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CLOMIFEN CITRAT

Pjnh tinh

A. Trong phép thir Tap chét lién quan, vét chinh trén sic
ky d6 cia dung dich thir phai c6 gi4 tri R twong img voi
vét thu dugc trén sic ky d6 cua dung dich ddi chiéu (1).
B. Phé hép thy fir ngoai (Phu luc 4.1) cia dung dich thir
va dung dich chuin trong muc Dinh lwgng phai cé cing
budc song hép thu cwc dai va cyc tiéu khi tién hanh do
ddng thoi.

Tap chiit lién quan

Phuong phép sic ky 16p mong (Phy luc 5.4).

Ban mong: Silica gel GF,s,. Trudc khi sir dung, dit ban
mong vao binh sic ky khic da c6 sin mét céc chira mot
16p mong khoang 25 ml dung dich amoniac. Py nip kin
khoang 30 min (chi y khong dé ban méng tiép xic voi
dung dich amoniac).

Dung dich amoniac: Ly 1 ml amoniac (TT) pha loang
thanh 100 ml bing nwde, tron déu (sir dung trong ngay).
Dung méi khai trién: Methylen clorid - propan-1-ol (10 : 1)
Cdc dung dich déi chiéu: Hoa tan mot lugng clofazimin
chuén trong methylen clorid (TT) dé dugc dung dich abi
chiéu (1) c6 ndng d6 khoang 0,2 mg/ml. Pha loang dung
dich déi chiéu (1) véi methylen clorid (TT) & dugc dung
dich déi chiéu (2) va (3) c6 nong dd tuong (mg khoang
0,1 mg/ml va 0,04 mg/ml.

Dung dich thr. Léy mot luong bot thuéc trong nang tuong
img 500 mg clofazimin, thém 25 ml methylen clorid (TT)
va 25 ml dung dich natri hydroxyd 0,1 M, lic siéu m
xhoang 30 min. Lay 16p methylen clorid va loc qua natri
sulfat khan (TT).

Cach tién hanh: Chim riéng biét 1én ban mong 5 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
khoang 15 cm. Liy ban mong ra, dé kho ban mong ngoai
khong khi va quan sat dudi 4nh sing tir ngoai ¢ bude song
254 nm. Trén sic ky d6 cua dung dich thir, ngoai vét chinh
khdng dugc c6 vét phu nao 16n hon hoic dim hon vét
chinh trén sic ky d6 cua dung dich di chiéu (1) (1,0 %) va
tdng 36 dam cua cac vét phu trén sic ky db cua dung dich
thir khi so sanh véi cic vét cua cac dung dich ddi chiéu
khong dugc 16m hon 2,0 %.

Pinh lugng

Dung dich thir: Can 20 nang, tinh khéi lugng trung binh
ciia bt thudc trong nang, tron déu va nghién thanh bot
min. Hoa tan mét lugng bot thudc da dugc can chinh x4c
voi methylen clorid (TT) dé dugc dung dich c6 nong d¢
khoang 0,075 mg/ml, loc. Liy 5,0 ml dich loc pha lodng
thanh 50,0 ml v6i dung dich acid hydrocloric 0,1 M trong
methanol (TT), lic déu.

Dung djch chuan: Hoa tan mot lugng can chinh xac
clofazimin chuan trong methylen clorid (TT) &é dugc dung
dich chuin c6 ndng dd khoang 0,075 mg/ml. Liy 5,0 ml
dung dich thu dugc pha lodng thanh 50,0 ml bing dung
dich acid hydrocloric 0,1 M trong methanol (TT), lic déu.
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Dung dich mdu tring: Ly 5 ml methylen clorid (TT) cho
vao binh dinh mirc 50 ml, thém dung dich acid hydrocloric
0,1 M trong methanol (TT) dén vach, lic déu.

Po 46 h:‘ip thu cua dung dich thir, dung dich chuén & buée
séng cyc dai khoang 491 nm (Phu luc 4.1), trong cdc do
day 1 cm, véi dung dich mAu tring chuén bj & trén,

Tinh lugng clofazimin, C,;H,,CL,N,, cé trong nang dua
vio do hip thy clia dung djch thir, dung dich chudn va ham
lugng cua clofazimin chuin,

Bdo quin
Trong bao bi kin, noi khd mat, tranh 4nh sang.

Loai’ thude
Thuoc tri bénh phong.

Ham lugng thudng diung
50 mg.

