS 3 HECIPHATIMBHUMU HACIIAKAME JUTA maTtepi Ta Iozaa,
B TOMY 4HCIIi 3 TPEEKIAMIICIELO, EKIaMIICi€l0, TEpeAYaCHUMH 0JI0TaMH, MEPEAHACHMM pOSPUBOM
[J10JI0BUX 0GOJOHOK, BEHO3HUM TPOMOOEMOOJIITHIM 3aXBOPIOBAHHAM Ta 3aruGesuIio Moja.

Hani

Hani 3 0ocnidsicenb Ha MEAPUHAX

V nocnimkenHi em6pioderansHoro possutky (E®P) Ha mypax MOJIHYTIipaBip BBOAMJIH
nepopaibHo BariTHAM uiypam y nosi 0, 100, 250 a6o 500 mr/kr/no6y 3 6 o 17 aHi BariTHOCTI
(IB). MonHynipaBip TakoX BBOJWIIH NEPOPATbHO pariTHUM 11ypaM y 1o3i go 1000 mr/kr/poby 3
6 no 17 JIB y nonepeausomy fociimkenni EOP. EmGpiogperanbha TOKCHYHICTB BKJIOYajia
OCTIMIUIAHTAIiMHI BTpaTH, Bagyu PO3BUTKY OKa, HUPOK, OCbOBOrO CKEJCTa i pebep mpu 1031
1000 mr/kr/noby (y 8 pasis Ginbiue, Hix excnosuuis NHC y moaunu npu PJ1JT) i 3HKECHHS MacH
TiNa 1o Ta 3aTpUMKyY ocubikauii npu 103i >500 mr/kr/noby (e 3 pasu Ginplie, Hi>K eKCMO3ULLis
NHC y moauuu npu PJUI). EmGpiogeranbHa TOKCHYHICTH He crocTepiranacs npu J03i
<250 mr/kr/noby (mMenue, Hix excrnosuis NHC y moauny npu PJUT). TokcuuHicTs U1 MaTepi
BKJIIOYA/a 3MEHILIEHHA CIOXHBAaHHA DKi Ta BTpaTy MacH Tija, LI0 NPH3BEIO 0 PaHHbOTO
YMepTBIiHH: IBOX 3 INICTHaALsTH TBapuH 1ipu A03i 1000 Mr/Kkr/no6y, Ta 3MeHIIeHHs Habopy Macu
Tina npu g03i 500 Mr/kr/no6y.

V nocnimkenni EDP Ha kpoiMkax MOJHYNpaBip BBOJAWIM NMEPOPabHO BariTHUM KpOJIMKaM Y
nosax 0, 125, 400, a6o 750 mr/xr/moby 3 7 no 19 JIB. Em6piodeTanpHa TOKCUYHICTh
06MexyBanacs 3HWKEHHSM MacH Tija 11042 pH 1031 750 mr/kr/noby (B 18 pasis Ginblie, HiX
excriosuuis NHC y momunu npu PIUI). Em6pioderanpha TOKCUYHICTh He crocTepiranacs rnpH
71031 <400 mr/xr/no6y (8 7 pasis 6inbute, Hix excriosuuis NHC y mouHu npu PJIJT). TOKCHYHICTb
AJIs MaTepi BKIIIoYana 3HMXEHHs CIIOXHBaHHA >i Ta Habopy MacH Tila, a TAKOX BiAXMUIICHHS BiJ
HOPMH Yy KaJloBOMY 3pa3Ky mpH 103i 750 Mr/kr/noby.

RO




V focHiKeHH] npe- i MOCTHATANLHOTO PO3BUTKY MOJIHYMIpaBip BBOMMIIA MEPOpanbHO CaMKaM
mypis y ao3ax 10 500 mr/kr/noby (noni6Ho Ao excnosuuii NHC y momunu npu PIUJI) 3 6-ro 1B
10 20-ro qH4a nakranii. JKXogHux peakuii y moroMcTsa He crioctepiranocs.

8.2 JlaxTanis

PesiomMe pU3HKIB

BincyTni fani mpo mpucyTHicTe MoJHymipasipy aGo #oro MeTabomiTiB y IpyAHOMY MOJIOLI
momusi. NHC 6yno BHUSBJIEHO B IIa3Mi MOTOMCTBa 1ypiB, AKi rojyBajy MOJIOKOM Ta AKMM
BBOAMIM MoJHymnipasip (Ous. [Jani). Hepinomo, 4u BIUIMBAE MOJIHYTipaBip Ha JUTHHY, SKa
3HAXOMMTHCS Ha IpyHOMY BUIOJIOBYBaHHI, Ta UM BIUIMBAE Ha PIBEHb naxTarii.

Bepyuu 10 yBard MOXJIMBICTh NMOTEHLIHHHX no6GiyHux peaxuiit y nemoenst Ha JIATEBPIO,
rpy[HE BHUIOJIOBYBaHHS HE PEKOMEHIYETbCA Mif Hac nikysauna npenapatom JIATEBPIO Ta
npotsroM 4 AuiB nicns mpuitomy octanHbol A03u. JKiHKa, AKa roaye rpyAbMH MOXE pO3IIIAHYTH
MMTaHHS [pPO TPUIMHEHHS TPYJHOTO BUTOJOBYBaHHA, a TaKOX pPO3IIAHYTH MOMJTMBICTb
3LiKYBAHHs Ta YTMIi3auil rpyHOro MOJOKa Mia 4ac JiKyBaHHS Ta NpOTAroM 4 puiB micng
npuitoMy octanuboi go3u JIJATEBPIO [0us. Ocobrusocmi 3acmocy6ania (5.1, 5.3)].

JlaHi
[Ipu BBefeHHI MONHYMipaBipy Liypam, IIO TOAYXOTh MOJIOKOM, Y no3i >250 mr/kr/noby B
JocTimKeHH] npe- i noctHaTansHoro po3sutky, NHC 6yB BUSBICHUH y wia3Mi MOTOMCTBA, 11O

nepebyBao Ha rpyAHOMY BUTOJOBYBaHH.

8.3 JKiHKHN Ta 40JIOBIKH PenpoIyKTHBHOIO BiKY
3rigHo 3 mocHimxKeHHsMH Ha TBapuHax, JIATEBPIO moxe 3ap/iaTy IIKOAHW MJ104Y IIpH BBECHHI

BariTHUM ocobam.

TecryBsanHs Ha BariTHICTh
Ilepen mouaTkom Jikysanus mpemapatom JIAIEBPIO cnip ouinMTH, 4 € ocoba
PENpPOLYKTUBHOIO BiKy BariTHOXO 4M Hi, SKIIO € KIiHiuHi mokaszaHHs [oue. Ocobrusocmi

sacmocyeanns (5.1)).

KonTpaueniiis

Kinku

Cnig pexkomeHayBaTH oco0aM pernpoxyKTHBHOIO BiKy HAJEXKHMUM YHMHOM Ta TOCTIAHO
BMKOPMCTOBYBaTH HaJidHMH MeTO. KOHTpaleriil, BiAmoBigHO 10 TPUBAJIOCTi JIIKYBAHHS Ta
npotsrom 4 mHiB micns npuiiomy ocranubol A03u JIATEBPIO [Ous. Ocobrusocmi sacmocysanna

(5.1)].

YonoBiku

Xoua pU3MK BBaXKAETHCH HU3BKUM, JOKJIiHIYHI JOCTi/KEHHS U1 MOBHOT OLliHKH MOTEHLiHHOro
BBy JIATEBPIO Ha MOTOMCTBO CamiliB, AKi OTPHMYBaJK MOJIHYIipaBip, 1€ He 3aBepIIEHO.
Crnix pexomeHnysath ocobaM, AKi BeAyTb AKTHBIE CTaTCBE XHUITA Ta MalOTh napTHepis
PENpOIYKTUBHOIO BiKY, 3aCTOCOBYBaTH HajifHWA METO. KOHTpauenuii HaJeXHNUM HHHOM Ta
NOCTifHO Mi/l 4ac JiKyBaHHA i MpUHAKMHI NpoTAroM 3 MicauiB micsd npudomy OCTAHHBOT 103U

JIATEBPIO.
Pusuk micns 3 MicsuiB micns npuifoMy OCTaHHBOI 103U JIATEBPIO HeBigomui. ,Ilggjjmﬂgg
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JUTA BUBYEHHS PU3UKY MICIs 3 MiCALIB TPUBAIOTD.




PesyJIbTaTH 3aCTOCYBaHHs MOJIHYMipaBipy 6y HEOIHO3HAIHUMH (aHi YITKO MO3UTHBHUMH, aHi
HeraTMBHUMK) B OJHOMY aHalli3i MyTareHHoCTi in Vvivo PETHKYTOLUUTIB | epUTPOLMTIB, SAKi
BHKOPHUCTOBYIOTbCS ISl BiioOpakeHHs MONEPENHBOro BILIMBY Ha reMOIIOeTHYHI CTOBOYPOBI
KJTiTMHK B KICTKOBOMY MO3Ky. MojHynipagip He OyB MyTareHHUM IpH ouiHI B ApyroMy aHajli3i
in vivo TiediHKy (COMATHYHUX KIITHH) i KICTKOBOrO MO3KY (coMaTM4HKMX KJITHH i CTOBOYPOBUX
KJIITHH) Y TPaHCTEHHUX LIypiB, SKAM BBOJWIN MonHynipasip npotsirom 28 nuis. Ha BiAMiHY BiJ
COMATMYHMX KJIiTHH, CTaTeBi KiTWHM (AHUEKIITHHM Ta cnepMma) TEpPEfaloTh TEHETHYHY
ingopmManito Bijl TOKOJIHHA [0 [IOKOMiHHA. V 3aIIaHOBaHOMY JIOCHiJUKEHHI 3apO/IKOBUX KJTiTHH
YOJNIOBIYMX SIEHOK Y TPAHCTEHHUX LypiB Oy/ie OLIHIOBATUCSA [OTeHLian MOJHYIipaBipy BIUIMBATH
Ha OTOMCTBO caMIliB, SIKi OTpUMYBaJIM npenapart [Ous. [Joxniniuna moxcuxonozis (13.1))].

