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Summary

Venlafaxine is an antidepressant belonging to serotonin reuptake inhibitor drugs, has been
marketed under two solid dosage forms including immediate release tablet and extented release
capsule. In the present study, the aim was to formulate extended release pellets of venlafaxine
having a similar dissolution profile to those of innovator drug. Venlafaxine extended release pellets
were prepared by drug layering technique using fluid bed coater in three stages i.e. drug loading,
subcoating and extended release coating. In drug loading stage, core pellets prepared using PVP
K30 as a binder had advantages in terms of efficiency and drug loss rate compared to those using
HPMC E6 and HPC-L. In sub-coating stage, core pellets were coated with HPMC E6 at weight gain
of 6.0% to get conformity of appearance. In extended release coating stage, sub-coated pellets
coated with polymer mixture of EC 45 cps and HPMC E15 with ratio of 97:3 at weight gain of 20.0%.

The dissolution of resultant pellets had similar dissolution profiles to those of reference drug.
Keywords: Venlafaxine, drug layering technique, fluid bed coater, povidon K30, hydroxypropy!

methyl cellulose, ethyl cellulose.

batvan dé ‘

Cac dang thudc chlra cac pellet cé nhiéu wu
diém trong tri liéeu hon so v&i cac thudc giai
phong kéo dai (GPKD) kinh dién chi gdbm mét
khéi c6 cAu tric khung hodc mang bao. Khi vao
co thé, cac pellet phan bd trén mot dién tich
réng trong dudng tiéu hda, gidp thubc dwoc hap
thu véi mot tbc d6 va mic d6 6n dinh; déng
thoi, dang thubce chira cac pellet con tranh duoc
hién twong dwoc chat giai phong & at, gay qua
lidu cho bénh nhan ' Ky thuat bao ché pellet
cho phép tao ra cac tiéu phan hinh cau véi kich
thwdc trung binh trong khoang tr 0,5 mm dén
2,0 mm, nhitng tiéu phan nay cé thé dwoc bao
phim d& kiém soat sw gidi phong dwoc chat Pl
C6 nhiéu ky thuat dwoc ap dung dé diéu ché
pellet, trong d6 phwong phap bdi dan tr nhan
tro bang thiét bj tAng sdi dwoc sir dung kha phd
bién dé didu ché pellet c6 kich thuéc déng déu,
phu hop cho qué trinh bao phim dé kiém soat
sw giai phong dwoc chat .
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Venlafaxin hydroclorid (VeH) la thuéc chéng
trdm cam theo co ché ¢ ché tai hap thu
serotonin, dwgc st dung dwdi hai dang la vién
nén gidi phong tic thdi va vién nang clrng
GPKD. Venlafaxin c6 thdi gian ban thai ngan
(5 gi®v), v&i liéu khuyén céo tir 75 - 225 mg/ngay
nguwdi bénh phadi si dung 2 - 3 lan/ngay cho
dang bao ché phdng thich tirc thoi ¥, dan dén
nguy co khéng tuan tha chi dinh.

Nghién ctru nay duwgc thwe hién dé bao ché
pellet GPKD chira VeH ham luwong 25% bang
phwong phap bdi tlr nhan tro, san pham phai cé
do giai phéng duoc chét twong dwong véi thube
ddi chiéu Effexor® XR 37,5 mg.

Nguyén vét liéu va phwong phap

Nguyén vat liéu

Nguyén liéu: Venlafaxin hydroclorid (Hetero
Drugs Ltd - An Dd). Cac ta dwoc siv dung trong
nghién ctru bao ché gdm: nhan duwong suglet
25/30 (Colorcon - MY), talc (Imerys - Phap),
povidon K30 (PVP K30) (BASF - BDirc),
hydroxypropyl methyl cellulose (HPMC) E6
(Colorcon - My), PEG 6000 (Sino - Nhat Ban),
ethyl cellulose (EC) 45 cps (Colorcon - My),
HPMC E15 (Colorcon - My). Ethanol 96 % va
nwdc tinh khiét dat tieu chuadn co s& dwoc st
dung lam dung maéi pha dich bao.

