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Abstract: This study aimed to assess the bioavailability of experimental extended-release nifedipine
tablets of push-pull osmotic pump type composed of a semipermeable membrane-coated bilayer
core tablet containing PEO N10 and PEO 303 in drug layer and push layer, respectively on dogs. A
test on dogs was performed using a two-way randomized crossover design with a single oral dose,
fasting condition. Plasma samples were obtained at intervals and analyzed for nifedipine by UPLC-
MS/MS after liquid-liquid extraction using glibenclamide as the internal standard. The
pharmacokinetic parameters were calculated and the bioavailability of nifedipine extended-release
tablets was evaluated by comparing the pharmacokinetic parameters between the prepared
extended-release tablets of 30 mg NIF and the reference tablets of Adalat LA 30 mg. It was
found that the prepared push-pull osmotic pump tablets of 30 mg nifedipine were equivalent in
bioavailability to Adalat LA reference tablets of 30 mg nifedipine in experimental dogs according
to the regulations of US-FDA and Vietnamese pharmacopeia 5 edition. The main pharmacokinetic
parameters of nifedipine test and reference tablets after a single oral administration were as
follows: Cmax 26.95 + 7.82 (ng.mL1) and 27.20 + 6.99 (ng.mL™?), Tmax 12.33 + 3.44 hours and 11.50
+ 3.33 hours, AUCq.¢6 728.96 + 328.87 (ng.h.mL?) and 702.48 + 404.48 (ng.h.mL?), AUCo.,
741.05 + 340.39 (ng.h.mL™?) and 710.71 + 408.76 (ng.h.mL), MRT 21.80 + 5.25 hours and 22.06
+ 5.20 hours, respectively. The 90% confidence intervals for the ratio of Cmax, AUCo., and MRT
values for the test and reference products, using logarithmically transformed data were 90.82%
- 108.09%, 91.97% - 118.21%, 90.74% -107.62%, respectively. No statistically significant
difference was found for the Tmax Value.
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Nghién ctru sinh kha dung cua vién nifedipin giai phong

kéo dai theo co ché bom tham thau kéo — day trén chd

Ngd Dtrc Liém?3, Nguyén Thanh Hai2, Trinh Vin Lau3
Hoc vién Quan y, 160 Phung Hung, Phuc La, Ha Dong, Ha N, Viét Nam

2 Trwong Pai hoc Y Duge, Pai hoc Quéc gia Ha Néi, 144 Xudn Thity, Cau Gidy, Ha Ngi, Viét Nam

3Vién Kiém nghiém thuéc Trung wong, 48 Hai Ba Trung, Hoan Kiém, Ha Néi, Viét Nam

Nhan ngay 22 thang 8 ndm 2023
Chinh stra ngay 14 thang 12 nam 2023; Chap nhin dang ngay 18 thang 3 nam 2024