8.4 3acTocyBaHH# y AiTeH

JIATEBPIO He cXBaleHO Jisl 3aCTOCYBaHHs Y NalieHTiB Bikom J0 18 POKiB.

TokcHuHIiCTh JUTA KiCTOK 1 XpAIlis crocrepiranaca y 3-MicA4HOMY TOKCHUKOJIOTIYHOMY
JOCHiKeHHI 6araTopa3oBux [03 Ha Irypax. besneky Ta edextusnicts JIATEBPIO y nirei ne
BCTaHOBJIEHO [0us. Ocobausocmi 3acmMOCyBaHHA (5.3) i Joxniniuna moxcuxono2is (13.2)].

8.5 3acTrocyBaHHs y MANi€HTIB TITHHOrO BiKY

YV nocmimxenni MOVe-OUT He croctepirand pisHuLi B Gesmelli Ta NEPEHOCHMMOCTI MIX
HalieHTaM# BiKOM >65 pOKiB Ta MOJIOAIIMMH TaLi€HTaMH, ski orpumysamu JIATEBPIO.
KopuryBaHHs 7034 HE PEKOMCHIYETbCA Ha mincragi Biky. ®apmakokineruka (OK) NHC Oyna
N0Ai6HOIO Y MANiEHTIB JIITHBOrO BiKy MOPIBHAHO 3 ranieHTaM MoJomoro Biky [Oue. Kniniuna
papmaxonozia (12.3)].

8.6 Ilopywenus GyHKUii HUPOK

He pekOMEHIYETbCs KOPUTYBaHHSA JO3H Y MalieHTiB 3 OyAb-IKHM CTyNCHEM MOPYIICHHS dyHKLUiT
Hupok. HupkoBuit KJIipeHC He € 3HadyIUM ULISXOM eniminanii s NHC. TlopyweHHs gyHKUil
HUPOK JIErKoro abo NOMipHOTO CTyNeHIB TSOKKOCTI He MatoTh cyTreBoro BBy Ha @K NHC.
Xoua ®K NHC ue oruinroany y nauientis 3 pllIK® MeH1Ie 30 m/xs/1,73 M?> aGo Ha Aianisi,
nopylueHHs: QYHKIiT HUPOK TSXKKOro CTYNEHIO i TepmiHanbHa CTajis HUPKOBOI HEJOCTATHOCTI
(TCHH) He MaTMMyTh 3HAQYHOrO BILIMBY Ha excnosuwito NHC [oue. Kniniuna gpapmaxonozia

(12.3)].

8.7 Hopymenns GyHKIil meviHKu

[larientam 3 nopyleHHEAM GyHKLIT TeUiHKM KOPUTYBaHHA 710314 HE PEKOMEHIYETBCA. JlokniHi4HI
JaHi BKA3ylOTb Ha T€, [0 HE O4iKYeThCA, WO MEHiHKOBA enimiHallis Oyae OCHOBHUM IIIAXOM
pupegenHss NHC, Tomy MajoHMOBIpHO, IO NeuiHKoBa HEAOCTAaTHICTb BIUIMBATMME Ha
excrosuiito NHC [Ous. Kniniuna gpapmaxonozis (1 2.3)].

10 IEPETO3YBAHHS

Hemae noceiay nepenosysanns JIATEBPIO y moauHm. JlikyBaHHS Nepea0o3yBaHHA JIATEBPIO
[IOBMHHO BKJIOYATH 3araibHi MiATPUMYIOUi 3aX0[H, BKIIIOYAKOUH MOHITOPHHT KIiHIYHOTO CldHy
nanienta. OuikyeTbes, 1o reMoiainis He npu3Beie A0 €QEeKTHBHOrO BUBEIICHHA NHC.

11 OIIIC
Kancyiu JIATEBPIO MicTaTs MONHYnipaBip, aHaIOr HYKIICO3UAY, AKMil IPUTHIYY€ PETUTiKaLiio
SARS-CoV-2 11gX0M BipyCHOFO MyTareHesy i € 5'-i300y THpaTHuM edipoM pH60HyKJ’!§t}£_HL,§lI‘IOI‘0
anaynora N4-rigpoxcunuruauny (NHC). s :t_v_{c;‘ e
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XiMiuHa Ha3Ba MOJIHYMipaBipy — {(2R,3S,4R,5R)-3,4-Lmrinp01<cp1-5—[(4Z)-4-(ri;1p01<cuiMiHo)-2-
okco-3,4-murigponipuminus- 1 (2H)-inJokconan-2-in} MeThI 2-MeTHUJINPONaHoar. Horo
emnipuuna gopmyna Ci3HigN3O7 i Horo MonexyJsipHa Maca CTaHOBUTD 329,31 r/mons. Horo

CTpYKTYpHa opmyna:
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MonHymipasip sBise co6ol0 NOPOLIOK Bial Giioro 10 Matxe GiNOro KOJIBOpY, PO3UMHHHI Y BOJI.

Kosxna karncyia JJAIEBPIO nis niepopaibHOro 3aCToCyBaHHA micTuTh 200 MI MOJTHYIIipaBipy Ta
HACTYIHI JOMOMiDKHI DEYOBHMHH: KPOCKapMelnosa HaTpiio, riAPOKCHUITPOIIILIENION03a, MarHito
cTeapaT, MIKPOKpMCTalidHa LeJioNo3a Ta BOJA OYHILCHA. OGOJIOHKAa KalCyJld MICTHTb
rimpomenosy, 3aiza OKCHJ YEpBOHMH i MIOKCHJ THTAHY. Jlpyx Ha Kancyni HaHeceHo OiMmu
YOPHUJIAMH, 110 MICTATL OyTHJIOBHH CIHUPT, 3HEBOAHEHHUI CTIMPT, i30IIPONIOBUA CIHPT, Kaiko
rifipoxcuz, NpONiIeHr TiKoJb, BOIY OYMILEHY, IIENaK, Mil{HHMI po3UMH amiaky i JiOKCHA THTaHY.

12 KJIIHIYHA ®APMAKOJIOI'SI

12.1 Mexani3m ait

MosnHynipaip € npomikamMy 3 MpPOTUBIPYCHOIO aktueHicTio mpotd SARS-CoV-2. Bin
MeTaboNi3yeThC 10 AHAJIOTy LMTHIMHOBOIO HYKJICO3UAY, NHC, sxuif po3noAinferbcs B
knituHax, nae NHC c¢ocdopumoerbcs 10  YTBOPEHHS dbapmMakosIoriuHo  aKTHBHOIO
pubonyxneosuarpudocpary (NHC-TP). BxmoueHHs NHC-TP (sx NHC-monodocdar [NHC-
MP]) y PHK SARS-CoV-2 Bipychoro PHK-nonimepasoro (nsp12) npy3BOAUTE 1O HAKONWICHHA
IOMMUJIOK y BipYCHOMY TI€HOMi, IO MPHU3BOAHTH N0 inriGypanns pemrikanii. MexaHism aif
(Bizomuii sk KaTacTpoda MOMHUIIOK BipyCy aGo JeTajlbHUH MyTarcHes BipyCy) MiATBEPIXYETHCA
JAHUMMU GiOXIMIYHHX aHATTI3IB Ta KIITHHHUX KYJIBTYp, OCIiUKSHHIMH inpexuii SARS-CoV-2 na
TBAPUHHHX MOJENAX Ta AaHai3oM MOCIiAOBHOCTEH TeHOMY SARS-CoV-2 y mogeH, ki
orpumysanu JIAI'EBPIO.

12.2 ®apmakoguHamMika
3p’a30k Mk NHC i BuyrpimnboknituaiuM NHC-TP 3 NMPOTUBIPYCHOIO eEeKTUBHICTIO HE

OLIIHIOBAIU KJIIHIYHO.

12.3 dapmakoKiHeTHKA

Monuymipagip € mnponikamu 5’-iso6ytupary NHC, Axui Tipoti3y€ThCs nin.w\tgfﬁﬁﬁfﬂégnﬂ
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ana6onisyetbcs g0 NHC-TP. NHC BMBOAMTHCA ILIAXOM MeTaboJlisMy [0 YpUAMHY Ta/abo
UMTHAMHY THMH CAMMMH LUISXaMH, WO 3afisHi B €HIOTEHHOMY MerabonisMi MipUMifUHY.
®apmaxokinernka NHC HaBenena B Tabnmuui 2.

KonuenTtpauii NHC y niasmi kpoei nauientis (N=5) micis 3actocyBaHHs MOJIHYIipaBipy 4Yepes
Ha3oracTpalbHUiA aG0 oporacTpaibHHil KaTeTep 3HAXOANIIUCA B MEXaX Aiana3oHy KOHLIGHTpaLiH
NHC mici1st nepopaibHOro IprioMy KariCyJ MOJIHYTpaBipy 3a Takor CaMOI0 CXEMOIO 03y BaHH .

