CONG TY CPDUQCLIEU CONG HOA XA HQI CHU NGHIA VIET NAM
TRUNG UONG 2 Déc 1ap — Tw do — Hanh phic

sé: 405¥  /DL2-TBV TP. H6 Chi Minh ngay 19 théng 8 ndm 2024
V/v: Théng bdo thay doi mau
sdc va thanh phdn vé nang
Lipanthyl 200M

Kinh giti: - SO 'Y TE TINH NINH THUAN
- TRUNG TAM Y TE THANH PHO PHAN RANG-THAP CHAM

Truée tién, Cong ty CO phén Dugc Liéu Trung Uong 2 xin cdm on sy hd trg va hop tac
ctia Quy Khach hang dbi v6i cong ty chiing t6i. Trong nhiéu nim lién, cic san pham cta cong
ty ching t6i da dugc Quy Khach hang tin tuéng va sit dung dé diéu tri cho bénh nhan.

Céin cie Quyét dinh sé 08/0D-SYT ngay 05/01/2024 clia Gidm déc S¢ Y Té Ninh Thudn
vé viéc phé duyét két qué lwa chon nha théu Géi s6 01: Géi thau Thudc Generic va vdc xin
nam 2023.

Cong ty ching t61 Jid trung thdu va dang cung tmg dén Quy khéch h:‘mg san phéi
Lipanthyl 200M (Feno; brate 200mg; dang bao ché: vién nang cing), sb dang ky
17205-13 ciia nha san vt Astrea Fontaine, chi tiét nhu sau: E
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Chuang t6i trin trorg thang bao c6 su thay doi trong mau sac va hinh thirc vién nang nhu ..
sau:

Vién nang dang fvs hanh Vién nang s€ thay aoi

Vién nang mau cam dat va khong ¢6 chit

Vién nang mau cam va cé chit “Lipanthyl
200M”, “Sin xudt tai Phép”

Noi dung thay ddi trén di duge Cuc quan Iy dugc phé duyét ngdy 28/6/2023 cong van
56 6852/QLD-PK cho phép thay dbi tiéu chudn chit luong duge chét, thay ddi qui trinh san
xut thudc, thay dbi mau sic va thanh phén v6 nang, cdp nhét phuong phdp phén tich tiéu
chudn chit luong thube.

nngthanh



Thay d6i ndy khong anh hudng chét lugng thudc, thay ddi nay s& dugc ap dung cho céc
16 hang dugce nhip khéu vé& Viét Nam trong thang 8/2024. Tuy nhién trong giai doan chuyén

giao s& ¢6 san phdm véi ca hai hinh thirc vién nang dugc luu hanh trén thi truong.

Cong ty chin thanh cam on sy hop téc ciia Quy khéch hang.

Tran trong kinh chao./.

Noi nhin:
- Nhu trén;
- Luu VI,TBV

Tai liéu dinh kéem:
1. Céng vin 6852/QLD-DK

nngthanh
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BOY TR CONG HOA XA HQI CHU NGHIA VIET NAM
' QUAN LY DUQC Poc lap - Ty do - Hanh phic

w S8 {552 /QLD-DK Ha Noi, ngay 2% thang (& ndm 2023
i TCCL dudc chit, thay ‘
X hubc, thay ddi mau séc va
thanb-phy \ vo nang, cip nhét PPPT
75T otteehudn chit lugng thude

Kinh giri: Abbott Laboratories (Singapore) Private Limited

Dija chi: 3 Fraser street, #23-28 DUO Tower, Singapore 189352,
Viin phong dai dién: Tang 7, toa nha Handi-Resco, 521 Kim Mé, qudn
Ba Binh, Ha Noi.

Cuc Quan 1y Dugc nhin dugc hd so sb tiép nhan 858/TDNN ngay
16/05/2022va céc tai ligu lién quan clia Cong ty vé viée thay d6i tidu chufn chat
Jwong duge chét, thay dbi quy trinh sdn xuét thube, thay d6i miu séc va thanh
phin v nang, cép nhat phuong phap phén tich ti€u chuén chit luong thube d6i
v6i thube da dugc cp gidy ding ky luu hanh.

~ Can ol Thong tu sb 08/2022/TT-BYT ngay 05/09/2022 ¢ia B trudng Bo

Y t& quy dinh viéc dang ky luu banh thudc, nguyén lidu lam thubc.

Ciin ¢(t Bién ban thdm dinh hé so thay dbi/ bd sung cua cong ty, Cuc Quin

-1y Duge céy kién nhu sau: |

Pdngy v& viéc thay dbiticu chuén chét lrong duge chit, thay ddi quy trinh
san xudt thude, thay ddi mau sic va thanh phan v6 nang, cép nhat phuong phdp
phan tich tidu chudn chét lugng thudce doi véi thube Lipanthyl 200M, sb dang ky::
VN-17205-13, cy thé nhu sau: :

Bang so sanh ndi dung thay déi dugc déng dau x4c nhén cia Cyc Quéan ly
Duoc va dinh kém theo cdng vin ndy. )

‘Ngodi ndi dung duge thay dbi trén, tit cd cac ndi dung khac gilt nguyén
nhu hd so dang ky thude huu tai Cuc Quan ly Duge. '

Co s& ding ky, co s& sén xuét phai chiu trach nhiém vé chit luong dbi VOl
thudc luu hanh trén thi trudng va c6 trach nhi¢m thong bao su thay ddi nay dén
cc co quan lién quan va khach hang,

Sau 12 thang ké tir ngdy ky cong vin ndy, thude trén khong duge nhap khiu
véi che ndi dung cii da dé nghi thay dbi. ' )

Cuc Quan Iy Dugc thong bio d8 Cong ty biét va thyc hién ding cdc quy
dinh cta Viét Nam v& i hanh thude./. '

Noi nhin:

- Nhirteény

- Cuc trirong (48 bic);

- Vién KN thude TU (dé p/h); *
- Vién KN thudc TP HCM (dé p/h); e
- Luu: VT, BKT (TTQ) (2b). WA
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Fenofibrate Capsules 200mg — FP Mfg process change & Capsule Color Change- Minor Variation

Table 1: Comparison of the CTD sections of pre-change and post-change dossiers

of‘mesh 630 pm and 400 pm.

Diffraction for Fenofibrate Micronized

.

- CTD Pre-change Post-change S&mmary of
Section : the chang
3.2.8.2.1 Corden Pharma Manufacturing, | Corden Pharma Manufacturing, [ Mlcrgn:{zatxop’i

Chenove 47 Rue de testing, release | Chenove 47 Rue de micronisation, . _
Longvie 21300, Longvic 21300 | testing, release 'I '
Chenove, France ‘ Chenove, France | 2 ‘ manufasturer
32541 |
Test Accep Anal Test | Accept Analyt | | PSD limits
tanc ytical ance. ical | has been
e proce criter proce updated
crite. dure i ia dure
ria | Partic!> size, it ym RTM.P1306
Particle size, in soto | || o | 519 pm |
pm <400 ym 1000160279 | -D%0 <25 um ) | |
-D90 < &30 um | [ - D99 < 50 um J',;{_f.w o
32842 SOLID 1000160279 - Particle size is determined on sieves | RTM.P1306 ~ Particle Size Determination by Laser

Rgaéﬂn for the
i chanze. .