Tém tit: Muc dich ctia nghién ctru nay la danh gia sinh kha dung trén cho cuia vién nifedipin 30 mg
giai phong kéo dai (GPKD) theo co ché bom thim thiu kéo ddy bao ché dugc trén thuc nghiém chira
1 vién nhéan 2 16p dugc bao mang ban thim trong d6 c6 chira PEO N10 va PEO 303 lan lugt trong
16p chira dugc chét (nifedipin) va 16p day Nghién ciru dwoc tién hanh trén cho theo phuong phap
chéo ddi, ngiu nhién, don lidu, 2 thudc, hai giai doan, & trang thai doi. Céc mau huyét tuong thu
dugc trong tung khoang thoi gian duge phén tich bang phuong _phap sic ky long siéu hiéu ning
(UPLC)-MS/MS sau khi duoc chlet tach bang phwong phap chiét 16ng-1ong dung glibenclamid 1a
chuén ni. Tinh toan cac thong s6 duoc dong hoc va danh gia sinh kha dung ciia vién nén nifedipin
30 mg GPKD béng cach so sanh cac thong s6 duoc dong hoc cta vién nén bao ché duoc voi vién
dbi chiéu Adalat LA 30 mg. Két qua nghién ciru cho thay vién nifedipin 30 mg GPKD bao ché dugc
¢6 sinh kha dung twong dwong vai vién ddi chiéu Adalat LA 30 mg trén ché thuc nghiém theo quy
dinh cia FDA — My va Duoc dién Viét Nam V. Cac thong s6 duogc dong hoc chinh cua nifedipin
sau khi ubng vién thir va vién ddi chiéu 1an luot 13 Crmax 26,95 + 7,82 (ng.mL™Y) va 27,20 + 6,99
(ng.mLY), Tmax 12,33 + 3,44 gid va 11,50 + 3,33 gid, AUCo.¢6 728,96 + 328,87 (ng.h.mLt) va 702,48
+ 404,48 (ng.h.mL1), AUCo.,, 741,05 + 340,39 (ng.h.mL1) va 710,71 + 408,76 (ng.h.mL1), MRT
21,80 + 5,25 gid va 22,06 * 5,20 gid. Khoang tin cdy 90% ctia Cmax, AUCo-., MRT sau khi d chuyén
dang logarit 1an luot 14 90,82% - 108,09%, 91,97% - 118,21%, 90,74% -107,62%. Gia tri Tmax khac nhau
khéng c6 y nghia thong keé.

Tir khéa: Nifedipin, UPLC-MS/MS, huyét twong chd, bom tham thau kéo — dy.

1. Mé dau

Cac khao sat trén 1am sang trong cac nghién
ctru khac nhau ddi vo1 dang bao ché giai _phong
ngay theo dudng ubng cua nifedipin déu cho
thy nong d6 thudc trong huyét tuong ting qua
cao, dan dén su tang dot ngdt nhip tim kéo theo
céc tac dung khong mong mudn nhu: do bing
mit, dau dau, tang duong huyét, toan chuyén

" Téc gia lién hé.
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hoa, thiéu oxy, soc tim lién quan dén phoi phu né
[1]. Do nifedipin co thoi gian ban thai ngan nén
viée str dung dang bao ché nifedipin tac dung
ngin lam tang nguy co dot quy ¢ nhiing bénh
nhan cao tudi [2]. Boi vdy, hién nay trong diéu
tri dang c6 xu hudng thay thé bang cac dang bao
ché GPKD dung 1 1an/ngay cua nifedipin gitp
lam giam cac tac dung khong mong muén trén.
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bé khic phuc nhitng nhuoc diém cua vién
nén nifedipin giai phong ngay, chiing toi da tiép
can nghién ctru va bao ché duoc vién nén 2 16p
dang bom thim thiu kéo-day chira PEO N10 va
PEO 303 lan luot trong 16p dugc chat va 16p day,
dugc bao bang mang ban tham cellulose acetat
va khoan 15 giai phong duoc chit. Viéc nghién
ctru bao ché nay dua trén cac thir nghiém d¢ hoa
tan in vitro. Tuy nhién, nhitng két qua nghién ciru
giai phong thude in vitro c6 thé khong dem lai
nhiéu y nghia trong dy doan sinh kha dung cua
ché pham. Panh gia sinh kha dung méi dong vai
tro quan trong trong vi€c danh gia hi€u qua cia
vién nén 2 16p dang bom tham thiu kéo-day bao
ché duogc.

Do d6, trong nghién ctru nay, chung t6i tién
hanh danh gia sinh kha dung ctia ché phdm thuc
nghiém bao ché duoc trén cho va so sanh véi ché
pham dbi chiéu vién nén Adalat LA 30 mg.