CLOMIFEN CITRAT
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C32H36C1N08 Ptl: 598,1

Clomifen citrat la 2-[4-[(1EZ)-2-cloro-1,2-diphenylethen-
1-yl]phenoxy]-N, N-diethylethan-1-amin dihydro 2-hydroxy-
propan-1,2,3-tricarboxylat, phai chira tir 98,0 % dén 101,0 %
C3,H;4CINO, tinh theo ché phdm khan, trong d6 dong phén
Z phii chiém tir 30,0 % dén 50,0 %.

Tinh chat
Bot ket tinh mau trang hodc vang nhat. Khé tan trong
nudc, hoi tan trong ethanol 96 %.

Pinh tinh

A. Phé hip thu hdng ngoai (Phu lyc 4.2) ciia ché phim
phai phit hop véi phd hap thu hong ngoai cia clomifen
citrat chudn.

B. Hoa tan 5 mg ché phdm trong 5 ml hdn hop anhydrid
acetic - pyridin (1 : 5) va 1am noéng trong cach thuy. Mau
d6 ddm xuét hién.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Chudn bi cdc dung dich trong diéu kién tranh dnh sdng, str
dung cac binh thuy tinh mau ndu. Pam bao cac dung djch
tiép xiic it nhat voi dnh sdng cho dén khi tién hanh sdc ky.
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Pha déng: Acetonitril - nwdc - diethylamin (400 : 600 : 8);
diéu chinh pH hdn hop dén 6,2 bing 1 ml dén 2 ml acid
phosphoric (TT) cho khoang 1 L.

Dung dich thir. Hoa tan 25 mg ché pham trong pha dong
va pha lodng thanh 20,0 ml bing pha dong.

Dung dich déi chiéu (1): Hoa tan 12,5 mg clomifen chuan
dung dé kiém tra tinh phi hop cia hé théng (chira tap chat
A va C) trong pha ddng va pha lodng thanh 10,0 ml bing
pha dong.

Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing pha dong.

Dung dich d@éi chiéu (3): Pha loang 1,0 ml dung dich dbi
chiéu (2) thanh 10,0 ml bing pha dng.

Diéu kién sdc ky:

Cot kich thudce (25 cm x 4,6 mm) duge nhdi pha tinh end-
capped butylsilyl silica gel ding cho sdc ky (5 pm).
Detector quang phd tir ngoai dit & budc song 233 nm.
Toc d6 dong: 1,2 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh sic ky voi thdi gian gip 4 13n thdi gian lvu cia
clomifen.

Sir dung sic ky dd cung cip kém theo clomifen chuén
dung dé kiém tra tinh phi hop cua hé théng va sic ky dd
cia dung dich ddi chiéu (1) dé xac dinh pic cia tap chét
AvaC.

Thoi gian hwu twong ddi so véi clomifen (thoi gian hru
khoang 14 min): Citrat khoang 0,16; tap chit B khoang
0,28; tap chat D khoang 0,34; Tap chét C khoang 0,5; tap
chit A khoang 0,9; tap chit G va H c6 thir ty rira gidi chua
xac dinh r6 khoang 1,44 va 1,49.

Kiém tra tinh phu hop cua hé¢ thong: Trén sic ky dd cia
dung dich ddi chiéu (1), ty sb dinh - hdm (prH,) it nhit
la 15; trong d6 H, la chiéu cao dinh pic tap chat A so véi
duong nén va H, la chiéu cao tinh tir duomg nén 1én dén
day hom giira pic tap chat A va pic clomifen.

Tinh ham lugng phan trim tap chit A dua vao ndng do
cua clomifen citrat trong dung dich déi chiéu (2) va tinh
ham lugng phén trim cia cic tap don khac da vao ndng
d¢ cia clomifen citrat trong dung dich ddi chiéu (3); nhin
dién tich tap chat B v6i hé sb hiéu chinh la 1,9.

Gidi han:

Tap chét A: Khéng dugc qua 1,0 %.

Tap chat C va D: Mdi tap chéit khéng dugc qué 0,3 %.
Tap chit B: Khéng dugc qué 0,2 %.

Tap chit G va H: Téng hai tap chét khong dugc qua 0,15 %.
Tap don khéc: Vi mbi tap chét, khéng dugc qué 0,10 %.
Téng céc tap chét: Khong duge qua 2,0 %.

Bé qua pic citrat va cac tap chit c6 ham lugng bing hodic
dudi 0,05 %.

Ghi chu:

Tap chét A: 2-[4-[(1EZ)-1,2-diphenylethen-1-yl]phenoxy]-N, N-
dicthylgtlmn- 1-amin.