Hange in the

-+ mmufacturma process

frpr’rx cc-»mxcromzeé to
.mwromzed fenofibrate

.- drfinished product

manufacturing process:




Fenofibrate Capsules 200mg ~ FP Mfg process change & Capsule Color Change- Minor Variation

CTD Pre-change Post-change x | Summary of | Reason for the ]
Section , _ the change change
3.2.P.1 Description of the dosage form Description of the dosage form o | Change in the | Thecolor of the
Qggque, ordzxnge capsule size 1, containing a'white or almost Opagque, ochie capsule size 1, containing a whitish powder; capsule color | capsules have been
white powder. | . . o and | changed do to the.
Compasition ofhe Capsale Shll Composition of the Lapsf:& Shell ggmppgition.‘ reanVaJ off ngy'thrfasin;_._
; Theoretical Update of the. | as'this compound 18
Theoretical Component | quantity. Function Reference current considered that this
Component . quantity Function | Reference ‘ per capsule references. compound in high
per-capsule Feraniam Ph. Furl Update of the. | doses could be ‘
Ph. Eur. dioxide (B 1.00% Opacifier |  conforms to description of | potentially toxic. The
| | Titanium v 2.33% Opacifict {0150) 171) (EU) 25102012 the powder in | change in the 'C?ipsule
| | dioxide (E171) | ™ conforms to Red fron oo | conforms to the capsule. | color/composition has-
95/45/EC oxide (B 0.3 | Colore | prya3ingz | not impact of the drug
ron-axide 150y | Coloring | conformsto 172) - | ‘product quality.
(B172) : agent 95/45/EC Yellow iron , Eoliring “conforms 10 The description of the.
g;f{g;r)osm 0.17% Czlgc;r;xtag cgr;figx;;:s éo (1»‘;133 (B 8,70% : nagam = | (BUy23iR012 e form s
Ph. Eur i s ad D Ph. Eur.} harmonized.
e gs ad . (0330)Eort Gelatin 100.0% Fitler T
Gelatin 100.0% Filler | Reforencs souee I Current edition
ot found,
' Current edition iy
32P3.1 Site Function(s) Site |Function(s) /"~ || Removed | Sites removed asthe: |
Corden Pharma Chénove 47|Co-micronisation Recipharm Fontaine Rue | Manufacturing, packaging, | Corden AP] is direcily
Rue de Longvic 21300 Des Pres Potets ‘ testing, release | Pharmaand | purchased as |
Chenove, France 21121 Fontaine les Dijon, i| Jet Pharmaas | micronized APL No
Jet Pharma SA ViaSotto  |Co-micronisation France [ co- comicrorisation step is:
Bisio | micronisationi | involved.
42/A CP 234 — CH-6828 | sites
Balema '
Switzerland \
Recipharm Fontaine Rue:  [Manufacturing, packaging,
Des Pres Potets testing, release
21121 Fontaine les Dijon, i
France | |




Fenofibrate Capsules 200mg — FP Mfg process change & Capsule Color Change- Minor Variation

32.p32

[ Component Quantity Reference Component Quantity Reference |
|| Fenofibrate 202.3kg Ph. Eur.(1322)" || | Micronized Fenofibrate 2023 kg Ph. Eur? |
Sodium laurilsulfate 7.1kg Ph. Eur. (0098)! || | Sodium laurilsulfate 7.1 kg! Ph. Eur. 2
Lactose monohydrate 99.2 kg Ph. Eur. (0187)' Lactose monchydrate 992 kg Ph. Eur. ?
Pregelatinised starch 29.46 kg Ph. Eur. (1267)! || | Pregelatinised starch 29.46 kg Ph. Eur.?
Crospovidone 6.87 kg Ph. Eur. (0892) || | Crospovidone 6.87 kg Ph,Eur. 2 |
Magnesiuim stearate 491 kg Ph. Eur. (0229) | | Magnesium stearate 491 kg Ph. Eur?

Purified water® gs granulation | Ph. Eur. (0008)' || | Purified water® gs granulation | Ph. Eur.?
|| Size 1 capsules = 982,200 In-house J I_SiZe 1 capsules =082.114 In-house

! Current edition

2 Used for granulation, removed during manufacture

The manufacturing formula presents'an overage of 3% in
fenofibrate/sodium laurilsulfate comigronisate, calculated on the
theoretical weight of comicronisate (196:4 kg fenofibrate + 6.9
kg sodium laurilsuifate),

This formula corresponds to the amounts of products used for the
production of one batch of finished product. Mixing and
comicronisation of fenofibrate with sodium laurilsulfate are
performed on batches using 414.0 kg of fenofibrate. A partof
these batches of interimediate product, 209.4 kg, is used to
produce one batch of finished product.

T

¥ Currentedition
N

This quantity includes an overage of 3%.

"Used for granulation, removed during manufacture

Fenofibrate

. has been

changed fo
Micronized
Fenofibrate.
Number of

| capsules per

batch has
been changed
from 982,200

| t0982,114

The AP for the
rnanufacturing has
been changed from |
Conticronisatée '
(SLS+Fenofibrate) to
micronised
Fenofibrate.

Based on the batch
size-of the final blend,
the number of capsules
hagbeen revised to
982,114 capsules..
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Fenofibrate Capsules 200mg — FP Mfg process change & Capsule Color Change- Minor Variation

_ o The powder is mixedin a turn-over mixer for 30 +10 |
| miriutes at an appropriately validated rate. Equivalent

| new process:

Therefore, this step is

M

weighed, then pre-mixed for 15+5 minutes in a turn-
over ‘mixer. Fenofibrate/sodium laurilsulfate: co-
micronisate, lactose and pre-gelatinised starch are then
loaded into the mixer-granulator. While powder is
mixed by the main axis at 57 +5 rpm, purified water is
delivered in the mixer-granulator through a pump with
adjustable flow to a final target water volume of 64-66
liters using a validated water flow addition sequence.

o After the wetting phase, mixing is maintained at 115 =
10 rpm until main axis power consumption reaches 10
kw, without exceeding a 1 200 seconds duration.
During the whole operation, the chopper works at 3 000
& 150 rpm. The ranges. presented for the granulation
step -are those validated for the Lodige® FKM 1200.
Equivalent equipment with appropriately validated
ranges may be used.

dissolved.
Step m.;ﬁ:wuﬁmaca _

Previondiog of actoselatarch: ¥

¢ Load the Lactose/starch m the high shear granulator and
mix,

GJ Smx?m...ww?m ,gmn?uﬁ& F nnommwﬁnu

s Load the micronized fenofibrafe in %m.,.:wmrv shear
granulator and raix.

