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ABSTRACT

Objective: To evaluate bioavailability of capsules containing VER.HCI 120 mg sustained-release
pellets and pharmacokinetic parameters of Verapamil hydroclorid in experiment dogs.

Methods: To quantify of VER.HCI in dogs plasma by HPLC; extraction of VER.HCI in
dogs plasma by plasma protein precipitation method; experimental design by a single-dose,
cross-over design method in experimental dogs. Kinetica Version 5.0 software was applied to
evaluate pharmacokinetic parameters.

Results and discussion: The C__ value of VER.HCI when taking VER.HCI 120 mg GPKD
capsule and Verapamil MYLAN LP 120mg tablet was equivalent, the difference was not
statistically significant. But the different AUC_, MRT and Tmax values of VER.HCI 120 mg
GPKD capsule and Verapamil MYLAN L.P 120mg tablet were statistically significant (p<0.05).

Conclusion: The absorption site of the dosage form was different in the gastrointestinal tract.
That led to the difference in the rate of absorption of VER.HCIl into the circulatory system from
two drug forms. Therefore, the time to reach C__ and the mean retention time (MRT) were
different, leading to different AUC .
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TOM TAT
Muc tiéu: Banh gla duogc sinh kha dung vién nang chira pellet VER.HCI 120 mg giai phong kéo
dai thong qua viée xac dinh mot s thong sé dugc dong hoc cia VER.HCI trén ché thuc nghiém.

Phuwong phap nghién ciru: Dinh lugng VER.HCI trong huyét twong cho bang phuong phap
HPLC; chiét VER.HCI tir huyét twong cho bang phuong phap tua protein huyét tuong; Thiét ké
nghlen cuu bang phuong phap chéo doi don liéu hai giai doan trén cho thyc nghiém; Xac dinh
cac thong s6 dugc dong hoc bang phan mém duoc dong hoc Kinetica Version 5.0.

Két qua va ban luén: Gia tri C__cua VER.HCI khi udng vién nang VER.HCI 120mg GPKD
bao ché dugc va vién nén Verapamil hydroclond L.P MYLAN 120mg luu hanh trén thi trucrng
la tuong duong nhau, khac nhau khong cO y nghia thong ké. Nhung cac gia tri AUC, , MRT va
T cua 2 thuoc nay khac nhau c6 y nghia thong ké (p < 0,05).

max

Két luén: Vi tri hép thu ctia dang bao ché khac nhau trong duong ti€u hoa. Diéu d6 dan dén su
khac nhau vé toc do hap thu VER.HCI vao hé thong tuan hoan tir hai dang thudc. Do do, thoi

gian dé dat duoc C.
khac nhau.

_va thoi gian luu tr trung binh (MRT) ¢6 su khac bit nén dan dén AUC,

Tir khoa: Verapamil, Pellet, sinh kha dung, thong s6 duge dong hoc.

1. PAT VAN DE

VER.HCI 14 mét thudc chen kénh calci thé hé 1, ngan
can dong Ca2+ di qua kénh vao té bao than klnh dan
truyén, t& bao co tim va vao té bao co tron thanh mach.
VER.HCI c6 tac dung trong chong loan nhip va didu
tri ting huyét ap [1]. Sau khi udng, hip thu gan nhu
hoan toan (khoang 90%) qua duong ti€u hoa, lién két
khoang 90% véi protein huyét twong, sinh kha dung
thap (20-35%) do chuyén hoa qua gan nhanh. VER.HCI
thai trir qua than dudi dang chat chuyén hoéa lién hop
(70%), dang khong chuyén héa (3%), qua mat/phan (9-