2. Nguyén liéu, thiét bi va phwong phap
nghién ciru

2.1. Nguyén liéu, héa chdt

Nifedipin (NIF) (Chuan phong thi nghiém,
s kiém soat: WS. 0216200.02, ham lugng:
99,82%); glibenclamid (GLI) (Chuin duoc dién
Viét Nam, s kiém soat: 0103129, ham luong:
99,7%) dung lam chuan ndi trong phuong phap
phan tich; methanol, acetonitril, acid formic dat
tiéu chuan tinh khiét ding cho sic ky UPLC;
cloroform dat tiéu chudn tinh khiét dung cho
phan tich.

2.2. Thuoc doi chiéu, thuoc thir, dong vt thi nghiém

Thubc dbi chiéu (vién nén Adalat LA 30 mg,
s6 16 BXHALO6, han sir dung 02/03/2020) dugc
cung cap boi cong ty Bayer Pharma AG — Dc.
Thubc thir (vién nén NIF 30 mg GPKD theo co
ché bom tham thau) dat tiéu chudn co so [3].
Vién c6 chira cac thanh phan la: NIF, lactose,
PEO, magnesi stearat, natri clorid, oxid sit do,
CA, PEG.

Cho duc truong thanh, khoé manh, can nang
12+2 kg, dat tiéu chuan thi nghiém, dugc nudi

dudng trong diéu kién thi nghiém 7 ngay trudc
khi tién hanh thi nghiém.

2.3. Thiét bi

Céc thiét bi phan tich déu duoc chuan hoa
dap tmg yéu cau ciia ISO/IEC 17025 — 2017 va
GLP bao gom: Hé théng sic ky long khéi phd
siéu hi¢u nang UPLC-MS/MS (Water), can phan
tich Mettler Toledo c6 d6 chinh xac 0,01 mg
(Thuy Si), may lic siéu 4m Elmasonic S100H
(Elma, Pirc), may lic ngang HS 260 (IKA, Pic),
méy lic xoay Genious 3 (IKA, Birc), thiét bi bic
hoi dung méi c6 thdi khi Organomation (M), ti
lanh am sau Panasonic (Nhat). Cac dung cu thiy
tinh, binh dinh mirc, pipet c6 d6 chinh x4c pht hop.

2.4. Phwrong phap nghién cieu

2.4.1. Thiét ké nghién ciru

Thtr nghiém trén cho theo phuong phap chéo
d6i, ngiu nhién, don liéu, hai thudc, hai giai
doan, ¢ trang thai doi vdi thoi gian nghi gitra 2
giai doan 1a 7 ngay. Choé dugc theo doi trude khi
tién hanh thi nghiém 1 tudn, nhin d6i 12 gid
trudc khi thi nghiém, cho uéng nude tu do. Sau
ché dugc chia ngdu nhién thanh 2 nhoém, mdi
nhom 03 cho cho 2 giai doan thu:

- Giai doan 1: nhém 1 udng thude thir. Moi
ch6 trong nhom udng 1 vién nén NIF 30 mg
GPKD. Nhém 2 udng thude ddi chiéu. Mdi cho
trong nhom udng 1 vién nén Adalat LA 30 mg.

- Giai doan 2: d6i nguoc lai giai doan 1.

2.4.2. Ldy mdu va bdo quan mau huyét tirong

Cho ché ubng thude véi 50 ml nude trong
tinh trang khong gdy mé. Ldy mau tai cac thoi
diém 0 gid (trude khi cho udng thude) va 2, 4, 6,
8,9, 10, 12, 14, 16, 24, 36, 48, 60, 72, 84, 96 gio
sau khi uéng thudc. Mdi 1an 1iy khoang 3,5 mL
mau tir tinh mach dui ch6 va cho ngay vao ong
nghiém c6 trang chat chong dong 1a EDTA, lic
nhe, ly tim 4000 vong/phut trong 5 phut ¢ nhiét
d6 phong. Tach ldy phan huyét tuong, boc éng
eppendorf chira huyét twong biang gidy nhom
tranh 4nh sang. Bao quan trong ti lanh &m séu ¢
nhiét d¢ -60 £ 5 °C. Trong qua trinh thi nghiém,
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cho duoc b6 sung dung dich glucose 20% bang
duodng udng.
2.4.3. Xair Iy mdu