Granulation:

e .wvwmw the m&wim?m“ ”w&zmmmvmag mﬁv w

separately and:
oneafter the
other.
Blending of
lactose,
pregelatinized
starch and
fenoftbrate is
performed in
Granulator
‘instead of
turn-over
ngﬂmﬁ

The process
parameters:
forthe
granulation
Process are
same for the
approved and
the proposed
process, only
the.
description
has been
revised

{Fenofibrate), Process

‘part of continuous

equiprent with appropriately validated ranges may be | no-more required.
used.
. 4 — AR ! Sodium © As the API has been
Step 3: | Step f.?%mﬂmzwsow mmmmﬁmacs solution Taurilsulfate. changed fom |
o  The fenofibrate/sodium laurilsulfate co-micronisate is | »  Add the purified water. and comicronized (S1.8 |
weighed. Lactose and pregelatinised  starch are i . G .| fenofibrate and fenofibrate) to |
e Add Sodium laurilsulfate and mix until completely | 416 added Hicionizel

has been revised a8

improvementto
increase the process
efficiency.

e T, Tk



Fenofibrate Capsules 200mg — FP Mfg process change 8-Capsule Color Change- Minor Variation

.

[ Step d- Step 3: Drying No change No-change

e  The granulate is transferred to the bowl of the fluid-bed
_ dryer. The air flow is adjusted in order to prevent
| Yiolent spattering of the powder toward the upper part
of the apparatus.

o  Thewet granulate fromstep 2 is driedina fluid bed dryer
with an inlet air température set at approximately 65°C.
The drying process is controlled with in-process tests
that are summarized in Table 1.

o Inlet air temperature is set at 65°C. When the outlet
temperature of the air reaches 53°C and/or product '
temperature reaches 60°C, heating and fluidization are
stopped and the powder is allowed to-cool down to less
than or equal to 50°C. The ranges presented for the
drying step are those validated for the Glatt® WSG120.
Equivalent equipment with appropriately validated

ranges may be used. _ _

W Step S: Step 4: Screening (Deagglomeration) Granulate fs | With new process
o An adjusted amount of the external phase | e Screen the granulate from step 3 through 0.8 mm screen. | S Bn vammsoa ;
e NN v . excluding evaluation was doneto
(crospovidone, magnesium stearate) is added to the dry . = . ! -
| R : . ‘ & external sieve the external
powdér in the fluid-bed dryer tank; the whole is | chase BT T AR _
unloaded through a mill. [ i i XEIP Separatey’ |
_ The external | using the sieve and
o Milling is carried out by forced passage through a ) &Sma is | was found to show no-
screen with 0.8 mm holes. The speed:of the rotor is 1 . Em«&.@cﬁ@ ”_ effect on the properties _
000 = 100 rpm. The ranges are those validated for the weighing. of the blend orthe
Mill Fitzmill® D6. Equivalent eguipment with finished product:

Therefore, it was

appropriately validated ranges may be used.
. proposed to sieve only

¢ Drying and milling are repeated for the second half of granules in the milling

the granulate. B step. . o

i ? i

| Sten 6: Step §; Final Blending The two parts | Blending time has _

_ ’ . o .| ofthebatch | been reduced based.on |

¢ The two parts of the batch are transferred t0.2 1000 L s Manually sieve the crospovidone and magnesiim | g the process validation |
container which is charged into a furn-over mixer and stearate. Blend with the milled granules obtained in step | external - stady

mixed for 60 = 10 minutes at an appropriately 4. phase are
validated rate. Equivalent equipment with & \




Fenofibrate Capsules 200mg — FP Mfg ﬁroéés‘é change & Capsule Color Change- Viinor Variation

: appropriately validated ranges may be used. transferred to
| ; . a 1000 L
containet and
mixed
for 360
rotation
z at '8 RPM.
Step 7: Step 5: Capsule filling No change. No change
_ & Fill the final blend in capsules using appropriate dosing
e  Thecapsules are filled using an appropriate dosing disc. The capsule filling process is controlled with in-
disc. process tests that are summarized in Table 1.
Steps-8 and 9: Steps 7: Blistering, ) No change No change
o  Capsulesare introduced into blisters which have just | o The capsules are packaged )
been thermoformed from a polymeric film as into blisters: The blistering process is controlled with
‘described in Sectioh 3.2.P.7. Blisters are then closed in~process tests that are summarized in Table 1.
with a thermosealed aluminium foil. Batch number . Steps 8: Packaging.
and expiry date are printed. o The blister packs. and leaflet are put intg carton
o Blister packs and leaflet are put into boxes on line, boxes online, batch no. and éxpiry date being printed on '
batch numiber and ‘expiry date being printed on the the box. )
box. fi
3.2P.3:33 Step 2: Table 2: In-Process Contrgls for Fenofibrate 200 mg Capsules #7"No Change. No Change
Feeding flow rate of micronizer is checked every 30 Unit In-Process | Testor | Acceptable Controls have
minutes, Operation | Control [ Measurement| Range | been
Step 4: | ' Halogen lamp | compiled ina
‘Control of the drying process requires control of the in{gt { (HR73: 4.58 ‘table.
and outlet air teraperatures for the fluid bed dryer Glatt F e A 7105°C / stop o
WSG120 (respectively 65°C and notmore than 53°C), the Dhvins HOSS ORGIVING)  (iterion 4 / <1.80% I
product temperature (not mote than 60°Cyand ' ‘ N lamp: l_
determination of the water content of the powder at thé end - halogen) | | |
of the drying process (not more than 3.0%, by Karl Fischer Karl fisher ! Average on <3.0% | |
method). ( i | two measures |
Step 7: . . . ) Visual Check: N/A _Complignt-
At the begi;ming of the filling process, the filling stations |Capsule Filling MRS % e
are adjusted so that the mean mass of the content of 20 J | Averagemass | Eur.Fh  |350.0 mg 5%]
capsules ranges from 347 to 353 mg and the individual | Disintegration| _Eur. Ph. | Max 15 min




Fenofibrate Capsules 200mg — FP Mfg process change & Capsule Color Change- Minor Variation

[ 15 minutes.

mass from 333 to 367mg. During the filling process, the
mean mass of content of 20 capsules is evaluated every 30
minutes.

If the mean mass of content is:.

® outside the range 324 —376 mg: filling is stoppad and
filling stations are adjusted as described above;

®.  inside the range 324 — 376 mg but outside the range
333 — 367 mg: a new determination is immediately
done. If it is the same case, the filling stations are
adjusted; otherwise filling is continued;

®  inside the rangef333 ~367 mg: production is
continued.

Every hour and in case of an extended shutdown of more
than 2 houts, the individual mass of filled capsules is
determined and the used capsules are checked for visual
defect. .

Disintegration time is checked on 6 capsules at the
beginning of the filling operation, after every morning start
and after every change of empty capsules batch. Results
are reported in the batch record and must be no more than

The length of 10 capsules is checked at the beginning of
the filling operation once a day and after every change of
empty capsules batch. This check is also performed in.case
of an extended shutdown of more than 2 hours.

Step §:
Each blister strip is printed with a batch number and expiry
date.