16%) [2] Trén thi truong, VER.HCI dugc bao ché o ca
dang vién nén, thudc tiém va vién giai phong kéo dai
(GPKD), trong do dang bao ché GPKD ngay cang duoc
nghién clru phat trién va su dung rong rdi do 6 nhiéu wu
diém. Dong thoi, tai Hoc vién Quan y la noi da nghién
ctru, bao ché thanh cong vién nang GPKD chtra pellet
VER.HCI. Hi¢n nay, trén thé gigidaco nhiéu cong trinh
nghlen ctru vé SKD cua cac ché pham VER.HCI dugc
cong bd, nhung chi yéu 1a két qua nghién ctru vé dang

*Tac gia lién h¢

thudec GPKD [3], [4], [5]. Con d01 voi dang vién nang
chtra pellet VER.HCI GPKD gan nhu c6 rat it tai li¢u
cong bo. Do do, nghlen ctru dugce tién hanh nham: So
sanh mot sé thong sé duoc dong hoc ctia vién nang chira
pellet VER.HCI 120 mg GPKD so v&i vién ddi chiéu
trén choé thyc nghiém.

2.POI TUQNG VA PHUONG PHAPNGHIEN CUU
2.1. Péi twong nghién ciru

- Déi twong nghién ciru: Vién nang chira pellet VER.
HCl 120 mg GPKD dat TCCS.

- Nguyén li¢u va hoa chat: Verapamil hydroclorid
chuan, SKS QT242010914 (100,52%); Acetonitril, acid
formic, methanol: Dat tiéu chuan cho HPLC
Merck (Puc); Vién nén Verapamil MYLAN L.P 120mg
GPKD (MY).
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Thiét bi va dung cu: H¢ thé)ng HPLC Alliance Waters
2695D (My); Can phan tich Mettler toledo do chinh
xac 0,01 mg (Puc); Tu lanh sau -40°C Sanyo MDF-
236 (Nhat); May siéu am Branson 5200 (My); Mang
loc Sartorius Minisart kich thudc mang 0,45um (Birc);
May ly tam Scanspeed 1580 (Labogene, Dan Mach);

Céac dung cu thi nghi€ém khac: H¢ thong pheu thuy tinh,
6ng nghiém, binh dinh muc, plpet cde ¢6 mo, gidy
loc... dat tiéu chuan phan tich va kiém nghiém.

Dong vat thi nghiém: Cho ta, g1ong duc khoé manh, can
nang 10 - 12 kg, dat tiéu chuan thi nghiém.

2.2. Phuong phap nghién ctru
2.2.1. Thiét ké nghién civu — bé tri thi nghiém

Theo phuong phap chéo doi, ngau nhién, don liéu, 2
g1a1 doan, bd tri 2 dot cach nhau 7 ngay. Thyc hién trén
6 c4 thé ché duoc chia ngau nhién thanh 2 nhom, mdi
nhom 3 con. Chon ca thé ché duc khoe manh, cn nang
10 - 12 kg/con, dugce theo doi trude khi tién hanh thi
nghlem 1 tudn. Bira t6i trude ngay dung thudc, cho cho
an nhe vao 22 glo Ngay dung thudc, khong cho ché an
sang, cho cho udng 1 vién thudc con nguyen ven voi
50 ml nude va cho an vao thoi diém 8 gio ké tir sau khi
udng thude.

2.2.2. Ldy méu va béio qudn méu huyét twong

- Lay mau mau: Dung kim vé khuan lay mau tinh mach
cang chan sau cua cho khoang 3ml mau. Cho mau vao
cac ong ly tim da danh s c6 chira chat chong dong. Lay
méu tai cac thoi diém: 0;152;3;4,5;6,7,8,9;10; 12,
16 va 24 gi¢ sau khi ubng. Sau moi lan lay mau cho cho
ubng khoang 10ml nuéc hodc dung dich glucose 5%.

- Bao quan huyét tuong: Sau khi ldy mau, miu mau
duoc ly tim tach huyét twong véi toe dd 5000 vong/phit
trong 10 phut & nhiét d6 phong. Huyét tuong duoc bao

3. KET QUA NGHIEN CUU VA BAN LUAN
3.1 Két qua nghién ciru

quan lanh -40°C cho dén khi tién hanh phan tich. Thoi
glan bao quan huyét twong khong qua 29 ngay. Thoi
gian giita 2 dot thir thude cach nhau 7 ngay.

