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Nghién ctru bao ché pellet natri diclofenac bao tan & rudt bang ky thuat bao
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Tém tat

Dit van dé: Natri Diclofenac la dwgc chat thudc nhédm chéng viém khdng steroid (NSAIDs) cé tac dung
ch&ng viém, gidm dau khd manh nhung cé nhiéu tac dung phu nhu gy viém loét dudng tiéu hda. Pellet natri
diclofenac bao tan & rudt cé nhiéu wu diém nhu han ché gidi phdng dugc chat & da day, gidi phong duoc
chét tai ruét, tranh tac phu & dudng tiéu héa. Nghién clru dwoc tién hanh nhdm xay dwng cong thire va quy
trinh bao ché pellet natri diclofenac déng thdi dénh gia cdc dic tinh Iy héa cla pellet bao ché duwoc. Nguyén
liéu va phwong phap nghién ciru: Natri diclofenac, HPMC ES5, Eudragit L100 d3 dugc st dung trong nghién
ctru. Pellet natri diclofenac dwoc bao ché bang phuong phap bdi dan duoc chat 1én pellet tro va tiép tuc bao
mang bao tan & rudt bang Eudragit L100. K&t qua: Cong thirc pellet st dung HPMC E5 véi vai tro ta dwoc dinh,
Eudragit L100 véi vai trd bao tan & rudt cé hinh thirc déu dep, kich thudc trong khodng 0,7-1 mm, hiéu suat
bbi 36,69%, ham lugng duwoc chat 8,84% + 0,43% (w/w) vdi kha nang gidi phong dugc chat trong moéi trudng
acid 13 3,59% sau 2 gi& va trong moi tredng dém pH 6,8 1a 84,9% sau 1 gid. K&t ludn: Nghién cru d3 bao ché
thanh céng pellet natri diclofenac bao tan & ruét véi viéc irng dung ki thuat bao gdm giai doan bdi dan 1én
pellet tro va giai doan bao mang bao tan & ruét.

Tir khéa: natri diclofenac, pellet, kj thugt bao.

Abstract
Formulation of enteric-coated pellets containing diclofenac sodium by
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Background: Diclofenac sodium (DS) is a non-steroidal anti-inflammatory drug (NSAIDs) that has strong
anti-inflammatory and analgesic effects, but it has many serious side effects on the gastrointestinal tract.
Enteric-coated DS pellets have many advantages such as limited drug release in the stomach, with Eudragit
L100 coating to help drug release in the intestines, avoiding side effects in the gastrointestinal tract. The
aim of this study was to formulate enteric-coated pellets and to evaluate the physico-chemical properties
of prepared pellets. Materials and methods: DS, HPMC, Eudragit L100 were used in this study. DS pellets
were prepared using sugar spheres layered with DS followed by an enteric coat of Eudragit L100. Results:
Prepared enteric-coated DS pellets by layering method using HPMC as a binding agent and Eudragit L100
as enteric-coated membrane to help pellets ensure the release of drug in the gastrointestinal tract. Pellets
have a nice shape, the size range of 0.7-1 mm, the layering efficiency of 36.69%, the drug content of 8.84%
+ 0.43% (w/w). The drug release was 3.59% after 2h in acidic environment of pH 1.2 and 84.9% after 1h in
phosphate buffered saline of pH 6.8. Conclusions: Enteric-coated pellets of DS were successfully prepared by
using coating technology.
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1. DAT VAN DBE

Dang bao ché bao tan trong ruét |a dang bao ché
dua thuéc di qua da day va giai phdng tai rudt. Hién
nay, dang bao ché pellet bao tan rudt ngay cang st
dung phd bién. So véi dang vién nén bao tan trong
rudt truyén théng, wu diém cla né 13 vién tao tac
dung nhanh va gidi phéng thuéc nhanh hon do kich
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thudc nhéd hon, co thoi gian lwu trd cda trong ving
acid cla da day it hon so véi vién nén (ddc biét thuan
lgi d6i v&i cac dwoc chat khong bén) [1].

