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(@enpkiB K.J1.)

OCHOBHI MOMEHTH IH®OPMAIIIL ITPO ITPU3HAUYEHHS JIKIB

I1i ocHoBHI MOMEHTH He MiCTATH yciel indopmanii, HeoOXixHOI N5 Oe3neyHOro Ta eeKTHBHOI0 BHKOPHCTAHHS
JAKTHHOMIIIUH, nmopowiok pisi po3unHy Mis in’ekniid . JuB. moBHy indopmaniio moao npusHadeHHS
JiKapcLKOro 3aco0y Jlak THHOMIIIHH, IIOPOIIOK UISE PO3YHHY [JIs iH’ €Ki,

JAKTUHOMIIIUH, nopomok misi po3unny aasa in’ekniii USP, mist BHyTPIIIHBOBEHHOIO 3aCTOCYBAHHS.
ITouatkoge cxBajenns y CIIIA: 1964 p.

OCTAHHI BAXKJINBI 3MIHI
- Jlo3yBaHHS Ta 3aCTOCYBaHHs, pekoMeHToBaHa 103a st [lyxmuaa Binemca (2.1) 8/2018
« JlozyBaHHs Ta 3aCTOCYBaHHsI, peKoMeHI0BaHa o03a ;i Capkoma FOinra (2.3) 8/2018

ITOKA3AHHS TA 3ACTOCYBAHHA

JIaKTHHOMIIMH, TOPOLIOK ISl PO3YHHY JUIS 1H €KIIiN — I[e aKTHHOMIIIHH, TIOKa3aHui JJIsl JIiKyBaHHS:

+ JIOpOCIHUX Ta JiTel 3 MyXJIuHOW0 BinbMca, sk yacTnHa 6aratoda3zHoro KOMOIHOBaHOTO pexxuMy ximioteparnii. (1.1)
+  JOpociuX Ta JiTeli 3 pabroMiocapkoMolo, sk YacTHHa OaratodasHoro KoMOiHOBaHOTO pexuMy xiMioteparii. (1.2)
+ JIopociiux Ta Aiteit i3 capkomoro FOiHra, sk yacTHHa OaratodazHoro KoMOIHOBAHOTO pexuMy XiMmiorepamii. (1.3)
+  JOpOCIi Ta AiTH 3 METAaCTaTHYHHM HECEMIHOMATO3HUM paKoM s€UKa, SIK YacTHHA OaraTodasHoro koM6iHOBaHOTO
pexxumy ximiotepamii. (1.4)

+ Tali€HTKW 3 recTalifHO TpodoONaCTHYHOK HEOIUIasi€ro Michnsd MeHapxii, Sk MoHoTepamis abo sK YacTHHA
KOMOIHOBaHOTO pexxumMy Ximiorepamii. (1.5)

« JOpOCNi Tali€eHTH 3 JIOKAIPHO pPEUHIUBYIOYHMH ab0 JIOKOPETriOHAPHUMH  CONIJHUMH  3JI0SKICHHMH
HOBOYTBOPEHHSIMH, sIK KOMIOHEHT ITajiaTUBHOT a00 IOMOMIXHOI perioHambHoI nepdysil. (1.6)

JIO3YBAHHSA TA 3ACTOCYBAHHS
- Ilyxnuna Binemca: pekoMeHIOBaHa 1032 CTAHOBUTH 45 MKI/KI BHYTPIIIHHOBEHHO OJHH Pa3 KOXKHI 3—6 THXKHIB
IIPOTSrOM MaKCHMYM 26 THKHIB Y paMKax KOMOiHOBaHOI XiMioTepalrrii 3 KibkoMa npenaparami. (2.1)

- PaGnomiocapkoma: pekoMeHIOBaHa /103a CTAHOBUTH 15 MKI/KI BHYTPIIIHBOBEHHO OJHH Pa3 Ha JeHb NPOTATOM 5
IHIB KOXHi 3—9 TIDKHIB, MakcuMyM 112 TkHIB, SIK YacTHHA KOMOIHOBaHOI XiMioTeparii 3 BUKOPHUCTAHHAM KiTbKOX
npemnaparis. (2.2)

- Capxoma HOinra: pekoMeH/10BaHa /{032 CTaHOBUTE 1250 MKI/M? BHYTPIiLIHBOBEHHO OJIMH Pa3 Ha 3 TUKHi IIPOTSATOM
51 THXKHS, IK YaCTHHA KOMOIHOBAHOrO PeXHUMY XiMioTepartil 3 BAKOPHCTAHHSM KibKOX mpenapartis.(2.3)

+  Meractatuunuii HeceMiHOMATO3HUI pak s€UKa: PEKOMEHI0BaHa 103a CTaHOBHTE 1000 MKI/M? BHY TPiIIHEOBEHHO
KOHI 3 THXHI sIK yacTHHA 6araTOKOMIOHEHTHOT XiMioTeparii Ha OCHOBI nucIIaTuHy. (2.4)

- T'ectamilina Tpodobractrina Heoruiasis:

o Hemeractaruuyne Ta MeTacTaTU4He 3aXBOPIOBAaHHS HH3BKOTO PH3HKY: PEKOMEHI0BAHA 103a CTAHOBUTh 12 MKI/KT
BHYTPIIIHBOBEHHO HIOIHS MPOTATOM 5 IHIB K MOHOTepatis. (2.5)

o Bucokuli pu3uK METaCTaTHYHOIO 3aXBOPIOBAHHS: PEKOMEHIOBAHA /1032 CTaHOBUTH 500 MKI BHYTPIIHHOBEHHO Y
1-# Ta 2-i aHi KOXKHI 2 TWKHI DPOTAroM MakcUMyM 8 TIDKHIB y pamkaX KOMOiHOBaHOI XimioTeparmii 3 KinbkoMma
npenaparami. (2.5)

- Perionanena mnepdy3is OpH  NOKAIBHO PELUIMBYIOYHX Ta JIOKOPETIOHANLHHX CONIJHUX 3J0SKICHHX
HOBOYTBOPEHHSX:
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o HikHi KiHIIBKH 200 Ta3: peKOMEH10BaHa 103a CTaHOBUThL S0 MKI/KI 0OJJHOPa30Bo 3 MeldananoM.(2.6)
o BepxHs KiHIIBKa: pEKOMEH/I0BaHA 103a CTAHOBUTD 35 MKI/KT 0IHOPa30Bo 3 Meldananom.(2.6)

JIKAPCHKI ®OPMU TA CHJIA 11
TTopomok A po3unHy s in’exuiit: 500 MKr y BUMIAAi Tiodini3oBaHOro MOPOLIKY Y 01HO030BOMY (i1akoHi. (3)

NMPOTHIIOKA3AHHA

Konnoro. (4)

NOMNEPEUKEHHS TA 3ACTEPEXKEHH S
- Bropunni 3noskicHi HoBOyTBOpeHHs abo neiikemis: ITiABHIIEHMH PH3HMK PO3BHTKY BTOPHHHHX 3JIOAKICHHX
HOBOYTBOPEHB Micis JikyBaHHS. (5.1)

- Benooxo3usHa XxBopoba: Moxe CIPUUMHUTH TSKKY a00 cMepTeNbHY BEHOOKIIIO3HMBHY XBOpoOy. Crinkyiite 3a
migsumennsm pisas ACT, AJIT, saransHoro 6imipyOiHy, renaTomerainii, 30i1bIIeHHAM Baru abo acuuty. Posrisubre
MOYKJTMBICTB BiJIKJIaJIeHHSI HACTYIHOI 103H. (5.2)

- EkcrpaBasauis: Heraiino mepepsith iH’ekiito ado indy3iro Ta npuknanite aia. (2.7, 5.3)

.« Mienocympecis: KonrpomoiiTe KiibKiCTh KJIITHH KPOBI IIepe ] KOKHUM LUKIOM. BifkiaaiTe HaCTynmHy 403y, AKIIO
TSDKKA Miejocypecist He nokpauuiacs. (5.4)

- Imywnizauis: BakuuHais )KUBHMH BipyCHUMH BaKIIHHAMH HEe PeKOMEHIYEThCs 10 abo mia yac mikyBaHHS. (5.5)

+  TspKKi MyKOUIKIpHI peakiil: NpUIIMHATH JTiKyBaHHS (5.6)

+  HupkoBa TOKCHYHICTB: YaCTO KOHTPOJIOHTE PiBEHb KPEATHHIHY Ta eJ1eKTPOIITIB. (5.7)

- T'emarotoxcuynicTh: KoHTpomoiiTe piBeHb TpaHcamiHa3z, JNyxHOI ¢ocdarasu Ta OinmipyOiHy A0 Ta mim 4ac
JikyBaHHs. (5.8)

- IloreHuiroBaHHS pamialiiiHOi TOKCHYHOCTI Ta pafiauniiiHoro HaragyBaHHsa: 3MeHmTe n03y Ha 50% mix uac
CYIMYTHBOIO OMpOMiHeHHs. BypTe 00epeskHi TpH 3aCTOCYBaHHI IPOTATOM JBOX MICAIIB Micis onpoMiHeHH:.(5.9)

- Em6pio-deranbHa TOKCHUHICTH: MOXe CIPUYHHNTH IIKOAY tutoxy. [ToBizoMTe marieHTiB Ipo MOTeHUIHHAN PU3HK
JUTSL TUTO/Ia Ta PO HEeOOXiMHICTh BUKOpHCTaHHS edekTuBHOI koHTpauenuii. (5.10, 8.1, 8.3)

MOBIYHI PEAKIIII
[TournpeHUMH NOOIYHUMH peakiissMu €: iH(QeKIis, ajomelis, BUCHUI, aucdaris, BTOMa, JHXOMaHKa, HYJIOTa,
OJIIOBaHHS, aHeMisl, HEHTPOIEHisI, TPOMOOIUTOTIEH ST, MyKO3UT Ta reNaTOTOKCUYHICTb.(6)

II{06 mosizomuTtn npo IIIJIO3PLII IOBIYHI PEAKIIIL, 38epuiThes g0 Xicyn ®apmacskiotikaic CIIA, Ink.
3a Homepom 1-855-554-4786 a6o no FDA 3a nomepom 1-800-FDA-1088.www.fda.gov/medwatch.