2.2.3. Pinh lwong verapamil trong huyét twong ché

- X ly méu huyét tuong: Lay 1ml huyét trong cho cho
vao ong nghiém chiét, thém 2,5 ml MeOH. Lic xoay
1 phut. Ly tdm 5000 vong/phut trong 10 phat. Hut 1ml
dich trong c6 dudi dong khi N2 t6i kho. Hoa tan cén
trong 0,3 ml MeOH bang cach lic xody 30 gidy, lic siéu
am 10 phut ly tim lai 5000 vong/phut trong 3 phut. Loc
qua mang 0,45 um va tiém vao cot sac ky.

- bidu kién sic ky: Cot: SunFireTM C18 (250 x 4,6mm,
Sum); Nhiét do cot: nhiét do phong; Pha dong: ACN:
acid formic 0,1% (30:70); Toc do dong: 1ml/phut;
Detertor: Huynh quang A, = 272nm, pr =295,8nm.

2.2.4. Xdc dinh cdc théng sé dwoc dong hoc va dinh
gid sinh kha dung

- binh 1u0ng VER.HCI trong cac mau huyét trong cho
sau khi uong thudc. Toan bo luong mau dugc phén tich
trong ciing mot ngay theo hudng din vé phan tich mau
trong dich sinh hoc cia USA — FDA. Tt nong d thudc
trong cac mau huyet tuong, v€ dudng cong nong do
thudc — thoi gian cua ting ca the Xac dinh cac thong s6
dugc dong hoc bang phan mém Kinetica 5.0.

- banh gia sinh kha dung thong qua cac thong s6: Véi
AUC, _, C_ va MRT su dung phuong phap khodng
tin cay 90‘V cua ty 1€ hai gia tri trung binh, v6i T
so sanh theo phwong phép thong ké khong tham 86
(Wilcoxon signed - rank test) Hai ché pham duoc coi la
tu’ong duong sinh hoc néu khoang tin cdy 90% cua ty 1&
cac gia tri trung binh cua AUCO-0, Cmax va MRT (da
chuyén logarit) gitra thudc thir va thuoc dbi chiéu nim
trong khoang tr 0,8 — 1,25 va Tmax khac nhau khong
c¢6 ¥ nghia thong ke [6], [7].

3.1.1. Két qua xdc dinh nong @p VER.HCI trong huyét twong ché

Tién hanh phan tich cac mau huyét trong ché & ca hai nhém thude thir va thude ching, két qua duogc trinh bay &

bang 1 va hinh 1.

Bing 1. Nong d9 VER.HCI trong huyét twong ché sau khi udng thuée thir va thudc chirmg (n=6, X + SD)

Thoi gian (gio)

o | 1 | 2] 3] 4|56 | 7| 8] 9 10| 12] 16| 24
Thubc thir

102,7 | 152,6 | 195,5 | 235,5 | 252,6 | 231,5 [ 204,0 | 171,5 [ 141,8 | 1193 | 94,2 | 72,5 | 40,1

0,0 + + + + + + + + + + + + +

132 | 17,8 | 18,6 | 204 | 209 | 22,8 | 21,1 | 20,1 | 192 | 155 | 10,8 | 104 | 6,2
Thubc chirng

103,8 | 151,0 | 194,2 | 235,0 | 259,5 | 236,9 | 206,8 | 177,2 | 150,9 | 123,4 | 1054 | 84,5 | 44,3

0,0 + + + + + + + + + + + + +

155 | 26,4 | 27,1 | 42,0 | 21,8 | 269 | 19,8 | 23,0 | 17,0 | 183 | 14,1 | 9.8 | 7.6
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Hinh 1. Du’(rng cong nong do thude trung binh theo thoi gian
ciia 6 ca thé ché sau khi udng thudc thir va thudc chirng