Individual

i
i | Bur. Ph. 1333 t0 367 mg
Lengthof [Limit forsize 1| ., 5 , o
Y |19.2 0.3 mm
cepsuies | type capsules |
o oiisterseat | . [MlistedBlifg
Blistsiing ' X | Leak Test™ |reshoold pass
Integrity | |

i i the fost
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r Blister sealing is checked at the beginning of the

blisterisation sequence. Blister packs are plunged into an
aqueous methylene blue solution during 2 minutes under
0.5 bars and checked for absence-of solution intake,

The batch number and expiry date are'printed on each box.
. Mic,roni§er Jet Pharma® MC400, or equivalent, fed with e H1 gh shear mixer Lodige® FKM 1200 or equivalent. ?2;?325:2;@ I::;ﬁ?:észrﬁi;?ﬁz
appropriate gas e PBumpwith adjustable flow. MC400, or change from »
® High shéar mixer Lodige® FKM 1200 or.equivalent. o Mill Fitzmill® D6 or equivalent, :gquivfﬂent, qu.icrgpi‘safe 10
®  Pump with adjustable flow. ®  Fluid-bed dryer Glatt® WSG120 or equivalent. Zii;:;g?iate | ?;;"é%‘éiiiﬁ
Equipmen ¢ Mill Fitzmill® D6 or equiva_len't, e  Turn-over mixer for containers. gasha's'been
t list ®  Fluid-bed dryer Glatt® WSG120 or equivalent. ® 1 000L and 1 759 L containers, or other container size l removed.
®  Turn-over mixer for containers: as appropriate

e 1000L and 1750 L containers, or other container gize | © Capsule filling machine GEF-Bosch® 1200.or 1500, or
as appropriate MG?2 Futura, or equivalent.

° Capsule filling machine GKF-Bosch® 1200 or 1500, or
'MG2 Futura, or-equivalent.

‘;;zl»"‘,

R
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Acceptance Criteria

Acceptance Criteria

Change inthe

The color of the

| Analytical Analytical | | capsule color | capsuleshave been
Test . 3 v Test : - P
' ‘At release durn:igf:helf Procedure at release dum{f’f:he’f Procedure | | and changed do to the
e — — composition. | removal off erythrosin,
Characters. Opague, orange|  Opaque, visual Characters Opagque, ochre | Opaque, ochre Update of the. | as this compound is
capsule size 1, | orange capsule capsule size 1, | capsulesize 1| oo ) current considered that thig
contajniing a size 1, containingd | containinga referehoes. compbun d'in high
»vhxte or almost cgn;mmng a whitish powder | whitish powder Update of the doses could be
whité powder |white or almost A S o .
‘ white powider: Identification description of | potentially toxic. The.
[dentification | = Identification of | Retention time: - the powder in' | change in the .c?:dpsule
fenofibrate by of main peak Y the capsule. coiqr/composmon has
Identification of | Retention time - SOLID HPLC identical with Rk 03003 net impact of the drug
fenofibrate by of main-peak 100012205 | | that of the i Referencesto | product quality.
HPLC || identical with 8 _reference. the analytical | The description of the:
t:‘j}i?ggf Identification of | Rf of the main - | | PRSRSIRES dosage form is
' fenofibrate by spot identical RIDAPDPG | | a1€ changed. | harmonized.
Identification'of | Rf of the main - | ‘SOLID. TLC with that of the 03002 Th¢ references to the
32P5.1 fenofibrate by spot identical 1100012205 refererice analytical methods are |
3.2.P.5. TLC with that of the ' 8 icts changed to the new
reference ;_ = N TRy R | - naming of the
Tests ‘ g”ﬂ:&fz; a:erage 3325 f}o:ﬁ?-.s 3525 ;00.367 3 APh.EESr;z.F}. documented system
—— == mass ng) ng ng B used in Abbott.
Contentaverage | 332.5 10 367.5 | 332.510367.5 | Ph. Eur. | s uniformi Complies with ' ' ‘
mass Mg mg 2.9.5% Massuniformity | Co pth’ B} _
Mass uniformity | Complies with - Ph. Bur. reqnireménts:-of - Pfj‘g%%r
: the 2.9.5° the Eur. Ph, e
requirgments-of ) (£7.3%)
. .Eu‘r‘.) Ph. Disintegration time| < 15 minutes | <15 minutes | Ph. Bur.
(7.5%) | : 9013
Disintegration <15 minutes | <15 minutes | SOLID . . _ , B =
fime, - j 100012205 | | [Pissolution test | Qu=75% | Qu=70% | RDAPDPY
8 Qu=90% | Qu=85% | M7
Dissolution tést | 20 minutes: = | 20 minutes: =-| SOLID Degradation | | | -
(average of 6 75% 70% | 100012205 | | |products/Impuritie 'R{M}’{}Pd '
capsules) 40 minutes: 2 | 40 minutes: 2 8 s (HPLC):! , g3ned |
90% 85% Impurity A <0.1% <0.1% 26 AN
A

i0




Fenofibrate Capsules 200mg — FP Mfg process ¢hange & Capsule Color Change- Minor Variation

SOLID Inipurity B <0.1% | <01%

Degradation ‘ :
products:' <0.1%"% <0.1%¢ 1600122051 | [Ubknown <0.1%each | <0.1%each
Impurity A <0.1% <0.1%¢ 3 impurities <0:3% <0.3%
spurity | . , T Total of impurities
?p"“‘iﬁd <0.1%each? | <0.1% each? —— = i PPTY Fry——pr
nspecified o 0/ Microbiologica Ph. Eur5.1.4% | Ph. Eur5.L
impurities S0.3% =0.3% contamination’-© {nonaqueous. | (nonagueous
Total of impurities | preparations for |preparations for
oral use) 2l
Microbiological | Ph. Eur.5.1.4> | Ph. Bur5.1.4° , Lo cmlose) . o 050
contamination? | (nonaqueous | ‘(nonaqueous TAMC | NMT 10° NMT 10° PH. Eut. . ,
preparations for| preparations -(tqtal agtrobzc -CFU/g . CFUlg | '76 123' | ;
oral use) for oral use) microbial count): ) | : i
TAMC NMT 103 NMT 1¢? Ph. Bur, || [TYMC NMT 102 NMT 107
(total agrobic CFU/g CFU/g 2.6.12} |(total combined CFU/g CFU/g Ph, Eur.
microbial count) | _ |yeast/moulds t 76123
=== Couﬂt) [ ’ i |
TYMC NMT 102 | 'NMT10® | Ph.Eur. T : e
(total combined CFU/g CFU/g 2:6.12 Escherichia coli Absént/g | Absent/g Ph. Eur:
yeast/moulds | . 2.6:13°
count) [Ass ay
Bscherichiacoli | Absent/g | Absentlg | PR Eul || iAssay of 190.010 210.0 | 190.0102100 | .
D197 || Henofibrate mg/capsule mglcapsile | RDAPDPO
Assay 95010 105.0%|  (95.0t0 03003
. S - LC 105.0% LC |
Assay of 190.0 t0210.0 | 190.0 10210,0 | SOLID | | ™ TNo routine st ) 30% L) a
fenofibrate mg mg 100012205 Mo routine test
L8 #Every 10 batches. .
g y 3 Moarrast ey |
* Mo routine test Current edition ‘
To be performed on every 10 batch §
v i
Current edition ‘ ;
“ Percentage of the fenofibrate label claim IS (] (
Dissolution for Stability (Ph. Eur. 2.9.3, current. ed). Dissolution for Stability (Ph. Eur. 2.9.3,curr.ed.) /° | Alterationsto: | The method useis ';
. ; | the changed in order tobe |
32.P52 The dissolution test:is performed using: This method should only be used cnee the dissclution results | dissolution | aligned with the E ]
o are not complying to the specifications with method 1.1 | method used | guidelines on- 1
" ‘described above. This means cross-linking of the capsules | i stability crosslinking and -’
a paddle apparatus;

11
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a rotation speed 90 rpm = 4%;

Dissolution medium:

In the vessel, add 500 ml of aqueous solution-of
pancreatin at 35 mg/l in phosphate buffer pH=8, 1
capsule and allow the pancreatin to operate during 30

" minutes, then-add 500 m! of 0.2 M aqueous solution of

sodium laurylsulfate.