BUKOPUCTAHHSI IJI51 TEBHUX I'PYII HACEJIEHHSI
+ Jlakrtawuisi: He pekoMeHIy€eTbCs ro/lyBaTH TpyabMu. (8.2)

Hue. 17 THOOPMAIIIA J1JIS1 KOHCYJbTYBAHHS MAIIEHTIB
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IHOBHA ITHOOPMAIIIA LIIOA0 MPU3HAYEHHS JIIKIB

1 MMOKA3AHHS TA BACTOCYBAHHSA

1:0 Ilyxauna Biabmca

JIaKTHHOMiLIMH, TIOPOIIOK JUISl PO3YMHY VI iH €KL} MOKa3aHMil JUIA JNiKyBaHHs MyXTMHA BigeMca y 10pocinx Ta
niTell y pamkax 6aratoha3Horo KOMOIHOBaHOrO PeXKUMY XiMioTeparii.

1.2 Padxomiocapkoma

JIaKTHHOMILIMH, MOPONIOK JJisi PO3YMHy Mnis iH'€KUil IOKa3aHWH AN JiKyBaHHA JOPOCIHX Ta JiTeH 3
pabaoMiocapkoMoro sk YacTiHa GaratodasHoro KOMOiHOBAHOTO PeKUMY XiMioTeparii.

1.3 Capxoma HOinra

JIaKTHHOMILIMH, MOPOLIOK ISt PO3uMHY JUIs iH €Kil mokasaHuil ans jnikyBanHa capkomu [Oinra y mopociux Ta
niteil y cknazi 6aratodasHoro KOMGiHOBAHOTO PEKUMY XiMioTeparii.

14 MertacTaTHuHHH HeceMiHOMATO3HHH paK sI€YKa

JIAKTHHOMILMH, TOPOMIOK [ PO3YMHY MU iH'€KUili TOKa3aHWH 1Id JKyBaHHS JOpOCIMX Ta JiTeil 3
MEeTaCTaTHYHHM HeCeMiHOMATO3HHM PaKOM S€9O0K y CKIaii GararodasHoro KoMOiHOBAHOIO pesKHMY XimioTeparii.
15 TecrauiitnuiiTpogobaacTHa Heonasis

JIakTMHOMILIMH, TOPOIIOK JUIS PO3YMHY JUIs iH’€KI{iH MOKasaHMH JUI JIKyBaHHA TNALi€HTOK 3 TecTalliiHO0
TpooOIaCTHUHOIO HeoIUIasielo micins MeHCTpyauii sk MoHoTepamis abo AK 4acTHHA KOMOIHOBAHOTO PEXHMY
ximMioTeparii.

1.6 Perionanbna nepdysis npu J0KaAbHO PENHIHBYIOYHX Ta JOKOPErioHAJbHHX COJMIIHAX 3/10KICHHX
HOBOYTBOPEHHSAX

JlaxTMHOMILIMH, TIOPOIIOK IS PO3YMHY IJIisl iH €KL} MOKa3aHuil 171 JNiKyBaHHs JOPOCIMX Nali€HTIB 3 MiCLEBO-
PELUIHBYIOUAMH a60 JIOKOPETIOHAPHUMHE COJIAHUMH 3TOSKICHUMH HOBOYTBOPEHHSAMH SIK KOMIIOHEHT MajliaTHBHOI
ab0 JOMOMIKHOT perioHaNbHOI nepdy3ii.

2 JO3YBAHHJ TA 3ACTOCYBAHHSA

24 PexomenaoBaHe N0O3yBaHHs NpH MyXJanHi Binemca

PexoMenoBana Jio3a JKapchkoro 3acoby JIakTWHOMILMH, MOPOLIOK JUls PO34MHY JUld iH €KL y pamkax
KOMOiHOBaHOI XiMioTepariii 3 KilbkoMa mpernapaTaMi CTaHOBUTb 45 MKI/KI BHYTPillIHBOBEHHO OJHUH pa3 KOXHi 3—6
TIXHIB IPOTITOM MaKCUMYyM 26 THXKHIB.

2.2 PexomennoBane qosyBannsi npu Padaomiocapkomi

PexoMmenmoBaHa 103a JKapchKOro 3aco0y JIakTHMHOMINMH, MOPOLIOK [Uls PO3YMHY MUl iH’€KUi y paMkax
KOMGIHOBAHOI0 XiMiOTEpPaneBTHUHOIO PEXUMY 3 KiIbKOMa IIperaparaMy CTAaHOBUTH 15 MKI/KI BHYTPiIIHHOBEHHO
OIIMH pa3 Ha JIeHb MPOTATOM 5 AHIB KOKHI 3—9 THXKHIB, TepMiH Ail 10 112 THXHIB.

23 PexomennoBaHne 1o3yBanus npu capkomi Oinra

PexoMeHI0BaHa J03a JiKapchbkoro 3acol0y JlaKTUHOMILMH, IOPOIIOK MU PO3YMHY M iH €KL y pamkax
KOMOIHOBAaHOrO  XiMiOTEpaneBTHYHOrO pEXHUMY 3 KilbKOMa IIperapaTtamMu CTaHOBUTH 1250  Mkr/m2
BHYTPIlIHBOBEHHO OJUH pa3 Ha 3 THXKHI OPOTATOM 51 THOKHS.

24 PexomeHn1oBaHe J03yBaHHsI 1]l METACTATHYHOI0 HECEMiHOMATO3HOI'O PaKy SI€Y0K

PexoMenmoBana Jjio3a JKapchKoro 3aco0y JIaKTHHOMILMH, MOPOLIOK [UIS PO3YMHY Ui iH'eKLiff y pamkax
KOMOiHOBAHOIrO pexxuMy XimMioTepartii Ha OCHOBI HUCIUTATHHY cTaHOBUTbL 1000 MKI/M2 BHYTPIlIHBOBEHHO OIUH pa3
Ha 3 TWKHI npoTArom 12 TIDKHIB.

2.5 PexoMenoBane 103yBanHsi NpH recraniiiniii TpododaacTuuHii Heonaasii

PexomennoBana [o3a Jikapcbkoro 3aco0y JIakTHHOMILMH, TOPOIIOK IUIA PO3YMHY Ui 1H' €Kil TpH
HEMETACTATHYHOMY Ta  HH3bKODH3UKOBOMY  METACTaTHYHOMY  3aXBOPIOBAHHI  CTaHOBUTH 12  MKI/KI
BHYTPILIHBOBEHHO LIOAHS MPOTAIOM IT'SITH JAHIB SIK MOHOTEPAIisL.

PexomenoBana 103a JaKTHHOMIIMHY JUTs iH'€KIIN y ckaai KoMOiHOBaHOI XimMioTeparnii 3 KinbKoMa npenapaTamu
IUIS JTIKYBaHHST METaCTaTHYHOTO 3aXBOPIOBAHHSI BUCOKOIO PH3HUKY cTaHOBUTH 500 MKI BHYTpilIHBOBEHHO y 1-i Ta
2-f 1HI KOKHI 2 THXKHI IPOTATOM MakCHMYM 8 THIKHIB.

2.6 PexoMennoBane [03yBaHHS JUIsi perioHajbHoi mepdysii OpH JIOKAJIBHO PEeUHAHBYIOYHX Ta
JIOKOperioHaJbHUX COJTIAHAX 3J105IKICHHX HOBOYTBOPEHHSIX

Reammemminanie oo s .




PexoMmeHnnoBana 103a JIikapchbkoro 3aco0y JIakTHHOMIIMH, TIOPOLIOK I PO3UHHY AU iH’eKUil y xomOiHawil 3
MesndanraHoMm cTaHOBUTE 50 MKI/KI OHOPA30BO AJIS HIDKHIX KIHLIBOK abo Tazy.

PexomeH ToBaHa 71032 Jikapchkoro 3aco0y JIaKTHHOMILIMH, TMOPOLIOK Al PO3YMHY AT iH €KUiil y komOiHauii 3
MedanraHoM CTAaHOBUTE 35 MKI/KI OHOPA30BO JAJIsl BEPXHBOT KIHI[IBKH.

Po3spaxyiiTe 103y Aj8 HALI€EHTIB 3 0KHPiHHSIM 200 HAOPsIKaMH Ha OCHOBI ileaJbHOI MacH Tija.

2.7 iaroroBka Ta BBEeACHHS

o Jlikapcbkuii 3aci® JIaKTHHOMIIUH, TOPOINOK IUIS PO3YMHY U1 iH €KLiH € LUTOTOKCHYHUM MpPErapaToM.
JoTpuMyiiTech BiAOBIJHUX CHENiaTbHUX MPOLEAY P MOBOKEHHS Ta yTUTi3allii. 1

¢ BizyanbHo nepeBipTe ¢uiakoHU Ha HAasSBHICTH TBEPAHX YACTHHOK Ta 3MiHH KOJIBLOPY, SIKLIO Lie JO3BOJNSIOTH PO3UHH
Ta KOHTEHHep.

Hiozomoska

® Po3gentiTe koXeH (uakoH, goxaBuid 1,1 mul crepusibHOI Boau A iH'ekuili Oe3 KOHCEPBAHTIB, TOTPUMYIOUYHCEH
ACETITHYHHUX METO/IiB.

¢ BinHoBieHui NpogyKT Mae OyTH TIPO30PUM PO3YUHOM 30JI0THCTOTO KONBOPY 3 KOHIEHTpaIiero 500 MKr/miL.

e Jlani po3BeiTh BiIHOBNEHHH NPONYKT 5% PO3UHHOM ASKCTPO3H I iH'ekiit a00 0,9% po3uHHOM XJIOPHIY HATPIFO
IULA iH'eKIiH, 11100 OTpHMAaTH KOHIEHTpauito monaa 10 MKr/mit.

¢ 30epiraTu npu KiMHaTHil TeMneparypi He Oinbine 4 TOAUH Bil MOMEHTY IPUIOTYBaHHS [0 3aBEPINEHHS iH'€KIIiT
abo iHQy3ii. BukuHyTH Yepe3 4 roIuHH.

e Jlikapchkuit 3aci0 JIakTHHOMIIMH, TOPOLIOK JJIS PO3YHHY JJIs iH €Kil He MiCTUTh KOHCepBaHTiB. BUkHHBTE Oy 1b-
SIKi HEBUKOPHUCTaHI MOpIii.

Beeoenns:

® BoauTH po3BECHHUI BiHOBIECHHH Ipenapar BHY TPilIHEOBEHHO mpoTsaroM 10-15 xBumuh.