Turbang 1 va hinh 1 cho thay Duong cong biéu dién nong d6 thude thoi gian cua thudc thir va thuoc chiing c6 cac
dlem lay mau phan b deu va phu hop. Nong do VER. .HCl trong huyet trong nhom ché udng thude thir hau het
deu thap hon so v&i cho u6ng thude chimg. Tai thoi dlem 1gio, nong d0 VER.HCI da dinh lugng dugc trong hau
hét cac mau huyet twong cho. Tu thoi diém 1-10 glo ndng d6 VER.HCI trung binh trong huyét twong cho uong
thudc thir thap hon thuoc 601 chung khong dang ké va tir 10 gio dén trude 24 gio, nong dd VER.HCI trong huyét
tuong cho uong thude thir thap hon 16 rét so vai thuoc d01 chtng. Tai mdi thoi diém ldy mau, c6 sy dao dong nho
gitra cac ca the, ca khi uong thudc thir ciing nhu thuoc d6i chung. Cmax nam trong khoang tr 221,1 —280,1 ng/
ml voi thuoc thu (T) va 234,7 — 308,7 ng/ml v6i thudc chimg (R), déu nho hon nong do ULOQ (1600ng/rn1) cua
duong chuan. Miu ¢ ndng do thap nhat 40,6 ng/ml véi thude thir va 32,1 ng/ml véi thude ching, déu 16n hon gia
tri gi6i han dinh lugng dudi (20,1 ng/ml).

3.1.2. Két qua phan tich dwoc dong hoc va so sanh sinh kha dung ciia thudc thir va thudc chirng

Tur két qua dinh lugng tai bang 1, xac dinh cac thong s6 dugc dong hoc bé’mg ph?m mém Kinetica 5.0, két qua duoc
trinh bay ¢ bang 2.

Bang 2. Cac thong s6 dwoe dong hoc ciia thudc thir va thude chirng (n=6, + SD)

Théng s6 dwoc dong hoc

AUC, AUC,

g | Tow @) | omi’B) | mgmisi) |D/@ % | & Ugio) | t,(gio) | MRT (giv)

Thudc thir

254,4+19,1 | 5,00+£0,63 | 2499,1+274,8 | 2798,8+440,1 | 89,9+5,2 | 0,073+0,012 | 9,68+1,53 | 13,44+3,27

Thuéc chirng

272,3£26,2 | 5,17+£0,75 | 2911,5+304,7 | 3507,5+392,4 | 83,1+£3,0 | 0,074+0,013 | 9,60+1,4 | 14,52+1,25

Két qua 0 bang 2 cho thay: Gia tri C,, trong huyet tuong cho trung binh khi udng thude thir1a 254,4 + 19,1 (ng/
ml) va thude chung 14a272,3 +£26,2 (ng/ml) Nhu vay, C_dao dong nho gitra nhom cho ubng thude thir (CV=7,5
%) va nhom cho udng thude chimg (CV=9,6%).

Gia tri AUC,,, khi ubng thude thir 14 2499,1 + 274,8 (ng. h/ml) khi uong thude chu:ng 142911,5+304,7 (ng.h/ml).
Nhu vy, gia tri AUC,, c6 su dao dong nho Gia tri CV cua AUC , ciia nhom uong thuoc thu va thuoc chimg lan
lugt 1a 11,0% va 10 5% Ty 1& (%) gitra AUC0 ./ AUC, trung bmh dat trén 80%, cu thé: Khi uong thude thir 1a

89,9 va thudc chung 13 83, 1. Nhu vay, thoi gian lay mau cubi cung (24 gio) da thoa man yéu cau vé danh SKD theo
quy dinh ciia FDA. Thoi gian dé dat ndng do cuc dai trong huyét twong ché Tmax trung binh khi uéng thube thir
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va thudc ching 1an luot 13 5,00+0,63 gid va 5,17+0,75 gio. Tmax cua thudc thir va thude ching déu dao dong tu 4
dén 6 gio. Do do, cac cho lua chon cho thi nghlern tuong dbi dong déu nhau, c6 su dao dong nho giita cac ca thé.