Phwong phap bao ché pellet

Danh gia twong tic gitka dwoc chat
va ta dworc
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Twong tac gilra VeH va cac ta dwgc dung
bao ché pellet nhan gém PVP K30, HPMC EB6,
HPC-L, nhdn dwong suglet 25/30 va talc duwoc
danh gia bang cach lwu cac hén hop duoc chat
Vi tirng ta duoc theo ty 1& 1:1 & diéu kién khac
nghiét (nhiét d6 60°C + 2°C, dd 4m twong déi
65 % * 5%) trong 1 thang. Sau d6é danh gia sw
thay d6i cdm quan va dinh lwong bang phwong
phap séc ky 1dng hiéu nang cao da dwoc thdm
dinh dé& x&c dinh ty & gidm ham lwong cla hoat
chét trong tirng mau.

Bao ché pellet gidi phong kéo dai

bang phwong phép bdi dan tir nhan tro st dung
may bao ting séi kiéu phun t duwdi (FLP -
Trung Quéc). Qui trinh bao ché pellet VeH gdm
3 giai doan: bdi dwoc chat 1én nhan tro, bao 16t
va bao mang kiém soat giai phéng dwoc chéat.

Bai duwoc chét 1én nhéan tro

Pellet VeH dwoc bao ché béng cach bao boi
hén hop gdm VeH véi ndng do 4%, talc va ta
duoc dinh 18n nhan tro. Cac yéu td khao sat
trong giai doan bao bdi gébm ty 1& va ta dwoc
dinh (HPMC E6, HPC-L hoac PVP K30), ty Ié ta
dwoc chéng dinh (talc) va loai ta dwoc dinh véi

Pellet VeH GPKD duwgc bao ché cac cong thirc trong bang 1.
Bang 1. Cac céng thirc bao bdi duroc chét 1én nhan tro
R 2 Céng thirc the nghiém (g)

Thanh phan T01 T02 703 T04 T05 706
Nhan duwong suglet 25/30 30,0 30,0 30,0 30,0 30,0 30,0
VeH 20,0 20,0 20,0 20,0 20,0 20,0
PVP K30 1,0 0,5 1,0 1,0 - -
HPMC E6 - - - - 1,0 -
HPC-L - - - - - 1,0
Talc 8,0 8,0 12,0 16,0 12,0 12,0
Ethanol 96% vira du 500,0 500,0 500,0 500,0 500,0 500,0

Céac thong sb trong yéu cla qua trinh boi
duwoc chat gom: tbc d6 bom nhu déng (1,0 - 6,0
mL/phut), ap suét tao giot phun (0,6 - 1,4 bar),
dwong kinh 16 phun dich (1,0 mm), tbc d6 gi6
vao (40 - 42 vong/phut), nhiét do gio vao cai dat
(48 - 52°C). Dya vao hiéu suét, ty 1& tai hoat
chat va ty 1& hao hut hoat chat dé lwa chon cong
thire téi L.

Cac pellet dwoc bao 16t voi dich bao cé thanh
phan dwoc trinh bay trong bang 2 vdi ti 1& tang
khéi lwong la 2%, 4%, 6% va 8% so véi khoi
lwong pellet ban dau.

Céc théng sb trong yéu cla qua trinh bao 16t
gbm: tbc d6 bom nhu déng (0,5 - 1,0 mL/phut),
&p suét tao giot phun (1,0 - 1,2 bar), dwéng kinh
16 phun dich (1,0 mm), tbc d6 gi6 vao (40

Bao It vong/phut), nhiét do gio vao cai dat (40°C).
Bang 2. Céng thirc djch bao I6t Bao mang kiém soét gidi phéng duoc chéat
Thanh phéan Khéi Irrong (g) Pellet dwoc bao phim bang hén hop polymer
HPMC E6 1,0 gdbm HPMC (6 cps hodc 15 cps) va EC 45 cps
PEG 6000 0,2 dé kiém soat sw gidi phong dwoc chat. Cac
Talc 0,6 cong thirc dich bao v&i cac loai HPMC va ti 1é
Ethanol 96% 14,4 khac nhau cung v&i EC 45 cps v&i cac murc
Nuoc cét 9,6 tang khéi lwgng khac nhau dé kiém soat sy giai
phong dwoc chat dwoc trinh bay trong bang 3.
Bang 3. Céc cong thirc djch bao tao mang kiém soét gidi phéng duoc chét
. 2 Céng thirc dich bao thir nghiém (g)
Thanh phan E01 E02 E03 E04
HPMC E6 1,0 - - -
HPMC E15 - 1,0 0,5 0,3
EC 45 cps 9,0 9,0 9,5 9,7
PEG 6000 2,0 2,0 2,0 2,0
Ethanol 96% 230,0 230,0 230,0 230,0
Nuéc cét 10,0 10,0 10,0 10,0
newgpomgry 54 B4 ma  mi
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Cac thong sb trong yéu cla qua trinh bao tao
mang kiém soat gidi phong dwoc chat gdm: tdc
dd bom nhu déng (1,0 - 3,0 mL/phut), ap suét
tao giot phun (1,0 - 1,2 bar), dwdng kinh 16 phun
dich (1,0 mm), tbc d6 gi6 vao (40 - 42
vong/phut), nhiét dd gié vao cai dat (44°C).