¢ He BuxopucroByiite BOynoBaHi QinbTpu 3 MEMOPaHOIO 3 HEMI0I03HOTO edipy.
Beoenns excmpasasayii:

¢ [IpunuHiTE 3acTOCYBaHHs JiKapchbKoro 3aco0y J[aKTHHOMILMH, NMOPOINOK I PO3YHMHY s iH’eKUii y pasi
BiIUyTTs ediHHS a0 MOKOMIOBAHHS a00 iHINX 03HAK, 10 BKA3yIOTh HA EPUBEHO3HE BBEICHHS.

indineTpanis adbo excTpapaszaris.

e JlikyBaHHs MiATBEPDKEHOT a00 ITiI03pIOBAHOT €KCTpaBasallii 31iliCHIOETHCA HACTYTHUM YHHOM:

¢ Heraiino npununits in'exuito ado indys3io Ta BiIHOBITS ii B iHITy BeHy.

o [Nepionnune mpuKIagaHHsa JBOMY A0 MiclUs ypakeHHs Ha 15 xBuiauH 4 pasu Ha JeHb NPOTAroM 3 JHIB
[muB. Ionepedowcenns ma 3anobixcii 3axoou (5.3)].

3 JIKAPCBKI ®OPMU TA CHUJIA IPEITAPATY
[Topowrok st po3uuHy Ans iH’exuifi: 500 MKr y BUIISIAL CTEPHIBHOTO, aMOpGHOro J1io¢iai30BaHOro NOPOIKY
’KOBTOI0 a00 OpPaHKEBOTO KOJBOPY Y (IIaKOHi AJIsi OTHOPA30BOI0 3aCTOCY BAHHS.

4 IIPOTUIIOKA3AHHS
Komuoro.

5 HHONEPEKEHHS TASAIIOBIKHI 3AXO U

5.1 BropunHa 3/1051KicHa MyxXJIHHA 260 Jiefikemist

PHU3UK pPO3BHTKY BTOPMHHHX 3JIOSKICHUX HOBOYTBODEHb, BKJIFOYAIOYHM JIEHKEMit0, 3pocTac ICIs JIiKyBaHHs
JIAKTHHOMIIIMHOM I 1H'€KLiiA.

52 Benooxio3uBHa XBOpooa

IIpu 3actocypanHi nikapchkoro 3aco0y JJaKTHHOMILNH, MOPOLIOK JUIS PO3UMHY JUIS iH’ €Kil MOXKe BHHUKHYTH
TAXKKE Ta CMepTelibHE BEHOOKIIIO3UBHE 3aXBoproBaHHs nedinku (B3IT). ®akropu pusuky possurky B3I1 BkirouaroTs
BiK /10 4 pokiB ab0 CymyTHIO HMpoMeHeBy Tepamiro. [Ticist NMiKyBaHHs TAKTHHOMII[HHOM Ui 1H'€KUil CJIia 94acto
KOHTPOJIFOBATH HasABHICTh 03HaK Ta cumnToMis B3I1; no Hux Hanexars nigsuiuenss pisas ACT, AJIT, 3aranpHoro
Oinipy0iny, remaromeraris, 36inbmeHHs Barn abo acuuT. SIKIwo y nauieHTiB possusaethes B3I, crix posrnsuyTa
MOJKJIMBICTh BIJKJIaA€HHS HACTYIHOI 03U JAKTHHOMILMHY Ui iH'eKUi#t. BigHOBWUTH, 3MEHINNTH H03y abo
OCTATOYHO MPHIMHUTH JIiIKyBaHHS 3aJI€XKHO BiJl TSHKKOCTI peakwil Ta 3aXBOPIOBaHHS, IKE JIIKYE€ThCS.
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ExcrpaBasallis Jikapcbkoro 3aco0y JIaKTHHOMILMH, TMOPOLIOK Ul PO3YMHY Ul iH €Ki MOXKe NPU3BECTH 10
Cepii03HOro MiCLIEBOr0 MOIIKO/KEHHsI TKAHUH, [0 MPOSIBISETHCS Y BUMIISAIL IIYXUPIB, BUPA30K Ta IMOCTIHHOro 600,
10 BHMara€ MHUPOKOrO XipypriyHOro BHAAJICHHSA 3 MOJAJIBIIOI PO3IMIENICHOK MKIPHOK IMIaCTHKOKW. SKIIo
BHHUKHYTh Oylb-fiki O3HakM abo CHMIOTOMH eKcTpaBa3allil, HeraiHO NpunuHITH iH’eKuiro abo iHdysio.
[Mpuxnagaite a1 10 Miclld BBEJCHHA NEepiOANYHO Ha 15 XBHIHMH, 4 pa3u Ha JeHb OPOTATOM 3 AHIB [AuB,Jo3y6anHs
ma sacmocysanns (2.7)]YBaxHO crocTepiraiite Ta 3a HeOOXiTHOCTI MPOKOHCYIBTY#TeCS 3 INIACTHYHOIO Xipypriero,
3aJIEXKHO BiJl TSKKOCTI PeaKii.

5.4 Mienocynpecist

ITpu 3acTOCYyBaHHI J1iIKapChKOI0 3ac00y MOXe BUHUKHYTH TSDKKA Ta CMepTelbHa Mi€JIOCY IPECis, SKa MoXe BKITIOYaTH
HeHTponeHio, TpoMOOLUTONEHIIO Ta aHeMiro. HaliHmk4a KinbKicTh HeHTpOdiniB 3a3BHYail KocsracThes yepes 14-
21 newnp micns BBeneHHA. Ilepel KOKHHM LHMKIOM JKyBaHHS HEOOXiIHO NPOBECTH 3arajibHUii aHasi3 KpPOBI.
Binknactu HacTynHy 103y Jikapchkoro 3acofy JJaKTHHOMIIIHH, OPOIIOK Ul PO3YMHY IS 1H €KLiH, SKINO TSkKKa
Miejocynpecis He mHokpamuiacs. Po3risgHbTe MOXIMBICTE 3HIDKSHHS 103 [UIS TAL€HTIB 3 TPUBAJIOIO
Mi€JIOCYTIPECIEI0 3aeKHO BiJ] TAKKOCTI peakilii Ta 3aXBOPIOBAHHS, AK€ JIKy€ThCA.

5.5 Imymnizania

Besneka 3actocyBanHs )KMBHUX BipyCHHX BaKIMH ITiC/Is BBEICHHS JTIKAPCHKOTO 3ac00y JIaKTHHOMILIMH, MOPOLIOK JJIst
PO3YHHY JUIsl iH’€KUill He BUBYAAcs, i BAKI[MHALA )KHBHMH BipyCHHMH BaKI[MHAMH HE PEKOMEHY€ThCS 10 abo i
gac JIiKyBaHHS.

5.6 Tskki mKipHO-CIN30Bi peakuii

IIpu 3actocyBanHi Jikapchkoro 3aco0y J[akTHHOMILIMH, MOPOIIOK AJIS PO3YHMHY JUIs iH’€KIiH MOXYTh BHHHKATH
TSDKKI peakuii 3 60Ky CIH30BHX 0000HOK, Taki sk cuHApoM CriBeHca-J[KOHCOHA Ta TOKCHUHMH erinepManbHuil
Hekponis (TEH). Ilamientam, y sKHX BHHHK/IA TSDKKA peakuis 3 GOKy CIM30BHX OOOJOHOK, CIiJl OCTATOYHO
NPUIIAHUTH 3aCTOCYBAHHS JAKTHHOMILMHY IS iH'€KIii.

5.7 HupkoBa TOKCHYHICTE

[Ipu 3actocysanHi Jikapcbkoro 3aco0y J[akTHHOMIIUH, MOPOIIOK JUIS PO3YMHY ISl iH’€KIifi MOXYTh BHHHKATH
nopyureHHs: gyHkuii Hupok. ITin 4ac Tepamii mpemapaToM CIiI 9acTO KOHTPONIOBATH PiBEHb KPEaTHUHiHy Ta
€JIEKTPOJITIB.

5.8 I'enaTroTokcuuHicTh

['enatoToKCHYHICTh MOKE BUHMKHYTH IIPH 3acTOCyBaHHI npemaparoM. Ciin konTpomoatu pisens ACT, AJIT,
nyxHOI pocarasu Ta 6inipy6iny 10 Ta mia yac Tepanii gikapcrKuM 3ac060M JaKTHHOMILUH, TTOPOIIOK TS PO3YHHY
IS 16’ €KIii.
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JIaKTHHOMILIMH, TOPOIIOK I/ PO3YHHY /s iH’€KIiff MOXKe MNOCHIOBATH LLITyHKOBO-KMIIKOBY TOKCHYHICTB,
Miestocynpecito abo epuTeMy Ta BE3HKYJALII0 LIKIpH Yd CIM30BOI OOONOHKM IIOKH Ta TJIOTKH. 3MEHINTE J03y
JMAaKTHHOMILMHY JUIsl iH'eknii Ha 50% mix yac cymyTHBOTO ONPOMiHEHHS.

V mauieHTiB, sIKi OTPHMYIOTH JiKapchkuii 3aci6 JIaKTHHOMILMH, TMOPOIIOK JUIS PO3UMHY s iH’eKI{iH micns
nonepeHkpOl MPOMEHEBOI Tepallii, MOke BAHUKHYTH pajlialifinuii 13BiHOK, 10 BIUIMBAE Ha paHime o6podieHi mos
BUIIPOMIHIOBaHHs. X04Ya PU3MK MOXKE BHHHMKATH IPH BIUIMBI BiJUTAIEHOrO ONMPOMIHEHHS, PU3HK BHIAETHCS
HaMBHIIUM, KOJIK IIPENIapar BBOJUTHLCSA MPOTATOM JBOX MICALIB MiCIIs IONEPeIHEOrO ONPOMiHEHHS.

5.10 Emo0pio-peranbua TokcHUHICTD

Buxozstuu 3 pesyinbraris qociimkens Ha TBApUHAX Ta MeXaHi3My Horo Aii, JlakTHHOMillUH, TOPOIIOK IS PO3YHHY
A7 i’ €KIiH MOXe COPHYMHUTHU IIKOJY IUIOAY NPU BBEAESHHI BariTHi kiHIi. Y Jociimkendsx PEnpoLyKTHBHOT
(yHKUIl TBAPHH BBEICHHS TAKTHHOMIIMHY BariTHMM TBAPUHAM y [EPiOJ OPraHOreHe3y Majo TepaToreHHuil edexr,
110 NPU3BOAMIIO IO BaJl PO3BUTKY Y J103aX, HIKYHX 33 PEKOMEH0BAHY 103y IS JIOAHHH.

