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Tap chat C: 9-fluoro-11p,21-dihydroxy-1 6a-methyl-3,20-dioxo-
pregnal 4-dien-17-yl pentanoat (dexamethason 17-valerat).

Tap chat D: 9-bromo-11p,21dihydroxy-16p-methyl-3,20-dioxo-
pregna-1,4-dien-17-yl pentanoat (9-bromo-betamethason valerat).
Tap chét E: 9-fluoro-1 1B,17-dihydroxy-16B-methyl-3,20-dioxo-
pregnal 4-dien-21-yl pentanoat (betamethason 21-valerat).

Tap chat F: 21-hydroxy-16p-methyl-3,20-dioxopregna-1,4,9
(11)-trien-17-yl pentanoat (betamethason valerat -9 (11)).

Tap chat G: 6a-bromo-9-fluoro-11p,21-dihydroxy-16Bmethyl-
3,20-dioxopregna-1,4-dien-17-yl pentanoat (6a-bromo-beta-
methason valerat).

Tap chét H: 9-cloro-11p,21-dihydroxy-16f-methyl-3,20-dioxo-
pregnal 4-dien-17-yl pentanoat (beclomethason 17- valerat).
Tap chat I: 9-fluoro-11p,21-dihydroxy-3,20-dioxopregna-1,4-
dien-17-yl pentanoat (9-fluoro-prednisolon 17- valerat).

Miit khéi lrgng do 1am khé
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

DPinh lwgng

Hoa tan 50,0 mg ché phém trong ethanol 96 % (TT) va pha
lodng thanh 100,0 ml bing cling dung mbi. Pha lodng 2,0 ml
dung dich thu dugc thanh 50,0 ml bing ethanol 96 % (TT).

Do d¢ hép thu (Phu luc 4.1) cua dung dich thu dugc & cuc
dai hap thu 240 nm.

Tinh ham lugng C,;H3,FO, theo d6 hap thu riéng A (1 %,
1 cm) cua betamethason valerat tai budc séng 240 nm
1a 325.

Bio quén

Trong bao bi kin, tranh anh séng.
Loai thudc

Corticosteroid.

Ché phim )
Vién nén, kem thuoc.
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Biotin 1a acid 5-[(3aS,45,6aR)-2-oxohexahydrothieno
-[3,4-dJimidazol-4-yl]pentanoic, phai chia tir 98,5 % dén
101,0 % C,oH;¢N,0,S, tinh theo ché phim di 1am kho.

Tinh chét
Bot két tinh tring hodc tinh thé khong mau, rit khé tan
trong nudc va ethanol (96 %), thuc té khong tan trong
aceton, tan trong cac dung dich lodng cua hydroxyd kim
loai kiém.

BIOTIN

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A.

Nhém II: B, C.

A. Phé hap thy hdng ngoai (Phy luc 4.2 ) ciia ché phdm
phai pht hop véi phd hip thu hdng ngoai ciia biotin chudn.
B. Trong phan Tap chit lién quan, trén sic ky dd thu dugc
clia dung dich thir (2) ¢c6 mot vét chinh c6 vj tri va kich
thuée tuong tir nhur vét chinh trén sic ky dd cua dung dich
d6i chiéu (1).

C. Hoa tan khodng 10 mg ché phdm trong 20 ml nurée bing
céch dun néng. Dé ngudi. Thém 0,1 ml nuwde brom (TT).
Nudc brom bi mit mau.

P trong va mau sic ciia dung dich

Dung dich S: Hoa tan 0,250 g ché phim trong dung dich
natri hydroxyd 0,4 % (TT) va pha lodng thanh 25,0 ml vé&i
cung dung moi.

Dung dich S phai trong (Phu luc 9.2) va khong mau (Phy
luc 9.3, phuong phép 2).

Goéc quay cyc riéng

Tir +89° dén +93°, tinh theo ché phim di lam khé (Phu
luc 6.4).

Dung dung dich S dé do.

Tap chét lién quan

Phuong phap sic ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel (5 pm).

Dung méi khai trién: Methanol - acid acetic bing - toluen
G257 75)

Dung dich thir (1): Hoa tan 50 mg ché pham trong acid acetic
bang (TT) va pha loang thanh 10 ml véi cung dung moi.
Dung djch thir (2): Pha loang 1 ml dung dich thir (1) thanh
10 ml bing acid acetic bang (TT).

Dung dich ddi chiéu (1); Hoa tan 5 mg biotin chuén trong
acid acetic bang (TT) va pha lodang thanh 10 ml véi cung
dung méi.

Dung dich déi chiéu (2): Pha loang | ml dung djch thir (2)
thanh 20 ml bing acid acetic bang (TT).

Dung dich déi chiéu (3): Pha loang | ml dung dich thir (2)
thanh 40 ml bing acid acetic bing (TT).

Céac dung dich nay pha ngay trurée khi diung va phai bao
quan tranh 4nh séng choi.

Cdch tién hanh: Chém riéng biét 1én ban moéng 10 pl méi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
mét khoang dai 15 cm. Lam khd ban méng trong ludng
khéng khi am. P& ngudi va phun 1én ban mong dung dich
4-dimethylaminocinamaldehyd (TT). Kiém tra ngay sic ky
46 duéi anh sang ban ngay. Bit ky vét ndo, trir vét chinh
trén sic ky dd cua dung dich this (1) cling khéng duoc dam
hon vet trén sic ky 4 cua dung dich d6i chleu (2) (0,5 %)
va téi da chi c6 mqt vét dam hon vét trén sic ky d6 cua
dung dich déi chiéu (3) (0,25 %).
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VIEN NEN BIOTIN

Kim loai niing

Khéng dugc qu:i 10 ph:ln tri€u (Phu luc 9.4.8).