Phwong phap danh gia chat lwong pellet

Tinh chat co' ly

Ty trong khéi

Lay khoang 50 gam pellet cho vao éng dong
100 mL, gat bang mat v&i dung cu thich hcyp

Xé&c dinh ty trong khéi bang cong thire: dy, =

Vi

Trong dé: m la khéi lvong méu (gam), v, la
thé tich khéi ciia mau (mL).

D6 dm

Nghién khoang 2 - 3 gam pellet thanh b6t roi
cho vao khay dwng mau va trdi déu thanh 16p
méng. Ham am cua pellet dwoc xac dinh béng
can xac dinh &m hdng ngoai van hanh & nhiét
dé 105 °C.

Co hat

Can khoang 50 gam pellet cho Ién cac ray
0,85 mm va ray 1,18 mm da dwoc vé sinh sach
va kho. Lac trong 10 phat. Can va xac dinh ti &
phan trdm lwong pellet trén ray 1,18 mm va
dwdiray 0,85 mm.

DS mai mon

Cho khoang 7 gam pellet vao trong quay cla
may th&r d& mai mon, van hanh véi toc do trong
quay 25 vong/phut trong 4 phat. M& nap tréng
quay, ray pellet da thr trén ray 0,25 mm. Can
khéi lvong pellet con lai trén ray va tinh d6 mai
mon. Bd mai moén (Fr) dwore tinh theo cdng thirc:

m -
Fr= x 100%

Trong do: W la khéi lrong pellet (gam) sau khi
thir nghiém con trén rdy 0,25 mm; m la khéi luong
pellet can ban dau (gam).

Hinh thai bé mat

Danh gia hinh thai b& mét pellet béng kinh hién
vi dién tir quét (SEM).

Dinh Iwong

Ham lwgng VeH trong pellet duwgc dinh lvgng

bang phwong phap sac ky l6ng hiéu néng cao da
dwoc thdm dinh véi diéu kién nhu sau P: Cot
C18 Phenomenex Gemini (250 x 4,6 mm, 5 pm),
pha déng gbm acetonitril - triethylamin - nuwéc
(250:4:750) diéu chinh bang acid phosphoric
dén pH 3,5. Thé tich tiém mau 10 uL, tbc do
dong 10 mL/phut, VeH dwoc phat hién tai buwéc
séng 226 nm.

D6 hoa tan

Thi* nghiém hoa tan dwoc thwc hién trén 6
mau thir: LAy mét lwong pellet twong duwong voi
37,5 mg VeH cho vao gid quay, tién hanh thir
nghiém theo diéu kién sau Bl moi trwcyng hoa tan
la 900 mL nwéc cat dwoc duy tri & nhiét d6 37,0
°C + 0,5°C, téc do van hanh gi6 quay 100 rpm.
Céac mau duoc |4y tai cac thoi diém 2, 4, 6, 8, 10
va 12 gi&. Lwong dwoc chét trong dich thtr hoa
tan dwoc xac dinh bang phwong phap quang phd
hép thu t&r ngoai tai buwéc song 274 nm.

Twong dwong hoa tan cta ché pham nghién
ctru so véi ché phadm ddi chiéu Effexor® XR 37,5
mg dwoc xac dinh théng qua trdc nghiém f,
trong 3 méi trwdng gébm dung dich HCI 0,1 N;
dém natri acetat pH 4,5 va dém phosphat pH
6,8. Gia tri f, dwoc xac diph theo cong thirc:

R=50xlog {11+ % ) (R,-T, T x 100}
=1

Trong d6: n: sé diém l&y méu; R: trung binh
phén trém duoc chét gidi phéng tir thube doi chiéu
tai thoi diém t, ; T;: trung binh phén trém duoc chét
gidi phéng tur thudc thir tai thoi diém t.

Hai thuéc c6 dwong biéu dién giai phong
hoat chat c6 hé s f, trong khoang 50-100 duoc
xem la c6 tbc d6 giai phéng twong dwong nhau.