Natri diclofenac (NaD) 1a mét thuéc chéng viém
khéng steroid (NSAIDS) cé cad hoat tinh giam dau
va ha sét. Thudc thudng dung trong diéu trj cac réi
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loan vé thap khdp. NaD cé & mot s6 ché pham vdi
ham lugng 25 mg, 50 mg hodc 75 mg. Thudc la mot
acid yéu thudc BCS Class Il va cho thay kha ndng hoa
tan phu thudc vao pH va tang khi gid tri pH tang.
NaD thuwdng dugc bao ché dudi dang thuéce bao tan
trong rudt dé tranh tiép xuc truc tiép cla thudc véi
niém mac dan dén ddc tinh tai chd trén duwong tiéu
hoa. Vi muc dich nay, cac polyme bao tan trong ruét
nhay cdm vdi pH thuong dugce st dung. Cac polyme
nay phai cé tac dung han ché su gidi phéng thudc
trong diéu kién acid cla da day va cho phép thuéc
hoa tan nhanh chéng trong ta trang va cac phan xa
cla duong tiéu héa [2].

Pellet dwoc bao ché bang nhiéu phuong phap
khdc nhau nhuw dun-tao ciu, béi dan, déng tu,...
trong do, pellet bao ché bang phuong phap bdi dan
bang thiét bj thich hop cé nhitng wu diém hon so
V@i phuong phdp dun tao cdu nhu déng nhat vé kich
thuwdc va tinh chat bé mat cao. Cac tinh chat nay rat
thich hop vdi cac pellet cd ham lwong duoc chat nhd
va s& bao bang cac mang co chirc ndng khac nhau. Vi
vay day 1a phuong phdp phi hop dé bao ché pellet
Diclofenac bao tan & rudt.

Hién nay, NaD chu yéu san xuat cic dang bao
ché& vién nén bao tan trong rudt ma chua cé nhiéu
san pham san xuat thudc dang pellet bao tan rubt.
Xuat phat tir thuc té nay, ching téi thuc hién dé tai
“Nghién ciru bao ché pellet natri diclofenac bao tan
& ruét bdng ky thudt bao” véi muc tiéu:

1. X4y dwng céng thic bao ché pellet natri
diclofenac béng kyj thudt bao.

2. Bdnh gid mét sé ddc tinh cda pellet natri
Diclofenac bao tan & ruét.

2. 0l TUQNG VA PHUO'NG PHAP NGHIEN CU'U

Nguyén liéu

NaD (Henan Dongtai Pharm Co. Ltd., Trung Qudc,
ham lwong 100,1%), NaD chuan (S6 16 QT005130318
- ham lugng 99,7%, Vién Kiém nghiém thudc thanh
phd HB Chi Minh), HPMC E5 (Trung Quéc), Eudragit
L100 (Trung Quédc), Ethanol (Viét Nam), NaOH tinh
khiét héa hoc (Trung Quéc). Pellet tro dwoc tai tro
tr hang Colorcon (Anh).

Thiét bj

May khudy tir MS7 (Hoa Ky), mdy do pH sension
PH3 HACH (Tay Ban Nha), can phan tich HR-250AZ
(Han Quéc), may do quang phd UV-Vis JascoV-530
(Nhat), Nbi bao truyén théng BY 500 (Trung Qudc),
méy do dé hoa tan UDT-804 (Ptrc), mdy khudy tir gia
nhiét AccuPlate (My) va mot sé dung cu, thiét bi bao
ché, phan tich khac,...

Phuwong phap nghién ciru:

Bao ché pellet natri diclofenac:

Bao ché pellet natri diclofenac theo phuong
phap bbi dan.

Chudn bj dich bbi dén: Phan tan lwong HPMC vao
dung méi (nudc, ethanol) va khudy tir & 4000 vong/
phut dén khi thu dwoc dung dich déng nhat. Thém
NaD vao dung dich da chun bi va tiép tuc khudy
& 2000 vong/phut cho dén khi tao dung dich déng
nhat. Dich bdi phai dugc khudy tron déu trong sudt
qua trinh bdi dan, dé dam bao dugc chat phan bd
déu trong sudt qua trinh boi.