IoBinomre BariTHuX >KiHOK mpo moTeHmilHMiT pusuk ans mwioga. [lopambTe KiHKAM penpoLyKTHBHOIO BiKY
BHKOPHCTOBYBATH (EKTHBHY KOHTPALENLIIO Mi/l 4ac NiKyBaHHs TiKapChbKHM 3aC060M JIaKTHHOMILIMH, TOPOIIOK st
PO34YUHY 715 iH €KUifl Ta MpOTAroM IOHalMeHIIe 6 MICSIL{B MiCHsS OCTAHHLOI JTO3H. Iopanpre Yonosixkam, uni
NapTHEPKH PENpOAYKTHBHOIO BiKy MAlOTh NMapTHEPKY, BHKOPUCTOBYBaTH e(eKTHBHY KOHTpALENI[I0 MiJ dac
JTIKYBaHHS JAKTUHOMILIMHOM JUIA iH'€KI(iii Ta MPOTArOM 3 MICSALIB Mic/A OCTAHHBOI 103U [AUB.Buxopucmanus y
nesnux epynax nacenenns (8.1), 8.3)].

6 IMOBIYHI PEAKIIII
Hacrtynui cepiiosni mobiuni peakuii onucani B iHIIMX YaCTHHAX iHCTPYKLL:

° BropuHHi 37105KicHI HOBOYTBOpPEHHS Ta neiikeMis [1uB. Ionepedarcenns ma 3anobiocui 3axoou (3.
%
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° Bernooko3uBHa XBopo0a [auB.Ilonepedacennsma 3anobixcui saxoou (5.2)]

° Excrpasazauis [aus./lonepedocenns ma sanobiscui 3axoou (5.3)]

o Mienocynpecist [uB.Jlonepedowcenns ma 3anobiscni 3axoou (5.4)]

@ ImyHizauis [qus.llonepedorcerns ma sanobiscui 3axoou (5.5)]

° Tsoxki mKipHO-cIU30Bi peakuii [nus.Jlonepedcenns ma 3anobixcui saxoou (3.6)]

o HupkoBa TOKCHYHICTB [auB.JIonepedowcennsama 3anobiocui saxoou (5.7)]

° [enatoTokcHuHicTh [auB.Jlonepedcenns ma 3anobischi 3axoou (5.8)]

] [ToTeHUiIOBaHHA pajiallifiHoi TOKCHYHOCTI Ta papialiiiHoro BiAkIMKaHHs [AuB. [lonepeddicenns ma

3anobixcui 3axoou (5.9)]

[MomupeHrMH MOOIYHEME peaklisMu €: iHdeKiis, agonenis, BUCHI, mucdarisi, BTOMa, JIMXOMaHKa, HyJ0Ta,
GTIOBaHHS, aHeMisi, HeHTPOIIeHisl, TPOMOOIUTOIEH sI, My KO3HT Ta TeNaTOTOKCHYHICTb.

Hactymai moGiuni peakuii Oynu BusiBieHi B KIHIYHAX JOCTIUKEHHAX ab0 MicnAMapKeTHHIOBUX 3BiTax. OCKUIBKH
Jesiki 3 IUX peakiiii OyJu 3apeecTpoBaHi JOGPOBUIBHO 3 MOMyJIALIT HEBH3HAYEHOTO PO3MIPY, HE 3aBXKIH MOXKIIHBO
JIOCTOBIPHO OIHUTH iX 4acTOTy a60 BCTAHOBUTH MPHYMHHO-HACIIAKOBHH 3B'30K i3 BILUIMBOM IIperapary.

Inghexyii-indexuii, BRITIOYAIOYN CENICHUC 3 IeTaTbHUM HACAKOM

Temamonoziuni:aneMisi, JNeHKoINeHis, TPOMOOLUTONEHIs, NAHIMTONEHIs, PETHKYJIOLHUTONEHis, HelTponeHis,
debpunbHa HeWTPOMEHis, JUCeMiHOBaHE BHY TPILIHBOCY IMHHE 3rOPTaHHs KPOBi

Imynna cucmema. TiNnepuy TIUBICTb

Memabonizm ma xapuyeanHs.:aHOPEKCisl, TIMOKANBIIeMisl, CHHIPOM JIi3UCY Ty XJIUHH

Hepesosa cucmema:nepudepudna HeliponaTis

Ogmanvmono2iuni:oNTHYHA HelporaTis

Cyounni:TpoM60dediT, KPOBOBUIIHB

Juxanena, epyona ma mediacmunanbHa: THEBMOHIT, ITHEBMOTOPAKC

ILInynko8o-kuwKkogui mpakm:Hy1ota, OnoBaHHs, Oilb y KMBOTI, Jiapes, 3am0p, BUPa3KU LUIYHKOBO-KHIIKOBOIO
TpaKTy, Xeinit, nucoaris, e3otdarit, BUpa3KOBUI CTOMATUT, aCLIAT, IIPOKTUT, MyKO3UT

Tenamobiniapna cucmema:nopyumeHns: GyHKIiH Me4YiHKH, renaroMeraiis, renaTHT, Ne4iHKOBa HEJOCTAaTHICTh 3
MOBiIOMJIEHHSIMH [IPO CMEPTh, BEHOOKITIO3MBHA XBOPOOa NMEYiHKH

Jepmamonoziuni:ajoneuis, BUCHI, AEPMATHT, akHe, OaratodopMmHa epurema, cuHjapom CriseHca-/KOHCOHa,
HaraJyBaHHs PO MPOMEHEBY iH(EKIIiI0, TOKCHYHUI eIiJepMalbHIH HEKPOIi3

M'a306a ma cnonyuHa MKaHuKHA: Mianris, 3aTPUMKa POCTY

Huproea ma cewosugiona cucmema. IopyIeHHs GyHKIIT HIPOK, HUPKOBA HEJOCTATHICTh

3azanvre:BTOMA, TUXOMAHKA, HE3MYy KaHHS

8 BUKOPUCTAHHA Y CIIEIITUOIYHUX I'PYTIAX HOHY.JUHIIVI
8.1 Baritnicts

3BeICHHS DU3HKIB

Buxonsuu 3 pe3ynbTariB JOCTIIDKeHb HA TBapUHAX Ta MeXaHi3My Horo JIii, JTaKTUHOMILMH A7 iH’eKUid Moxe
CIPUYUHHMTH LIKOLY IUIOAY [PU BBEACHHI BariTHiH xiHui [puB.Kninivna gapmaxonoeia (12.1)]Y nocniaKeHHAX
penpoyKTUBHOT (GpyHKII TBAPHH BBEJEHHS AaKTHHOMILMHY BariTHUM TBapHHaM Yy IepioJ OpraHoreHesy Majo
TepaTtoreHHuH edeKT, Mo MPU3BOJNIO 10 BaJ PO3BUTKY MPH A03aX, HIKYHUX 3 PEKOMEHI0BaHY 103y Ui JIIOIHHN
(nuB. Tani). TToBigoMTe BariTHUX KiHOK NPO MOTEHIIMHAN pU3nK 1is ioaa [auB.Bukopucmogysamu ¢ CheyianvHi
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epynu Hacenenus (8.3)].

V zaraneuiii nomysiii CILIA ouintoeTbes GOHOBHH PU3HK CEPHO3HUX BPODKEHHX BaJl Ta BHKU/IHIB MPH KIiHIYHO
IiATBEPIXKEHUX BariTHOCTSX Bix 2% 10 4% Tta Bij 15% 10 20% BiANOBiAHO.

Jani
Jani npo meapun
JlakTMHOMILIMH MaB TEPATOreHHHH BIUIMB HA TBapHH. BBeJICHHS NAaKTUHOMIIMHY BariTHUM IIypaM, KPOJIHKaMm Ta

XOM'sKaM y Nepioji opranoresesy 361IbIIyBaIO YaCTOTY Bajl PO3BUTKY ILTOZA TA CIIPHYMHAIO eMOPIOTOKCHYHICTD Y
103ax (Ha OCHOBI TIOMIi TTOBEPXHi Tina), mo B 0,2 pasy MepeBHILy BT KIiHiuHy 103y 1250 Mkr/m2.

8.2 Jlakranis

3BeIeHHS] pPU3HKIB

Hemae 1anux npo HasBHICTb JaKTHHOMILMHY ab0 Horo MeTaboIiTiB y rpy JTHOMY MOJIOLI 200 iX BIUIUB HA HEMOBIIA,
SKE 3HAXOAMTLCA Ha TPYAHOMY BHIOJOBYBaHHI, a00 Ha BHPOOJECHHS MOJOKa. Uepes NMOTEHHiHHY MOXIJIMBICTH
cepito3HuX MOGIYHUX peakiiii y HEMOBIAT, SIKi 3HAXOAAThLCS Ha TPy JHOMY BHTO/OBYBaHHI, BiJ] JIIKApCHKOIO 3ac00y
JlaxTHHOMIIIMH, TOPOUIOK JUIsi PO3YMHY TS iH’€KIilf, peKoMeHIyi#Te >KiHKaM He TOXyBaTH TPyAbMU IIiJ yac
NiKyBaHHs JIKAPCHKUM 3aCOOM JIaKTHHOMILIMH, ITOPOIIOK IS PO3UMHY JUIS iH’€KILilf Ta, BUXOISUH 3 0OMEXKEHHX
omyOTiKOBaHUX JAHHX LI0/I0 Nepioy HamiBBHBEICHHS AaKTHHOMILHHY, IPOTAroM 14 [HIB micis OCTaHHBOI JO3H.

8.3 JKiHKH Ta Y0JIOBIKH PepPOAYKTHBHOIO MOTeHIiaXy

''ecTyBaHHS HA BariTHICTb

Ilepen mouaTkoM iH’€KLi NaKTUHOMILMHY @eEpeBipTe CTaH BariTHOCTI Yy JKIHOK pENpOXYKTHBHOTO BiKy
[muB.Buxopucmosysamu @ I[Tumoma nonynayis (8.1)].
Konrpanenitis

Jlikapcekuii 3aci0 JIaKTHHOMIIMH, MOPOLIOK JJIS PO3YMHY Ul iH’€KLifl MOXE CIPUYMHUTH LIKOIY IUIOIY TIPH
BBEJICHHI BariTHIM XKiHI [quB.Bukopucmanus y negnux epynax Hacenenus (8.1)].

Kinku

[TopanuTi >kiHKaM pPENpOJYKTHBHOIO BiKy BHKOPHCTOBYBAaTH €(eKTHBHY KOHTPALEII{IO MiJ 4Yac JIKyBaHHS
JKapCHKHM 3ac000M Ta MPOTArOM LIOHAWMEHIIe 6 MiCSIIiB MiCJIsT OCTAHHBOI JO3H.