Két qua va ban luan

Twong tac giira dwoc chat va ta dwoc

Sau khi lwu mét thang & diéu kién khac
nghiét, mau sic cac mau lwu khéng thay déi va
ty 1& hoat chat giam nhiéu nhét 1a 0,84%, chirng
t6 VeH khong thé hién diu hiéu twong ky voi
cac ta dwoc dwoc khao sat. Két qua danh gia
twong tac cac mau thlr nghiém gdém dwoc chét
va ta dwoc dwoc trinh bay trong bang 4.

Bang 4. Két qua khao sét tinh tuong ky duoc chét va ta dwoc

Miu Ty Ié Két qua sau mét thang & diéu kién khic nghiét
(kl:kl) Cédm quan Ty Ié gidm hoat chat (%)
VeH - Khéng thay doi 0,24
VeH : talc 1:1 Khéng thay déi 0,51
VeH : suglet 25/30 1:1 Khong thay doi 0,84
VeH : PVP K30 1:1 Khéng thay déi 0,53
VeH : HPMC E6 1:1 Khéng thay déi 0,67
VeH : HPC-L 1:1 Khéng thay dbi 0,41
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Bao ché pellet giai phéng kéo dai

Bao béi dwoc chat Ién nhan tro

Céc pellet thu dwoc sau qua trinh bao bdi
dwoc chét c6 dang hinh cau rd rét, tuy nhién bé
mé&t khong lang (hinh 1). Anh chup vi hat cét
ngang cho thay I&p dwoc chét lién két chat ché
v&i nhan tro bén trong.

Két qua thwc nghiém cho thdy ham Iwong
hoat chét, ty 1& hao hut hoat chat va hiéu suét

qué trinh bao bdi phu thudc vao ty 1é ta duwoc
dinh, loai t4 dwoc dinh va ta dwoc chéng dinh.
Trong cac codng thirc khdo sat, cong thirc thir
nghiém T03 1a phu hop nhét, d&c trung bai ti 1&
hao hut dwoc chat thdp nhat (4,63%) va hiéu
suét dat cao nhat (71,58%).

Két qua khao sat cac cong thirc thir nghiém
TO1 dén T06 duwoc trinh bay trong béang 5.

Bang 5. Két qua khéo sét céc cong thirc thir nghiém bao boi duwoc chét

. s Céng thirc thir nghiém

Chi tiéu T07 T02 T03 To4 T05 706
D6 &m (%) 2.64 253 2.71 258 2.45 254
Ty trong khéi (g/mL) 0.72 0.70 0.75 0.74 0.73 0.73
B6 mai mon (%) 0.27 0.22 0.31 0.34 0.30 0.26
o hat | _Qua ray 0,85 mm (%) 3708 3538 2215 1979 2687 28.91
2 ran ray 1,18 mm (%) 0.00 0.00 0.00 0.00 0.00 0.00
Ham Irong VeH (%) 3098 3041 3028 2844 2843 2807
Ty 16 hao hut hoat chat (%) 8.5 11,06 4,63 472 1046 11,69
Hidu sudt (%) 60,11 58.38 7158 7237 6517 6148

(b)

Hinh 1. Anh chup pellet thu dugc tir cong thirc TO3 dwdi kinh hién vi dién tir quét; (a) anh bé mt
(X 100); (b) anh chup mat cat (X 500)

Bao lot

Két qua khao sat bé mat trén kinh hién vi
dién tir quét cho thay pellet dwoc bao 16t véi cac
ti 1& 2%, 4% khong tao dwoc bé méat nhan. Ti 1é
bao 16t & mirc 6% va 8% co6 thé tao dwoc pellet

c6 dd cau rd rét, bé mat tron nhan dat yéu cau
dé co thé dung cho giai doan bao kiém soét tc
do giai phong duoc chét (hinh 2). Pellet voi i 18
I6p bao 16t 6% dwoc chon d& bao mang kiém
soat giai phdng duoc chat.

(g e
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Hinh 2. Anh chup pellet da bao Iot voi ti 1€ 6,0% duwoi kinh hién vi dién t quét.
(a): dnh chup bé mat (X 100); (b): anh chup mét cat (X 10000)
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Bao mang kiém sodat giai phéng dwoc chat

Do thi gidi phong duoc chat cla pellet tir cac
cac cong thirc bao mang thir nghiém EO1, E02,
E03 va E04 dwoc trinh bay trong hinh 3. Két qua
thwe nghiém cho thay dé giai phéng phu thudc
vao loai HPMC, ty 1é gi(ta HPMC va EC 45 cps
va ti & tang khéi lwong cula I6p bao. Lép bao s
dung HPMC E6 c¢6 téc dd gidi phong dwoc chat
nhanh hon so v&i |6p bao s&r dung HPMC E15
& cung ty 1& phdi hop véi EC 45 cps. Khi gidm ty
l&é HPMC E15 va tang ty 1& EC 45 cps toc do gidi
phdéng dwoc chat gidm dan.