Ta6auus 2: Papmakokinernka NHC nicis 6araropa3oBoro nepopajibHOro 3acrocyBaHHs
800 mr JIAIEBPIO xoxHi 12 roaux

Cepeane reomerpuane NHC (%KB)
@apmMaKoKiHETHKA Y NANICHTIB
AUCq. 12105 (HC*rog/mim)* 8260 (41,0)
Cmax (HT/M1)* 2330 (36,9)
Ci2ron (Hr/Min)* 31,1 (124)
dapMaKoKiHETHKA Y 310POBHX cy0’€KTIiB
AUCo.12r0x (Hr*roa/min) 8330 (17.9)
Crnax (HT/MIT) 2970 (16,8)
C12ron (HI/MIT) 16,7 (42,8)
AUC xoedillieHT HaKONUYeHHH 1,09 (11.8)
Abcopbuis
Trmax (ron)’ 1.50 [1,00 —2,02]
Brums npuitomy kil 3MeHieHHs Cmax Ha 35%, HE BILIMBAE HA
AUC
Po3znoain
3p’si3yBaHHs 3 GlIKaMu ma3Mu (in vitro) 0%
VseHuit 06’°em posnosiny (L)* 142
Busegenus
Edextusuuii tio (rojt) 3.3
VapHuii knipenc (/rom)* 76,9
YacTKa [03H, L0 BUBOAUTHCS i3 CEUCIO 3a YaCOBU 3% (81,6%)
intepsai 0-12 rog
3naueHHs 6ynu otpuMani 3 gociimxenns Oasu I Ha 3710pOBUX cy6’eKTax, IKILO He BKA3aHO iHLIe.
*3HauenHs Gyl oTpUMaHi 3 nomysuiiHoro ®K-ananisy.
"Mepiana [min - max]

OcoGunuBi rpyny nauieHTis
Pesyneratn ®K aHanizy momynauiil mokasanu, 1o BiK, CTaTh, paca, eTHIYHA NPUHAJICXKHICTE a60
TSHKKICTh 3aXBOPIOBAHHA He BILUIMBAIOTH CyTTeBO HAa DK NHC.

Jimu
JIATEBPIO He pocnifpKyBaBcs y AiTeH.

THayienmu 3 HUPKOB0OIO HEOOCMAMHICHIIO
HupkoBuii KIipeHC HEe € 3HaUYLIMM LIUISIXOM BMBEICHHA NHC. V nonynauitinomy ®K-ananisi
HUPKOBA HEJOCTATHICTB JIEFKOTO 260 MOMIPHOrO CTYIIEHIO TAKKOCTI HE Majia CyTTEBOro BIUIUBY
Ha ®K NHC. ®K monuymipasipy Ta NHC He ouiHooBam y nauientis i3 plIK® meHiue
30 mu/xs/1,73 m? abo Ha aianisi.




Hayienmu 3 neuiHK08010 HEOOCMAMHICIMIO

®K monnymnipasipy Ta NHC He OL{iHIOBAIN Y ALIEHTIB i3 [1e4iHKOBOO HEIOCTATHICTIO ITIOMipHOTO
Ta TSDKKOTO CTyneHo. JIOKJiHiuHi JaHi BKa3yloTh Ha Te, W10 neyinkoBa eniMiHalis He Oyne
3HauymmM wsxom eniminanii NHC; Tomy MaJIOMOBIpHO, 10 MOPYUIEHHS QyHKLLT ne4iHKH
BIUIMBaTHME Ha excrosuuito NHC.

JlocaipKeHHst B3aeMOJIiT likapehbKuX 3ac00iB

B pesynbTarti JocnimkeHs in vitro 6yno BUSBICHO, IO monnymipasip i NHC He € cyGerparamu
depmenTis CYP a6o tpancnioprepamu P-gp i BCRP y mounu. Pe3ynbraTi AOCHIJKEHD in Vitro
TaKoX Mokasam, wo MonHymipasip i NHC He € inri6itopamn CYP1A2, 2B6, 2C8, 2C9, 2C19,
2D6 i 3A4, a6o inri6iropamu OATP1B1, OATP1B3, OCTI1, OCT2, OAT1, OAT3, MATEI,
MATE2K, MRP2, MDR1 i BCRP, abo iHaykropamH CYP1A2, 2B6 Ta 3A4. B3aemofito
MOJIHYIipaBipy i3 CymyTHIMM Mpenaparami, BKItO4aro1Hu i meroau nikysauua COVID-19
JIETKOTO Ta CEPEAHBOTO CTYTNEHIB TXKKOCTI, HE OLIHIOBAIH.

12.4 Mikpo6ioJioris

IIpomugipycra axmueHicmb

NHC, MeTa6oTiT HyK/I€03UIHOrO aHaJlora MOJIHYTIipaBipy, 6yB aKTHBHUM B aHalli3ax Ha KYJBTYpI
kiiteH npotd SARS-CoV-2 (isonar USA-WA1/2020) 3 50% e(eKTMBHAMH KOHLEHTPALisIMH
(3nauenns ECso) Big 0,67 no 2,7 MkM B writuHax A-549 i Bix 0,32 1m0 2,0 MKM B KJTliTHHaX Vero
E6. NHC MaB aHajoTiuHy aHTMBIpYCHY aKTHUBHICTb MPOTH papiantie SARS-CoV-2 Alpha
(B.1.1.7), Beta (B.1.351), Gamma (P.1), Delta (B.1.617.2), Lambda (C.37), Mu (B.1.621) i
Omicron (B.1.1.529/BA.1,BA.1.1,BA.2,BA4 1a BA.5), 3i 3nauenssim ECso 0,55-3,0 MkM. NHC
JEMOHCTPYBAB HEAHTArOHiCTHYHY NPOTUBIPYCHY akTuBHicTH peMaecusipy npoTu SARS-CoV-2y
KYJBTYpi KJIITHH.

Pesucmenmnicmo

He 6yn0 BHUSBICHO JKOJHHMX aMiHOKHCIOTHMX samin 'y SARS-CoV-2, mop’ssanux i3
pesuctentHicTio 10 NHC, y KIIHIYHAX JOCiKeHHAX @asy 2, y AKUX OUiHIOBaBCA JIATEBPIO
i nikyBanHa COVID-19. JlocniixeHHs OLIHKH cenektupHocti pesuctentHocti o NHC y
SARS-CoV-2 B KyJbTYpi KJIiTuH He 3aBeplieHo. JloCiKEeH s CeIeKTUBHOCTI PE3UCTEHTHOCTI
Gynu mpoBefeHi 3 IHIIMMM KOPOHABipycaMH (MHV i MERS-CoV) i mnokasan HHU3bKY
#imoBipHicTs po3BuTKy pesuctentHocti Ao NHC. [icna 30 macaxiB y KyabTypi KIITHH
crnocTepiranocs JUIe 2-KpaTHe 3HUXKEHHSA YyTIMBOCTI i BiACYTHICTb aMiHOKHMCIIOTHUX 3amiH,

TI0B’SI3aHMX 3 PE3UCTEHTHICTIO JI0 NHC.

V KIiHIYHAX HOCTIKEHHAX 3aKOAOBaHi aMiHOKMCNOTHI 3MiHM (3aMinu, Aenenii abo BCTaBKH)
6yiu GinbIl HMOBIPHUMH y BipYCHHX IOCIiIOBHOCTSX y cy6’exriB, ski orpumysani JJAIEBPIO
NOPiBHAHO 3 I1aLe60. Y HEBENUKOL KisIbKOCTi Cy6’€KTiB 3MiHH aMiHOKHCIIOT Y CITAHKOBOMY Ginky
Big6yBaIMCs B MOJIOXEHHAX, TAPrETHUX V1A MOHOKJIOHAJBHMX aHTUTiN Ta BakuuH. Kiiniuxe Ta
CYCTTThHE 3HAYEHHS IS 30POB’S IUX 3MiH HeBigoMi.

Ilepexpecna pe3ucmenmHicme
NHC 36epiraB akTHBHICTb y KyJIbTypi KITHH MPOTH Bipycy i3 3aminamu nosimepasu (nsp 12)
(nanpuknan F480L, V557L ta E802D), [10B’ 13aHKMH 3i 3HMIKEHHAM Yy TJIUMBOCTI O PEMJIECHUBIPY,
110 BKa3y€ Ha BiACYTHICTh nepexpecHol PE3UCTEHTHOCTI.




Axmugnicmo npomu SARS-CoV-2 Ha meapunnux mMooensx

TIpoTuBipyCHY aKTHBHICTh MOJIHYTipasipy 6yJ10 MPOAEMOHCTPOBAHO Ha MOJICIIAX indexuii SARS-
CoV-2 y mu1eit, XoM sIKiB i TXOpiB, KO/ 103y BBOJUJIK 110 a6o npoTsirom 1-2 AHIB micna BipycHOT
npoBokail. ¥V Txopis, iHdikopanux SARS-CoV- 2, MOJIHyNipaBip 3Ha4HO 3HUIKYBaB BipycHi
tutpr SARS-CoV-2 y BepXHiX AMXaJbHUX IUIAXaX i IOBHICTIO raJyIbMyBaB repejady Bipycy 10
KOHTAKTHWX TBapuH O€3 JNiKyBaHHsS. Y CHPIHCBKHX XOM ‘akie, indikosannx SARS-CoV-2,
MonHymipasip 3MeHiryBas piseHs PHK Bipycy Ta iH(EeKLiHHI TUTPHU BipYCY B JIET€HAX TBAPUH.
PesyIbTaTH ricTONATONOTYHOrO aHaNi3y JereHeBol TKaHWHH, 3i6panoi micns iHekuii, BKasaiu
Ha 3HAYHO 3HIDKEHWIl piBeHb BipycHOro aHTureHy SARS- CoV-2 i MeHIly KiJIbKiCTb YpaXXeHb
JereHp y TBApHH, AKi OTPUMYBAJIM MOJIHYTIipaBip, OPiBHAHO 3 KOHTPOIBHOKO IPYIIOHO.

Lumomoxcuunicmy in vitro

NHC, MeTa6oJIiT HyKJIEO3MIHOTO aHaJlora MONIHY MipaBipy, MaB pi3Hy [IUTOTOKCHYHICTb BIIHOCHO
Pi3HUX THMIB KJIiTHH CCaBLiB 3i 3HAYCHHAMU CCso B aianasoHi Big 7,5 MKM (simcoinHa KIiTUHHA
ninig moguny CEM) 1o >100 MxM B aHanizax 3-1€HHOT eKcroauiii. MosiHymipaBip NpUrHivyBaB
npoidepallito KIiTHH-IIONEPETHMKIB KICTKOBOTO MO3KY JIFOAMHH 31 3nauennsamu CCso 24,9 MkM
i 7,7 MM st npostidepanii epuTPOITHUX | Mi€nOIAHMX KIITHH- NoNEPENHUKIB BiJNOBIAHO B
aHaiizax 14-neHHoro GopMyBaHHS KOJIOHIH.