Tién hanh bdi dan: Qua trinh boi dan duoc thuc
hién trén ndi bao truyén théng duorc cai tién véi cac
théng s6 cta qua trinh béi dan bao gdbm: Nhiét do
khi vao: 70°C; Buwong kinh voi phun: 1,2 mm; Téc d6
phun dich: 0,55 ml/phut; sau khi hét dich sdy pellet
tiép trong 15 phat.

Bao mang tan & rudt non ddi v&i pellet natri
diclofenac:

Pellet sau khi béi dugc chat dwoc ti€p tuc bao
mang tan & rudt non vdi do day mang bao khac
nhau (3-12%, w/w) v&i thanh phan dich bao bao
gbébm Eudragit L100, PEG 6000, talc va ethanol.

Chudn bj dich bao: Phan tan Eudragit L100 vao
ethanol. Khudy tir & t&c d6 4000 vong/phut cho dén
khi duoc phan tan hoan toan. Thém lugng talc, PEG
6000 vao khudy trén tao thanh hdn dich déng nhat.
Loc qua rdy 125 um. Dich bao phai dugc khudy trén
déu trong subt qua trinh bao, dé dam bao hdn dich
bao déng déu trong sudt qua trinh bao tan ruét.

Tién hanh bao mang: Qué trinh bao mang dugc
thuc hién trén ndi bao truyén théng duogc cai tién
V@i cac thdng s6 cla qué trinh bao mang bao gém:
Nhiét d6 khi vao: 70°C; buwong kinh voi phun: 1,2
mm; T6c dd phun dich: 0,67 ml/phat; bao dén khi
dat dwgc d6 day mang bao theo khao sat (3-12%,
w/w), tiép tuc sdy pellet trong 15 phdt. Pellet sau khi
bao xong dwoc dung trong lo thay tinh kin, t&i mau,
c6 hat 4m bdo quan nhiét dé phong.

Phwong phap danh gida mot sé dic tinh cua
pellet natri diclofenac:

Xdy dung duwong chudn biéu dién sw phu thudc
gitta d6 hdp thu va ndéng dé cua dung dich natri
diclofenac:

Tién hanh can chinh xac NaD chuin (25,0 mg)
pha vao dung dich dém phosphat pH 6,8 trong binh
dinh mic 10 ml. Pha lo3ng dé dat cac d3y nong do
tir 5-25 pg/ml bang dung dich dém phosphat pH 6,8.
Tién hanh do d6 hap thu clia cdc mau v&i nong do
NaD khac nhau & budc séng 276 nm.

Dinh lwong natri diclofenac trong pellet béi dén:

Lay mot lvong pellet va tién hanh nghién min,
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sau d6 18y mot luvgng bdt cd chira NaD tuong tng
la 25,0 mg cho vao binh dinh mtrc 10 ml. Thém vao
binh dinh m&c khodng 5 ml dung dich dém phosphat
pH 6,8, sau d6 ti€n hanh siéu am trong vong 15 phut.
Tiép tuc cho dung dich dém phosphat pH 6,8 cho t&i
vach 10 ml, ti€n hanh loc, pha lodng 100 lan bang
dung dich dém phosphat pH 6,8. Tién hanh do mat
d6 quang tai buwdc séng 276 nm. T phuong trinh
duong chuan biéu dién sy phu thudc gitta dé hap
thu (A) va ndng d6 (C) ctia dung dich NaD chuan, xac
dinh néng d6 NaD [3].

Xdc dinh hiéu suét béi dén:

Pinh lwgng NaD trong pellet sau khi bdi theo
phuwong phdp quang phé UV-Vis dugc trinh bay
trong phan dinh lugng. Tinh ham lwong Diclofenac
trong pellet (a%). Hiéu suat béi dugc tinh theo cong
thirc:

armp

Trong d6: H= — 100%

H I3 hiéu suat boi (%)

a la ham luong duoc chat trong pellet sau khi
boi (%)

mp la khéi lwvong pellet sau khi boi (g)

mo la khéi lwvgng dugce chat NaD dem béi (g).

