NMEPENIK

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

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

KOMOETEHTHUMW OPTAHAMW CMONMYYEHUX LUTATIB AMEPUKW, LUBENLAPCbKOI KOH®ELEPALLT, ANOHII, ABCTPAII,

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

KapTOHHI Kopoo6Li

KNiHiwe
LWneujanbnpenapare M.6.X,
HimeuunHa;
BVMPOGHMLTBO NiKapCbKOro
3acoby, nepBuHHe
nakyBaHHs,
BUNPO6YBaHHA/KOHTPO/b
SAKOCTI:

OHkoTek ®apma MpogakLH
vM6X, HimeuunHa

interaction information with regards to
CYP3A4, CYP2C19 and P-gp including
physiologically based pharmacokinetic
(PBPK) modelling. Version 1.0 of the
PMP has also been submitted. The
requested variation proposed
amendmends to the Summary of
Product Characteristics and to the Risk
Management Plan (RMP).
BBefeHHA 3MiH NPOTAroM 6-Tu MicALiB
nicns 3aTBepakeHHs.
C.l.4-Change(s) in the SPC, Labelling or
PL due to new quality, preclinical or
pharmacovigilance data; Type Il.
Update of section 5.3. of the SmpC in
order to update the description of non-
clinical information regarding
musculoskeletal and connective tissue
disorders in form of lympho-histiocytic
infiltration in the skeletal muscles and
renal and urinary disorders which show
up as haematuria. These new
determinations are based on results
from study LPT 37259. A revised RMP
version 1.0 was also submitted. The
requested variation proposed
amendmends to the Summary of
Product Characteristics and to the Risk
Management Plan (RMP).
BBefeHHS 3MiH NpOTSrom 6-Tu MicALiB
nicns 3aTBepaKeHHs.
C.l.4-Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical
or pharmacovogilance data; Type II.
Update of sections 4.8 and 5.1 of the

Ne Ha3ssa nikapcbko20 dopma surnycky 3asBHUK KpaiHa Bupo6Huk Kpaina Peecmpayitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, BionycKy peecmpayiliHo2o
YnakoBsKa) nocsio4YeHHs1

1. TPEKOHAI NOpPOLLOK AN Mepgak HimeuunHa MapKyBaHHs Ta BTOPUHHE HimeuunHa C.l.4-Change(s) in the SPC, Labelling or 3a UA/19579/01/01
PO34MHYy oNns lesenbwadpT nakyBaHHs1, PL due to new quality, preclinical, clinical | peyenmom
iHcpysiii, no 1 r; 1 orop KAiHiwe BUNPO6YBaHHSA/KOHTPO/b or pharmacovigillance data, Type .
ab6o 5 dpnakoHis 3 LWneujansnpe AKOCTI, BUMYCK Cepii: Update of sections 4.5 and 5.2 of the
NOpPOLLKOM B napate m6X Megak esenbluadyT drop SmPC in order to add drug-drug




Ne
n/n

Hasga snikapcbko20
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3asaBsHUK

Kpaina

Bupo6Huk

Kpaina

Peecmpayitina npoyedypa

Ymosu
BionyckKy

Homep
peecmpayjiliHo2o
nocsioYeHHs

SmPC in order to update efficacy and
safety information based on final results
from study MC-FludT.14/L Trial Il; a
phase Il trial to compare Treosulfan-
based conditioning therapy with
Busulfan-based reduced-intensity
conditioning (RIC) prior to allogeneic
haemopoetic stem cell transplantation in
patients with AML of MDS considered
ineligible to standart conditioning
regiments. The Package leaflet is
updared accordingly.The requested
variation proposed amendmends to the
Summary of Product Characteristics and
Package leaflet.

BBefeHHs 3MiH NpoTArom 6-Tn MicAuiB
nicns 3aTBepKeHHs.
C.l.6.a.-Change(s) to the therapeutic
indiaction(s)-Addition of a new
thwrapeutic indication or modification of
an approved one; Type II.
Extension of indication include additional
non-malignant transplant indications
(non malignant diseases in the
paediatric population ) for Trecondi 1g,
5g powder for solution for infusion based
on final 12-months follow-up results of
study MC-FludT.16/NM; a randomised
phase Il inteventional study aimed to
compare Treosulfan-based conditioning
therapy with Busulphan-based
conditioning prior to allogeneic
haemopoietic stem cell transplantation in
paediatric patients with non-malignant
diseases.

Further, the MAH proposes to amend an
existing warning on skin toxicity based
on new literature data. Moreover, the
MAH proposes to introduce a slightly
modified dosing regimen according to
the patient’s body surface based on
long-term follow-up data of paediatric
study MC-FludT.17/M, a Phase Il trial to
describe the safety and efficacy of
Treosulfan based conditioning therapy
prior to allogenic haemopoietic stem cell
transplantation in paediatric patients with
haematilogical malignancies, as well as
a final analysis of the population
pharmacokinetics of treosulfan in




KapTOHHIA Kopoo6Li

KAiHiwe
LLneujanbnpenapare M.6.X,
HimeuuunHa,;
BUPOBHMLTBO NiKapCcbKoro
3acoby, nepBnHHe
nakyBaHHs,
BUNPOGYBaHHSA/KOHTPO/b
AKOCTI:

OHkoTek ®apma MNMpogaxH
M6X, HimeuunHa

interaction information with regards to
CYP3A4, CYP2C19 and P-gp including
physiologically based pharmacokinetic
(PBPK) modelling. Version 1.0 of the
PMP has also been submitted. The
requested variation proposed
amendmends to the Summary of
Product Characteristics and to the Risk
Management Plan (RMP).
BBefeHHS 3MiH NPOTArom 6-Tu MicALiB
nicns 3aTBepAKeHHs.
C.l.4-Change(s) in the SPC, Labelling or
PL due to new quality, preclinical or
pharmacovigilance data; Type II.
Update of section 5.3. of the SmpC in
order to update the description of non-
clinical information regarding
musculoskeletal and connective tissue
disorders in form of lympho-histiocytic
infiltration in the skeletal muscles and
renal and urinary disorders which show
up as haematuria. These new
determinations are based on results
from study LPT 37259. A revised RMP
version 1.0 was also submitted. The
requested variation proposed
amendmends to the Summary of
Product Characteristics and to the Risk
Management Plan (RMP).
BBefeHHA 3MiH NPOTAroM 6-Tu MicALiB
nicns 3aTBepLKeHHs.
C.l.4-Change(s) in the SPC, Labelling or
PL due to new quality, preclinical, clinical
or pharmacovogilance data; Type |I.

Ne | Ha3ssa nikapcbko2o ®dopma BUnycKy 3asiBHUK KpaiHa Bupo6Huk Kpaina Peecmpayitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
yrnakoska) nocsioYeHHs
paediatric patients. As consequence,
sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the
SmPC updated. Tge Package Leaflet is
updated in accordace. Version 1.0 of the
RMP has also be submitted. The
requested variation proposed
amendmends to the Summary of
Product Characteristics and to the Risk
Management Plan (RMP).
BBefeHHs 3MiH NpoTArom 6-Tu MicAuiB
nicns 3aTBepKeHHs.
2. TPEKOHA|I NOPOLLIOK ANs Mepak HimeuunHa MapKyBaHHS Ta BTOPUHHE HimeuunHa C.l.4-Change(s) in the SPC, Labelling or 3a UA/19579/01/02
pPO34nHYy AN lesenbliadpT nakyBaHHs, PL due to new quality, preclinical, clinical | peyenmom
iHcpysiil, no 5r; 1 chtop KAiHiwe BUNPOGYBaHHSA/KOHTPO/b or pharmacovigillance data, Type Il
ab0 5 onakoHiB 3 LLneuianbnpe SIKOCTi, BUNYCK Cepil: Update of sections 4.5 and 5.2 of the
NOPOLLKOM B naparte M6X Megpak Nesenbluadt drop SmPC in order to add drug-drug




Ne | Ha3ssa nikapcbko2o ®dopma BUnycKy 3asiBHUK Kpaina Bupo6Huk Kpaina Peecmpayitina npoyedypa Ymosu Homep
n/n 3acoby (nikapcbka ¢hopma, Bionycky peecmpayitiHo2o
yrnakoska) nocsioYeHHs

Update of sections 4.8 and 5.1 of the
SmPC in order to update efficacy and
safety information based on final results
from study MC-FludT.14/L Trial II; a
phase Il trial to compare Treosulfan-
based conditioning therapy with
Busulfan-based reduced-intensity
conditioning (RIC) prior to allogeneic
haemopoetic stem cell transplantation in
patients with AML of MDS considered
ineligible to standart conditioning
regiments. The Package leaflet is
updared accordingly.The requested
variation proposed amendmends to the
Summary of Product Characteristics and
Package leaflet.

BBefeHHA 3MiH NPOTAroM 6-Tu MicALiB
nicns 3aTBepaKeHHs.
C.l.6.a.-Change(s) to the therapeutic
indiaction(s)-Addition of a new
thwrapeutic indication or modification of
an approved one; Type Il.
Extension of indication include additional
non-malignant transplant indications
(non malignant diseases in the
paediatric population ) for Trecondi 1g,
5g powder for solution for infusion based
on final 12-months follow-up results of
study MC-FludT.16/NM; a randomised
phase Il inteventional study aimed to
compare Treosulfan-based conditioning
therapy with Busulphan-based
conditioning prior to allogeneic
haemopoietic stem cell transplantation in
paediatric patients with non-malignant
diseases.

Further, the MAH proposes to amend an
existing warning on skin toxicity based
on new literature data. Moreover, the
MAH proposes to introduce a slightly
modified dosing regimen according to
the patient’s body surface based on
long-term follow-up data of paediatric
study MC-FludT.17/M, a Phase |l trial to
describe the safety and efficacy of
Treosulfan based conditioning therapy
prior to allogenic haemopoietic stem cell
transplantation in paediatric patients with
haematilogical malignancies, as well as
a final analysis of the population




Ne
n/n

Hasga snikapcbko20
3acoby

Popma sBUMYCKY
(nikapcbka ¢hopma,
yrnakoska)

3asaBsHUK

Kpaina

Bupo6Huk

Kpaina

Peecmpayitina npoyedypa

Ymosu
BionyckKy

Homep
peecmpayjiliHo2o
nocsioYeHHs

pharmacokinetics of treosulfan in
paediatric patients. As consequence,
sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the
SmPC updated. Tge Package Leaflet is
updated in accordace. Version 1.0 of the
RMP has also be submitted. The
requested variation proposed
amendmends to the Summary of
Product Characteristics and to the Risk
Management Plan (RMP).
BBefeHHA 3MiH NPOTAroM 6-Tu MicALiB
nicns 3aTBepAKeHHS.