Biockix eipycnoi PHK

[ligeuienns pisnis Buainenss PHK SARS-CoV-2 (to6To Biackik PHK Bipycy) micis JHikyBaHHA
y 3pa3kax 3 HOCOIJIOTKHM criocTepiranucs Ha JIeHb 10, Ienn 15 Ta/a6o dens 29 y rpymi cy6’ €KTIB,
ski orpumysanu JIATEBPIO T1a naue6o y nocimxenni ®asn 3 MOVe-OUT. Ipubnusuo 1%
cy6’exTiB, ski orpumysamu JIATEBPIO Ta miane6o, Majid O3HaKM TOBTOPHMX CHUMIITOMIB
COVID-19, wo 36iramvcs 3 BiackoxoM pieHiB BipycHoi PHK, BusBJIeHHX y 3paskax 3 HOCOTTIOTKH.

Binckik Bipycsoi PHK nicnist jlikyBaHHs He OyB 110B’ i3aHUMH 3 IEPBUHHUM KJIIHIYHHMM pe3yJIbTaTOM
_ rocmitamizauis a6o cMepts Ao Jua 29 micns oHOPa3oBOro S-IAEHHOrO Kypey JiKyBaHHS
npenapatom JIATEBPIO. Bixckixk BipycHoi PHK micyist NiKyBaHHs TakoX He 6yB OB’ s3aHui 3
BUABJICHHSAM MATOrEHHOTO BipycCy Y KyJIbTypaX KIITHH B 3pa3Kkax Maska 3 HOCOIJIOTKH.

13 JOKJIHIYHA TOKCHKOJIOI'II
13.1 KanneporeHe3, MmyrareHes, nopyumeHHs depTHABHOCTI

KaHnueporeres
Mosnnynipasip y 6-MiCsSIuYHOMY NOCHiKEHH] KaHIepOreHHOCTI Ha TPaHCIeHHUX MMIIax RasH2
(Tg.RasH2) micns mnepopanpHOro 3acTOCYBaHHA HE 6yB KaHLUEpOreHHMM Yy Oyab- SKif

nociipKyBaniit 1o3i (30, 100 a6o 300 mr/kr/no0y).

Myrareses
Monuynipasip i NHC Gyni no3uTHBHUMU B aHaJi3i 3BOPOTHAX MyTauiil y Gakrepidt in vitro
(ananiz Eiimca) 3 i 6e3 MeTaboniuHOf axTuBalii. MonHynipaBip AOCTiKyBaliu y ABOX in vivo
MOZEJIX MYTareHHOCTI y pH3yHiB. AHani3 myTarendocti in vivw Dlig-a nop 11€0/IHO3HAYH
pesynbratd. MonHynipasip 6yB HEraTUBHUM B aHaJli3i MyTareHHOCTi in Vivo Ha TPaHCTCHHHUX
rpusynax Big Blue® (cII Locus). Mosnndynipasip 6yB HErATUBHUM OO iHayKI1iT XpOMOCOMHOTO
MOLIKO/UKEHHS MiKposiziep in vitro (3 1 6€3 MeTaboiaHOT akTUBALIil) Ta B aHalizax MiKposzep in
vivo y uypis. 11[o6 OLiHWTM BIIMB HA CTaTeBi KIITHHH, [UIaHYETHCA aHaJi3 MYTareHHOCTI
CTATEBUX KJITUH Y TPAHCTEHHUX IPU3YHIB.
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Ha migcraBi CyKymHOCTI HasBHMX JaHHX LIOJO FeHOTOKCHYHOCTI Ta TPUBAIOCTI JIIKYBaHHS
(5 nuiB), MONHYIipaBip Mac HU3bKUA PH3MK r€HOTOKCUYHOCTI.

[opyuienHs GepTUIbHOCTI

He criocTepiranocs O0AHOTO BILTHBY Ha GEPTUNBHICTD, NPOJYKTUBHICTH CIIaploBaHHs abo paHHiA
eMOpiOHaNbHUHA PO3BUTOK, KOJIMU MOJIHYTIipaBip BBOJWIM camkam abo camIiaM ypiB IpH
excniosunisx NHC rpu6musso y 2 i 6 pasis GinbIne, BianosiaHo, Hix excnozullis NHC y moanHu

npu PJIJL.

13.2 Tokcukosoris Ta/a6o ¢papmakoJorisa y TBapuH

3MiHH B pe3yjibTaTi TOKCHHHOCTi ANd KiCTOK i XpAIUiB, WO NPU3BOAATE [0 TOpYIICHHS
TpaHc(opMallii pOCTOBOrO Xpsllla Y HOBI KIiCTKH, CHOCTEpiramcst B CTETHOBIM Ta TOMIJIKOBIH
KicTkax U[ypiB y 3-MicSuHOMY JOCIi[DKEHHI TOKCHYHOCTI IIPH  3aCTOCYBaHHi J03M
>500 Mr/kr/noby (B 5 pasie Ginblie, HiX €KCIO3ULs NHC y momuan npu PJIUI). He
CTOCTEpiranocs TOKCUYHOCTI 1t KICTOK 4 XpALLIB Y 1-Micsi4HOMY AOCIIiPKEHH] TOKCUYHOCTI Ha
1ypaxX MpH 3acTOCYBaHHi Ao3u 10 500 mr/kr/aoby (8 4 i 8 pasis 6inbwe, Hix excriosuuis NHC y
mopuuu mpu PJIJT y xiHok i 4oOBIKiB BianoginHo), y cobax, AKi oTpuMyBand Ho3y 10 50
MI/kr/no6y mpotarom 14 auis (mogi6Ho A0 eKCHO3UMiT NHC y moauuu npu PJUI) a6o B 1-
MiCSYHOMY JOCIIKEHHI TOKCHYHOCTI Ha MULIaX MpH 3acTocyBaHHi 1o3u g0 2000 mr/kr/noCy (B
19 pasis 6inbiue, Hix excriosuiis NHC y oanHu npu PJD).

PocToBuit XpAll BiACYTHIN y 3piIMX CKeleTax, TOMY pe3y/bTaTy JOCJIiKEHB 11OA0 BIUIMBY Ha
KICTKH Ta XpAIlli HE CTOCYIOThCA JIOPOCIIUX NIOJEH, ae MOXYTb 6yTH aKTYalbHUMH A AiTeH
[ous. Ocobrusocmi 3acmocysanns (5.3) ma 3acmocyaniay ocobnueux zpyn nayicumie (8.4)].

Crnocrepiranacsi 060poTHa [10303aJlexKHa TOKCHHUHICTB JUIA KICTKOBOTO MO3KY, IKa BILTMBAE Ha BC
NiHii TeMOMOETUIHUX KIITHH, y CO6aK MpU 3acTOCyBaHHi a031 >17 Mr/kr/noby (MeHILe, HiX
excriozuuis NHC y moauunn npu PIUI). HesnauHe 3HHKEHHA KiJIBKOCTi KJIITHH MepudepuuHoi
KpOBI Ta TPOMGOLMTIB criocTepiramy depes 7 AHIB JiKyBaHHs MOJIHYITipaBipoM, 110 MPOrpecyBailo
10 Ginpll cepHO3HMX IeMaTONOri4HUX 3MiH micns 14 quie nikyeamns. He cmocTepiranu aHi
TOKCHYHOCTi Il KiCTKOBOrO MO3KY, aHi IeMaToJIOri4HOl TOKCUYHOCTI B l-Mics4HOMY
JOCHIDKEHHI TOKCHYHOCTI Ha Muiuax juis o3 1o 2000 mr/kr/no6y (B 19 pasiB 6inblue, HDK
excriozuuis NHC y moaunu npu PIJT) i B 3-mics4HoMy JOCAiIKEHHI TOKCHYHOCTI Ha Liypax AJId
7103 10 1000 mMr/kr/noGy (8 9 15 pasi 6inbue, Hix ekcriozunis NHC y moaunu nipu PJ1JI y iHOK
i 4oIOBIKIB, BiAMOBiAHO).

14 KJIHIYHI JOCALIKEHH ST

Kniniuni mani, wo nigreepmikyrots e EUA, 6asytoTeCs HA JldHUX 1433 parjomizoBaHnX
cy6’extis y mocnimkenni ®aszu 3 MOVe-OUT (NCT04575597). MOVe-OUT € paH/IOMi30BaHUM,
ale60-KOHTPOJILOBAHUM, ITOJBIHUM  CJIIHM KIiHiYHMM ~ JOCHIJKEHHSIM 3 BHUBYCHHA
JIATEBPIO py1s1 NiKyRaHHA HErOCHiTAI30BaHMX nauienTis 3 COVID-19 nerkoro ta cepeiHbLOro
CTYIEHIB TSKKOCTi, AKi MaloTh PU3MK MpPOrpecyBaHH N0 kol ¢popmu COVID-19 1a/abo
rocmitanizauii. [lpuitHatHi cy6’ektn Oynu Bikom Big 18 pokis i mamn omuH abo KinbKa
nonepeHbo BU3HAaYEeHIX GaKTopiB pU3UKY NMPOrpecyBaHHs 3aXBOPIOBAHH. Bik crapuie 60 pokKis,
uykposuii niaber, oxwupinas (IMT >30), XpoHiYHE 3aXBOPIOBaHHA HUpOK, cepilo3Hi
3aXBOPIOBAHHA CEPLLl, XpOHiYHA OOCTPYKTUBHA xBopoba nereHs abo pax B aKTMBHIN (opMI.

JlocuiKeHHs BKITIOYAJIO Cy6 €KTIB i3 CAMITOMAMH, AKi He OYJIM BaKIIMHOBaHI npo;u&ﬁs;@gvﬁ
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5 nuip nmicns panmomisauii. Cy6’extd Gymm panaomizosani 1:1 ans OTpuMaHHA 800 mr
JIATEBPIO a60 nnaue60 nepopaibHo ABidi Ha JIeHh POTAroM 5 JHIB.