Yonosiku

Uepes noreHLiliHy I€HOTOKCHUYHICTb, YOJOBIKAM, SIKi MalOTh MAapTHEPOK PENPOLYKTHBHOIO BiKY, CIiI MOpaJHTH
BHUKOPUCTOBYBATH e(beKTI/IBHy KOHTpaHEHHi}O Hiﬂ yac J'IiKyBaHHSI J'IiKapCLKI/IM 3acoboM HaKTHHOMiL[I/IH, IOPOLIOK AJist
PO3UYHHY AJIs iH’€KIiH Ta MpoTAroM 3 MiCALIB IicNs OCTaHHbOI 03U [nuB. Hexniniunuil Toxcuxonozia (13.1)].
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besneka Ta edexTHBHICTH JaKTHHOMILMHY OyJId BCTAHOBJIEHI y AiTell 3 myximHOw Binemca, PaGmomiocapromoro,
capkomoro FOiHra Ta MeTacTaTHYHHM HECEMIHOMATO3HUM PAKOM si€YKa.

besneka Ta edexkTHBHICTH MAKTHHOMINMHY OyJiM BCTAHOBIEHI Yy TENiaTPHUYHMX IMANI€HTOK 3 TeCTaLiiHO
Tpo(oOIACTHUHO HEOIIIA3I€r0 MiCIIST MEHAPXIi.

Besneka Ta edexTuBHICTE JTiKapchKoro 3aco0y He BCTAHOBIEHI AJIs AiTel, IKMM IPOBOAUTLCS perioHaibHa nepdysis
3 IPUBOY MICIIEBO-PELUIUBYIOUNX 200 JIOKOPEriOHANIBHUX COJIIIHUX 370SKICHUX HOBOYTBOPEHE.

8.5 TI'epiaTpH4yHe BHKOPHCTaHHS

Kuiniuni nocnipkeHHs mgikapchkoro 3aco0y JIakKTHHOMIIMH, MOPOIIOK Ul PO3YMHY IS iH’ €Kil He BKIIOYau
JIOCTaTHIO KiJTbKiCTh MAIIEHTIB BIKOM 65 POKIB i cTapiie, o0 BU3HAYUTH, YU PEarylOTh BOHU iHAKIIE, Hi>K MO0
ALl €HTH.

11 onuc

JaxTuHOMILMH — [je aKTHHOMILMH. J[aKTHHOMILMH NpoayKy€eThes Streptomyces parvullus. Ximiuna Ha3pa —8-aMiHo-
N-(2-amino-4,6-numernn-3-okco-henokcazun-1 —iJ’I)Kap6OHiH—N'-[8—aMiHO—_4,6—}II/IM6TI/IH-7—OKCO—9-[[3,6, 10-
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tpumMerun-7,14-6ic(1 -MeTuaeTn)-2,5,8,12,1 5-menTaokco-9-okca-3,6,13,16-terpaszabinmkio[14.3.0]Jnonanen-11-
in]xap6amoin]denokcazun-1 -in]kap6ouin-4,6-numerii-7-oxco-N,N'-6ic[3,6,10-rpumernn-7,1 4-6ic(1-mMeTunerun)-
2,5,8,12,15-nenraokco-9-okca-3,6,13,1 6-terpazabinukio[14.3.0]nonanen-11-in]-1 ,9-6ic[[3,6,10-pumeTun-7,14-
6ic(1-metmnernn)-2,5,8,12,1 5-menTaokco-9-okca-3,6,13,16-terpazadiunkio[ 14.3.0]nonanex-11-
in]kap6amoin]denokcasun-1,9-nukapbokcamin. MosekynipHa popmyna C62H86N12016, monexynsipHa Maca
1255,42 nanpToHiB. CTpykTypHa hopMyIa JaKTHHOMIIMHY HaBEICHA HIDKYE:

?H(CHSH CH{CHalz
"'"‘““*OC——"“ZH IH————co
Bihs NCH;
Slarmsine %arcosine
o) L-Proline L-Proline O
D-Valine D-Valine
2 o
CH_—?H H CH
éﬂs !'IH 3’5 éHg
€0 0
leosts
0O
CHz Chz

Jlikapchkuii 3aci6 JIAKTHHOMILIMH, TOPOILOK JUTA PO3UMHY JUis in’ekuiii USP 1 BHYTPIIIHBOBEHHOT'0 3aCTOCY BAHHS
sABIIsE COOOIO CTEpHIBHHUH, aMmopdHuii 1io(iTi30BaRMiT TOPOLIOK KOBTOrO 200 0OPaHkKEBOro KOILOPY Y dbnakoHi st
0IHOPa30BOTO 3acTocyBanHs. Koxen (iakon Mictnts 500 MKT akTHHOMILMHY Ta 20 Mr MaHiTOy.

12 KJIHIYHA ®PAPMAKOJOI'TA

12.1 Mexani3m aii

Jlikapchkuii 3aci6 JJaKTHHOMILIUH, TIOPOIIOK IS PO3YMHY [UIA iH’€KUIH — Le IUTOTOKCHYHUH aKTUHOMILIUH, SIKUH
3p's3yeThest 3 JJHK Ta npurniuye cuntes PHK. IluToTokcHYHa aKTHBHICTD JAaKTHHOMILIMHY OyJia MpoJeMOHCTpOBaHa
Ha TBAPUHHUX MOJIENAX Pi3HUX BU/IB PAKY JIIOAUHH.

12.2 dapMakoIHHAMIKA

3R'I30K MiK EKCTO3MILIEI0 Ta PEeakiiclo Ha NAKTUHOMILMH, a TAaKOX YacOBUH Xi dapMakopuHaMi4HOi peakuil
HeBiToMi.

12.3 dapmakoKiHeTHKA

Posnogin Ta ekckpemilo pafioakTuBHO MideHoro gaktuHoMmimmHy (3H akTuHOMiumH D) OLiHIOBaNH y TPhOX
JOPOCIHX MMALi€HTIB 31 3J05IKiCHOK METaHOMOIO.

Po3noBcrokenns

3H aktuHOMiuEH D KOHIEHTPYETHCA B STIEPHHX KIITHHAX | He IPOHHKAE depes rematoenuedaniunuii 6ap’ep.
JlikBinarist

Exckpeyia

TTic/is BBEJICHHS PaJioaKTHBHO Mi4€HOr0 AaKTHHOMILMHY npuGmu3Ho 30% GyJ10 BUSBIEHO B CeUi Ta Kalli IPOTAroM
OJTHOTO THIKHS.

OxpeMi rpynu HacelaeHHs

Ilediampuuni nayienmu

OmnyGuikoBani JOCTiKEHHS Ta TMOMyAUiiiHi aHani3i mauieHTiB BikoM > 21 PpOKiB 3 OHKOJOTTYHHMH
3aXBOPIOBAHHAMH MOBIJOMJISIOTE PO TEHJEHIIIO 10 3GLMBLIEHHS. CUCTEMHOIO KJIPEHCY JaKTHHOMILHMHY 31
30i/bLICHHSIM MacH TiNa.

JocuimxeHns B3aeMoii JikiB

Ony6mikoBani JOCTiKEHHs in Vitro MOBIIOMIIOTE, WO AAKTUHOMILMH Moke OyTH CyOCTpaTom TpaHCHOPTHHX
cucrem P-riikonporeiny Ta OATP1B3.

13 HEKJITHIYHA TOKCHUKOJIOI'EA

13.1 Kanneporenes, Myrarenes, HopyueHHsi 9epTHILHOCTI




JIakTHHOMILIMH € KaHLEpOreHoM JuUls TBapHH. JIOKaldbHI CapKOMH yTBOPIOBAJIHCS y MHINEH Ta LILypiB MicCis
0araTopa3oBUX MiAWKIpHUX ab0 BHYTPIIIHBOYEPEBHUX iH'eKIiil. Me3eHXiMalbHI MyXJIWHU BUHHUKAIU Y CAMIIIB
Iy piB, AIKHM BBOAMJIN BHYTpilIHbOUEpeBHI iH'eKIii 50 MKI/Kr Bix 2 10 5 pa3iB Ha TIOKAEHb NpOTAroM 18 TIKHIB y
no3ax (Ha OCHOBI oI MoBepxHi Tina), o B 0,5 pasa nepeBuILyBalu KIiHi9Hy 103y 1250 Mkr/M?.

JakTHHOMIIMH OyB MyTareHHHM y KiJBKOX TECTOBHX CHCTEMax in Vvitro Ta in vivo, Bxiodaroun (ibpobiacti Ta
nefikouuTH moauHH, a Takox kimitTuHM Hela. [lomkomkenns JHK ta uurtorenerwuni edextd Oynau
MPOJEMOHCTPOBAHI y MHUIIIEH Ta NIy piB.

15 IIOCUJIAHHSA
1. «Hebe3neuni npenapaty OSHA». OSHA http://www.osha.gov/SLTC/hazardousdrugs/index.html

16 IHOCTAYAHHS/3BEPII' AHHSI TA OBPOBKA

J{aKTHHOMILMH, TIOPOLIOK 11 po3unHy s iH’ekniit USP i BHYTPILIHBOBEHHOTO 3aCTOCYBAHHS MMOCTAYACTLCSA Y
BUIJIAI CTEPHWILHOrO, aMopHOro 1iodini3oBaHOro MOPOIIKY KOBTOr0 ab0 OPAHKEBOTO KOJNLOPY y (IaKoHi s
OJIHOPa30BOro 3acrocypanHs. KoxeH ¢nakoH nikapcbkoro 3aco0y JIaKTHHOMINMH, TOPOIIOK UIS PO3YMHY IJIst
in’exniii USP (NDC 42658-008-01) mictuts 0,5 Mr faktuHoMinuay Ta 20 M MaHiTouIy.

36epiratu npu remneparypi Bix 20 °C go 25 °C (ix 68 °F mo 77 °F); nomycrumuii TeMnepatypHuii pesxxum Bifg 15
°C mo 30 °C (ix 59 °F no 86 °F) [nuB. USP «KoHTponboBaHa KiMHATHA TeMIepaTypay»].

30epiratu JIakKTHHOMIIMH ,[TOPOLIOK IS po34nHy uist in’ekuiit USP y 3axuInenoMy Bif CBiTNIa Ta BOJOIH Micli.