Paricreatin is added to produce not more than 1750
USP Units of protease activity per 1000 ml of the
dissolution test medium.. Other paricreatin
concentrations may be used depending on the protease
-activity per mg. .
The sodium laurylsulfate having an inhibitory effect
on the pancreatin, the hydrolysis of the gelatin is
cairied out before the addition of the aqueous sodium
laurylsulfate solution. In order to have a final
concentration of 0.1 M in sodium laurylsulfate in the
dissolution medium, a 0.2 M aqueous sodium
laurylsulfate solution is used to make up-to the
volume.

A reference solution is prepared as follows:

To prepare in duplicate, dissolve 20.0 mg of
fenofibrate with 10.0 ml of acetonitrile, and dissolve
on a magnetic stirrer for 15 minutes. Complete to
200.0 ml with dissolution medium (being 50:50 V/V
of pancreatin at 35 mg/lin phosphate buffer pH=8 and
0.2 M aqueous solution of sodium laurylsulfate).
Dilute this solution to 10 times its volume with

| ®  arotation speed 90 rpm = 4%;

have occurred and pancraati;n riiust be used to break the cross- '
Jinking bonds. '
TR ME

The dissol ation test is performed using:
® a3 paddle apparatus;

®  Preparation of rezgents;

Phosphate buffer pH 8.0 (Solution A) » o
v 1250 m! KH.POs 0.20 M (e.g. weigh 545 g of
KH;PO4 in a graduated flask of 2 liters, make up to
. volumewithwate). . ‘
© 11522 mL of NaOH 0.20 M (e.g. weigh 16.0 g of
NaOH flakes in a graduated flask of 2 liters, make
~ up to volume with water). o -
- Mix the two solutions and make to volume (5 liters)
with water.

Pangreatin solution (Solution B .|
Prepare S liters solution with 35 mg/L _of pancreatin in |
solution A,

Pancreatin is added to produce not more than 1750 USP Units
of protease activity per 1000 ml of dissofution medium, Other
pancreatin concentrations maybe used depending on the
protease activity per mg.

Dissolution Medium part 1

made. The
method
should only
be used once
crosslinking:
inthe
capsules are
seen and not
at each time
point of the
stability. The
addition.of
the capsule in

first media

(pancreatin) is
the actual
start-of the
dissolution inl
the updated
method, after
10 minutes
the SLS.
media is
added. No
charige the
compositiori
to the media.

| The set-up of'the

testing with enzymes.

dissolution (start of
actual dissolution) is
aligned with EP

guidelines on testing |
cross linked capsules.

dissolution medium (being 50:50 V/V of pancreatin at | 200 mi of solution B, Degas d heat 10 37 ¢C = 0.5°C:
solution of sodium laurylsulfate). Dissolution Medium part 2 _ - !
i ; ' i f," It;. e |
Ao o ‘5‘.;1;“" : _ % 3 . ;yw =

12
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® A UV-visible spectrophotometer set to 290 nm and
fitted with cells of 10 mm path length.
Introduce in each of the six vessels a capsule
previously weighed with a stainless steel piece, The
capsules must be at the bottom of the vessel.

At times 20 and 40 minutes:

®  Take a sample of 5 ml in each vessel through a filter
(porosity 10 to 20 um);

®  Add immediately 5 ml ofnew medium in each of the 6
vessels.

e Dilution: in a25'ml volumetric ﬂask, introduce 1 ml
of each sample and ‘complete to 25.0 ml with sodium
laurylsulfate solution.

Determine the absorbance of the solution at k max.
near 290 nm. Use the dissolution medium as blank.
The ratio of absorbance of the 2 referetice solutions
must range between 98.0% and 102.0%.
The percentage of fenofibrate dissolved when pancreatine
‘is.used must be = 70% at 20 minutes and > 85% at 40
minutes.

0 7 M Sodiom Jauryl sulfate solution: wexgh 5768 g of
| Sodium Jaury! sulfate per liter of water and dissolve. Degas
and heat to 37 °C + 0.5%C.

Diluent

| Mix 500 ml of d%sa!utmn medium part | wxfh 500 ml of |

dissolu*:on mediam part

& A vreference ‘:oxutmn is prepared as fOHOVv'b {preparc in

duplicate) »
Accurately weigh 20.0 mg of F enofibrate ARS into
a 200-ml volumetric flask and dissolve with 10.0 ml
of acetonitrile.
, ‘Magneticall}"f' stir for 15 minuies.. Compiefé 10 200.0
mL with diluent.

Dﬂute th1s soJuuorx 1o 10 txmes xts velume thh
diluent.

Por Onhne samp mg (preparc in duphcate)
Acourately weigh 20.0 mg of Fenofibrate ARS into
a 100-ml volumetric flask and dissolve with 5.0 ml
of acetoniirile.
Magnet‘ically stir for 15 minutes, Complete to 100.0
ml, with diluent,

Standard solutions are stable for 4 dayﬁ at 15—3 0°C ‘;&;tdred in

clear glassware,

@ A U’v’-wsxbic spﬁclrophommeter 56t m 290 am and

® _Prbcedura for Dissolution;

|

13
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+  Transfer 500 mL of dissolution medium part I to the
-[ 6 dissolution vessels.
~  Allow the media to reach 37.0+ 0.5°C.

< Introduce in each of the six vessels a "'cﬁmsu'l
previously weighed with a stainless-steel sinker.

+" " The capsules must be at the bottom of the vessel and
start stirting.

After 10 minutes add 300 ml of pre-heated
dissolution medium part 2 to the 6 dissolution
vessels.

After 20 minutes and 40 minutes after introduction
‘of the capsules, withdraw an aliquot of about 5 ml.
from each vessel and immediately add 5 mL of new
‘dxssqutxon medmm‘ j
veswls corr ecz for the decreased vaiume and wundrawo? .
Fengftbrate.

Filter each of mc’sp'eéxmeﬁs through suitable Sanip?e
prepamnon filrers, ﬁxscardmg the first 2. mL I

- allow the sample specxmens to_cool down to
ambxent temperature.

For off-line samphng ‘

i Plpem 1.0 ml of the sample into a 20~-mi volumetric
flask and complete to 20.0 ml. with dissolution
medium (for capsule of 200 mg)

.~ Measure cach of sample specimens at 290 nm, using
dissolution medium as a blank.

