NMEPENIK

NIKAPCbKUX 3ACOBIB LWOAO AKUX 3ABEPLUEHO PO3IrNA4 PEECTPALINHUX MATEPIANIB NMPO BHECEHHSA 3MIH A0

PEECTPALINHNX MATEPIANIB NPOTAroM Ali PEECTPALIMHOIO NOCBIAYEHHA HA NIKAPCbKI 3ACOBU, AKI 3APEECTPOBAHI

KOMOETEHTHUMUW OPTAHAMU CMONMYYEHUX LUTATIB AMEPUKW, LUBENLAPCbKOI KOH®ELEPALLT, ANOHII, ABCTPAII,

KAHAAW, NIKAPCbKNX 3ACOBIB, LLO 3A LLEHTPANIBOBAHOLO MNMPOLIEAYPOLO 3APEECTPOBAHI KOMMNETEHTHAM OPITAHOM
EBPOIMNENCBLKOIo CO3y

Ne Hassa Popma sunycky 3asBHUK Kpaina Bupo6HUK Kpaina PeecmpayjiliHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ¢hopma, Bionycky peecmpayiliHo2o
3acoby ynakoska) nocsi0YeHHs1
1 AENCTPIFO TabneTku, BKPUTI Mepk LWapn i | LUBeiiuapis NPOMKHWIA MPOAYKT Moptyranis/ | B.l.a.l.z type IB - Change in the 3a UA/19937/01/01
NNiBKOBOKO Joywm IAEA [0paBipyHy, BUCYLLEHWIA ITanis/, manufacturer of AS or of a peyenmom
060/10HKO10, Mo 100 [Y/[6),4 PO3MUNEHHSM: Benuka starting
Mr/300 mr/245 wr, BUPOGHULTBO/aHaNITUYHE BpuTanis/ material/reagent/intermediate
30 TabneTok, TecTyBaHHs: X0BiOH CLUA/ for AS - Other variation.
BKPUTUX MIBKOBOHO dapmaCeHcia C.A., Ipnangis/ To add F.I.S. Fabbrica Italiana
060/10HKOI0 Y MopTyranis; Higepnangn Sintetici S.p.A., Viale Milano

nnsAwyi, 1 nngwka s
KapTOHHI kopobLi

NPOMDKHWI MPOAYKT
[0paBipyHy, BUCYLLEHWIA
PO3NUIEHHAM:
BMPOGHULTBO/aHaNITUYHE
TecTyBaHHs: @.1.C. -
dab6pika ITanbsHa CiHTeTiui
C.n.A., ltanis;
MiKpO6ionoriyHe TeCTYBaHHSA
akocTi: EypodpiHc Biochapma
Mpogakt TecTiHr IpnaHgis
Ntp, IpnaHais; TecTyBaHHA
cTabifbHOCTI:
OpraHoH ®apma (Benuka
BputaHif) Nimiten, Benuka
BputaHisa; Mepk LWapn i
Joym N1C, CLUA,
BUPOGHULTBO (PONNKOBE
YLWiSTbHEHHSA,
3MillyBaHHA/3MaLLyBaHHSA
rpaHyn AopaBipuHy Ta
namiByguHy/TeHodoBipy
Ansonpokecuny dymapary,
TUCHEHHS, MOKPUTTSA
NNiBKOBOK 060J/10HKOI0),
aHaniTM4yHe TeCcTyBaHHS nNpu
Bunycky: MCJ, IHTepHeLuHN
'M6X, IpnaHgis; nepsrHHe
Ta BTOPVHHE NaKyBaHHs,

26, Montecchio Maggiore, VI
36075, Italy, as an alternative
manufacturer (and packaging
site) of the active substance
doravirine and active substance
intermediate HMT. The MAH
took the opportunity to update
the process description of step
5in 3.2.S.2.2. Description of
Manufacturing Process and
Process Controls.

B.l.a.l.z type IB - Change in the
manufacturer of AS or of a
starting
material/reagent/intermediate
for AS - Other variation.

To add F.I.S. Fabbrica Italiana
Sintetici S.p.A., Via Massimo D'
Antona 13, Termoli 86039,
Italy, as an alternative
manufacturer (including
packaging) of intermediate
pyridone, used in the synthesis
of the active substance
doravirine. The MAH took the
opportunity to delete the
centrifugation in the description




Ne Hassa ®dopma sunycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitliHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ghopma, Bionycky peecmpayjitiHo2o
3acoby ynakoska) nocsi04YeHHs1
BUNYCK cepii: of step 2 in 3.2.5.2.2.
Mepk Wapn i Joym B.B., Description of Manufacturing
HinepnaHau Process and Process Controls.

B.l.a.l.f type IA - Change in the

manufacturer of AS or of a
starting
material/reagent/intermediate
for AS - Changes to quality
control testing arrangements
for the AS - replacement or
addition of a site where batch
control/testing takes place.
To add F.1.S. Fabbrica Italiana
Sintetici S.p.A., Viale Milano
26, Montecchio Maggiore, VI
36075, Italy, as an alternative
site responsible for quality
control testing (stability and
release testing) of the active
substance doravirine and its
intermediate HMT.

B.l.a.l.f type IA - Change in the
manufacturer of AS or of a

starting
material/reagent/intermediate
for AS - Changes to quality
control testing arrangements
for the AS - replacement or
addition of a site where batch
control/testing takes place.
To add F.I.S. Fabbrica Italiana
Sintetici S.p.A., Via Massimo D'
Antona 13, Termoli 86039,
Italy, as an alternative site
responsible for quality control
testing (stability and release
testing) of the intermediate
pyridone used in the
manufacturing process of the
active substance.

B.l.a.3.a type IA - Change in

batch size (including batch size




Ne Hassa ®dopma sunycKy 3asBHUK KpaiHa Bupo6Huk KpaiHa PeecmpayjitliHa npoyedypa Ymosu Homep
n/n JliKapcbKo20 (nikapcbka ghopma, Bionycky peecmpayjitiHo2o
3acoby ynakoska) nocsi04YeHHs1
ranges) of AS or intermediate -

Up to 10-fold increase
compared to the originally
approved batch size.

To increase the batch size
range of the intermediate
hydroxymethyltriazolinone
(HMT), used in the
manufacturing process of the
active substance doravirine,
manufactured at F.1.S.,
Montecchio Maggiore, Italy,
from 81 - 162 Kg to 81 - 232 Kg
(step 3).

B.l.a.3.a type IA - Change in
batch size (including batch size
ranges) of AS or intermediate -

Up to 10-fold increase
compared to the originally
approved batch size.

To increase the batch size
range of the intermediate
pyridine, used in the
manufacturing process of the
active substance doravirine,
manufactured at F.1.S., Termoli,
Italy, from 95 - 209 Kg to 95 -
235 Kg (step 1 & 2).