Phan tich thong ké va so sanh sinh kha dung ctia thude thir va thude chimg: Tu két qua ¢ bang 2, danh gla SKD
vién nang VER.HCI 120 mg GPKD theo quy dinh ctia FDA va USP 41. Két qua phan tich phuong sai va xac dinh
khoang tin cdy CI 90% duogc trinh bay ¢ bang 3 va 4.

Bang 3. Phan tich phwong sai v6i bién phu thudc In[C__ |, In[MRT], In[AUC__]

Ngudn bién thién | Béc tw do df T[‘:’l‘:lgﬂ':;‘g‘h le;;‘l‘;)gh'l’ri(‘r‘;‘g F P Ln (T/R)
Bién phy thudc 1a In[AUC,_]
Trinh ty thir 1 0,118008 0,1180 15,4934 | 10,0170
Cho (trinh ty) 4 0,030467 0,0076 0,9744 0,5097
Giai doan 1 0,016875 0,0169 2,1589 0,2157 09318
Thude 1 0,161008 0,1610 20,5981 0,0105 ’
Sai 6 4 0,031267 0,0078
Téng 11 0,357625
Bién phu thudc la In[C_ ]
Trinh ty thir 1 0,03 0,03 2,8037 | 0,169357
Cho (trinh ty) 4 0,0428 0,0107 11,6730 | 0,017698
Giai doan 1 0,0003 0,0003 0,3273 | 0,597885 0.0633
Thube 1 0,0120 0,0120 13,1270 | 0,022295 ’
Sai s6 4 0,0037 0,0009
Téng 11 0,0888
Bién phu thudc 12 In[MRT]
Trinh tu thir 1 0,104533 0,10453 53653 | 0,081466
Cho (trinh ty) 4 0,077933 0,01948 0,8141 | 0,417939
Giai doan 1 0,026133 0,02613 1,0019 | 0,355034 0.0933
Thube 1 0,026133 0,02613 1,0019 | 0,355034 ’
Sai b 4 0,095733 0,0239
Téng 11 0,330467
Bang 4. Gia tri CI 90% ciia cac bién phu thude
Gia tri C1 Gi6i han duéi CI, Gi6i han trén CI, CI 90% (e
In[AUC,_] 0,2318+0,1418 0,0901 0,3736 109,4-145,3%
In[C_ ] 0,0633+0,0482 0,0152 0,1115 101,5-111,8%
In[MRT] 0,0933+0,2481 -0,1548 0,3414 85,7-140,7%

Két qua phan tich phuong sai cho thay Anh huong cua sy khac nhau gitra trinh ty thrr, glua cdc nhom va cac ca the
cho lya chon ngau nhién dé nghién ciru, glua mau thude thir va mau thude chung, gitra cc giai doan thu thudc dén
cac bién phu thu¢c In[AUC_ ], In[C__ ] va In[MRT] la khac nhau khong c6 ¥ nghla thong ké (p > 0,05). Nghia la,
mirc d6 hip thu VER.HCl vao mau, nong d6 cuc dai trong mau cho thuc nghiém va thoi glan luu tra trung binh cua
VER.HCI khi ubng thudc thir T va thude chimg R 1a twong duong nhau. Khoang tin cay CI90% cua gia tri C__,
nam trong khoang cho phép, tir 0,8 — 1,25 hay 80 dén 125 %, tuy nhién CI 90% cua cac gia tri MRT va AUC, lal
nim ngoal khoang quy dinh. Nhu vay, gid tri C_tuong ung giita thude thir va thube chung 1a twong duong nhau
con céc gia tri MRT va AUC, | khac nhau theo quy dinh ctia FDA. So sanh gla tri Tmax gitra thuoc thir va thuoc
chung La so sanh sy khac nhau gitra thoi gian dat dén nong d6 cuc dai Tmax cia 6 ca thé cho khi ubng thude thir
va thudc ching theo phwong phap théng ké phi tham s. K&t qua so sanh Tmax dugc trinh bay & bang 5.
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Bang 5. So sanh gia tri T

theo phwong phap thdng ké phi tham s6

T, (gio) Chénh léch Thir tw
Ché - -

Thuoéc thir | Thuoc chirng 6 ) +) )