Khé ndng gidi phdng dugc chat tir pellet natri
diclofenac bao tan & ruét non:

Cac mau chira lvong pellet twong ng khoang 25
mg NaD duwoc sir dung trong thi nghiém giadi phong
duwoc chat. Thi nghiém dugc tién hanh trén thiét bj
hoa tan kiéu gid quay; t6c d6 quay 50 vong/phut;
nhiét d6 méi truong hoa tan la 37 + 0,5°C; & giai
doan 1, méi truong hoa tan la 750 ml dung dich HCI
0,1N trong 2 gi®; & giai doan 2 (sau 2 gio giai phdng
& giai doan 1), m6i trudng hoa tan dugc bé sung
250 ml natri phosphat tribasic 0,2M va tiép tuc thir
trong vong 1 gio [3].

Tién hanh 1ay mau tai thoi diém 120, 165, 180
phut bang cach hut chinh xac 10 ml moi truong hoa
tan. Loc va pha lodng dich loc v&i dung dich dém
phosphat pH 6,8 va do d6 hap thu tai buwéc séng 276

nm va xac dinh ham lugng NaD giai phdng. Yéu cau:
Phan tram NaD giai phdng khéng |&n hon 10% sau
120 phut va khong it hon 80 % sau 180 phut.

Panh giad twong téc gitta dwoc chat va ta duoc:

Nghién ctru tuwong tac duoc chat va té duoc bang
phé héng ngoai dwoc ghi trén mdy do héng ngoai
bién déi véi dai budc séng 4000-400cm™. Cac mau
lan luot (duoc chat, ta dwoc, hon hop vat ly, pellet
bao ché&) dwgc nghién min, tron mau that dong déu
vGi KBr theo ti & twong (ng réi ép thanh céc vién
mong hau nhu trong sudt. Sau do, vién mong dugc
dua vao may do phé héng ngoai.

Panh gia hinh théi cau truc pellet:

Cau tric bé mat cla pellet dwoc quan sat thong
qua hinh anh dugc chup bdi kinh hién vi dién ti
quét (SEM). Trudce khi do, ti€n hanh phd 1én bé mat
pellet [&p mdng chat dan dién nhu Platin. R6i diéu
chinh vi truong, tiéu cy thich hop dé quan sat mau
bang kinh hién vi dién tlr quét Hitachi S-4800 (Nhat).

3. KET QUA NGHIEN cU'U

Phwong trinh dwéng tuyén tinh clia néng do
natri diclofenac va mat do quang

Tién hanh xdy dung phuong trinh dudng chuan
thé hién su phu thudc gitra d6 hap thu va nong do
cla dung dich NaD chuan (v&i ddy néng do tir 5-25
ug/ml) thu duwoc phuwong trinh y = 0,0297x + 0,006.

Nhén xét: Hé s6 hdi quy tuyén tinh thu
dwgc R? = 0,9992 chirng t6 cd sy tuong
quan tuyén tinh gitta méat d6 quang va nong
dd. Khoang tuyén tinh nay phu hop dé xac
dinh ham luvgng NaD trong cac mau thir.

Xay dwng cong thirc bao ché pellet natri
diclofenac:

Cac cobng thire pellet NaD dugc khao sat va lya
chon dya vao hiéu suat bdi dan dugc chat 1én pellet
tro va kha nang giai phdng duoc chat cta céc cong
thirc nay sau khi dugc bao bao vé vdi cung ty lé
mang bao tan & rudt, cu thé nhu sau:

Bang 1. Thanh phan cla céc cdng thirc chira

pellet natri diclofenac

Cong thirc F1 F2 F3 F4 F5
Loai pellet tro' (um) 710-850 710-850 710-850 850-1000 710-850
Khéi lvong pellet bao 20g 20g 20g 20g 20g
Natri diclofenac 5g 5g 5g 5g 5g
HPMC 71g 10,65 g 14,2 g 14,2g¢g 14,2¢g
Ethanol 90° 300 ml 300 ml 300 ml 300 ml 150 ml
Nudc cat - - - 150 ml
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Thanh phan dich bao dwoc trinh bay trong bang 2:
Bang 2. Thanh phan dich bao tan & rudt

Thanh phan Tilé (w/w) Khéi lwgng
Eudragit L100 5 1,755¢g
PEG 6000 1 0,351¢g
Talc 1,5 0,526 ¢g
Ethanol 90° 80 ml

Hiéu suédt boi dén:

Tié€n hanh bao ché pellet NaD bang phwong phap
bdi dan theo cdc cong thirc nhu bang 1. Hiéu suit
bo6i dan thu duoc & hinh 1.