30epiratu BinHOBNEHHH JIaKTHHOMIMH, HOPOLIOK T PO3uMHY uist iH ekuiit USP npu kiMuatHili TemnepaTypi He
Oiblue 4 ro/UH Bifl MOMEHTY BiJHOBIEHHS 10 3aBEpILICHHS BBeeHHS [1uB. Josyeanns ma sacmocysanns (2.7)].
JIaKTHHOMILME ,MOPOIOK I po3duHy mna in’exuifi USP e nurotokcuunuM mnpemapatom. JoTpuMyliTech
Bi/INOBITHUX CHEL{abHAX NPOLELYD MOBOMKEHHS Ta yTHIi3awii. |

17 IHOOPMANIA JJIs1 KOHCYJIbTYBAHHS ITAIIICEHTIB

BropunHa 3noskicHa myxJiHa a6o sielikeMis
IlorepenibTe nauieHTiB Mpo MiABULIEHUH PU3UK BTOPHHHUX 37I0SKICHAX HOBOYTBOpeHb [1uB. [onepedycenns ma
3anobixcHi 3axoou (5.1)].

Benookmo3rnBHa XxBopoba ,

IloBioMTe nauienTiB MPO CUMNTOMH BOIHO-OMYX0JIEBUX 3axBopioBans (BOO) Ta npo Heo6XinHiCTh 3BepHEHHS 32
MEINYHOIO JIOIIOMOTOI0, SKIIO y HHX BHHHKHE JKOBTSAHMIS, 3MyTTS >KMBOTa abo Oinb y mpaBoMy BepXHBEOMY
KBa/IpaHTi [uB. [Tonepeodsicenns ma 3anobisxcui 3axoou (5.2)].

Mienocynpecia

IlopanuTu nauieHTam 3BEpTATHCS OO CBOTO JiKaps y pa3si BHHMKHEHHS OyIb-KHX O3HAK ab0 CHMIITOMIB
mienocynpecii un indekuil [au. [lonepedocenns ma sanobixcui 3axodu (5.4)].

TsKKki MyKOWIKIpHi peakitii

TorepezbTe nanienTiB NPO PU3HK CEPHO3HUX ITKiPHO-CTH30BHX peakliiii Ta po HeOOXiHICTE 3BEPHEHHS 10 JKaps
¥y pasi NOSIBM HOBMX YpaxkeHb IIKipH, BHPA30K y POTi a00 ypaxkeHb pOTOrNoTKy [1uB.Jlonepedoicenns ma 3anobischi
3axoou (3.5)].

HupkoBa TokcHuHicTh a60 renaToTOKCHYHICTD

[Tosinomte nmauientTis npo HEoOXimHICTL MePiOAMIHOrO NTAGOPATOPHOrO AOCIIKEHHS U1 MOHITOPHHTY HHPKOBOI
TOKCHYHOCTI Ta renaToTOKCUYHOCTI [1uB. ITonepedowcenns ma 3anobixcni saxodu (5.7), 5.8)].

[MoTenniroBanus pagianiiiHOT TOKCHYHOCTI Ta padialifHOro BiIKIMKAHHS

IonepenbTe manieHTiB PO PH3UK MOCWICHHS paialiiiHo-1HTyKOBaHOI [LTYHKOBO-KHIIKOBOI, MienocynpeciifHol Ta
LIKIPHOT TOKCHYHOCTI [uB. ITonepedscenns ma 3anobixcui 3axoou (5.9)].

EmbGpio-deranbna TokCHYHICT

IToBinomTe %iHOK penpoayKTHBHOTO BiKy PO MOTeHUiHHUH pusnk 11s miioaa. [TopauTe xKiHKaM MOBiIOMUTH CBOTO
JiKaps Npo mijo3py Ha BariTHIiCTs [auB. Ilonepedicenns ma sanoGixcui saxoou (5.10), Buxopucmanns y neenux
epynax Hacenenns (8.1)].

[lopamutn >xiHkam penpoayKTHBHOIO BiKy BHKOPHCTOBYBATH edeKTHBHY KOHTpaLeIMIilo MiJ 4ac JIKyBaHHS
AAKTHHOMILIMHOM UL iH’ €KLl Ta IPOTATOM 6 MiCSALIB MiC/Ist OCTAHHBOT 103U [1UB. Bukopucmanns y neénux epynax
Hnacenenns (8.3)]. iRl

S T A

R -

il

&



[TopaiuTy ManienTam 40N0Bi40i cTati, sIKi MAFOTh NAPTHEPOK PENPO/YKTHBHOTO BiKY, BAKOPUCTOBYBATH €(EKTHBHY
KOHTpALEILIFO 1111 Yac JTiKyBaHHs JaKTHHOMILIMHOM JJIs iH’ €KLIH Ta IIpOTArom 3 MICALIIB IMiCIIS OCTAHHLOT IO3H [IUB.
Buxopucmanns y nesnux epynax nacenenns (8.3)].

Jlaxranis

INopanuTu *iHKaMm He roAyBaTd IPyIbMH IiJ Yac JiKyBaHHS JIKapChKUM 3ac000M JIaKTHHOMILMH, MOPOLIOK s
posurHy ais in’ekuiii USP Ta mpotsarom 14 nHIiB micis OCTaHHBOI 103U [AUB. BUKOpUCMAQHHS Y NESHUX 2pynax
Hacenenns (8.2)].

PosnoscromxyeTbes:

Xicyn @apmacstotikanc CILIA, IHk.
Bpimxsorep, Heto-/Ixepci 08807 CILIA
Bupobneno B Kutai

[lepernsauayTo: 11/2018
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
DACTINOMYCIN FOR INJECTION safely and effectively. See full
prescribing information for DACTINOMYCIN FOR INJECTION.

DACTINOMYCIN for injection, for intravenous use
Initial U.S. Approval: 1964

o Lower Extremity or Pelvis: The recommend dose is 50 meg/kg once with
melphalan. (2.6)

o Upper Extremity: The recommended dose is 35 meg/kg once with
melphalan. (2.6)

RECENT MAJOR CHANGES

* Dosage and Administration, Recommended Dosage for 8/2018
Wilms Tumor (2.1)
* Dosage and Administration, Recommended Dosage for 8/2018

Ewing Sarcoma (2.3)

INDICATIONS AND USAGE

Dactinomycin for injection is an actinomycin indicated for the treatment of:

* adult and pediatric patients with Wilms tumor, as part of a multi-phase,
combination chemotherapy regimen. (1.1)

* adult and pediatric patients with rhabdomyosarcoma, as part of a multi-phase,
combination chemotherapy regimen. (1.2)

* adult and pediatric patients with Ewing sarcoma. as part of a multi-phase.
combination chemotherapy regimen. (1.3)

* adult and pediatric patients with metastatic, nonseminomatous testicular

! cancer. as part of a multi-phase, combination chemotherapy regimen. (1.4)

* post-menarchal patients with gestational trophoblastic neoplasia, as a single
agent or as part of a combination chemotherapy regimen. (1.5)

« adult patients with locally recurrent or locoregional solid malignancies, as a
component of palliative or adjunctive regional perfusion. (1.6)

—=mm=mmemeeeeeene——-DOSAGE AND ADMINISTRATION —— oo

+ Wilms Tumor: The recommended dose is 45 mcg/kg intravenously once every
3 to 6 weeks for up to 26 weeks, as part of a multi-agent combination
chemotherapy regimen. (2.1)

* Rhabdomyosarcoma: The recommended dose is 15 mcg/kg intravenously once
daily for 5 days every 3 to 9 weeks for up to 112 weeks, as part of a multi-
agent combination chemotherapy regimen. (2.2)

* Ewing Sarcoma: The recommended dose is 1250 mcg/m? intravenously once
every 3 weeks for 51 weeks. as part of a multi-agent combination
chemotherapy regimen. (2.3)

* Metastatic Nonseminomatous Testicular Cancer: The recommended dose is
1000 mcg/m? intravenously every 3 weeks. as part of cisplatin-based, multi-
drug chemotherapy regimen. (2.4)

* Gestational Trophoblastic Neoplasia:

o Non-metastatic and Low-risk Metastatic Disease: The recommended dose is
12 meg/kg intravenously daily for 5 days, as a single agent. (2.5)

o High-risk Metastatic Disease: The recommended dose is 500 mcg
intravenously on Days 1 and 2 every 2 weeks for up to 8 weeks, as part of a
multi-agent combination chemotherapy regimen. (2.5)

Regional Perfusion in Locally Recurrent and Locoregional Solid Malignancies:

B DOSAGE FORMS AND STRENG THS-==mmmmmmmmmeeeee -

For injection: 500 mcg as a lyophilized powder in a single-dose vial. (3)
CONTRAINDICATIONS

None. (4)

e —————— e WARNINGS AND PRECAUTIONS--mmmm e e

* Secondary Malignancy or Leukemia: Increased risk of secondary
malignancies following treatment. (5.1)

* Veno-occlusive Disease: Can cause severe or fatal VOD. Monitor for
elevations in AST, ALT, total bilirubin, hepatomegaly. weight gain, or ascites.
Consider delaying next dose. (5.2)

* Extravasation' Immediately interrupt the injection or infusion and apply ice.
(2.7,5.3)

* Myelosuppression: Monitor blood cell counts before each cycle. Delay next
dose if severe myelosuppression has not improved. (5.4)

* Immunizations: Vaccination with live viral vaccines is not recommended
before or during treatment. (5.5)

* Severe Mucocutaneous Reactions: Discontinue treatment (5.6)

* Renal Toxicity: Monitor creatinine and electrolytes frequently. (5.7)

* Hepatotoxicity: Monitor transaminases, alkaline phosphatase and bilirubin
prior to and during treatment. (5.8)

* Potentiation of Radiation Toxicity and Radiation Recall: Reduce dose by 50%
during concomitant radiation. Use caution when administering within two
months of radiation. (5.9)

* Embryo-fetal Toxicity: Can cause fetal harm. Advise patients of the potential
risk to a fetus and to use effective contraception. (5.10, 8.1, 8.3)

ADVERSE REACTIONS
Common adverse reactions are: infection, alopecia, rash, dysphagia, fatigue,
fever, nausea, vomiting, anemia, neutropenia, thrombocytopenia, mucositis, and
hepatotoxicity (6)

To report SUSPECTED ADVERSE REACTIONS, contact Hisun
Pharmaceuticals USA, Inc., at 1-855-554-4786 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