1 4 5 - 1 - 1

2 5 5 0 - 2 -

3 5 5 0 - 2 -

4 5 4 1 - 4,5 -

5 6 6 0 - 2 -

6 6 5 1 - 4,5 -

Tong 15 1
Véi gia thuyét: Hy: T _  cua thudc thir T va thudc ching R nhu nhau. H: T cua thudc thir T va
thudc ching R khong giong nhau. Két qué cho thiy: T(+) = 15; T(-) = 1 ; T, =T, = 1. Tra bang

Wilcoxon ta duge T (6) = 1; T

test 00005

Nhu vay, bac bo H; chép nhan H: T _

_ cua vién nang VER.

HCI 120mg GPKD va vién nén Verapamil hydroclorid L.P MYLAN 120mg khac nhau ¢6 v nghia thong ké

(p <0,05).

3.2. Ban luin

Mo hinh thir SKD thudng bé tri thir chéo doi, don licu
hodc da li€u ¢ trang thai can bang. M6 hinh chéo doi
thuong duge str dung vi ¢6 d9 tin cdy cao va han ché
dugc anh hudng cua yéu t6 ca thé gay ra sai s0. Vi m6i
ca thé chinh la chuan cua nd. Thi nghiém dugc tién
hanh hai giai doan, nén s6 lugng cé thé khong can phai
nhiéu, dp do tiet kiém duge kinh phi. Ve doi tugng thur
thuoc, tot nhat la nghién ctru SKD va TDSH dugc thuc
hién trén ngudi tinh nguyén. Tuy nhién, kinh phi dé
trién khai trén nguoi tinh nguyen kha tén kém, dong
thoi mat nhiéu thoi gian xin phé duyet dé cuong va
trién khai thuc té. Ngoal ra, dbi voi thude GPKD, c6
ty 18 %DCGP tai cac thoi diém rat phuc tap, phu thude
16n vao k¥ thuat bao ché. Do dé, tién hanh thir nghlem
trén dong vat dé tham do anh hudng cua do hoa tan in
vitro dén SKD in vivo nham tranh dugc nguy co gay
ngd doc. Trén thuc t€, cling c6 mot s6 tac gia da dung
cho d¢ danh gia SKD.

Vé thuoc d6i chiéu, cac tai liéu khuyen cao nén chon
thude ddi ching la thuc gdc ciia nha phat minh véi
dang bao ché tuong tu. Tuy nhién, hién nay trén thi
truong Viét Nam chua ¢ ché pham vién nang VER.HCI
120 mg GPKD. Qué trinh tim mua thudc ddi chiéu vién
nang VER.HCI 120 mg GPKD ¢ nudc ngoai gap rat
nhleu kho khan va khong thue hién dugc. Do d6, dung
thuéc dbi chiéu 1a vién nén Verapamil MYLAN L.P
120mg GPKD (NSX Mylan Pharmaceutical, USA), c6
cung ham lugng daé nghlen clru, nham muyc dich chiing
minh tinh chat GPKD ctia ché phdm nghién ciru.
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bé thu dugc duong cong SKD dép tmg yéu cau, thoi
diém lay mau coy nghla hét stc quan trong. Cac mau
mau ché dugc 14y sau cac khoang thoi gian 05 1; 2; 3;
4;5;6;7;8;9;10; 12, 16 va 24 gio. Cac thoi dlem lay
mau nhu’ trén da the hlen 13 pha hép thu va pha thai
trir cua duorng cong SKD; dam bao c6 it nhét 3 dlem
ldy miu mau trude khi dat C... (pha hap thu), 3 diém
xung quanh dinh, 6 dlem sau khi dat nong d6 dinh (pha
thai tru’) va tong s diém 1y mau nhiéu hon 11. Viéc
lay mau mau trong thi nghlem nghién ctru SKD da dap
mg duoc cac quy dinh cia FDA. Cac théng sé6 DDH
duogc tinh toan theo phu:ong phap khong dua trén mo
hinh ngan theo quy dinh ciia USP 41 va FDA. Phén tich
thdng ké, so sanh cac théng sb DPH dugc thuc hién
theo phuong phap two one-sided t-test (phuong phap:
khoang tin cdy 90%). T dugc so sanh bang phuong
phap théng ké khong tham s6 (Wilconxon signed rank
test).