Lay 0,5 mL huyét twong, thém 50 pL dung
dich chuén ndi (dung dich GLI 0,4 pg/mL). Léc
xody 5 gidy. Thém 4 mL cloroform. Lic ngang
co hoc 300 lan/phut trong 5 phat. Ly tam 4000
vong/phuat trong 5 phat. Hat 2 mL 16p dich trong
phia dudi, boc hoi (khong nhiét) dudi dong khi
nito. Hoa tan cin thu duogc trong 0,5 mL pha
dong. Tiém sic ky.

2.4.4. Dinh lwong nong do nifedipin trong
huyét twong ché

Mau huyét twong chira NIF sau khi chiét tach
dugc dinh luong bang phwong phap UPLC, tién
hanh theo céac diéu kién sau:

* Pidu kién sac ky: thiét bi phan tich UPLC
MS/MS Water; detector Xevo TQD; cot sac ky
Hypersil Gold C18 (50 x 2,1 mm; 1,9 pm); nhiét
do cot 40°C; pha dong ACN: dung dich acid
formic 0,1% ( ty 1¢ 90:10); téc do dong
0,2 mL/phut; thé tich tiém 5 uL; nhiét do bué)ng
tiém 20 °C.

* Piéu kién khdi pho:

- Kiéu khdi pho: MS/MS, ngudn ion hoa
ESI (+).

- Cac thong sd cua thiét bj khdi pho dé phat
hién NIF va GLI duogc trinh bay & Bang 1.

Trude khi danh gia sinh kha dung, tién hanh
tham dinh phuong phap theo hudng dan ciia US-
FDA vé dinh lugng thudc trong dich sinh hoc [4, 5].

Bang 1. Cac thong sb cua detector khdi phd dé dinh tinh, dinh lugng NIF va chun ndi GLI

- Chat phan tich NIE GLI
Thong so
Ché d¢ ion hod ESI (+) ESI (+)
Thé ngudn (kV) 4 4
Thé hoi tu (V) 24 34
Nhiét d¢ hoa hoi (°C) 350 350
Luu luvong khi mang (L/H) 850 850
Luru luong khi bd trg (L/H) 20 20
Ning luong ban pha (V) 8 14
m/z ion me 347,07 494,20
m/z ion con 315,02 369,12
2.4.5. Xdc dinh cdc thong $6 duoc dong hoc
va dénh gid sinh kha dung cl=n (Z) T t(01; N /2 o EMS
. e .4 A . , ) R N
Panh gia sy giong nhau veé sinh kha dung cta
thudc thtr va thude di chiéu bang cach so sanh Trong do:

cac thong s6 AUCow, Crax, MRT, Trax theo quy
dinh ctia Dugc dién Viét Nam V [6] va US-FDA[7].

* V6i AUCo, Cmax, MRT: phéan tich
ANOVA va xac dinh khoang tin cay 90% cua ty
16 thudc thir so véi thude ddi chiu. Cac thong sb
can so sanh ciia thudc thir va thude ddi chiéu thu
dugc tir thiét ké chéo doi, don liéu chuyén qua
dang logarit ty nhién va dua vao phan tich
ANOVA. Khoang tin cdy 90% (CI) dugc tinh
theo cong thirc:

- T: gia tri Cmax hodc AUCo. hay MRT cuia
thudc thir chuyén sang logarit;

- R: gia tri Cmax hodc AUCop.. hay MRT cua
thudc ddi chiéu chuyén sang logarit;

- N’: bac tu do cua sai sd xac dinh béng
ANOVA (N’=N-2);

- N: téng s6 dong vat thi nghiém;

- EMS: trung binh binh phuong sai sd xéc
dinh bang phéan tich ANOVA.
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V61 Tmax: so sanh dua trén phuong phap
thong ké phi tham s6 (Wilcoxon signed rank test)
[8], dua trén viéc xac dinh tong gia tri xép hang

duong va am theo gia tri Z nhu sau:
IR — N(N + 1)/4]

\/N(N F W +1)/12

Trong do:
- R: tong xép hang (duong hodc am).