I1py BKIIIOYEHH] B MOCIIKEHHs cepelHil BiK ycixX paHIOMi30BaHMX CY6’€KTiB CTRHOBHB 43 POKHU
(zianason: Bin 18 1o 90); 17% cy6’extis 6ynu crapie 60 pokis i 3% Gynu BikoM Bifi 75 pOKiB;
49% cy6’exTie Gymu dosnosikamu; 57% Oyiiu cBiTnOWKipuMH, 5% TEMHOIIKipuMK abo
adpoamepukanamy, 3% asiatamu, 50% icnaHUAMM a60 JIaTMHOAMEPUKAHISIMU. BinbiuicTs
cy6’€eKTiB 6yJI0 BKIIIOUYEHO 3 LIEHTpiB JIaTUHCEKOT AMEPUKH (46%) Ta €pponu (33%); 12% Oynu
BroueHi B Adpuili, 6% 6ynu BmoueHi B [TiBHiuHiHA Awmepuui i 3% 6ynu BrmodeHi B Asii. Copok
BiciM BificoTKiB cy6’exTiB oTpumysanu JIATEBPIO abo nuiane6o npoTsrom 3 auiB micng NosBH
cumrroMis COVID-19. Haiinomupeniamn ¢aktopamMu pusuky Oy oxupinns (74%), Bix
crapme 60 pokis (17%) Ta UykpoBHH aiabeT (16%). Cepen 792 AOCHiKYBaHHX (55% Bin
3arabHOT PaHOMi30BaHOI MOMYJIALIT) 3 JAOCTYNHAMY BHXIHUMHU PE3yJIbTATAMH inenTudikawii
papianTa/iinagn SARS-CoV-2, 58% Gynu indixosai Delta (ninii B.1.617.2 i AY), 20% Gynu
indikosani Mu (B.1.621), 11% 6y indikoani Gamma (P. 1), a petura Gynu indikoBaHi IHIIMMA
BapiaHTaMu/KNafaMy. 3arajioM, BUXimHi JemorpaiqHi XapakTEpHCTUKH Ta XapaKTepUCTHKH
3aXBOPIOBaHHs ByJiu Jo0pe 30anaHcoBaHi MK rpynamu JiKyBaHHs.

V Tabnuui 3 HaBeLeHO pe3yNbTaTH NEPBUHHOI KiHIEBOT TOUKH (BIACOTOK cy0’€ekTiB, AKi Oyn
rocritanizosani a6o momepian Ao 29 aHs 3 Gyab-skol mpuunHu). Pesynbratn e(EXTUBHOCTI
6a3yroThCs Ha pe3yNbTaTax HEBAKUHWHOBAHUX J0OPOCIIMX Bikom Biz 18 pokis, aki Mamm onguH abo
KiJIbKa 3a37aJIeribp BU3HaUeHUX (akTopiB pU3UKY MpOrpecyBaHHs 3aXBOPIOBaHHA. BiK cTapiue
60 poxis, Lykpoeuil aiaGer, oxupinna (IMT >30), XPOHi4HI 3aXBOPIOBAHHA HHUPOK, cepito3Hi
3aXBOPIOBAHHSA CEPLIA, XPOHi4Ha OOCTPYKTHBHA XBOPOOa JIETeHb ab0 pak B aKTUBHIH cTapii.

Ha Pucynky 1 mpexcTaBiieHi pe3ynbTaTH 3a NEBHUMH migrpynamu. 1{i aHanizu miarpyn
BBAXKAIOTbCS JOCTiAHMUBKMMA. JlaHi HemoCTymHi Ui JeAKMX HiArpym cy6’eKTiB, AKi MarOTh
BHCOKMI piB€Hb PU3UKY MPOTrPECYBaHHS JI0 THKKOT HopmMH COVID-19, sk Bu3Ha4yeHo LleHTpoMm 3
KOHTpOmo i npodinaxruku 3axsopropanb CILIA (CDC).

Ta6anus 3. PesyanTatu edeKTHBHOCTI y HerocmiramizoBaHMX OPOCIINX 3 COVID-19*

JJATEBPIO Inanebo Kopurosana pi3HMIs PH3HKIB
(N=709) (N=699) % (95% JI)
n (%) n (%)

Tocmiranizania 3 Oyab-sikoi NpHYHHH >24 roAHHM A HeBigKIagHOT AomoMoru abo
JeTajabHmii Hacjiftox o das 29

48 (6,8%) 68 (9,7%) -3,0% (-5.9%, -0,1%)
CmepTHicTb 3 Oy/ib-skoi npuuniu xo Tus 29
1 (0,1%) 9 (1,3%)

*Bp3HaueHHs NepBHHHOI eeKTUBHOCTI Ga3yBanocs Ha IUIAHOBOMY IMPOMDLKHOMY aHanisi 3a y4acti
762 cyG'ekris. B peaynnTaTi IPOMIXKHOTO ARATIRY OYJI0 BUABIIEHO, 11O 7,3% Maui€HTiB, IKi OTPUMYBaIIH
JIATERPIQ, 6ynu rocritanizosani a60 nomepiu 1o Jlus 29 (28/385), nopisHAHO 3 14,1% nauieH1is,
ki orpumyBanu nnaue6o (53/377). KopurobaHa pi3HMLA pu3ukis criana -6,8% 3 95% JI (-1 1,3%, -
2,4%) i 2-cTopoHHiM p-3HaueHHsM = 0,0024.

KopurosaHe 3HMXeHHs BiTHOCHOTO PU3HKY TIpH sacrocyeauni JJATEBPIO nopisrszo 3 nnaue6o s
BCix paHgoMizoBanux cy6’ekTiB cknano 30% (95% Hl: 1%, 51%).

AHai3u KOPUIyIOThca koediujeHtoM cTpaTudikauii 4acy nossu crimrrroMiB COVID-19 (<3 ani npotu
>3 [4-5] aHiB). PIEDID
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Pucynok 1. PesynbTaTn egexTuBHOCTI y miarpyni perocmirasgizoBanux gopociux 3 COVID-
19 — yci panomizoBani cy0’eKTH

Piznuusa (%) Ne aBumy/cy6’ exriB Piznnus pusnkis
JIATEBPIO ITnaueGo % (95% JII)
Yac Big mo4aATKY CHMOTOMIB

Ao panpomizanii

|
<3 nui - 25/339 28/335 -1.0(-5.2,3.2)
>3 mmi o 23/370 40/364 -4.8(-9.0, -0.7)
Bik I
<60 poxie pﬂ 36/591 52/572 -3.0 (-6.1, 0.0)
>60 pokis —o—] 12/118 16/127 -2.4(-10.6,5.8)
Crath :
Yosnosiua —o— 32/330 41/355 1.9 (-6.5, 2.8)
HKinoua H—{ 16/379 27/344 3.6 (-7.4, -0.2)
Osxcupinan (IMT=30) |
Tax 2! 29/535 46/507 -3.7(-6.9, -0.5)
Hi —e— 19/174 22/192 05(-7.1,6.2)
IyxpoBnii giaGer |
Tax —— 17/107 17/117 14(-82,11.1)
Hi Fo- 31/602 51582 -3.6(-6.6,-0.7)
Buxiana erynins Tmxkocti COVID |
Jlerka [ 19/395 27/376 24(-5.9,1.0)
Cepenus o+ 29/311 40/321 3.1 (-8.1,1.8)
Haiinomupeniwi BuXigHi knagn |
20J (Gamma) —— | 0/37 9/47 -19.1 (-32.6, -8.9)
21A, 211, 21J (Delta) —oH 18/237 22/221 2.4(-78,2.9)
21H (Mu) —eo—H 6/75 13/82 -7.9 (-18.5, 2.6)
L ——e—L— 5/47 7/38 7.8 (-24.4, 7.4
N . I
B"mmﬁ(c,:;g::,;,mm Fer 5/136 2/146 23(-1.7,7.1)
Heratupuni I—Q‘il 39/541 64/520 -51(-8.8, -1.6)

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

JIATEBPIO «Ilepesara— Ilnaue6o

BixnoBinHuii 1oBipunii inTepBan 3acHOBaHuii Ha MeTonli MiTTiHeHa i HypmMiHeHa.

MonubikoBaHa MOMYJNALIs YCIX NMalieHTiB, paHAOMi30BaHHX I OTPHMAHHA NiKyBaHHs, € TOMYJIALIE
aHaisy ebeKTUBHOCTI.

BuxigHi 3pasky CHPOBAaTKM OLIHIOBAIM 32 AOIOMOrOIO antu-N ananizy Roche Elecsys mns nepeBipku
massrocti anTuTin (IgM, IgG Tta [gA) no 6inka Hykieokancuaa SARS-CoV-2.

BHCHOBKH OO Pe3yJ/IbTaTiB aHalli3iB KX MiArpyI BBaXatThCA JOCITiTHULBKIMHU.

16 ®°OPMA BHUILY CKY/3BEPII' AHHS TA IIOBO/UKEHHS
®opma BHIIYCKY
JIATEBPIO, Kancynu BUITyCKaeThes Y HACTYNHIA opmi:

Bwmict 10)11(¢ dopma BHITYCKY NDC
MonHymipasip Henposopi kancymu | llo 40 xamcyll 'y NDC-0006-5055-06
200 mr IOMAPUHYEBOTO IS NDC-0006-5055-07

xkonsopy  (Swedish NDC-0006-5055-09

Orange) 3

KOpIOpaTUBHUM

JIOTOTUIIOM Ta «82»,

HaHECEHMMH OinuMu

YOPHUJIAMH.