Muc tiéu la tao ra T cho vién nang phai tir 5-6 gio.
Do ¢ dang pellet nén phan 16n § thuoc s& duoc hap thu tai
rudt non. Tai thoi dlem ldy mau cudi cing (24 gid) tuy
chua du dai nhu khuyén céo cua USP (48 gio) nhung
nong do VER.HCI trong huyet tuong da ha xudng rat
thap, du dé xac dinh chinh xéc cac thong s6 DPH. Trén
do thi cling cho thdy nong ¢6 VER.HCI trong mau tai
cac thoi di€ém dinh luong cua vién nang nghlen clru va
vién nén dbi chiéu chua trung khit nhau: & vién nang
nghlen ctru VER.HCI hép thu nhanh hon, dat C, . Xxap
xi nhau, trong khi gia tri AUC lai thap hon.

Két qua so sanh SKD in vivo ciia vién nang VER.HCI
120 mg GPKD va vién nén Verapamil MYLAN L.P
120mg trén ché bude dau cho thay: Bang phuong phap
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phén tich phuong sai, xac dinh khoang tin cay 90%, gia
triC_ cua VER. HCl khi udng vién nang VER.HC1 120
mg GPKD va vién nén Verapamil MYLAN L.P 120mg
la twong duong nhau, khac nhau khéng co y nghla thong
ké. Nhung cac gia tri AUC,_, MRT va T__ cua vién
nang VER.HCI 120 mg GPKD va vién nén Verapannl
MYLAN L.P 120n1g khac nhau co y nghla thong ké
(p<0,05). S¢ di cac gia tri AUC _, MRT va T cua
VER.HCI ¢ 2 dang thuoc khac nhau la do: vi tri hap
thu cua dang bao ché khac nhau trong duong tiéu hoa.
Diéu d6 dan den su khac nhau vé toc do hap thu VER.
HCl vao hé thong tudn hoan tir hai dang thudc. Do do,
thoi gian dé dat dugc Cmax va thoi gian luu tra trung
binh (MRT) c6 su khic biét nén dan den AUCO0-0 khac
nhau. Chinh sy khic biét nay 1a dac dlem co ban nhat
cua dang thudc GPKD dang da don vi liéu va dang mot
don vi liéu.

4. KET LUAN

Nghién ctru da danh gia dugc SKD va so sanh mot s0
thong s6 dugc dong hoc cia VER.HCI tir vién nang
VER.HCI 120mg GPKD bao ché dugc va vién nén
Verapamil hydroclorid L.P MYLAN 120mg trén cho
thuc nghiém. Két qua phan tich phuong sai, xac dinh
khoang tin cay C190% cho thy: Gi4 trj Cmax ctia VER.
HCI khi uong vién nang VER.HCI 120mg GPKD bao
ché duoc va vién nén Verapamil hydroclorid L.P MY-
LAN 120mg luu hanh trén thi truong la twong du(rng
nhau, khac nhau khong c6 y nghia thong ke. Nhung cac
gia tri AUC0-c0, MRT va Tmax ctia 2 thudc nay khac
nhaucoy nghla thdng ké (p < 0,05).
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