-N:sb cap gid tri Tmax ciia thudc thir va thude
ddi chiéu c6 sai khac.

Hai ché pham duoc coi 1a twong duong sinh
hoc néu CI cua thude thir so véi thude ddi chiéu
nam trong gidi han 70 — 143% dbi v&i Crax trung
binh va nam trong giéi han 80 — 125% dbi véi
gid tri AUC trung binh va Trax ctia thudc thir va
thudc dbi chiéu khic nhau khong c6 y nghia

thong ke.

Xac dinh cac thong s6 dugc dong hoc theo
phuong phap khong dua vao mo hinh ngan.

Bang 2. Nong do NIF trong huyét twong cho sau khi uéng lidu don vién NIF 30 mg GPKD
va vién Adalat LA 30 mg (n=6, X + SD)

- Nong do NIF trong huy¢t tuong cho o Nong do NIF trong huyét trong chod
Thm. glan sau k%li ubng vién I%IIF %0 mg Gg PKD Th(n. gan sau lighi ubng Viénida}l’at LA 3%) mg

(gi0) (ng/mL) (gi0) (ng/mL)

0 0,0 0 0,0

2 1,3+1,3 2 0,4%0,6

4 11,6 £8,2 4 51%41

6 17,2+95 6 13,1+10,0

8 18,8 £8,2 8 16,1+ 8,0

9 20074 9 18,6 £ 9,5

10 20941 10 21,3+ 10,2

12 209+59 12 24,2+ 8,6

14 24073 14 26177

16 24175 16 248+78

24 19,2+9,7 24 20,3 + 10,2

36 9,1+9/4 36 7,2%8,0

48 3651 48 3,3%+49

60 1,7+£25 60 1,7+£29

72 10+£1,.2 72 1,0£21

Noéng d nifedipin (ng/mL)

30.0
25.0
20.0
15.0
10.0

o o
o o

\

== Vién nghién cuu

. —

Adalat LA 30 mg

0 12 24

48

Thoi gian (gio)

60 72

Hinh 1. Puong cong ndng do NIF trung binh trong huyét trong ché theo thoi gian sau khi udng lidu don vién
NIF 30 mg GPKD va vién Adalat LA 30 mg.
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3. Két qua nghién ciru

3.1. Xac dinh nong do nifedipin trong huyét
twong cho

Phén tich cic mAu huyét trong chd & ca hai
nhém (udng thude thir va thude dobi chiéu) theo
phuong phép da duogc xdy dung [5]. Xac dinh
ndéng do NIF c6 trong mau dua vao dudng chuan
dugc tién hanh dong thoi trong ngay.

3.2. Phan tich duoc dong hoc va danh gia sinh kha
dung cua vién NIF 30 mg gidi phong kéo dai

3.2.1. Xac dinh cac thong 56 dwoc dong hoc

Tir két qua dinh lugng ndng do NIF trong
huyét twong chd (Bang 2) va dua vao phuong
phéap xé4c dinh céc thong sb duogc ddong hoc, xac
dinh duoc mot sb thong sb duoc ddng hoc co ban
cua NIF.