36epiranHA Ta NOBO/KEHHS

36epiratn kancynu JIATEBPIO mpu Temmeparypi Bin 20°C no 25°C (sin 68°F mo 77°F);
BiIXMIEHHS IOMycKaoThes 32 Temmeparyp Bin 15°C mo 30°C (Bin 59°F no 86°F) [oue.
Konmponvosana ximnamna memnepamypa 3a USP).

17 THOOPMAIIS JUISI KOHCYJIbTYBAHHS ITAIIIEHTIB

Sk MeM4HMI [PalliBHUK, AKuil IpM3Haua€e NikapchbKi 3acobu, BU IOBMHHi MOBiZIOMUTH MALliEHTY
ta/aGo ocobi, sKxa 3giiicHioe  JorNMAA 32 HUM, inbopmaujo, o  BiANOBiAAE
«HOOPMALIIMTHOMY JIMCTKY Ul TALIEHTIB TA OCIb, SAKI 3AIMCHIOIOTh
JOrJI] 3A HMMM» Ta 3a0OKyMEHTYBarH, LIO iHpopmarito 6yno Hamaxo. Komito mporo
[H(opMaiiiHOro IMCTKa HEOOXiHO HAJaT! NALliEHTy ta/abo ocobi, axa 3[iHCHIOE NOTTIA/ 3a HUM,
710 3acrocyBants JIATEBPIO (0us. Ingopmayis 6 pamyi).

Peakitii rinep4yTIuBOCTI

Cig mpoindopMyBaTH MaLli€HTiB, [0 MOBIIOMIIAIOCA I1PO peakii rinep4yTIMBOCTi HABITH micns
npuiiomy 1 no3zu JJATEBPIO i 1o BoHH MOBMHHI NPUIMHUTH IPUHOM IpenapaTy Ta MOBiIOMUTH
CBOTO MEJMYHOrO MpalliBHHKa NpH NEPIIMX O3HAKaX BUCUITY Ha WIKipi, KPOIUB’IHKK 200 iHIIMX
IIKIpHUX peaKLiii, IPUCKOPEHOro cepueduTTs, TPYHOILIB Mij 4aC KOBTaHHs abo JUXaHHs, Oynb-
SKOro HaGpAKY, KUK CBiIYMTH PO AHriOHEBPOTHYHHUI HabpsAK (Hanpukaz, HabpsK ryb, A3uka,
061u4Ysi, BiI4yTTA CTUCKAHHA y TOpIIi, OXPUILIICTD), 400 {HIIMX CUMOTOMIB alepriyHoi peaKuii
[ous. Ocobrusocmi sacmocysanns (5.2)].

Pu3MK TOKCUYHOCTI JUISl 1I0J1a

Cnin nosigomury mamnientam, wo JIATEBPIO He pekOMEHAYETBCA 3aCTOCOBYBATH mijg 4ac
BAriTHOCTI, OCKIIbKH (€ MOYE 3aBJaTH Koy moy. Ciil nopaauTy ocobaM penpoayKTUBHOIO
BiKy [OBiJOMHUTH CBOEMY JIiKapio Mpo BiioMY a60 mizo3proBaHy BariTHiCTs [Oue. Ingopmayis 6
pamyi, Ocobrusocmi 3acmocyeanus (5.1 ) ma 3acmocyBanus y 0co6nueux zpyn nayienmis (8.1)].

Criix nopajuTy ocobaM pernpoiyKTUBHOrO BiKy HANEXHMM YHHOM Ta NIOCTiIHHO BUKOPUCTOBYBATH
edeKTHBHI MeTOIM KOHTpauenuii nig yac npuromy JIATEBPIO Ta npotsrom 4 AHiB micis
npuitoMy OCTaHHBLOT J03H.

Xoya pU3UK BBAXKAETHCA HHU3BKHM, JOKIIHIUHI JOCNIDKEHHS Ais MOBHOI OLIHKM TIOTEHLliaty
JIATEBPIO BnnuBaTH Ha MOTOMCTBO CaMlliB, 1O OTPHUMYBAJM Npenapat, HE Gynd 3aBepLIEHi.
Cnix pexkomeHIyBaTd ocofaM, sKi BefyTh aKTUBHE CTAaTEBC JKMTTA Ta MaloTh MapTHEpIB
pPeNpOAYKTUBLIOTO BiKy MPABUIIRHO i [OCTiHO BUKOPUCTOBYBATH HAMIAHKA METOX KOHTpaLernii
nix yac npuitomy JIATEBPIO Ta npoTarom MoHaiAMeHIIe 3 MicsuiB micns Npuitomy OCTaHHbLOT
no3u JIATEBPIO. Pusuk uepe3 3 Micsui micns npuiomy octannboi 1031 JJATEBPIO Hesinomuit.
JlocniKeHHs 3 METOIO BUBUCHHST PU3HKY rmicis TphOX MicsLIB Micns npuiioMy npernapary TpUBae
[dus. 3acmocysanua y ocobausux zpyn nayienmis (8.3)].

JIATEBPIO He cxBaneHuil /sl 3aCTOCOBYBaHHs y MALlieHTIB BIkOM 10 18 pokiB, OCKiNbKM BiH
MOJKe BILTMBATH Ha PICT KicTo Ta popMyBaHHA Xpswis [Ous. Ocobnusocmi 3acmocyéantsi (5.3)
ma 3acmocyeanns y ocobnugux zpyn nayienmie (8. 4)].




PeecTp BariTHOCTI

[cHye peecTp BariTHOCTI, 3rifIHO 3 AKMM BIJCTEXKYIOTBCA PE3YINbTATH BariTHOCTI y 0cib, fKi
npuiimanu JIAIEBPIO mig yac BariTHOCTI. 3a0XOuyiTe 10 y4acTi Ta KOHCYJbTyHTE nauieHTIB
OO TOrO, K BOHH MOXYTb 3apeEcTpyBaTHCA Y PEECTpi pariTHOCTi Ha caiiti https://covid-
pr.pregistry.com a6o 1-800-616-3791 [ous. 3acmocyeanns y ocobrusux zpyn nayienmie (8.1)].

Jlaktauis
['pyHe BUrOJOBYBaHHS HE PCKOMEHAYETHCS mig yac npuiiomy JJAIEBPIO Ta npotsaroM 4 nHiB

nmicis npuitomy octanHeoi no3u JIATEBPIO. Cnix mopaautd ocobam, WO IOXYIOTh IPyABMH,
pO3rNISHYTH THMTAHHS NP0 HPUIUMHEHHA TPYJHOrO BUIOJOBYBaHHA, a TaKOX PO3IIISHY TH
MOXCTMBICTD 3L Z)KYBaHHA Ta yTUIi3aLlii Fpy/IHOrO MOJIOKA Ml 4ac NiKyBaHHs Ta POTAroM 4 JHiB
micyst mpuiiomy ocrtanuboi go3u JIATEBPIO [Ous. 3acmocyeanns y 0cobaugux epyn nayieHmie

(8.2)].

BxaziBKH 1110JI0 32CTOCYBAHHA

Cnig peKkOMEeHAyBaTH TalieHTaM MpuAMaTH JIATEBPIO 3 ixketo abo Ge3 ki, Cnin
PEKOMEH/YBaTH Talli€eHTaM KOBTAaTH KarCyJjH JJATEBPIO wuinimu, He BiIKpHBaiOuH, HE
po3JIaMyloui Ta He NOAPIOHIOKYHM KaIlCyJH. Cniz pexoMeHIyBaTH MNalli€HTaM, AKIIO BOHH
npornyctunu o3y JJATEBPIO nporarom 10 roauH miciis 3BMYAHHOTO NPUHOMY, BOHH [OBUHHI
npuitHaTH i1 AKOMOra IiBHJILIE i BimHOBMTHM 3BMualiHuil rpadik mO3yBaHHA. SIkimo manieHT
NMpOITYCTHB MPUIOM [03H OiNbIlie HDK HA 10 rojuH, MAIi€eHT He MOBUHEH NMPUMMATH NPONYLICHY
103y, & HATOMICTb MPUHHATH HACTYIHY A03Y Yy BcTaHOBJIEHMH Yac. CIifl IOpaJUTH Nali€HTy He
MOJ(BOIOBATH 03y, 06 KOMIIEHCYBAaTH MPOMYIeHy 103y [ous. Croci6 3acmocy6anHs ma 003U

2.2)].

Bumict xancyn JIATEBPIO Mmoxna 3MiliaTH 3 BOJOK Ta BBOAMTH HEPE3 HI'/OI' xatetep.
TIpoindopmyiiTe mauieHTis, W06 BOHU AOTPUMYBAINCA peKOMeH Jallil, omicaHux B iHCTpYKLiT
IS TIALiEHTIB Ta ocib, AKi 3AiMCHIOTL OOTs] 33 nauieHTamy [ous. Cnocib 3acmocysania ma
oo3u (2.3)].

TMoBigoMTe MAali€HTa Mo Te, 10 BAXIMBO 3aBEPLIMTH NOBHUMH 5-meHHMH Kypc NKyBaHHS Ta
MPOJOBKUTH  {30JIALII0  BIAMOBIAHO /1O peKoMeHfallili OpraHiB OXOpOHH 30pOB’S I
MAaKCHMaJbHOTO KIipeHcy Bipycy Ta MiHimisawil TpaHemicii SARS-CoV-2 [ous. Cnocib
sacmocysanns ma 0o3u (2.2)].