Tap chat B: [4-[2-(diethylamino)ethoxy]phenyl]phenylmethanon.
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Tap chét C: (2RS)-2-[4-[2-(diethylamino)ethoxy]phenyl]-1,2-
diphenylethan-1-on.

Tap chit D: 2,2-bis(4-[2-(diethylamino)ethoxy]phenyl]-1,2-
diphenylethan-1-on.

Tap chét G va H: 2-[2-cloro-4-[(1£)-2-cloro-1,2-diphenylethen-
1-yl]phenoxy]-N,N-diethylethan-1-amin (Tap chit G 1a ddng
phén c6 nhiét ¢4 néng chay cao hon, tap chit H c6 nhiét d§ nong
chay thap hon).

Nuée
Khong dugc qué 1,0 % (Phu lyc 10.3).
Dung 1,000 g ché phim.

Pinh luwgng

Clomifen citrat

Hoa tan khoang 0,500 g ché phim trong 50 ml acid acetic
khan (TT). Chuan d bang dung dich acid percloric 0,1 N
(CD). Xac dinh diém twong duwong bing phuong phap
chuan d¢ do dién thé (Phy luc 10.2).

1 ml dung djch acid percloric 0,1 N (CP) tuong duong vdi
59,81 mg C]ZHJGCINOS.

Déng phin Z

Phwong phap sic ky 1ong (Phu luc 5.3). Chuan bi cde dung
dich trong diéu kién tranh anh sang, sir dung cdc binh thuy
tinh mau ndu. Dam bdo cdc dung dich tiép xiic it nhat voi
dnh sang cho dén khi tién hanh sdc ky.

Pha dong: Methanol - nudc - triethylamin (55 :45 :0,3),
diéu chinh pH hén hop dén 2,5 bing acid phosphoric (TT).
Dung dich thir. Hoa tan 25,0 mg ché phim trong pha dong
va pha logng thanh 50,0 ml bang pha dong. Pha loang 1,0 ml
dung dich thu dugc thanh 10,0 ml bing pha déng.

Dung dich déi chiéu: Hoa tan 25,0 mg clomifen citrat
chuén (chira déng phéin E va Z) trong pha dong va pha
lo&ing thanh 50,0 ml bing pha dong. Pha logng 1,0 ml dung
dich thu dugc thanh 10,0 ml bang pha déng.

Diéu kién séc ky:

Cot kich thude (25 cm x 4,6 mm) duoc nhdi pha tinh end-
capped butylsilyl silica gel dimg cho séc ky (5 pm).
Detector quang phd tir ngoai dat & buéc séng 233 nm.
Téc dd dong: 1,0 ml/min.

Thé tich tiém: 50 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gp 1,5 lan thoi gian luu cia
ddng phan Z cia clomifen.

Sur dung sﬁc ky d6 cung cdp kém theo clomifen citrat
chuén va sic ky dd cua dung dich ddi chiéu dé xac dinh
pic cia fimg ddng phan E va Z.

Théi gian luu tuong ddi so véi ddng phan Z cia clomifen
(thori gian hwu khoang 13 min) cia dong phan E khoang 1,2.
Kiém tra tinh phit hgp cua hé thong: Trén sic ky do cua
dung dich d8i chiéu, 4 phan giai gitra pic d6ng phén E va
pic ddng phén Z it nhit 1a 1,5.

Tinh ham lugng phan trim cua dong phén Z trong ché
phém d!,ra vao dién tich pic dong phén Z thu duqc trén
sc ky do ctia dung dich thir, dung dich di chiéu va ham
lugng dong phén Z trong clomifen citrat chuén.
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VIEN NEN CLOMIFEN

Bio quin
Trong d6 dung kin, trinh 4nh sing, & nhiét 46 phong c6
diéu nhiét.

Loai thudc
Thudc khang estrogen/thuée giy phong nodn.

Ché phim
Vién nén.

VIEN NEN CLOMIFEN

La vién nén chira clomifen citrat.
Ché pham phai dap img cac yéu cau trong chuyén ludn
“Thuoc vién nén” (Phu luc 1.20) va cac yéu cau sau:

Ham lugng clomifen citrat, C,6H2CINO.C¢H; 05, tir
93,0 % dén 107,0 % so vai lugng ghi trén nhan.

Pinh tinh

Trong phan Pinh lugng, sic ky db ciia dung dich thir phai
cho 2 plC chinh tuong tmg véi 2 pic déng phan Z va E trén
sic ky do cia dung dich chuin.