Bang 3. CAc thong sé dugc dong hoc trén cho sau khi udng vién NIF 30 mg GPKD va vién Adalat LA 30 mg

(n=6, X + SD)
Thong so Vién NIF 30 mg GPKD Vién Adalat LA 30 mg
Cimax (Ng/mL) 26,95 £ 7,82 27,20 £ 6,99
Tmax (g10) 12,33+ 3,44 11,50 + 3,33
Ke (1/gi0) 0,08 £ 0,03 0,09 + 0,04
AUCo.72 (gio.ng/mL) 720,58 + 319,50 690,53 + 382,02
AUCo., (gio.ng/mL) 740,84 + 344,95 717,38 435,51
MRT (gio) 22,73£6,70 22,51+7,11

3.2.2. Phan tich thong ké va danh gid sinh

kha dung vién NIF 30 mg gidai phong kéo dai

banh gia sinh kha dung vién nén GPKD
chua NIF bang cach so sanh gid tri Crax,

AUCq.., MRT va xéc dinh khoang tin cay 90%
cua ty 1& thudc thtr so voi thude ddi chiéu, tinh
trén sb liéu da chuyén logarit; sir dung phan mém
Microsoft Excel.

Bang 4. Phén tich phuong sai voi cac bién phu thudc 13 In[Cmax], INJAUCo~], IN[MRT]

Bién phy thuge Ngué_l} bién Bic tyr Téng binh Trung binh binh E p
thién do phuong phuong
Trinh tu thu 1 0,0061 0,0061 0,0377 0,8554
Cho 4 0,6485 0,1621 32,6699 | 0,0026
IN[Crnax] Thudc 1 0,0010 0,0010 0,1995 0,6782
Giai doan 1 0,0040 0,0040 0,8054 0,4202
Sai s6 4 0,0199 0,0050
Trinh ty thir 1 0,0581 0,0581 0,1073 0,7597
Ché 4 2,1659 0,5415 45,3094 | 0,0014
IN[AUCo-«] Thude 1 0,0151 0,0151 1,2596 0,3245
Giai doan 1 0,0039 0,0039 0,3223 0,6006
Sai b 4 0,0478 0,0120
Trinh tu thu 1 0,0755 0,0755 0,4109 0,5564
Cho 4 0,7352 0,1838 26,9152 | 0,0038
In[MRT] Thudc 1 0,0004 0,0004 0,0564 0,8239
Giai doan 1 0,0124 0,0124 1,8182 0,2488
Sai sb 4 0,0273 0,0068
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Bang 5. Céc thong s6 dung dé phén tich khoang tin cdy 90% cua cac ty s6 In[Cmax], IN[AUCO-0], IN[MRT]
giita hai mau vién NIF 30 mg GPKD va vién Adalat LA 30 mg

Sb lidu IN[Crnax] IN[AUCs...] IN[MRT]
T 3,29398 6,60778 3,12369
R 3,30322 6,57561 3,11396
T-R -0,00924 0,03217 0,00973
Bac tu do 4 4 4
t(0,1; 4) 2,132 2,132 2,132
Gid tri trung binh binh 0,0050 0,0120 0,0068
phuong sai s0

i) Phén tich phuong sai va xac dinh khoang
tin ciy 90% cuia ty s6 In[Crmax] giita hai miu vién
NIF 30 mg GPKD va vién Adalat LA 30 mg

Tur két qua xéc dinh gid tri trung binh binh
phuong cia sai s6 va bac tu do cia sal sO, Xac
dinh dugc khoang tin cy 90% cua ty s6 In[Crax]
giita hai mau T va R:

CinaxT 0,0050
1 = + 1;4) x |2 X
Ccl=In ( o R) +£(0,1; 4) } -

= (—0,09627;0,07779)

Viy gioi han dudi cta khoang tin cdy 90%
clia ty 1& gia tri In[Crax] gitta thudc thir va thube
dbi chiéu 12 -0,09627 va gi6i han trén 12 0,07779.
Do d6, khoang tin cay 90% cua ty 1€ Cmax gilta
thubc thir va thubc déi chiéu 1a 90,82% -
108,09% nam trong giGi han 80 — 125%. Hai gia
tri Cmax ctia thudc thir va thude ddi chiéu tuong
duong nhau theo qui dinh cia Dugc dién Viét
Nam V;

ii) Phan tich phuong sai va xac dinh khoang
tin cay 90% cta ty s6 In[AUCo-] giira hai mau
vién NIF 30 mg GPKD va vién Adalat LA 30 mg

