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GEMFIBROZIL

boc hoi trén cach thuy téi khé. Thém | ml dung djch acid
hydrocionc | N (TT) va 15 ml nude vao cin thu duoc,

lam am trong vai min. Loc va ria bc’mg nuée dé thu duge
100,0 ml dich lgoc. Pha lodang 20,0 ml dich loc thanh
25,0 ml véi nuoc.

Léy 12 ml dung dich thu duoc tién hanh thir theo phuong
phap 1. Ding dung djch chi mau 2 phan triéu Pb (TT) dé
chuin bi miu déi chiéu.

Mit khéi lwgng do 1am khd
Tir 12,5 % dén 16,0 % (Phy luc 9.6).
(1,000 g, 105 °C).

Gidi han phiépl vi sinh v@t_
Pat yéu cau vé giéi han nhiém vi sinh vat (Phu luc 13.6,
phuong phap dia thach).

Bdo quin
Vo nang bao quan tranh am, ¢ nhiét d6 khong qua 30 °C.

GEMFIBROZIL

HsC. CHj

HSC O\/\X
U COzH

CHj

C|5H2203 P.t.l: 250,3

Gemfibrozil 1a acid 5-(2,5-dimethylphenoxy)-2,2-dimethyl-
pentanoic, p_héi phﬁa tir 99,0 % dén 101,0 % C,sH,,0;,
tinh theo ché pham khan.

Tinh chét

Bot két tinh dang sap mau trang hay gan nhu tring. Thuc
té khong tan trong nudc, rat tan trong methylen clorid, dé&
tan trong ethanol va methanol.

Pinh tinh
A. Phé hap thy h6ng ngoai (Phu luc 4.2) cua ché phdm phai
phi hop véi phd hap thy hong ngoai cua gemfibrozil chuén.
B. Diém chay ciia ché phdm phai tir: 58 °C dén 61 °C (Phu
luc 6.7).

Tap chit lién quan

Phuong phiép sic ky long (Phy luc 5.3).

Pha déng A: Hoa tan 0,49 g kali acetat (TT) trong 400 ml
nuce, diéu chinh dén pH 4,0 bing acid phosphoric (TT),
thém 600 ml acetonitril (TT).

Pha dong B: Acetonitril (TT).

Dung dich thir: Hoa tan 40 mg ché pham trong pha dong A
va pha loang thanh 10,0 ml bang pha dong A.

Dung dich doi chiéu (1): Dung dich gemﬁbroz:l chuén
dung dé kiém tra tinh phu hop cua hé théng (chira céc tap
chét C, D va E) trong acetonitril (TT) c6 nong dd khoang
0,1 mg/ml.
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Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bang pha dong A. Pha loang 1,0 ml dung
dich thu dugc thanh 10,0 ml bﬁng pha djng A.

Dungdich doi chiéu (3): Hoa tan 5 mg 2, 5-dimethylphenol
(TT) (Tap chét A) trong pha dong A va pha loang thanh
10 ml bing pha dfng A.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,0 mm) dugc nhdi pha tinh end-
capped octadecylsilyl silica gel diing cho sdc ky (5 pm).
Detector quang phd tir ngoai dat & budc séng 276 nm.
Téc d6 dong: 1,5 mU/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:
Tién hanh sac ky theo chuong trinh dung moéi nhu sau:
Thoi gian Pha dong A Pha dong B
\ (min) (% ti/tt) (% tu/tt)
| 0-5 100 0
5-20 100 — 0 0— 100
‘ 20-25 0 100

Str dung sic ky dd cung cip kém theo gemfibrozil chuén
dung dé kiém tra tinh phit hop cua hé théng va sic ky d6
cia dung djch ddi chiéu (1) dé xac dinh pic cua céc tap
chat C, D va E. Sir dung séic ky d6 ctia dung dich i chiéu
(3) dé x4c dinh pic cua tap chat A.

Thai gian luu twong ddi so voi gemfibrozil (thdi gian luu
khoang 7 min): Tap chat A khoang 0,4; tap chit C khoang
1,3; tap chit D khoang 1,5; tap chét E khoang 1,7; tap chit
I khodng 2,0; tap chat H khoang 2,9.