Cac cong thire dich bao EO1 va E02 c6 chya
EC:HPMC vai ti 1& 10:90 (kI/kl) trong hén hop
polyme hau nhw khéng lam cham duoc tbc do

Eo01

120 1

[e]
(=]
1

—— Effexor
—8—E01 10%
—a—E01 20%
——E01 30%
eie=E01 40%

.
o

Phan trim dwge chat giai phong (%)

0 2 4 6 8
Thoi gian (gio)

E03

80 A

—e—Effexor
—8—E03 10%
—&—E03 20%
—TE03 30%
—#—E03 40%

40 1

Phan trim dwogc chat giai phong (%)

0 2 -+ 6 8
Thoi gian (gio)

gidi phong hoat chéat: véi ti 1& 16p bao 10%,
thubc giai phéng nhiéu hon 90% sau 2 gid; véi ti
l& 1&6p bao ting dan thi tbc do gidi phong dwoc
chéat cham dan, nhwng van nhanh hon thubc déi
chiéu ngay ca & ti 1é I&p bao dat 40%.

V@i cong thire EO3, cac pellet cé ti 1é I&6p bao
10% va 20% c6 téc dd gidi phong nhanh hon
thudc ddi chiéu. Voi ti 1& 1op bao 30%, c6 mot
tiém thoi trong 2 gio dau, sau d6 gidi phong
nhanh hon thubéc déi chiéu. Véi ti 18 16p bao
40%, sau tiém thoi 2 gior pellet gidi phong dwoc
chét v&i tbc dd cham hon thubc ddi chiéu.

Vé&i cong thirc E04, cac pellet voi I&p bao ti
lé 20% cbé dd gidi phong duwoc chét twong
dwong v&i thube ddi chiéu voi hé sé f, dat 72,77.

120 A

E02

80 A1

—— Effexor

Phén trim duge chat giai phong (%)

40 —=—FE0210%
—+—E0220%
——E0230%
T2 40%
0 T T T 1
0 2 4 6 8 10 12

Thoi gian (gio)

—

[

(=]
1

E04

=]
(=]
Il

—— Effexor

Phan trim dwoc chét giai phong
(%)

40 —=—E04 10%
—+—E04 15%
—<—E04 20%
—4—E04 25%
0 2 4 6 8 10 12

Thoi gian (gid)

Hinh 3. D6 thj gidi phong duoc chat
cla cac pellet 16 EO1, EO2, EO3, E04 va thudc dbi chiéu
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Coéng thirc E04 dwoc thwc hién 1an 2 (16
E04B) v&i mirc tang khdi lwong 20% dé danh
gia tinh &n dinh cta quy trinh. Bang 6 trinh bay
cdng thire ctia méi giai doan trong qui trinh bao

ché vi hat VeH. Ham lwong VeH trong pellet da
bao bbi duwgc chét, trong pellet da bao 16t va bao
phéng thich kéo dai 1an luot 1a 31,91 %: 29,94
%; va 24,95%.

Bang 6. Thanh phén cta pellet bao GPKD va cac sdn phdm trung gian

San pham Nguyén liéu Tilé %
Suglet 25/30 47,62
Pellet da bao boi ) \T/:/’Z ?;gg
Ham lwong VeH: 31,91% Povidon K30 1,59
Ethanol 96% vira dd
Pellet da bao bdi VeH 94,34
Pellet da bao Iot voi ti 1€ Iop bao 6% HPMC E6 3,15
Ham luong VeH: 29,94% PEG 6000 0,63
Talc 1,88
Dung méi vira du
Pellet 44 bao GPKD véi i 16 I6p bao 20% Pellet bao I6t 83,34
Ham lwong VeH: 24,95% HPMC E15 0,42
; v EC 45 cps 13,47
PEG 6000 2,78

Dung méi vira du

Pellet duoc bao ché tir 16 E04B co ham
lwong thuc té la 25,46% (dinh luwong bang
phwong phap HPLC). Hinh 4 cho thay bé mat

I6p bao cda pellet rat nhan; anh chup mat cat
thé hién 16p bao c6 bé day kha dong nhat chirng
t6 qui trinh bao da dwoc kiém soat tot.