Tir két qua xac dinh gia tri trung binh binh
phuong cua sai s6 va bac tu do cua sai sb, xac
dinh dugc khoang tin cdy 90% cua ty sb
IN[AUC,.»,] giita hai mau T va R:

cl=1 (AUC"“”T) +¢(0,1;4) X |2 x 00120
= "™Mavc,_r) T 6

= (—0,10267;0,16701)

Viéy gidi han dudi cua khoang tin cdy 90%
cua ty 1€ gia tri Inf[AUCo.] gitta thudc thur va

thudc ddi chiéu 1a -0,10267 va gidi han trén 1a
0,16701. Do do, khoang tin cay 90% cua ty 1¢
AUCq., giita thudc thir va thudc dbi chiéu 1a
90,24% - 118,18% nam trong gidi han 80 — 125
%. Hai gia tri AUCo-.ctia thudc thir va thude ddi
chiéu twong dwong nhau theo qui dinh ciia Duoc
dién Viét Nam V;

iii) Phan tich phuong sai va xac dinh khoang
tin cay 90% ctia ty s6 In[MRT] giita hai mau vién
NIF 30 mg GPKD va vién Adalat LA 30 mg

Tir két qua xdc dinh gid tri trung binh binh
phuong ciia sai s6 va bac tu do cia sai sd, xac
dinh dugc khoang tin cdy 90% cia ty sb
In[MRT] gitra hai mau T va R:

cl=1 (MRTT) +t(0,1;4) x |2 0.0068
= ' X X
"\MRrT,) T 6

= (—0,09177;0,11123)

Vay gioi han dudi cta khodng tin cdy 90%
cuia ty 18 gia tri IN[]MRT] giita thudc thir va thude
db6i chiéu 12 -0,09177 va gi6i han trén 13 0,11123.
Do d6, khoang tin cay 90% cua ty 1¢ MRT gitra
thudc thir va thubc déi chiéu 1la 91,23% -
111,77% nam trong gidi han 80 — 125%. Hai gi&
tri MRT cua thubc thir va thude dbi chiéu tuong
duong nhau theo qui dinh ciia Duoc dién Viét
Nam V;

iv) Két qua so sanh Trax clia vién NIF 30 mg
GPKD va vién Adalat LA 30 mg

So sanh gia tri Tmax ciia vién NIF 30 mg
GPKD véi thudc dbi chiéu Adalat LA 30 mg
theo phuong phap théng ké phi tham sb
(Wilcoxon Signed Rank Test).
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Béng 6. So sanh gia tri Tmax ctia 2 thudc theo phwong phap thdng ké phi tham sb

T (20) Chénh I¢ch Thit tu

Cho V| VienAdalatLA | (+) ©) ) o
1 14,0 9,0 5,0 15
2 8,0 6,0 2,0 15
3 16,0 12,0 4,0 4
4 10,0 14,0 4,0 2
5 10,0 14,0 4,0 4
6 16,0 14,0 2,0 6
TB 123 115 Tong 13 8
SD 3,4 3,3

Véi gia tri tra bang (values leading to
significance for the Wilcoxon Signed Rank Test)
ung véi cdp sai khac la n = 6 1a: 0 & muec tin cay
95%. Tong thir ty xép hang dwong va am déu 16n
hon gia tri tra bang.

R—N(N +1)/4
7= RZNWNHDM o our veiR
\/N(N+%)(N+1)/12
—13,N = 6)

Area=0,6915 (tra bang: Cumulative Normal
Distribution).

P —area=1-0,6915 = 0,3085 16n hon 0,05.

Nhu vy, gia tri Tmax cua thude thir va thube
dbi chiéu khac nhau khong co y nghia thong ké
véip > 0,05.