~50 A

S
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< 30 A
220 -
L]
Céng thitc

10 1
0

Hiéu su

Hinh 1. D6 thj biéu thj hiéu suat boi dan

Nhén xét: Khi tang ty 16 HPMC & céng thirc F1,
F2, F3 thi hiéu suat bdi dan tang. Khi thay déi kich
thudec pellet tir 710-850 pum (F1) dén 850-1000 pm
(F2) thi hiéu suat boi dan gidm. Khi thay d6i hé dung
méi tir ethanol (F3) sang hdn hop ethanol:nuéc véi
ty & 1:1 (F5) thi hiéu suat boi dan gidm. Mau F3 dat
hiéu suat cao nhat 12 36,69 + 3,32%.

Kha ndng gidi phéng dwoc chét tir pellet natri
diclofenac tan & ruét:

Tién hanh thir kha ndng hoa tan dugc chat tir cac
cong thire pellet & bang 1 sau khi d3 dwoc bao mang
bao tan & rudt vai cung ty 1€ mang bao la 12% (w/w),
két qua thu duoc trinh bay & hinh 2.
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Hinh 2. D6 thj biéu thi kha nang giai phdng duoc
chat tlr cdc cong thirc pellet natri diclofenac vdi
cung ty &€ mang bao tan & ruét (12%,w/w)

Nhdn xét: Sau 120 phuat, cdc mau déu dat quy

dinh theo tiéu chudn cla Dugc dién Viét Nam V,
trong do, t0t nhat 13 mau F3, F4 vdi ty 1é [an luot
la 2,38 +1,38% va 2,12 + 0,92%. Sau 180 phut, cac
mau déu dat, trong dé, t6t nhat la mau F1, F3, F4 véi
cacty lé [an luot 12 88,31 + 0,96%, 85,11 + 0,80% va
86,82 + 1,14%. Nhu vay, mau F3, F4 cho thdy dwoc
kha ndng gidi phdng dwoc chat t6t nhat.

Tlr viéc khao sat hiéu suat bdi dan va khad nang
gidi phong duoc chat cha cac cong thire pellet chira
NaD, mau F3 duoc lya chon lam cong thirc nghién
ctru pellet NaD.

Khdo sat do day mang bao cho pellet Natri
diclofenac:

Tién hanh bao ché pellet NaD (rng véi cong thirc
F3 d3 lua chon, sau d6, tién hanh bao mang bao tan
& rudt (rng vdi ty 18 mang bao khac nhau lan luot
1a: 3%, 7%, 12% (w/w). Két qua thu duoc thé hién
& hinh 3.

100 -

90 1 —e—3%
= 80 1
2’ 70

5607
250 A

£ 40

-4% 30 7
=

2020 A
10

-w 7%

T

0 T o T T 1
0 50 100 150 200
Thoi gian (phat)

Hinh 3. D6 thj biéu thi kha nang giai phdng duoc
chéat tir cic cdng thirc pellet natri diclofenac véi ty &
mang bao tan & rudt khac nhau

Nh@n xét: K&t qua cho thay khi ting ti 18 % mang
bao thi tdc dé giai phong giam. Cu thé: t6c do giai
phéng clia mau c6 ti 1é mang bao 1a 3%, 7%, 12 % tai
thoi diém 120 phat [an lvot 13 5,69%; 4,56%; 3,59%
va tai thoi diém 180 phut lan lugt 13 86,7; 84,25;
84,9% (> 80%).

Tai thoi diém 120 phdt thi mau 12% cho phan
trdm gidi phdng dugc chat t6t nhat tai pH 1,2 13
3,59% vi vay, ta lwa chon ty 1&8 mang bao la 12% cho
cong thirc bao ché pellet NaD bao tan & ruét.