Sample solutions are stable for 4 days at 15-30°C ‘
stored in clear glassware.
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e Determine the absorbance of the solution at A max. |

near 200 nm. Use the dissolution medium as blank.
The ratio of absorbanee of the 2 reference solutions
must range between 98.0% and 102.0%:

e Evaluate the results, using the acceptance criteria.
in the current specification document and Ph.Eur.
2.9.3 (Dissolution), If required, analyze more
capsules.

3.2.P.53

Dissolution for Stability:
Additional Validation for the Use of Pancreatin

Additional validation tests have been performed with
pancreatin on capsules containing 267 mg of micronised

feriofibrate. The Fenofibrate Capsule 267 mg represents all

strengths since the enly relevant difference is the quantity
of product filled into the capsules.

1.1.1 Specificity

Specificity has been tested regarding the dissolution
medium, a solution of pancreatin in phosphate. buffer
pH=8, excipients, and absorbance due to the empty
capsule. For all the solutions tested, the maximum
interference found was the interference due to the solution
of pancreatin, corresponding to 0.4% of fenofibrate:
dissolved: this quantity may be considered negligible.

The method is thus specific for the assay of fenofibrate
after dissolution of 267 mg micronised fenofibrate
capsules in 0.1 M aqueous solution of (pancreatin/sodium
laurylsulfate).

! l Parameté

Dissolution for stability:

This report describe the validation parameters
which have been performed to validate the
procedure used to determine the dissolution by
UV-spectrometry of Fenofibrate in cross linked
capsules of 67 mg, 200 mg and 267 mg. The
‘method, described in DARIUS RDAPDP002747 is
‘alidated for the listed in Table 6 as described in
$CH Guideline Q2(R1). The validation confirms
the acceptability of the analytical procedure with
respeet 1o the gl excipients. ‘

Table 7. Validation Parameters for DARIUS

and 267 mg

Criteria | Result

a3

The updated
method-for
stability with
enzymes has
been
validated in
accotdance
with ICH
requirements.

|

The updated method

requires validationin

accordance with ICH
requirements.

15
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g

1.1.2 Qutset for the Dissolution Test

During the enzymatic hydrolysis step (30 minutes), the
amount of fenofibrate dissolved in the solution of

| pancreatin in phosphate buffer pH=8 is 1 mg. This amount
corresponding to 0.4% is negligible..

According to this result :

w  the outset for the dissolution test with pancreatin
is the addition of the 0.2 M aqueous solution of
sodiuin laurylsulfate,

o the detérmination of the amount of fenofibrate
dissolved at the end of the enzymatic hydrolysis
‘step will not be performed in routine test.

113 Linearity

The linearity study is performed on 3 separate days by the:
same operator working on the same equipment.

°  Linearity of fenofibrate in the reference solutions:
Each day, 7 independent reference solutions containing 2,
3,6,8,10, 12.and 15 ug/ml of fenofibrate, respectively
corresponding to 15% to 112.5% of the theoretical
concentration (10 pg/ml), are prepared and analysed by
UV spectrophotometry. The absorbances obtained against
0.1 M aqueous solution of (pancreatin/sodium
lanrylsulfate) are collected. Cells with a 10 mm pathlength
were used to determine the linear range-of the method. The
data obtained are presented in Table 3 hereafter.

i

[

‘Spevificic | Nointerférenceto | No interference was

y be detected at the detected at the
wavelength of the wavelength used of
compound of Fenofibrate.
interest, the
apsorbance should
be 2%

Linearity | Correlation Fenofibrate: 7
Coefficientis | levels 10% — 160%,
greater than 0.99 for | r=0.999901. The
Fenofibrate intercept 1§
Intercept must be significant but
either not analyticaily not
significant of relevant
analytically not
relevant { Y-
intercept | /b-slope
<3.0%

Accuracy | The mean recovery Fenofibrate: 7

and 90% confidence
interval of the main
component is within
95.0 - 105.0% of

- the theoretical
concentration,

The individual
recovery of the
main component is
within

the theoraticsal
concemtretion,

The intercept and
slope of the

-six replicates. Mean

levels 10%— 160%,

recovery = 100.0%,
Cl = 99.4% -
100.6%

The individual
recoveries are
within 90.0 -
110.0% of the
theoretical
roncentration.

W T
#
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Table 3. Linearity results of Fenofibrate in the ' accuracy compared | The intercept is not | |
Reference Solutions to linearity should | significantly
! he either: . different from 0,
Group ‘Series Quantity | Signal (AU) ; ! ‘.Ae- ! f&.zrk S ,1, diﬁ}" 1 min;;,
1 , 1; statistically not | B0 1€ S10pe 5
(pg/ml) 1] 1 g 1.00318
- e stariificony, PR
15 1 2.079 0.0911 - rgnity o ;
15 2 2,138 0.0981 compatibility of
R ' intercept and
15 2 1.981 9‘0824 slope with 0 and
22.5 1 3.014 0.1362 1, respectively,
: . o
2.5 2 3.095 51448 | o e ol
— i confidence .
22.5 3 3.050 0.1272 interval
45 1 6.120 0.2924 2) analytically not
v : = relevant,
45 2 6.018 0.2755 signifying that
45 3 5.886 0.2594 the mean and
60 1 8.168 0.3624 : 0% confidence
; interval of the
60 2 8.232 0.3761 recovery based
60 3 §.324 0.3188 on acouracy
, - compared to
75 1 10.095 0.4531 linearity for
75 2 10.090 0.4645 Fenofibrate must
» ; lay between
75 3 9.89 0.4227 95.0% and
90 1 12.585 0.5859 105.0%
90 2 12,100 0.5574 Range The test method is | The test method is
%0 3 10730 0.4551 linear, prec;sa,iand linear, pmcxse,’an‘d
! accurate covering | accurate covering |
112.5 1 14.670 0.6794 the range of at least | the range of ]
11235 2 15.19% 0.7023 10 - 130%.. 10 - 15994)!’101’]1!116.}
- , concentration of
112.5 3 15.670 0.6766 1 Fenofibrate. (0.02 ~
Theoretical amount at the 75% level : 10 pg/ml e 0.32 g/mb
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i veighted linear least s ) lysis i Prgcisign Repeatabi'iity;'éix Individual and B
. 1¢‘unw¢1ghte linear least squares regression ana ):"SIS is determinations, 2 mean results wers
performed on the 21 couples of data obtained. The X-Y days, two analysts: | within specification
plot is presented in Figure 1 hereafter: : _"0 e ‘ ey
= CV% must be < »  Repeatability
.. : . " B - 3.0% O = )70
(Y = signal (AU) ; X = quantity of fenofibrate (pg/ml)) 0% -~ SVE=RTA
’ Intermediate - Intermediate
Cigeeinar X1 Pioe N precision; ; Six precision CV%
v . determinations, 2 =9 6%
anb " days, two analysts
e - CV% mustbe £
ner . 4.0%
) ; Detection | For information LOD = 1.7% (-
o - / Limit ' - | 0.0034 mg/mi)
e = ! —— 1 ‘ .
e - g | [Cuaaritet | LOD < 10% L) = 7.3% (= |
e /’ on Lamit ‘ - 0.015 mg/mb)
E & ’ ¢
. .5 /V
LE 152, /
LE
)
nivr
(X3
bt ) ———r—r—r & kS i
o
& <D0
A B“.‘g:SZﬁDlX =4, 467338v-0Y
Figure 1. Linearity of Fenofibrate in the
Reference Solutions
The statistical tests carried out indicate:
o homogeneity of variances between the levels Iy
tested H4
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1

e existerice of a relationship between signal (AU)
and amounts

o linearity of this relationship
Y-intercept not different from 0 at the
significance level of 5%.