4. Ban luin

Qua nghién ctu va danh gia sinh kha dung
trén cho ctia vién nifedipin 30 mg GPKD theo co
ché bom tham thu kéo day bao ché duoc trén
thuc nghiém, nhan thdy: d thi ndng d6 NIF theo
thoi gian & ca hai ché pham thir va ddi chiéu thé
hién qua trinh duoc dong hoc cliia dang thudc
GPKD. Bén canh d6, c6 su khac nhau & cac thoi
diém 4, 6, 10, 16 va 36 gio c6 thé 1y giai do dao
dong giira cac ca thé. Day 1a dic tinh thuong gap
khi dénh gia thudc trén dong vét thuc nghiém.
Két qua danh gi4 sinh kha dung cta ché phdm
thir trén ché cho thay c6 su bién thién cac thong
s6 duge dong hoc, chung to c6 sy khac bict vé
tbc do6 va muc do h?ip thu NIF gitra cac ca thé.
Két qua phan tich phuong sai cho thiy anh

hudng cua thubc nghién ctu, trinh tu thir, giai
doan thtr dén cac thong s6 duge dong hoc Crax,
AUCq... , MRT khong c6 ¥ nghia thong ké véi p
> 0,05. Tuy nhién, sy khac nhau giita cac ca thé
anh huong dén AUCo.72 ¢, AUCo cO ¥ nghia
thng ké v6i p < 0,05 cho thdy co sy khac biét vé
mirc d6 hap thu giira cac ca thé. Két qua xac dinh
ndng do thude trong huyét twong ché c6 su twong
ddng & hai loai thude: vién NIF 30 mg GPKD dat
Crmax (26,95 ng/ml) twong duong vai vién Adalat
LA 30 mg (27,20 ng/ml), thoi gian dat Cmax clia
vién NIF 30 mg GPKD (12,33 gio) kha tuong
dong véi vién Adalat LA 30 mg (11,50 gid) va
thoi gian luu tra trung binh cta vién NIF 30 mg
GPKD (22,73 gio) kha dai va cao hon so véi
vién Adalat LA 30 mg (22,51 gio). Diéu nay thé
hién xu huéng GPKD cua vién NIF 30 mg
GPKD. Thoi gian duy tri nong d¢ téi thiéu c6 tac
dung (khoang 13,4 ng/ml) cua hai thudc 14 tuong
tu nhau va déu duy tri dén gio thir 24 van con tac
dung (ndng do trong huyét tuong cta vién NIF
30 mg GPKD va vién Adalat LA 30 mg lan luot
la 19,2 ng/ml va 20,3 ng/ml). Sinh kha dung
tuong ddi ciia vién NIF 30 mg GPKD so véi vién
Adalat LA 30 mg vdi d6 tin cay 90% la 90,24%
- 118,18%.

5. Két luan

Pi tién hanh danh gia sinh kha dung va xac
dinh mot sd thong s6 duoc ddng hoc cua vién
NIF 30 mg GPKD bao ché dugce trén cho thuc
nghiém. Két qua cho thiy: cic gia tri Crax,
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AUC... va MRT cua vién NIF 30 mg GPKD va
vién ddi chiéu Adalat LA 30 mg 13 tuong duong
nhau hay noi cach khac 1a sy khac nhau cua cac
gi tri trén giira hai ché pham khong c6 ¥ nghia
thong ké voi khoang tin cay 90%. Piéu nay co
nghia 14 khi uéng vién NIF 30 mg tham thau kéo
— dédy va vién ddi chiéu Adalat LA 30 mg ¢ diéu
kién d6i, don liéu, néng dé NIF cuc dai trong
mau, toc d6 va mirc do hip thu NIF vao méu va
thoi gian luu tra trung binh 1a tuong duong nhau.
Céc thong s6 duoc dong hoc xéc dinh dugc tu
vién NIF 30 mg GPKD thé hién rd tinh chét dic
trung cia mot ché pham thuéec GPKD dang bom
tham thiu kéo — ddy theo duong udng.
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