Danh gid mot sd tinh chat cla pellet Natri
diclofenac:

Pinh lvgng:

Tién hanh dinh lwvong thu dwgc ham luvgng NaD
50 v&i téng khéi luvgng 13 8,84% + 0,43% (w/w).

Danh gid twong tac giltra dugc chat va ta duoc:

Tién hanh danh gid twong tac ly hoa théng qua
phé hdng ngoai, két qua thu dugc & hinh 5.
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Hinh 4. Ph8 hdng ngoai clia NaD, HPMC, hdn
hop vat ly (HHVL), pellet tro va pellet NaD

Nhén xét: dwa vao hinh trén cho thay s6 séng
déc trueng cta NaD 13 1582 cm™ (CO acid carboxylic),
3385 cm™ (N-H amin). S6 séng d&c trung ca HPMC
la 3477 cm™ (OH), 2934 cm™ (CH), 1053 cm? (C-O
ether). Pellet tro (hnhan duwdng) cd s6 séng dac truwng
la 3387 cm (OH), 2937 cm™ (CH), 1068 cm™ (C-O
ether). So sénh v&i ph6 hdng ngoai cla dwoc chat
va HPMC thi mau san pham c6 déu cé cac pic dic
trung trén, cé su chdng |1ap pic cla nhdm OH (acid
carboxylic), nhém amin cda NaD va nhém OH cua
HPMC va pellet tro thanh mét pic rong, cé su dich
chuyén nhé pic ctia nhém CO acid carboxylic tir 1582
cm™ xudng 1574 cm™. So sanh ph& héng ngoai cua
pellet NaD v&i HHVL thi kha twong déng chirng to
khoéng cé sw anh huwéng dang ké clia cac yéu té trong
qué trinh bao ché pellet.

Xdc dinh hinh thdi va ddt tinh bé mdt cia pellet:

Hinh thai va ddc tinh bé mat cla pellet sau khi
b6i dan va sau khi bao mang dwoc quan sat béi SEM.
Két qua thu dugc & hinh 6

Hinh 5. Hinh anh chup SEM pellet Natri diclofenac
[A] sau khi bbi duwoc chat, [B] sau khi bao mang
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Nhén xét: Cac pellet sau khi b6i dan duwoc chat
cé dang gan nhu hinh cau, bé mat khé thé rap, dwoc
chat phan bd kha déng déu trén pellet, khong cé
tinh trang nut vién. Trong khi d6, céc pellet sau khi
bao mang c6 dang cau nhiéu hon va bé mat nhan
hon, khong cé tinh trang thing mang bao.

4. BAN LUAN

Eudragit L100 |a polyme bao tan & rudt thuong
duoc st dung 1am chat mang dé bao géi nham muc
dich han ché sy dnh hudng cla pH da day va giai
phong thudc tai ruét [4]. Chinh vi vay d@é tai lua chon
Eudragit L100 lam polymer bao tan & rudt dé bao
goi dwoc chat NabD.

Khi tang ti 1&8 HPMC 7,1g dén 14,2g thi hiéu suat
boi dan tang tr 23,57% dén 36,69%. Diéu nay giai
thich la do tang ti I1é polyme HPMC |én thi kha nang
két dinh nhiéu dwoc chat 1én bé mat nhiéu hon dan
dén hiéu suat béi dan tang Ién. Tuy nhién khi tang
ti 1& 1én cang cao thi hdn dich polyme va duoc chat
qud nhét lam viéc boi dan trd nén khé khan dan dén
hiéu suat boi dan thap.

Khi thay déi kich c& pellet tlr 710-850 um sang
c& 850-1000 pum thi hiéu suat bdi dan gidm, vi khi
kich c& pellet tang 1én thi dién tich bé mat 1dn, viéc
dao vién khd khdn dan dén hiéu suat boi dan giam.
Ngoai ra, trong nhiéu nghién ciru cling cho thay kich
thuwdc nhan pellet cé vai tro quan trong trong viéc
tadc dong truc ti€p dén d6 day mang bao va qua trinh
giai phdéng thuéc in vitro [5]. Kich thudc pellet nhé
lam kéo dai thoi gian bao mang cling nhu hién tuong
dinh dé& xay ra, qua trinh bao khéng ddng nhat dan
dén kha nang giai phdng cé thé vuot qud gidi han
quy dinh 10% trong dich da day. Do vay, trong nghién
clru nay cla Riekes va cdng sv ciing tién hanh khédo
sdt cdc pellet co kich thuwdrc tir 710 um [5)]. Ngoai ra
khi thay d6i dung mdi 50% ethanol va 50% nuwdc thi
hiéu suat boi dan gidm, cé thé 1a do HPMC truong
n& trong nwdc lam cho dich bdi trwong nd trd nén
qué nhat 1am viée béi dan khoé khan hon.