Kiém tra tinh phi hop cua hé théng: Trén sic ky dd cua
dung dich dbi chiéu (1), dd phan giai giita pic gemfibrozil
va pic tap chit C it nhét 1 6,0; d6 phan giai giira pic cia
tap chat D va pic cua tap chat E it nhat la 2,0.

Pé tinh ham luong, nhan dién tich pic cua cac tap chat sau
v6i hé s6 hiéu chinh twong img: tap chat A 12 0,5; tap chat
D la 1,8; tap chat E 13 0,2; tap chat H 1 0,6.

Gioi han:

Tap chit E, I: Vi mi tap chét, dién tich pic dd hiéu chinh,
néu cén, khdng dugce 16n hon 2 lin dién tich pic chinh thu
duoc trén sic ky db cua dung dich ddi chiéu (2) (0,2 %).
Tap chéit A, D va H: V&i mdi tap chat, dién tich pic da hiéu
chinh, khong dugc 16n hon du-;:n tich pic chinh thu dugc
trén sic ky d cua dung dich d01 chiéu (2) (0,1 %).

Tap don khéc: V&i mdi tap chat, dién tich pic khong dugc
16m hon dién tich pic chinh trén sic ky d6 cua dung dich
dbi chiéu (2) (0,10 %).

Téng dién tich pic cua tit ca cac tap chét khong duge 16n
hon 5 1an dign tich pic chinh thu dugc trén sic ky dé cia
dung dich dbi chiéu (2) (0,5 %).

B0 qua nhimg pic c6 dién tich nhé hon hodc bﬁng 0,5 lan
dién tich pic chinh thu dugc trén sic ky dd cua dung dich
dbi chiéu (2) (0,05 %).

Ghi chu:

Tap chit A: 2,5-dimethylphenol (p-xylenol).
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Tap chat B: 5-(2,5-dimethylphenoxy)-2,2- dimethylpentanamid.

Tap chat C: 2-[3-(2-ethoxyethoxy)propoxy]-1,4-dimethylbenzen.

Tap chit D: Acid 5-[3,6-dimethyl-2- -(prop-1-enyl)phenoxy]-
2,2-dimethylpentanoic.

Tap chat E: Acid 5-[2,5-dimethyl-4-(prop-1-enyl)phenoxy]-
2 2-d|methylpentanmc

Tap chéat F: 1 ,4-dimethyl-2-(4-phenylbutoxy)benzen.

Tap chit G: 1,4- dimethyl-2-(prop-2-enyloxy)benzen.

Tap ch‘at H: 1,3-bis(2,5-dimethylphenoxy)propan.

Tapchatl: Methyl 5-(2,5-dimethylphenoxy)-2,2-dimethylpentanoat.

Nuéc
Khéng dugc qué 0,25 % (Phu luc 10.3).
Dung 2,000 g ché pham.

Tro sulfat

Khong dugc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Ding 2,0 g ché phdm. Sau khi lam am, d& yén 1 h trudc
khi dem ddt nong.

Dinh lrgng .

Hoa tan khoang 0,200 g ché pham trong 40 ml methanol
(TT). Thém 10 ml nwdc va 1 ml dung dich acid hydrocloric
0,1 M (TT). Chuén d6 bing dung dich natri hydroxyd 0,1 N
(CD). Xac dinh dlém tuong duong bing phuong phép
chuin d6 do dién thé (Phu luc 10.2). Poc thé tich dung
dich natri hydroxyd 0,1 N (CP) tiéu thu giira 2 diém uén.

1 ml dung dich natri hydroxyd 0,1 N (CP) twong duong
vai 25,03 mg C15H2203.

Biao quin
Tranh anh sang.

Loai thudc
Diéu hoa lipid méu.

Ché phim
Vién nén, nang.
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La nang cimg chira gemfibrozil.
Ché pham phai dap umg cic yéu ciu trong chuyén ludn
“Thudc nang” (Phu Iyc 1.13) va cdc yéu cdu sau diy:

Ham lwgng gemfibrozil, C,sH,,0;, tir 90,0 % dén 110,0 %
50 voi lugng ghi trén nhan.