-—————n-—eee—e=—-USE IN SPECIFIC POPULATIONS-
* Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 11/2018
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FULL PRESCRIBING INFORMATION: CONTENTS*
1 INDICATIONS AND USAGE
1.1 Wilms Tumor
1.2 Rhabdomyosarcoma
1.3 Ewing Sarcoma
1.4 Metastatic Nonseminomatous Testicular Cancer
1.5  Gestational Trophoblastic Neoplasia
1.6 Regional Perfusion in Locally Recurrent and Locoregional Solid
Malignancies
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage for Wilms Tumor
2.2 Recommended Dosage for Rhabdomyosarcoma
23 Recommended Dosage for Ewing Sarcoma

24 Recommended Dosage for Metastatic Nonseminomatous Testicular
Cancer

2.5 Recommended Dosage for Gestational Trophoblastic Neoplasia
2.6 Recommended Dosage for Regional Perfusion in Locally Recurrent
and Locoregional Solid Malignancies
2.7 Preparation and Administration
3 DOSAGE FORMS AND STRENGTHS
1 CONTRAINDICATIONS
5 WARNINGS AND PRECAUTIONS
5.1 Secondary Malignancy or Leukemia
52 Veno-occlusive Disease
5.3 Extravasation
5.4 Myelosuppression
5.5 Immunizations

5.6 Severe Mucocutaneous Reactions
5.7 Renal Toxicity
5.8 Hepatotoxicity
5.9 Potentiation of Radiation Toxicity and Radiation Recall
5.10 Embryo-Fetal Toxicity
6 ADVERSE REACTIONS
8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
82 Lactation
8.3 Females and Males of Reproductive Potential
8.4 Pediatric Use
8.5 Geriatric Use
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
15 REFERENCES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the Full Prescribing Information are not
listed.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

1.1 Wilms Tumor

Dactinomycin for injection is indicated for the treatment of adult and pediatric patients with Wilms tumor, as part of a multi-
phase, combination chemotherapy regimen.

1.2 Rhabdomyosarcoma

Dactinomycin for injection is indicated for the treatment of adult and pediatric patients with rhabdomyosarcoma, as part of a
multi-phase, combination chemotherapy regimen.

1.3 Ewing Sarcoma

Dactinomycin for injection is indicated for the treatment of adult and pediatric patients with Ewing sarcoma, as part of a
multi-phase, combination chemotherapy regimen.

1.4 Metastatic Nonseminomatous Testicular Cancer

Dactinomycin for injection is indicated for the treatment of adult and pediatric patients with metastatic, nonseminomatous
testicular cancer, as part of a multi-phase, combination chemotherapy regimen.

1.5 Gestational Trophoblastic Neoplasia

Dactinomycin for injection is indicated for the treatment of post-menarchal patients with gestational trophoblastic neoplasia,
as a single agent or as part of a combination chemotherapy regimen.

1.6 Regional Perfusion in Locally Recurrent and Locoregional Solid Malignancies

Dactinomycin for injection is indicated for the treatment of adult patients with locally recurrent or locoregional solid
malignancies, as a component of palliative or adjunctive regional perfusion.

2  DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage for Wilms Tumor

The recommended dose of dactinomycin for injection, as part of a multi-agent combination chemotherapy regimen, is 45
mcg/kg intravenously once every 3 to 6 weeks for up to 26 weeks.

2.2 Recommended Dosage for Rhabdomyosarcoma

The recommended dose of dactinomycin for injection, as part of a multi-agent combination chemotherapy regimen, is 15
mcg/kg intravenously once daily for 5 days every 3 to 9 weeks for up to 112 weeks.

2.3 Recommended Dosage for Ewing Sarcoma

The recommended dose of dactinomycin for injection, as part of a multi-agent combination chemotherapy regimen, is 1250
mcg/m? intravenously once every 3 weeks for 51 weeks.

2.4 Recommended Dosage for Metastatic Nonseminomatous Testicular Cancer

The recommended dose of dactinomycin for injection. as part of a cisplatin-based, multi-agent combination chemotherapy
regimen, is 1000 mcg/m? intravenously once every 3 weeks for 12 weeks.

2.5 Recommended Dosage for Gestational Trophoblastic Neoplasia

The recommended dose of dactinomycin for injection for nonmetastatic and low-risk metastatic disease is 12 mcg/kg

intravenously daily for five days as a single agent.

The recommended dose of dactinomycin for injection, as part of a multi-agent combination chemotherapy regimen, for high-
risk metastatic disease is 500 mcg intravenously on Days 1 and 2 every 2 weeks for up to 8 weeks.

2.6 Recommended Dosage for Regional Perfusion in Locally Recurrent and Locoregional Solid Malignancies
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The recommended dose of dactinomycin for injection, in combination with melphalan, is 50 mcg/kg once for lower extremity

or pelvis.

The recommended dose of dactinomycin for injection, in combination with melphalan, is 35 mcg/kg once for upper extremity.
Calculate the dose for obese or edematous patients based on ideal body weight.

2.7 Preparation and Administration

e  Dactinomycin for injection is a cytotoxic drug. Follow applicable special handling and disposal procedures.!

e  Visually inspect the vials for particulate matter and discoloration, whenever solution and container permit.
Preparation

®  Reconstitute each vial by adding 1.1 mL of Sterile Water for Injection without preservative using aseptic techniques.
e  The reconstituted product should be a clear, gold-colored solution at a concentration of 500 mcg/mL.

e  Further dilute the reconstituted product with 5% Dextrose Injection or 0.9% Sodium Chloride Injection to yield
concentrations greater than 10 mcg/mL.

e  Store at room temperature for no more than 4 hours from reconstitution to completion of injection or infusion. Discard
after 4 hours.

e  Dactinomycin for injection does not contain a preservative. Discard any unused portions.
Administration

e  Administer the diluted reconstituted product intravenously over 10 to 15 minutes.

® Do not use in-line filters with a cellulose ester membrane.

Management of Extravasation

®  Discontinue dactinomycin for injection for burning or stinging sensation or other evidence indicating perivenous
infiltration or extravasation.

®  Manage confirmed or suspected extravasation as follows:
O  Terminate the injection or infusion immediately and restart in another vein.

O Intermittent application of ice to the site for 15 minutes 4 times daily for 3 days [see Warnings and Precautions
(3.3)].
3 DOSAGE FORMS AND STRENGTHS
For injection: 500 mcg as a sterile, amorphous yellow to orange, lyophilized powder in a single-dose vial.
4 CONTRAINDICATIONS

None.

5  WARNINGS AND PRECAUTIONS

5.1 Secondary Malignancy or Leukemia

The risk of developing secondary malignancies, including leukemia, is increased following treatment with dactinomycin for
injection.

5.2 Veno-occlusive Disease

Severe and fatal hepatic veno-occlusive disease (VOD) can occur with dactinomycin for injection. Risk factors for the
development of VOD include age younger than 4 years or concomitant radiotherapy. After treatment with dactinomycin for
injection, monitor trequently for signs and symptoms of VOD; these include elevations in AST, ALT, total bilirubin.
hepatomegaly. weight gain. or ascites. If patients develop VOD, considering delaying next dose of dactinomycin for injection.
Resume. reduce dose or permanently discontinue based on severity of reaction and disease being treated.

5.3 Extravasation
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Extravasation of dactinomycin for injection can result in severe local tissue injury manifesting as blistering, ulcerations and
persistent pain requiring wide excision surgery followed by split-thickness skin grafting. If any signs or symptoms of
extravasation occur, immediately interrupt the injection or infusion. Apply ice to the site intermittently for 15 minutes, 4 times
a day for 3 days [see Dosage and Administration (2.7)]. Observe closely and consult plastic surgery if necessary based on
severity of reaction.

5.4 Myelosuppression

Severe and fatal myelosuppression, which may include neutropenia, thrombocytopenia and anemia, can occur with
dactinomycin for injection. The nadir in neutrophil counts generally occurs 14 to 21 days after administration. Obtain complete
blood counts prior to each treatment cycle. Delay next dose of dactinomycin for injection if severe myelosuppression has not
improved. Consider dose reduction for patients with prolonged myelosuppression based on severity of reaction and disease
being treated.

5.5 Immunizations

The safety with live viral vaccines following dactinomycin for injection has not been studied and vaccination with live virus
vaccines is not recommended before or during treatment.

5.6 Severe Mucocutaneous Reactions

Severe mucocutaneous reactions, such as Steven-Johnson syndrome and Toxic Epidermal Necrolysis (TEN), can occur with
dactinomycin for injection. Permanently discontinue dactinomycin for injection in patients who experience a severe
mucocutaneous reaction.

5.7 Renal Toxicity

Abnormalities of renal function can occur with dactinomycin for injection. Monitor creatinine and electrolytes frequently
during dactinomycin for injection therapy.

5.8 Hepatotoxicity

Hepatotoxicity can occur with dactinomycin for injection. Monitor AST, ALT, alkaline phosphatase, and bilirubin prior to and
during dactinomycin for injection therapy.

5.9 Potentiation of Radiation Toxicity and Radiation Recall

Dactinomycin for injection can increase radiation-induced gastrointestinal toxicity, myelosuppression, or erythema and
vesiculation of the skin or buccal and pharyngeal mucosa. Reduce the dose of dactinomycin for injection by 50% during
concomitant radiation.

Radiation recall, atfecting previously treated radiation fields, can occur in patients who receive dactinomycin for injection
after prior radiation therapy. Although the risk can occur with distant radiation exposure. the risk appears highest when
dactinomycin for injection is administered within two months of prior radiation.

5.10 Embryo-Fetal Toxicity

Based on findings from animal studies and its mechanism of action, dactinomycin for injection can cause tetal harm when
administered to a pregnant woman. In animal reproduction studies, administration ot dactinomycin to pregnant animals during

the period ot organogenesis was teratogenic, resulting in maltormations at doses lower than the recommended human dose.

Advise pregnant women of the potential risk to the fetus. Advise females of reproductive potential to use effective
contraception during treatment with dactinomycin for injection and for at least 6 months after the final dose. Advise males
with female partners of reproductive potential to use effective contraception during treatment with dactinomycin for injection
and for 3 months after the final dose [see Use in Specific Populations (8.1, 8.3)].

6 ADVERSE REACTIONS

The following serious adverse reactions are described elsewhere in the labeling:

®  Secondary Malignancy and Leukemia /see Warnings and Precautions (5.1)]
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e  Veno-occlusive Disease [see Warnings and Precautions (5.2)]

e  Extravasation [see Warnings and Precautions (5.3)]

e Moyelosuppression [see Warnings and Precautions (5.4)]

e  Immunizations /see Warning and Precautions (5.5)]

e  Severe Mucocutaneous Reactions [see Warnings and Precautions (5.6)]
e  Renal Toxicity [see Warnings and Precautions (5.7)]

e  Hepatotoxicity /see Warnings and Precautions (5.8)]

e  Potentiation of Radiation Toxicity and Radiation Recall [see Warnings and Precautions (5.9)]

Common adverse reactions are: infection, alopecia, rash, dysphagia, fatigue, fever, nausea, vomiting, anemia, neutropenia,
thrombocytopenia, mucositis, and hepatotoxicity.