Ti & mang bao tan & rudt Eudragit L 100 duoc
khao sat tir 3-12% (w/w) trong d¢, ti l1é 12% (w/w)
dadm bado kha nang giai phéng dwoc chat dat yéu
cau. Két qua nay cling tuong ty véi nghién ctru cla
Alotaibi va céng su trong bao ché vién rd nhanh tai
khoang miéng chira pellet NaD duoc bao tan & rudt
va che dau vj véi ti 1& mang bao tan & rudt khao
sat dudi 12% (w/w). Hién twong khéng déng nhat
xay ra khi khdo sat ti 16 mang bao & rudt Eudragit L
100 I&6n hon 12% (w/w) trong nghién ctu nay cla
Alotaibi. Cu thé, pellet NaD vdi ti & mang bao tan
& rudt Eudragit L100 12% (w/w), sau d6 duoc tiép
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tuc bao mang che dau dich vi bang Eudragit E 100 cé
kha nang giadi phdng trong dich da day nhan tao thap
(1,4 £ 0,5%) va gidi phdng hoan toan trong dich ruét
nhan tao. Vién nén rad nhanh chra pellet NaD c6 kha
nang giai phdng trong dich ruét nhan tao nhanh hon
so v@i vién nén Voltaren 25 mg [3].

Két qua thir hoa tan trong diéu kién méi trudng
pH 1,2 (acid HCI 0,1N) trong 2h chi c6 3,59% dugc
chat dwoc gidi phdéng, con trong méi trudng dém
pH 6,8 trong 45 phut gidi phong 80,35% va trong 60
phut giai phong 84,9% dat tiéu chuin quy dinh.

Phan tich phd héng ngoai clia cdc mau cho thay
phé cla pellet NaD bao gbm céc dinh d3c trung
cGa NaD nhu 1574 cm™ (CO acid carboxylic) [6] va
cac dinh dac trung cda HPMC va pellet tro (nhan
dudng) nhw 3387 cm™ (pic chdng 14p cia nhom OH
va nhém NH), 1069 cm* (C-O ether) [7].

Hinh théi pellet sau khi bao mang thi cdu déu hon,
khéng co tinh trang thing mang bao khac vdi trudc
khi bao mang 13 bé mét thd rap, cé cac tinh thé NaD

bam vao bén ngoai. San pham pellet clia dé tai tao ra
budc dau da dap (ng vai tiéu chuan chat lvong can
thiét dé c6 tiém nang (rng dung trong san xuét.

5. KET LUAN

D3 bao ché duoc pellet NaD bang phuong phap
boi dan st dung HPMC bang ta duoc dinh va bao
mang bang Eudragit L100. Pellet thu dwgc cé hinh
dang cau déu, khdng cé nirt bé mat mang bao, ham
lwgng NaD so vdi téng khéi luvong 13 8,84% + 0,43%
(w/w), th&r hoa tan trong diéu kién méi trudng
pH 1,2 (acid HCI 0,1N) trong 2h chi c6 3,59% duwgc
chat dwoc gidi phdng, con trong méi truong dém
phosphat pH 6,8 trong 60 phut gidi phong 84,9%.
Nhu vay, véi viéc ing dung ky thuat bao mang pellet
d3 gop phan cai thién sinh kha dung in vitro clia NaD,
tranh tdc déng cta NaD trén dudng tiéu hda. Day la
mét gidi phdp mang tinh kha thi cao trong viéc nang
cip quy md dé cd thé (rng dung trong san xuat duoc
pham trong cac nghién ctu tiép theo.
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