JEOL

e AR

(b)

Hinh 4. Anh chup pellet gidi phong keo dai cong thire E04B dudi kinh hién vi
dién tir quét; (a) anh bé mat (X 100); (b) anh cat ngang (X 200)

Két qua so sanh téc do giai phdng dwoc chéat
cta pellet 16 E4B so v&i san phdm dbi chiéu
trong méi trwdng nwéc cho hé sb f, = 76,18. Két
qua f, chirng té khi bao pellet v&i I&p bao HPMC
E15 va EC 45 cps ty 1& 3:97 & mic tang khéi
lwong 20% tao duoc pellet cé tbc dd gidi phong
dwoc chét twong dwong véi thube dbi chiéu.

banh g¢gida twong dwong hoa
bang hé s6 f,

tan

Th& nghiém hoa tan trong cac moi trwong
khac nhau cho thdy téc do giai phéng dwoc
chat cia pellet tvr cong thirc E04B twong
duwong v6i thubc dbi chiéu trong 3 méi trudng
HCI 0,1 N; dém acetat pH 4,5 va dém phosphat
pH 6,8 v&i hé sb f, 1an luot twong tng 1a 60,99;
64,83 va 73,23. Két qua chi tiét dwoc trinh bay
trong bang 7.
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Bang 7. Két qua turong duong hoa tan in vitro
cta pellet cong thirc E05 so véi thube déi chiéu

D6 hoa tan (%) (TB £ SD; n = 12)

Thoi Méi trirong Méi trirong Moéi truong

gian dém phosphat pH 6,8 dém natri acetat pH 4,5 acid HCI 0,1N

(gio) E04B Effexor® XR E04B Effexor® XR E04B Effexor® XR
0 0 0 0 0 0 0
2 1535+1,97  18,80+2,04 17,24+2,05 17,01+1,61 16,50 £1,42 17,20 2,60
4 4715+214  4407+261 4642+171 4243+218 4639+355 39,64 + 1,68
6 64,84+257  5924+358 64,18+271 5894+210 62,82+310 52,11+ 3,06
8 76,27 +2,00 7344+249 7515+1,64 69,22+205 73,37+2,73 66,37 +1,52
10 82,09+3,31 81,13+257 81,38+290 76,02+ 174 79244292 77,74+374
12 87,07+3,04 8536+240 8832+244 8207+247 859+334 86,04+214
f, 73,23 64,83 60,99

Két luan gidi phong dwoc chat. Cac két qua thwe nghiém

Coéng thire va qui trinh bao ché pellet VeH da
dwoc thiét l1ap. San pham co tbc dod giai phong
dwoc chat twong dwong voi thube dbi chiéu
Effexor®XR 37,5 mg. Qua trinh bao bdi duoc
chét, bao 16t va bao mang kiém soat déu duoc
tién hanh trén mot thiét bi la may bao tang soi
kiéu phun tr dwéi lén. Két qua thuc nghiém qua
trinh bao bdi dwoc chat cho thdy s dung ta
dwoc dinh povidon K30 cho hiéu suét cao hon
va ty 1& hao hut hoat chat thdp hon so v&i
HPMC E6 va HPC-L. Qua trinh bao lot voi
HPMC E6 v&i mirc tang khéi lwong 6,0% tao
thanh pellet c6 chat lwong bé mat dat yéu cau.
Két qua khao sat I&p mang bao kiém soat téc do
gidi phong kéo dai cho thay téc dod giai phong
duwoc chét phu thudc vao ti 1é polyme so véi khdi
lwong pellet nhan, ti 1é polyme cang cao dwoc
chét giadi phdng cang cham. Mang kiém soat giai
phong duoc chat gdm EC |a polyme khéng tan
trong moéi trwdng thr va HPMC la polyme tan
duwogc trong moi tredng thir, cd vai trd tao kénh
khuéch tan dé diéu chinh téc dd gidi phong
duoc chéat. Do d6, tbc do giai phong dwoc chat
con phu thudc vao loai va ti 16 HPMC dwoc phéi
hop trong hén hop tao mang kiém soat tbc do

trong nghién cu nay da ching té pellet
venlafaxin dwoc bao véi hdn hop HPMC E15 va
EC 45 cps (ty l& 3:97) véi mic tang khdi lwong
20% co6 tébc do gidi phéng duoc chét twong
dwong véi thube déi chiéu.
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