Linearity of fenofibrate in the reference solutions is thus
demonstrated, with :

o equation of the regression line : ¥ = 0.045262 X +
0.00447
o correlation coefficient (r) = 0.996

®  Linearity of fenofibrate in the test solutions (obtamed
from the reconstituted dosage form):

Each day, 3 independent test soliitions are prepared by
spiking a placebo placed in the conditions-of the
dissolution test method, with a quantity of fenofibrate
cotresponding to 7.4,-10 and 12.7 pg/ml of fenofibrate

[

Robustnes | The mean ratio of - 20 minutes:

s of the automated versus The mean and
method | manual sampling 90% confidence
and 90% confidence interval for
interval must be Fenofibrate is
be{ween ‘ 1 02.8~ 1060%
90.0 - 110.0% for (mean =
the 20 minutes time 104.4%)

point. - 40 minutes: =
The mean ratio of The mean and
automated versus 90% confidence
manual sampling interval for N
and 90% confidence Fenofibrats is
interval must be 08.9 ~ 100.3%

between

96.0 - 104.0% for
the 40 minutes time
point,

(mean = 99.6%)

| intended use for the dissolution of Fenofibrate in

coneentration in the test solutions. || Rostres | The e Fhe mean and 90%
. [13s ,,A‘ the meas A1 Tem) confidgree intarval
o . M ’ i J % 4 |
The data obtained are presented.in Table 4 hereafter. Uv- and 90% confidence | for Fenofibrate is
S R v o method interval must be 08.9 ~99.7%
Table 4. Linearity Results of Fenofibrate in the . betweel ' '
Reconstituted Dosage Form | 98.0 - 102.0%.
Group Series | Quantity | Signal (AU) Stability | Themean and 90% | The mean and 90%
(1g/ml) of ' confidence interval | confidence interval
55 1 7336 0.3396 | Solution must be bebween for Fenofibrate is
: : 95.0 - 105.0% 100.5% - 103.4%
55 2 7401 0.3297 (mean = 101.9%)
35 3 7.350 0.3363
75 1 10.090 0.4671 The validation data for each parameter’ is described in detail
— in 3.2.P.5.3 in the individual sections. Based onthe
75 2 10.022 0.4576 | validation data presented, this method is valid forits

N P
:
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75 3 10.032 0.4028
95 1 12.666 0.5786
95 2 12.655 0.5847
95 3 12.713 0.5874

The unweighted linear least squares regression analysis is
performed on the 9 couples of data obtained. The X-Y plot
is presented in Figure 2 hereafter:

¥ = signal (AU); X = fenofibrate concentration (ug/ml).

L Lisearityr X¢ Plat
‘(Farme. prarvegeut iquel

60

st

o

. . ) -
8o, 4 ES ] [ ] . T s ] . a1
CORGENTRRTION
tagemi

B e

Fenofibrate capsules containing 67 mg, 200 mg and 267 mg
of Fenofibrate.

<F
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Figure 2. Linearity of Fenofibrate in the
Reconstituted Dosage Form

The statistical tests carried outindicate:

¢ ‘homogeneity of variances between the levels
tested ’

o existence of a relationship between signal (AU)
and amounts '

o linearity of this relationship
Y-intercept not statistically different from 0 at the
significance level of 5%

Linearity of fenofibrate in the reconstituted dosage form is
thus demonstrated, with :
» equation of the regression line : ¥ = 0.046718 X -
0.0148
o correlation coefficient () = 0.984

®  Comparison between linearity of fenofibrate in

reférence solutions and in reconstituted dosage form:
The linear curve parameters obtained with the reference
solution are compared to those of the linear curve obtained
in the reconstituted. dosage form, in order to demonstrate
that the 2 curves are not significantly different. This
comparison is presented in Figure 3 hereafter.

21
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Figure 3. Linearity of Fenofibrate in the
' Reference Solutions:and in the
Recoustituted Dosage Form

The statistical analysis shows that the slopes and intercepts
of reference solution and of reconstituted dosage form are
not significantly different, at 5% significance level,
indicating the absence of matrix effect.

Conclusion

“The method is linear within 7.4 ug/ml and 12.7 pg/ml.of
fenofibrate dissolved in 0.1 M aqueous solution of PiL o
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pancreatin/sodium laurylsulfate, for 10 mm pathiength

cells,
1.1.4 Accuracy

Accuracy is determined from the:fenofibrate linearity data
in the test solutions, i.e, at 7.4, 10.0 and 12.7 pg/ml
concentrations.

Recovered amounts are calculated from the
spectrophotometric data, using a 100% reference solution.

Recovery values are then ¢calculated between recovered
amounts-and actual concentrations of fenofibrate dissolved
(level 75%),as- described in the linearity study. The data
are presented in table 6 hereafter.

Statistical tests indicate:
o homogeneity of ‘variances between the levels
tested

s absence of significant differences regarding
within and between-groups variations

The mean recovery is 101.5% and the 95% confidence
interval is /98.0%.; 105.0%], which is satisfactory.

Table 5. Accuracy Data

Group | Serie | Quanti | Recove | Recoveri [ Varianc
s ty red qty es es
(ug/ml) | (ug/mb) (%)
55 1 7.336 7.566 103.14
55 2 7.401 7.162 96.77 26.94
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ss | 3 | 7.350 | 7.869 | 107.05 __
75 | 1 | 10.090 | 10.407 | 103.14 :
75 | 2 | 10022 | 9.940 | 99.18 | 21.28
75 | 3 | 10032 | 9424 | 93.14

o5 | 1 | 12666 | 12.891 | 101.78

95 | 2 | 12655 | 12701 | 10036 | 17.02
95 | 3 |12713 | 13.744 | 108.11

Conclusion

“The method is accurate within the range 7.4 pg/ml to 12.7
jig/ml of fenofibrate dissolved in 0.1. M aqueous solution’
of pancreatin/sodium laurylsulfate.

1.1.5 Precision

Precision was performed on 3 separate days by 2 different
operators working on the same equipment.

Each day, calibration was performed as indicated in the
dissolution test method.

Each day, I dissolution test is performed from 6 capsules,
corresponding to a theoretical final concentration of 10.68
g of fenofibrate /ml of dissolution medium.

The: quantities pf fenofibrate dissolved. (%) are presented in
Table 6 thereafter.