Pinh tinh

A. Lic mot lugng bot thudc trong nang tuong (ng véi
100 mg gemfibrozil vgi 10 ml dung djch natri hydroxyd
0,1 M (TT), loc va himg dich loc viao mjt dng ly tim
dung tich 50 ml, acid héa dich loc bing dung dich acid
sulfuric 1,5 M (TT) d&én khi tao nhiéu tia. Ly tim, bo dich
trong, rira tiia bing mét lugng nho nwdc va dé kho trong
khéng khi. Phé hap thu héng ngoai (Phu luc 4.1) cla tia
thu dugc sau khi dugc 1am khé bing silica gel trong 4 h va
phin tan trong kali bromid phai c6 cic budc séng hip thy
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cuc dai gidng vdi cic budc song hép thy cuc dai cia phd
hdng ngoai ciia gemfibrozil chuin dugc chuin bj tuong tyr.
B. Trong phan Dinh lugng, thoi gian luu cua pic chinh trén
sic ky 46 cuia dung dich thir phai twong (mg véi thoi gian
Iiru ciia pic chinh trén séc ky dd cia dung dich chuin.

P hoa tan (Phu luc 11.4)

Thiét bi: Kidu canh khudy.

Moéi truong hoa tan: 900 ml dung djch dém phosphat
02 M pH 7,5 dugc pha nhu sau: Hoa tan 545 g kali
dihydrophosphat (TT) trong 5 L nwoe, thém 131 g natri
hydroxyd (TT) va pha loéng thanh 19,5 L bing nudc,
tron déu. Piéu chinh dén pH 7,5 bing dung dich acid
phosphoric I N (TT) hodc dung djch natri hydroxyd 1 M
(TT) va thém nudc vira da 20 L.

Toc d¢ quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung djch thir. Sau théi gian hoa tan quy dinh liy mot
phan dich hoa tan va lgc, bo 20 ml dich loc déu, pha lodng
bing dung dich natri hydroxyd I M (TT) dé thu dugc dung
dich c6 nong d¢ gemfibrozil twong dwong véi dung dich
chuin (néu can).

Dung dich chudn: Hoa tan gemfibrozil chuén trong mot
lugng nhd methanol (TT), san d6 pha lodng bing méi
trudmg hoa tan dé duoc dung dich cé néng d6 0,33 mg/ml
(lugng methanol khéng duoc qua 1 % thé tich pha). Pha
lodng dung dich thu dugc bing dung dich natri hydroxyd
I M (TT) @& thu dugc dung dich c6 ndng d6 gemfibroazil
thich hop.

Po do hép thu (Phu luc 4.1) ciia dung dich chuén va dung
dich thir & budc séng 276 nm.

Tinh lugng gemfibrozil d3 hoa tan trong nang tir 43 hip
thu cta dung dich chuén, dung dich thtr vd him luong
C,5sH,,0; cia gemfibrozil chuén.

Yéu cau: Khong it hon 80 % (Q) lwgng gemfibrozil,
C,sHx,0;, so vdi luong ghi trén nhan duge hoa tan trong
45 min.

Tap chit lién quan

Phurong phap sic ky 16ng (Phu luc 5.3). Pha dong, diéu
kién sic ky, dung dich phin giai nhur mé ta trong phan
DPinh lugng.

Dung dich thir: Cin chinh xdc mét lugng bét thude trong
nang tuong ng véi khoang 500 mg gemfibrozil vao binh
dinh mirc 50 ml. Thém 40 ml pha dong, siéu am va lic
20 min. Pha loang dén vach bing pha déng va loc.

Dung dich chudn: Cén chinh xac khoang 50 mg gemfibrozil
chuén hoa tan trong vira da 50,0 ml methanol (TT). Pha
logng 5,0 ml dung dich thu dwgc bing pha dong thanh
100,0 ml, dung dich thu dwge cé néng 46 gemfibrozil
0,05 mg/ml.

Dung djch thir d nhay: Pha lodng 10 14n dung dich chuén
bing pha dong, dung dich thu dugc cé ndng d6 gemfibrozil
0,005 mg/ml.
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