18 ITH®OPMAIILSI IIPO BUPOBHUKA
JUnst OTpUMaHHs 10AaTKOBOI indopMmallii BiaBifaiiTe CalT: www.molnupiravir.com

S0 y Bac BAHUKIIH 3aMUTaHHs, OyIb J1ackKa, 3B’ HKIThCA 32 HomepoM 1-800-672-6372

Buroroeneno ansa: Mepk 1lapn i Joym JUJIC
Paxgeii, Hpro-Ixepci 07065, CLIA

Jlist OTPUMaHHS MATEHTHOT iHbopMallii: www.msd.com/research/patent

AsTopchki pasa © 2021-2023 Mepk i Ko., Ink., Paxsedq, Heto-Ixepci, CIIA Ta ¢inii.
Bei nmpasa 3axHLLEH].
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FACT SHEET FOR HEALTHCARE PROVIDERS: EMERGENCY USE
AUTHORIZATION FOR LAGEVRIO™ (molnupiravir) CAPSULES

HIGHLIGHTS OF EMERGENCY USE AUTHORIZATION (EUA)
These highllghts 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™ (molnuplravir) capsules, for oral use
Original EUA Authorized Date: 12/23/2021
Revised EUA Authorized Date: 10/2023

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF
LAGEVRIO UNDER EMERGENCY USE AUTHORIZATION

Refer to FULL FACTSHEET for details.

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 Fuli Fact Sheet for details on
mandatory requirements for administration of LAGEVRIO under
emergency use authorization.

Ses Full Fact Sheet for Healthcare Providers for the Justification for

emergency use of drugs during the COVID-19 pandemic, information
on available alternatives, and addifional information on COVID-19.

DOSAGE AND ADMINISTRATION-—-cm-sememmmemennnee

e aen e e o] RECENT MAJOR CHANGES-----===-semm==ru=maeue -
Mandatory Requirements Box, Emergency Use 10/2023
Authorization (Section 1): Updated

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

authorization experience section
Mandatory Requirements Box, Use In Specific Populations ~ 02/2023
(Section 8.1): Updates to pregnancy registry information

Emergency Use Authorization (Section 1): Removal of 02/2023
requirement of SARS-CoV-2 viral testing
Dosage and Administration (Section 2.3): Addition of 02/2023

preparation and administration instructions via nasogastric and
orogastric tube,

Microbiology (Section 12.4); Addition of Omicron subvariants 02/2023
Nonclinical Toxicology (Section 13.1): Updated 02/2023
carcinogenicity data

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

Mandatory Requirements Box: Revised requirements 02/2022
pertaining to other therapeutics
Emergency Use Authorization (Section 1): Updates on 02/2022

available alternatives to LAGEVRIO

Warnings and Precautions (Sections 5.2 and 17): addltion of 02/2022
hypersensitivity including anaphylaxis

Adverse Reactions (Section 6.2): addition of post-

authorization experience section 02/2022

EUA FOR LAGEVRIO

The U.S. Food and Drug Administration (FDA) has Issued an EUA for

the emergency use of the unapproved LAGEVRIO, a nucleoside

analogue that inhibits SARS-CoV-2 replication by viral mutagenesis for

the treatment of adults with mild-to-moderate coronavirus disease

2019 (COVID-19):

« who are at high risk for progression to severe COVID-19,
including hospitalization or death, and for

e 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 CQVID-19. Prior to initiating treatment with LAGEVRIO,
carefully consider the known and potentlal risks and benefits. (1)

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

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

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

- for use for longer than 5 consecutive days.

- for pre=axposure or paot oxposure prophylaxis far prevention of
COVID-18.

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).

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

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

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

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

eeamnsnmmnnvemere-DOSAGE FORMS AND STRENGTHS —renemeeamnmmmsne —_

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)

B s T E WARNINGS AND PRECAUTIONS =--mssmmmmmeemmeean -

e 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 oceur, immediataly
discontinue LAGEVRIO. (5.2)

e 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. (6.3, 8.4, 13.2)

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

You or your designee must report all SERIOUS ADVERSE
EVENTS or MEDICATION ERRORS potentially related to
LAGEVRIO (1) by submitling 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 8 Dohme
LLC, Rahway, NJ USA at 1-800-672-6372 or Fax 215-816-5677 (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)

B USE IN SPECIFIC POPULATIONS-~-—-- B

e Pregnancy: The use of LAGEVRIU is not recommended duiing
pregnancy. Advise Individuals of childbearing potential to use
effective contraception correctly and cunsislently, as applicablo, 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 lactaling indlvidual
may consider interrupting breastfeeding-and may Consider pumping
and discarding breast milk during trgdtment and for 4 days after the
last dose of LAGEVRIO. (8.2) 7 ¢
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See FACT SHEET FOR PATIENTS AND CAREGIVERS.
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FULL FACT SHEET FOR HEALTHCARE PROVIDERS

MANDATORY REQUIREMENTS FOR ADMINISTRATION OF LAGEVRIO UNDER
EMERGENCY USE AUTHORIZATION

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

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

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

3. The 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 for the same use as LAGEVRIO
[see Emergency Use Authorization (1) - Information Regarding Available
Alternatives for the EUA Authorized Use].

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

iv. There is a pregnancy registry.

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 preghancy,
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 Wamings and Precautions (5.1, 5.3), Use in Specific
Populations (8.1, 8.3) and Nonclinical Toxicology (13.1)].

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




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

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

Adverse Reactions (6.4)].

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

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

accessible or clinically appropriate.

LIMITATIONS OF AUTHORIZED USE
. LAGEVRIO is not authorized for use in patients who are less than 18 years of age [see

Warnings and Precautions (5.3)].

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

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

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

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

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

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

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:

! hitps:/fwww.cde.gov/coronavirus/2019-ncoy/hep/clinical-care/underlyingconditions.html . Healthcare
providers should consider the benefit-risk for an individual patient.

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




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

e Declared that circumstances exist justifying the authorization of emergency use of drugs
and biological products for the prevention or treatment of COVID-19%.

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

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

s 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);

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

APPROVED AVAILABLE ALTERNATIVES

Veklury (remdesivir) is FDA-approved for the treatment of COVID-19 in adults and pediatric
patients (at least 28 days old and weighing at least 3 kg) who are not hospitalized and have mild-
to-moderate COVID-18, and who are at high risk for progression to severe COVID-19, including
hospitalization or death. Veklury is administered via intravenous infusion for a total treatment
duration of 3 days.

Although Veklury is an approved alternative to LAGEVRIO for the treatment of mild-to-moderate
COVID-19 in adults and who are at high risk for progression to severe COVID-18, including
hospitalization or death, FDA does not consider Veklury to be an adequate alternative to

3 See U.S. Department of Health and Human Services, Determination of a Public Health
Emergency and Declaration that Circumstances Exist Justifying Authorizations Pursuant to
Section 564(b) of the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. § 360bbb-3. February 4,
2020; hi.tps:waw,federalreqister.qow’documents,’2020!02!0?!2020-02496}determination-of—
public-health-emeraency. See also U.S. Department of Health and Human Services, Amended
Determination of a Public Health Emergency or Significant Potential for a Public Health
Emergency Pursuant to Section 564(b) of the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. §
360bbb-3(b). March 15, 2023 ("Amended Determination”);
https:.-‘fwww.federa!reoisienqovfdocumentsi2023f03!20.’2023-056Dglcov[d-19—emeraenc;\r-use-
authorization-declaration.

4 See U.S. Department of Health and Human Services, Declaration that Circumstances Exist
Justifying Authorizations Pursuant to Section 564(b) of the Federal Food, Drug, and Cosmetic
Act, 21 U.S.C. § 360bbb-3, 85 FR 18250 (April 1, 2020);
m_t_ps:waw.fecieralreqisier,qow‘documentsf2020104}01.f'2020~06905/emerc:encv—use-
authorization-declaration. See also Amended Determination (“The declarations issued pursuant

to saction 564(b)(1) of the FD&C Act that circumstances exist justifying the authorization of
emergency use of certain in vitro diagnostics, personal respiratory protective devices, othel
medical devices and drugs and biological products, as set forth in those declarations, and that are
based on the February 4, 2020 determination, remain in effect until those declarations are
terminated in accordance with section 564 of the FD&C Act.”). =




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

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

inducers.

For additional information on all products authorized for treatment or prevention of COVID-19,
please see h‘ftms:ﬂwww,fda.qo\r‘!emerﬂencv—preparednesswand-rasnnnser’mcm-!eqal--renu{atorv—
and-policy-framework/emergency-use-authorization .

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

2 DOSAGE AND ADMINISTRATION

2.1 Dosage for Emergency Use of LAGEVRIO in Adult Patients

The dosage in adult patients is 800 mg (four 200 mg capsules) taken orally every 12 hours for 5
days, with or without food [see Clinical Pharmacology ( 12.3)]. Take LAGEVRIO as soon as
possible after a diagnosis of COVID-18 has been made, and within 5 days of symptom onset [see
Emergency Use Authorization (1) and Clinical Studies (14)].

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

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

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

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

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

2.3 Administration via Nasogastric (NG) or Orogastric (OG) Tube (12F or Larger)
1. Open four (4) capsules and transfer contents into a clean container with a lid.
2. Add 40 mL of water to the container.
3 Put the lid on the container and shake to mix the capsule contonts and water tharaughly
for 3 minutes.
o NOTE: Capsule contents may not dissolve completely.
o The prepared mixiure may have visible undissolved particulates and are
acceptable for administration.
4. Flush NG/OG tube with 5 mL of water prior to administration. s




5. Using a catheter tip syringe, draw up the entire contents from the container and
administer immediately through the NG/OG tube (12F or larger). Do not keep the
mixture for future use.

6. If any portion of the capsule contents are left in the container, add 10 mL of water to the
container, mix, and using the same syringe draw up the entire contents of the container
and administer through the NG/OG (12F or larger). Repeat as needed until no capsule
contents are left in the container or syringe.

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

3 DOSAGE FORMS AND STRENGTHS
Capsules: 200 mg, Swedish Orange opaque size 0 capsules. The capsules have the corporate

logo and “82" printed in white ink.

4 CONTRAINDICATIONS
No contraindications have been identified based on the limited available data on the emergency

use of LAGEVRIO authorized under this EUA.

5 WARNINGS AND PRECAUTIONS
There are limited clinical data available for LAGEVRIO. Serious and unexpected adverse events

may occur that have not been previously reported with LAGEVRIO use.