24
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Table 6. Precision Data o - |
Fenofibrate dissolved at
Series. Test 20 minutes 40 minutes |

1 1 84.57 89.04 ‘
1 2 84.95 8821
1 3 8436 88.41 |
1 4 85.40 88.25 ,
1 5 83.68 87.94
1 6 84.74 88.21
2 1 89.69 94.17
2 2 89.67 93.54
2 3 89.25 93.33
2 4 89.68 93.56
2 5 89.48 92.55
2 6 89.78 92.85
3 1 88.69 93.92
3 2 90,68 96.90
3 3 92.79 94.70
3 4 90.31 96.14
3 3 50.89 95.47
3 6 89.61 9499

Preliminary statistical test indicate a good homogeneity :

between the series tested. |

Then the calculations give: | I
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s arelative standard deviation for repeatability
(RSD:) =1.0% at 20 minutes and
0.8% at 40 minutes;

o arelative standard deviation for intermediate

precision (RSDr) =3.7% at 20 minutes and 4.0% |

at 40 minutes.

1.1.6 Range

Regarding the data obtained above, the interval of the
method may be defined within

7.4 ng/ml and 12.7 pg/ml of fenofibrate dissolved in 0.1 M
aqueous solution of (pancreatin/sodium laurylsulfate), for
10'mm pathlength cells, i.¢. approximately from 70% to
120% of the theoretical amonnt (267 mg per capsule, or
10.68. pg/iml in the test solution).

3.2.PR53

Validation TLC for ID

. No validation data available

Validation TLC-method for 1D

Introduction and Summar v
The TLC method used for the identity of Fenofibrate
capsules containing 200 mg Fenofibrate has been valxdat@d
for specificity.
Identification of Fenofibrate by TLC using silica gel coated
glass plate with fluorescence indicator and UV detection at
254 nm.
Specxficnfy
In order to verify the spec;ﬁcxty of the analytical procedure
the following readings were performed with UV (Tem
cuvette):

~  Diluent

-~ Fenofibrate standard solution

= Placebo mixture solution o

- Solution of reconstituted pharmaceutical form

«  Test solution (3 batches of 200 mg capsules)

Performed
method
validation for
TLC method
for 1D.

Method validation was |
not performed. |

Tl
[ [N
A
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The results are summarized in Table 8.
Table § Results Specificity

I Spot at the 1 Colour inten;igyﬂ

% same Rf of spot same as

Fenofibrate | Fenofibrate (80

z to 120% of the

! : theoretic colour

; intensity)

i :

| Diluent | No na.

|

" Fenofibrate Yes Complies B

| standard

“Placebo mixture | No na |
Reconstituted Yes | Complies
pharmaceutical !
form |
Test solutions

200 mg, bateh | Yes | Complies
24925 ;

260 mg, batch Yes . Complies
25984 !

| 2b0 mg, buzch | Yeg Complies
26554
e L
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Summary:

1. Unitformula composition: ‘ _ _
There is no change in the unit formula composition of the drug product for the approved and proposed process. Therefore, no affect on the critical quality
attributes of the drug product is anticipated.

2. Batch Formula: » ‘
There is no major change in the manufacturing formula. Only the number of capsules has been changed from 982,200 to 982,114. The batch formula for the

production of final biend remains unchanged. Therefore, there is no impact on the product quality.

3. Manufacturing Process, equipment and process controls:
There is 2 minor change in the manufacturing process steps as the comicronisation step has been removed. Micronised Fenofibrate is used in-the proposed

manufacturing process. All other critical process parameters are either same or have been evaluated during the manufacturing of the validation batches. The
evaluated process parameters for the.proposed process is efficient and reproducible to produce the satrie quality of product as for the approved process. The
equipment involved inthe production of the batches at both the scales have similar operating principles. The process is controlled through the in-process control
tests at different stages that are same for both the processes.

4, - Analytical methods ;
The TLC méthod which was already in place was never validated. The method validation data of the TL.C-method is now included.

5. Comiparison of the physicochemical properties.of the drug product: _ '
Tt is evident from the comparison that all the critical quality attributes of the drug product are similar for both the processes, Thus, it can be concluded that there
is nio impact of process change on the quality of the drug product pre-change and post-change.

6. Stabilityof the drug product: _
According to the stability data 3.2.P.8, it is clear that the drug products manufactured using the comicronised or the micronised process are very stable for upto 6
months when stored at the recommended storage condition, There is no significant difference between the product characteristics of both the processes during the
release and shelf life.

Conclusion:

Beased on the above comparison tables and summary, it can be concluded that there is no impact of the process change on ’th‘e" drug product quality attributes and
both the products (pre-change and post-change) are essentially simildp,
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3.2.8.4.1 Specification

Test Registered Test Proposed Summary of the change Reason for the change |
CEl Specifications Specifications 210N .
Characteristics |Crystalline, white or — White or almost white, Solubility test removed from Editorial change
almost white powder, ppearance crystalline powder description and include as each
practically insoluble | Solubility individual tests
in water, very soluble |Water Practically insoluble
in methylene chloride |Ethanol Slishtly soluble i
Ivthdéiﬁhﬂy solublein |,/ lene Chloride | Very soluble |
Identification Identification
Melting point [ 79-to 82°C Melting point, in °C [79-82 Na changes Not applicable !
Inﬁargd Identical with CR_S IR ‘spectrur | Corresponds io spectrum of the {No changes Not applicable
spectrum reference spectrum reference standard i
Appearance of |The so]gmpn is clear N ‘ The sclution is clear and not No changes- Not applicable
solution and not more intensely |Appearance of X
colored than reference.  |solution mare mtensgly‘colored than
N reference selution BYs :
solution BY6 i
Acidity. <02mI NaOH 0.1 M |Acidity, in ml NaOH i <09 No changes Not.applicable
0.1 M -
Related substances Related substances
Impurity A £0.1% Impurity A (HPLC, <0.15 Relaxed impurity limits As per EP monograph
% wiw) TS
Impurity B <0.1% Impurity BHPLC, |41
Yo w/iw) e
Impurity C, D, |<0.1% each Removed impurities test for C, D, E,
E,F F ‘
Impurity G <0.2% Impurity G (HPLC, |_ 6.2 No changes Not applicable
% Wiw) - |
Unidentified | <0.10% each unspecified Nochanges Not applicable |
impurities. impurities content  [<0.10 .
(HPLC, % wiw) |
Total of <0.5% Sum of Impurities | 0.5 No changes Not applicable f
impurities (HPLC. % wiw) . .
Halides < 100 ppm (expressed |Halides (expressed <100 No changes Not'applicable ‘
| as chlorides) as chlorides), in ppm | ™ 4
i Sulphates <100 ppm Sulphates, in ppm <1060 o No changes Not applicable




CAPSSET ppa
AR }'f,xi.»\
‘ e

ity

> "\:\“\
Heavy metals |<20 ppm Heavy metal test removed Asper [CHQ3D
_ | requirements.
Loss on drying [€0.5% Loss on drying, in % | 0.5 No changes [Not applicable
m/m bl
Sulphated ash | <0.1% iﬁlphated ash, in% |_ 0.1 No changes Not applicable
m -
Particle size: | Particle size, in um ‘
Particles of @ | >99.0% <15 am Update of PDS limits ' Due to the change in the
< 630 um D50 ' finished product
Particles of @ >90.0% D90 <25 pm manufacturing process the
<400 um ‘ . | PSD limits are updated.
D99 <50 pm
Assay (on.dry |98.0t0.102.0% Assay (ondry No changes Not applicable
product) substance) according |98.0 — 102.0 .o
L to EP (%w/w) KL