The following adverse reactions have been identified in clinical studies or postmarketing reports. Because some of these
reactions were reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their
frequency or establish a causal relationship to drug exposure.

Infections: infections including sepsis with fatal outcome

Hematologic: anemia, leukopenia, thrombocytopenia, pancytopenia, reticulocytopenia, neutropenia, febrile neutropenia,
disseminated intravascular coagulation

Immune system: hypersensitivity

Metabolism and nutrition: anorexia, hypocalcemia, tumor lysis syndrome
Nervous system: peripheral neuropathy

Ocular: optic neuropathy

Vascular: thrombophlebitis, hemorrhage

Respiratory, thoracic and mediastinal: pneumonitis, pneumothorax

Gastrointestinal: nausea, vomiting, abdominal pain, diarrhea, constipation, gastrointestinal ulceration, cheilitis, dysphagia,
esophagitis, ulcerative stomatitis, ascites, proctitis, mucositis

Hepatobiliary: liver function test abnormalities, hepatomegaly, hepatitis, hepatic failure with reports of death, hepatic veno-
occlusive disease

Dermatologic: alopecia, rash. dermatitis, acne, erythema multiforme, Stevens Johnson Syndrome, radiation recall, toxic
epidermal necrolysis

Musculoskeletal and connective tissue: myalgia, growth retardation
Renal and urinary: renal impairment, renal failure

General: fatigue, fever, malaise

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on findings from animal studies and its mechanism of action, dactinomycin for injection can cause fetal harm when
administered to a pregnant woman /see Clinical Pharmacology (12.1)]. In animal reproduction studies, administration of
dactinomycin to pregnant animals during the period of organogenesis was teratogenic, resulting in maltormations at doses
lower than the recommended human dose (see Data). Advise pregnant women of the potential risk to a fetus [see Use in
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Special Populations (8.3)].

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.

Data

Animal Data

Dactinomycin was teratogenic in animals. Administration of dactinomycin to pregnant rats, rabbits, and hamsters during the
period of organogenesis, increased the incidence of tetal malformations and caused embryotoxicity at doses (based on body
surface area) as low as 0.2 times the clinical dose of 1250 mcg/m?.

8.2 Lactation

Risk Summary

There are no data on the presence of dactinomycin or its metabolites in human milk or their effects on the breastfed infant or
on milk production. Because ot the potential for serious adverse reactions in breastfed infants from dactinomycin for injection,
advise women not to breastfeed during treatment with dactinomycin for injection and, based on limited published data
regarding the dactinomycin half-life, for 14 days after the final dose.

8.3 Females and Males of Reproductive Potential
Pregnancy Testing

Verify the pregnancy status of females of reproductive potential prior to initiating dactinomycin for injection [see Use in
Specific Population (8.1)].

Contraception

Dactinomycin for injection can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations
8.1)].

Females

Advise females of reproductive potential to use effective contraception during treatment with dactinomycin for injection and
for at least 6 months after the final dose.

Males

Because of the potential for genotoxicity. advise males with female partners of reproductive potential to use effective
contraception during treatment with dactinomycin for injection and for 3 months after the final dose [see Nonclinical
Toxicology (13.1)].

8.4 Pediatric Use

The safety and effectiveness of dactinomycin have been established in pediatric patients with Wilms tumor,

rhabdomyosarcoma, Ewing sarcoma, and metastatic nonseminomatous testicular cancer.

The safety and effectiveness of dactinomycin have been established in post-menarchal pediatric patients with gestational
trophoblastic neoplasia.

The safety and effectiveness of dactinomycin for injection have not been established in pediatric patients undergoing regional
pertusion for locally recurrent or locoregional solid malignancies.

8.5 Geriatric Use

Clinical studies of dactinomycin for injection did not include sufficient numbers of subjects aged 65 and over to determine
whether they respond differently from younger subjects.

11 DESCRIPTION
Dactinomycin is an actinomycin. Dactinomycin is produced by Streptomyces parvullus. The chemical name is 8-amino-N-
(2-amino-4,6-dimethyl-3-oxo-phenoxazin-1 -yl)carbonyl-N'-[8-amino-4,6-dimethyl-7-0x0-9-[[3,6,10-trimethyl-7,14-bis( 1 -
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methylethyl)-2.5,8,12,15-pentaox0-9-o0xa-3,6,13,16-tetrazabicyclo[14.3.0]nonadec-11-yl]carbamoyl] phenoxazin-1-
yl]carbonyl-4,6-dimethyl-7-0x0-N,N'-bis[3,6,10-trimethyl-7,14-bis(1-methylethyl)-2,5,8,12, 1 5-pentaoxo-9-oxa-3,6,13,16
tetrazabicyclo[14.3.0]nonadec-11-yl]-1,9-bis[[3,6,10-trimethyl-7,14-bis(1-methylethyl)-2,5,8,12,15-pentaoxo-9-oxa-
3.6,13,16-tetrazabicyclo[14.3.0] nonadec-11-yl]carbamoyl] phenoxazine-1,9-dicarboxamide. The molecular formula is
Cs;HgeN12016 and the molecular weight is 1255.42 daltons. The structural formula of dactinomycin is shown below:

g

(IIH(CHs)z CH(CH3),
oC ?H (I:H co
r'JCHs rIJCH3
Sarcosine éarcosine
I ]
L-IIDroline L-Proline
D-Yaline D-\'/aline
(I:O (I:O
(I3H (IIH C':'n' CH
| |
CH; rqu NH CH3
Cco (E':O
N
R NH,
0
0
CHj CHj

Dactinomycin for Injection USP for intravenous use is a sterile, amorphous yellow to orange, lyophilized powder in a single-
dose vial. Each vial contains 500 mcg of dactinomycin and 20 mg of mannitol.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Dactinomycin for injection is a cytotoxic actinomycin that binds DNA and inhibits RNA synthesis. The cytotoxic activity of
dactinomycin has been demonstrated in animal models of different human cancers.

12.2 Pharmacodynamics
Dactinomycin exposure-response relationships and the time course of pharmacodynamics response are unknown.

12.3 Pharmacokinetics

The distribution and excretion of radiolabeled dactinomycin (*H actinomycin D) were assessed in three adult patients with
malignant melanoma.

Distribution

*H actinomycin D is concentrated in nucleated cells and does not penetrate the blood-brain barrier.

Elimination

Excretion

Following administration of radiolabeled dactinomycin, approximately 30% was recovered in urine and feces in one week.

Specific Populations

Pediatric Patients

Published studies and population analyses in patients < 21 years of age with cancer report a trend of increasing systemic
dactinomycin clearance with increasing body weight.

Drug Interaction Studies

Published in vitro studies report that dactinomycin may be a substrate of the P-glycoprotein and OATP1B3 transporter systems.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
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Dactinomycin is a carcinogen in animals. Local sarcomas were produced in mice and rats after repeated subcutaneous or
intraperitoneal injections. Mesenchymal tumors occurred in male rats given intraperitoneal injections of 50 mcg/kg, 2 to 5
times per week, for 18 weeks, at doses (based on body surface area) 0.5 times the clinical dose of 1250 mcg/m?2.

Dactinomycin was mutagenic in several in vitro and in vivo test systems including human fibroblasts and leukocytes, and
HeLa cells. DNA damage and cytogenetic effects have been demonstrated in the mouse and the rat.

15 REFERENCES
1. "OSHA Hazardous Drugs.” OSHA. http://www.osha.gov/SLTC/hazardousdrugs/index.html

16 HOW SUPPLIED/STORAGE AND HANDLING

Dactinomycin for Injection USP for intravenous use is supplied as a sterile, amorphous yellow to orange. lyophilized powder
in a single-dose vial. Each Dactinomycin for Injection USP vial (NDC 42658-008-01) contains 0.5 mg of dactinomycin and
20 mg of mannitol.

Store 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].

Protect Dactinomycin for Injection USP from light and humidity.

Store the reconstituted Dactinomycin for Injection USP at room temperature for no more than 4 hours from reconstitution to
completion of administration /[see Dosage and Administration (2.7)].

Dactinomycin for Injection USP is a cytotoxic drug. Follow applicable special handling and disposal procedures.!

17 PATIENT COUNSELING INFORMATION

Secondary Malignancy or Leukemia

Advise patients of the increased risk of secondary malignancies /see Warnings and Precautions (5.1 )].

Veno-occlusive Disease

Advise patients about the symptoms of VOD and to seek medical attention if they develop new onset jaundice, abdominal
distention, or right upper quadrant pain [see Warnings and Precautions (5.2)].

Myelosuppression
Advise patients to contact their healthcare provider for any signs or symptoms of myelosuppression or infection [see Warnings

and Precautions (5.4)].

Severe Mucocutaneous Reactions

Advise patients of the risk of severe mucocutaneous reactions and to contact their health care provided for new skin lesions,
mouth sores or oropharyngeal lesions /see Warnings and Precautions (5.5)].

Renal Toxicity or Hepatotoxicity

Advise patients of the need for periodic laboratory testing to monitor for renal toxicity and hepatotoxicity /see Warnings and
Precautions (5.7, 5.8)].

Potentiation of Radiation Toxicity and Radiation Recall

Advise patients of the risk of increased radiation-induced gastrointestinal, myelosuppression and skin toxicity /see Warnings
and Precautions (5.9)].

Embryo-Fetal Toxicity

Advise females of reproductive potential of the potential risk to a fetus. Advise females to inform their healthcare provider of
a known or suspected pregnancy [see Warnings and Precautions (5.1 0), Use in Specific Populations (8.1)].

Advise females of reproductive potential to use effective contraception during treatment with dactinomycin for injection and
for 6 months after final dose [see Use in Specific Populations (8. 3)]
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Advise male patients with female partners of reproductive potential to use effective contraception during treatment with
dactinomycin for injection and for 3 months after final dose /see Use in Specific Populations (8.3)].

Lactation
Advise females not to breastfeed during treatment with dactinomycin for injection and for 14 days after the final dose /see

Use in Specific Populations (8.2)].

Distributed by:

Hisun Pharmaceuticals USA, Inc.
Bridgewater, NJ 08807 USA
Manufactured in China

Revised: 11/2018
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