P hoa tan (Phu luc 11.4)

Thiét bi: Kiéu gio quay.

Moi truong hoa tan: 900 ml nudc.

Téc dj quay: 100 r/min.

Thoi gian: 30 min.

Cdch tién hanh:

Sau thoi gian hoa tan quy dinh, ldy mét phén dich hoa tan
va loc qua mang loc thich hgp, bo vai mililit dich loc dau.
Pha lodng bing dung dich acid hydrocloric 0,1 M (TT) dé
dugc dung dich c6 nf)ng d6 clomifen citrat khoang 14 pg/ml.
Do d hip thy 4nh sing cla dung dich thu dugc & budc
song 232 nm (Phu lyuc 4.1), coc do day 1 cm. T"en hanh
do song song dung dich chuén clomifen citrat c6 nong 46
tuong dwong ndng 49 cia dung dich thir pha trong dung
dich acid hydrocloric 0,1 M (TT).

Yéu cdu: Khong it hon 75 % (Q) lugng clomifen citrat,
CyH35CINO.C¢HO4, so vdi lugng ghi trén nhan dugc hoa
tan trong 30 min.

Pong phin Z

Tir 30 % dén 50 % ham lugng clomifen citrat c6 trong ché
pham.

Phuong phap sic ky long (Phy lyc 5.3) véi pha dong, dung
dich thir, diéu kién sic ky va cach tién hanh nhu & phﬁn
Pinh lugng. . )
Tinh ham lwgng phén trim cia ddng phan Z trong ché
phim dya vao dién tich pic déng phan Z so vdi tong di¢n
tich pic ddng phan E va Z trén sic ky db thu dugc tir dung
dich thu.

Dinh lrgng

Phuong phép sic ky 16ng (Phy lyc 5.3). Chudn bj c4c dung
dich trong céc binh thay tinh mau ndu va tranh 4nh sdng.
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Pha dong: Methanol - nuoc - triethylamin (55 :45 :0,3),
diéu chinh dén pH 2,5 bang acid phosphoric (TT).

Dung dich thir. Can 20 vién, tinh khéi lugng trung binh
va nghién thanh bgt min. Cin chinh x4c mdt lugng bit
vién tuong ing véi 50 mg clomifen citrat vao binh dinh
mirc dung tich 100 ml, thém 50 ml pha dong, l4c siéu 4m
khoang 30 min. Pé ngudi, thém pha djng dén vach, lic
déu, loc. Pha loang 10,0 ml dich lgc thanh 100,0 ml bing
pha dong.

Dung djch chudn: Dung dich c]omlfen citrat chuan (chira
déng phén £ va Z) trong pha dong c6 ndng 6 0,05 mg/ml.
Diéu kién sdc ky:

Cét kich thude (25 cm x 4,6 mm) duge nhdi pha tinh end-
capped butylsilyl silica gel dimg cho sdc ky (5 pm).
Detector quang phé tir ngoai dat & budc séng 233 nm.
Téc 4 dong: 1,0 ml/min.

Thé tich tiém: 50 pl.

Cdch tién hanh:

Kiém tra tinh phi hgp cia hé théng: Trén sic ky dé cua
dung dich chuin, thoi gian Iuu twong ddi cua pic dong
phén E so vdi pic déng phan Z khoang 1,2; d6 phan giai
giita pic dong phan £ va pic ddng phan Z khong nhé hon
1,5; so dia ly thuyet tinh trén pic dong phan E khong nho
hon 2000 va hé s dbi X(mg ciia pic dbng phan E khéng
16n hon 3,0. P§ léch chuin tuong dbi cua dién tich pic mbi
dbng phan E va Z thu dugc tir 6 lan tiém Iap lai dung dich
chuin khong 16m hon 2,0 %.

Tinh ham lugng phén trim clomifen citrat, CysH,,CINO.
C4¢H;05, trong ché phim dua vao tong dién tich pic dong
phén E va Z thu dwoc trén sic ky d6 cia dung dich thir,
dung dich chuin va ham lugng C,H,CINO.C4H,0; ciia
clomifen citrat chudn.

Béo quan
Trong dd dung kin, tranh 4nh sang.

Loai thudc
Thudc khang estrogen/thudc gay phong noan.

Ham hrgmg thudng dung
50 mg.

CLOPIDOGREL HYDROSULFAT

Clopidogrel bisulfat
Ci
.H,S0,
.S
S
Ci¢H |5CIN028.H2504 P.t.l: 4199