5.1 Embryo-Fetal Toxicity
Based on findings from animal reproduction studies, LAGEVRIO may cause fetal harm when

administered to pregnant individuals. There are no available human data on the use of
LAGEVRIO in pregnant individuals to evaluate the risk of major birth defects, miscarriage or
adverse maternal or fetal outcomes; therefore, LAGEVRIO is not recommended for use during
pregnancy. When considering LAGEVRIO for a pregnant individual, the prescribing healthcare
provider must communicate the known and potential benefits and the potential risks of using
LAGEVRIO during pregnancy to the pregnant individual. LAGEVRIO is authorized to be
prescribed to a pregnant individual only after the healthcare provider has determined that the
benefits would outweigh the risks for that individual patient. If the decision is made to use
LAGEVRIO during pregnancy, the prescribing healthcare provider must document that the known
and potential benefits and the potential risks of using LAGEVRIOQ 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 paticnt is pregnant based on the tirst day of lasl inensbiual 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. Il 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 atiributed 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
ratc across arms in MOVe-QUT.

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

Gastrointestinal Disorders
vomiting

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

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

6.4 Required Reporting for Serious Adverse Events and Medication Errors

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

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

« 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:

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

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

Fax: 215-616-5677

E-mail: dpoc.usa@msd.com

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

*Serious adverse events are defined as:
e Death;

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

o




¢ A persistent or significant incapacity or substantial disruption of the ability to conduct
normal life functions;

e A congenital anomaly/birth defect;

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

7 DRUG INTERACTIONS

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

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Reagistry

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

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

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

The estimated background risk of major birth defects and miscarringe for the indicated pnpulation
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 embryuv/felal 1isk

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

Data
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Animal Data

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

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

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

8.2 Lactation

Risk Summary
There are no data on the presence of molnupiravir or its metabolites in human milk. NHC was

detected in the plasma of nursing pups from lactating rats administered molnupiravir (see Data). It
is unknown whether molnupiravir has an effect on the breastfed infant or effects on milk
production.

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

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

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

individual.

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

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

Contraception

Females

Advise individuals of childbearing potential lu use a reliablc moethod of contraception correctly and
consistently, as applicable for the duration of treatment and for 4 days after the last dose of

LAGEVRIO [see Warnings and Precautions (5.1)].

Males
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While the risk is regarded as low, 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. Moinupiravir 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 fransgenic 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)].

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-

hydraxycytidine (NHC).

The chemical name for molnupiravir is {(2R,3S,4R,5R)-3,4-Dihydroxy-5-[(4Z)-4-(hydroxyimino)-2-
ox0-3,4-dihydropyrimidin-1(2H)-yl]oxolan-2-yl}methyl 2-methylpropanoate. It has an empirical
formula of C13H1sN3O7 and its molecular weight is 329.31 g/mol. Its structural formula is:
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Moinupiravir is a white to off-white powder that is soluble in water.

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

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-monaophosphate [NHC-MP]) into SARS-CoV-2 RNA by the viral RNA polymerase
(nsp12) results in an accumulation of errors in the viral genome leading to inhibition of
replication. The mechanism of action (known as viral error catastrophe or viral lethal
mutagenesis) is supported by biochemical and cell culture data, studies of SARS-CoV-2
infection in animal models, and analyses of SARS-CoV-2 genome sequences in human
subjects treated with LAGEVRIO.

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

evaluated clinically.

12.3 Pharmacokinetics

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

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

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

NHC Goometric Mean (%CV)

Pharmacokinetics in Patients

AUCg-12hr (ng*hr/mL)’ 8260 (41.0)
Cmax (ng/mL)’ 2330 (36.9)
Cizhr (ng/mL) 31.1(124)
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Pharmacokinetics in Healthy Subjects
AUCo.12hr (ng*hr/mL) 8330 (17.9)
Cmax (ng/mL) 2970 (16.8)
Caznr (ng/mL) 16.7 (42.8)
AUC Accumulation Ratio 1.09 (11.8)
Absorption
Tmax (hr)T 1.50 [1.00 — 2.02]
Effect of Food | 35% reduction in Cmax, no effect on
AUC
Distribution
Plasma Protein Binding (in vitro) 0%
Apparent Volume of Distribution (L)’ 142
Elimination
Effective 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, 2B6, 2C8, 2C9, 2C19, 2D6, and 3A4 or inhibitors of
OATP1B1, OATP1B3, OCT1, OCT2, OAT1, OAT3, MATE1, MATEZK, MRP2, MDR1 and BCRP

or inducers of CYP1A2, 2B6, and 3A4. The interaction between molnupiravir with concomitant
medications, including other treatments for mild-to-moderate COVID-18, has not been evaluated.

12.4 Microbiology

Antiviral Activity

NHC, the nucleoside analogue melabulile of molnupiravir, wae active in cell ciilfure assays
against SARS-CoV-2 (USA-WA1/2020 isolate) with 50% effective concentrations (ECso values)
ranging between 0.67 to 2,7 pM in A-549 cells and 0.32 to 2.0 uM In Verv EG cells. NHC had
similar antiviral activity against SARS-CoV-2 variants Alpha (B.1.1.7), Beta (B.1 .351), Gamma
(P.1), Delta (B.1.617.2), Lambda (C.37), Mu (B.1.621) and Omicron (B.1.1.529/BA.1, BA.1.1,
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BA.2, BA.4 and BA.5), with mean ECso values of 0.55-3.0 yM. 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 likelinood 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 fack
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 uM, in 3-day exposure assays. Molnupiravir inhibited the proliferation of human
bone marrow progenitor cells with CCso values of 24.9 pM 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.

Post-treatment viral RNA rebound was not associated with the primary clinicat outcome of
hospitalization or death through Day 29 following the single 5-day course of LAGEVRIO
treatment. MPoat-troatment 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
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Molnupiravir was not carcinogenic in a 6-month oral carcinogenicity study in RasH2 transgenic
(Tg.RasH2) mice at any dose tested (30, 100 or 300 mg/kg/day).

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

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

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

Impairment of Fertility

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

13.2 Animal Toxicology and/or Pharmacology

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

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

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

14 CLINICAL STUDIES

Clinical data supporting this EUA are based on data from 1,433 randomized subjects in the
Phase 3 MOVe-OUT trial (NCT04575597). MOVe-OUT is a randomized, placebo-controlled,
double-blind clinical trial studying LAGEVRIO for the treatment of non-hospitalized patients with
mild-to-moderate COVID-19 who are at risk for progressing to severe COVID-19 and/or
hospitalization. Eligible subjects were 18 years of age and older and had one or more pre-defined
risk factors for disease progression: over 60 years of age, diabetes, obesity (BMI 230), chronic
kidney disease, serious heart conditions, chronic obstructive pulmonary disease, or active cancer.
The study included symptomatic subjects nol 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
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
unvacecinated 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 CcDC.

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

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

*The determination of primary efficacy was based on a planned interim analysis of 762 subjects, At the
interim analysis, 7.3% of patients who received 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% Cl: 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 Resuits in Non-Hospitalized Adults with COVID-19 - All-
Randomized Subjects




Difference (%) # Events/Subjects Risk Difference
LAGEVRIO  Placebo % (95% CI)

Time from Symptom Onset to |

Randomization !
<3 days R 25/339 28/335 -1.0(-5.2,3.2)
> 3 days o 23/370 40/364 -4.8(-9.0,-0.7)
Age i
< 60 years o 36/591 52/572 3.0(-6.1,0.0)
> 60 years —e 12/118 16/127 -2.4(-10.6, 5.8)
Sex ‘.
Male o 32/330 41/355 -1.9(-6.5, 2.8)
Female o 16/379 27/344 3.6 (-74,-0.2)
Obesity (BMI > 30) \
Yes 2 g! 29/535 46/507 -3.7(-6.9,-0.5)
No —o— 19/174 22/192 -05(-7.1, 6.2)
Diabetes Mellitus
Yes b—c— 171107 17/117 1.4(-8.2,11.1)
No o4 31/602 51/582 -3.6 (-6.6, -0.7)
Baseline COVID Severity
Mild o 19/395 271376 -24(-5.9,1.0)
Moderate o 29/311 40/321 -3.1(-8.1,1.8)
Most Common Baseline Clades
207 (Gamma) i 0/37 9/47 -19.1 (-32.6, -8.9)
21A, 211, 217 (Delta) o 18/237 22/221 24(-78,29)
21H (Mu) —o—ro 6/75 13/82 7.9 (-18.5, 2.6)
Other — 5/47 7/38 7.8 (-244,7.4)
Baseline Antibody Status
Positive o 5/136 2/146 23(-1.7,7.1)
Negative Fo' 39/541 64/520 5.1(-8.8,-16)
|
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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,
lgG and IgA) against the SARS-CoV-2 nucleocapsid protein.

The findings of these subgroup analyses are considered exploratory.

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

Contents Description How Supplied NDC

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

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

17 PATIENT COUNSELING INFORMATION




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

Hypersensitivity Reactions

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

(5.2)].

Risk of Fetal Toxicity
Advise patients that LAGEVRIO is not recommended for use in pregnancy because it may cause

fetal harm. Advise individuals of childbearing potential to inform their healthcare provider ofa
known or suspected pregnancy [see Box, Warnings and Precautions (5.1) and Use in Specific

Populations (8.1)].

Advise individuals of childbearing potential to use effective contraception correctly and
consistently while taking 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 LAGEVRIOQ. 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 Registry
There is a pregnancy registry that monitors pregnancy outcomes in individuals exposed to

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

Lactation
Breastfeeding is not recommended while taking LAGEVRIO and for 4 days after the last dose of

LAGEVRIO. Advise lactating individuals to consider interrupting breastfeeding and to consider
pumping and discarding breast milk during treatment and for 4 days after the last dose of
LAGEVRIO [see Use in Specific Populations (8.2)].

Administration Instructions

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

and Administration (2.3)].

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

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

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

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

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

Copyright © 2021-2023 Merck & Co., Inc., Rahway, NJ, USA and its affiliates.
All rights reserved.
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