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3.2.P81  STABILITY
CONCLUSION (CONT.)

SUMMARY AND

3.2.P.8.1.4. ASSESSMENT OF RESULTS

CHEMICAL STABILITY
- Drug substance

The sertraline values of all samples packed into
blisters or plastic containers and stored under
normal (25°C/60%RH) for 12/24/36 months
(industrial batches) and 60 months (pilot batches
and one industrial batch) and accelerated
(40°C/75%RH) conditions for 6 months, were
within

the limits of the shelf life specification.

The content of sertraline measured after 60
months storage of the tablets under normal
conditions and 6 months under accelerated
conditions did not suggest a significant reduction
in the content of the drug substance during the
investigation period.

- Related substances

The sensitive method used for determining the
related substances confirms the stability of the
drug substance.

The results of the determination of the known
compounds (4-deschloro sertraline and 3-
deschloro sertraline), individual unknown and
total compounds comply with the specifications.

There was no significant change in the amount of
impurities in the samples, packed into

plastic containers and blisters during the storage
under the two different storage conditions.

PHYSICO-CHEMICAL
CHARACTERISTICS

- Dissolution

There was no significant change of the
dissolution rates of the aged test samples.
Accelerated

storage conditions did also not affect the
dissolution properties.

{IEPEBO/)

3.2.P.8.1. PE3IOME CTABWJIBHOCTH M
BbIBO/JIbI (ITPOAOJIZKEHUE)

3.2.P.8.14. OIIEHKA PE3YJBTATOB

XUMHUYECKAS CTOUKOCTH
- JIekapCTBEHHOE BELECTBO

OOBeMbl cepTpainHa BceX 00pa3lioB, YMAKOBAHHBIX
B OyuCTephl WM IUIACTUKOBBIE KOHTEHHEPHI |
XpaHUMBIX npu HOPMaJIbHBIX YCIIOBUSIX
(25°C/otHOCUTEnBbHAST BAaXXHOCTH 60%) B TeueHue
12/24/36 mecsieB (s TPOMBITIUICHHBIX cepuii) U 60
MecseB (A7 ONBITHBIX CepUd ©  OTHOH
OPOMBIIIJICHHOW CepUH) H TPH  YCKOPEHHBIX
yenoBusix (40°C/oTHocHTENbHAS BIAXHOCTE 75%) B
TedyeHne 6 MecsleB, HaXOAWINCh B THepenenax
creru(UKaIMK I XPaHCHHUS.

ConepxaHue cepTpajuHa, H3MepeHHoe mnocae 60
MCCALICB XpPaHCHHA Ta0JIETOK npyu HOPMaJIbHBIX
YCIOBUSIX M 6 MECSIEB XpaHEHUs] MPU YCKOPEHHBIX
YCIOBHUAX, HC IOKA3aJI0 3HAYUTCIIBHOI'O YMCHBIICHU A
COJIep)KaHUs JICKAPCTBEHHOI'O BEILECTBA B TEUCHUE
MIEpUOJIa UCCIICAOBAHMUS.

IIpumecn

TO4YHBI METOJ, MCIOJIB3YEMBIM ISl ONpPEACIICHUS
IpUMeceH, MTOATBEPKAACT CTaOMIIBHOCTD
JIEKapCTBEHHOT'O BEILIECTBA.

Pe3ynbraTel onpeseneHns U3BECTHBIX NpuMeceid (4-
IUXJIOpO-CepTpaliuHa U 3-AUXJIOpO-CepTpaInHa),
OT/ICNBHBIX HEM3BECTHBIX TIpHUMecell W  00mIero
KOJINYeCTBa npumecei COOTBETCTBYIOT
creu(UKaIH,

IIpn xpaHeHuMM ©pu JBYX PpA3JIMUYHBIX YCIOBHUAX
XpaHeHUss  He  HaOJIAanoch  3HAYUTEIBHBIX
M3MEHEHHH KOJIHMYeCTBa TNpHMeceii B 00pasiax,
YIIaKOBaHHBIX B IIJIAaCTUKOBBIC KOHTeﬁHepBI u
OmucTepsl.

OUBUKO-XUMHNYECKHE
XAPAKTEPUCTUKH

- PactBopnmocTs

He wHaOmomanocs  3HAYUTENBHBIX  HW3MEHEHHUH
CKOPOCTH  pacTBOPUMOCTU  JIOIFO  XPaHUMBIX
00pasmoB HcCIe0BaHUSA. Y CKOPECHHBIE YCIOBHS
XpaHEHUs] TaKXe HEe TOBIMSUIM Ha CBOWCTBA
pPacTBOPUMOCTH.



- Disintegration time

There was no significant change in the
disintegration time of samples, packed into
plastic

containers and stored under normal and
accelerated conditions during the stability study.

There was no significant change in the
disintegration time of samples, packed into
blisters and

stored under normal conditions during the
stability study. There was a slight increase in the
disintegration time of samples packed into
blisters and stored at accelerated conditions but
well within the limits of the shelf life
specification.

- Average mass

There was no significant change of average mass
of the samples, packed into plastic

containers and stored under normal and
accelerated conditions during the stability study.

There was a small increase of the average mass
of the samples packed into blisters and
stored under normal and accelerated conditions.

- Bpems pacnaga

B Xoae HUCCICOOBAaHUA CTaOUIBLHOCTU HC
Ha6moz[an005 3HAYUTEIbHBIX H3MEHECHHUI BPEMCHU
pacnaaa o6pa3u013, YIIaKOBaHHBIX B IUIACTUKOBBIC
KOHTeﬁHGpH U XpaHUMBIX TIpU HOPMAJIbHBIX H
YCKOPEHHBIX YCIIOBUSIX.

B  xonme  wuccrnenoBaHus — CTa0WIIBHOCTH — HE
HaOIIFO/JAIOCh 3HAYMUTENBHBIX W3MEHEHWH BpeMeHH
pacnaza oO0pa3loB, YIAaKOBaHHBIX B OJUCTEPHI U
XPaHUMBIX npu HOPMAaJIBHBIX YCIIOBHUSIX.
Ha6momanocs HE3HAYUTEITHHOE YBEJIMYCHHE
BpEMEHH pachaia o0pasloB, YyIMaKOBaHHBIX B
OJIMCTEPHl ¥ XPAHUMBIX MPH YCKOPEHHBIX YCJIOBHSX,
HO 3TO BpeMs HE MPEBBIIIANIO MPEAETHHOTO 3HAYCHS
crenu(pUKaIA U XPaHSHHS.

- Cpennsist Macca

He wnaOmromanochs  3HAYUTEIBHBIX — M3MEHEHHH
cpemHe  Macchl  00paslloB, YIAKOBaHHBIX B
IJIACTUKOBBIE KOHTEHHEPHl U XpaHUMBIX IIpH
HOPMaJbHBIX M YCKOPEHHBIX YCIOBHSX B XOe
HCCIEI0BaHUA CTAaOUIBLHOCTH.

HabGmomanocs HeOonpIoe yBEIWMUEHHE CpPETHEH
Macchl O0paslioB, YIMAKOBAaHHBIX B OJIUCTEPHI U
XpaHUMBIX TIPH HOPMAJIbHBIX W  YCKOPEHHBIX
YCIIOBUSIX.