LAy 1,0 g ché phim va tién hanh thir theo phuong phap 3.
Dung 10 ml dung dich chi mdu 1 phan triéu Pb (TT) dé
chuén bi mau déi chiéu.

Mait khoi lugng do lam khd
Khéng dugce qua 1,0 % (Phu luc 9.6).
(1,000 g; 100 °C dén 105 °C).

Tro sulfat
Khong dugc qua 0,1 % (Phy luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Pinh lugng

Lic 0,200 g ché phim trong 5 ml dimethylformamid (TT).
Pun néng cho dén khi ché pham tan hoan toan. Thém 50 ml
ethanol (TT) va chuin d6 bang dung dich tetrabutylamoni
hydroxyd 0,1 M (CP), x4c dinh diém két thic bing phuong
phap chuén d¢ do dién thé (Phu luc 10.2).

1 ml dung djch tetrabutylamoni hydroxyd 0,1 M (CD)
tuong duong vai 24,43 mg C,H,sN,05S.

Bdo quin
Tranh anh sang.

Loai thudc
Vitamin.

VIEN NEN BIOTIN

La vién nén chira biotin.
Ché pham phéi dép img cic yéu cdu trong chuyén luin
“Thudc vién nén” (Phu luc 1.20) va cédc yéu cau sau day:

Ham lugng biotin, C,,H,¢N,0,S, tir 90,0 % dén 110,0 %
so v&i lugng ghi trén nhan.

Pinh tinh

Trong phan Dinh luong, thoi gian lwu cua pic chinh thu
duogc trén sic ky d6 cia dung dich thir phai tuong g voi
thai gian Iuvu cua pic biotin thu duge trén sic ky d6 cia
dung dich chuan.

D¢ héa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khudy.

Moi truomg hoa tan: 500 ml dung dich dém pH 7,4 [dung
dich dinatri hydrophosphat (TT) 0,02 N dugc diéu chinh
dén pH 7,4 + 0,05 bang acid phosphoric (TT)].

Téc dj quay: 75 r/min.

Thoi gian: 60 min.

Cdch tién hanh:

Phuong phép sic ky 1ong (Phy lyc 5.3). Diéu kién sic ky
va pha dgng nhu mé ta trong phan Pinh lugng.

Dung dich thir: Liy mot phan dung dich sau khi hoa tan,
loc, bo 20 ml dich lgc dau.
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Dung dich chudn: Hoa tan mdt lugng biotin chuan trong
moi trudng hoa tan dé duge dung djch chuén c6 ndng do
biotin twong dwong ndng d cua dung dich thu.

Tinh lugng biotin, C,H,(N,0;S, di hoa tan trong mdi
vién dya vao dién tich pic biotin thu dugc trén siic ky
dd cua dung dich thr, dung dich chuin va ham lugng
C,0H;¢N,0;4S trong biotin chuan.

Yéu cau: Khong ithon 75 % (Q) lugng biotin, C,,H 4N,0,S,
so v@i lugng ghi trén nhan dugc hoa tan trong 60 min.

P§ dong déu dom vi liéu (Phy lyc 11.9)

Phuong phap sic ky 1ong (Phu luc 5.3). Diéu kién sic ky,
pha dong, dung moi pha méu va dung dich chudn nhu mé
t trong phin Pinh lugng.

Dung djch thir: Ldy mgt vién, thém chinh xéc mot lugng
thé tich dung méi pha miu dé thu dugc dung dich thir c6
ndng d¢ 0,05 mg/ml. Dé vién ra hoan toan, lic trong bé
cach thiy & 65 °C trong 20 min, sau d6 tiép tuc lic sidu
4m 5 min va lic co hoc trong 15 min, dé ngudi dén nhiét
d6 phong, lic déu. Loc. Tiép tuc thuc hién nhur trén véi 9
vién nira.

Tién hanh sic ky voi dung dich chuén va dung dich thi.
Tinh ham lugng biotin, C,ol-llﬁNzO;S trong vién dya vao
dién tich pic biotin thu dugc trén sic ky d6 ctia dung dich
thir, dung dich chudn va ham lugng C,H ¢N,O;S trong
biotin chudn.

Dinh luwgmg

Phuong phap sic ky long (Phu luc 5.3).

Dung dich dém: Hoéa tan 1,0 g natri perclorat (TT) trong
500 ml nuce, thém 1 ml acid phosphoric (TT), pha lodng
vOi nude vira da 1000 ml.

Pha dpng: Acetonitril - dung dich dém (85 : 915).

Dung méi pha mau: Acetonitril - meée (1 : 4).

Dung dich chudn: Hoa tan mdt lugng biotin chudn trong
dung méi pha mau dé thu dugc dung dich c6 ndng dé biotin
khodng 0,05 mg/ml (lic siéu am dé hoa tan néu cin).
Dung djch thir: Can khong it hon 20 vién, xdc dinh khoi
lugng trung binh vién va nghién thanh b§t mjn. Cén chinh
xac mot lwrgng bt vién twong ing véi khoang 5 mg biotin
vio binh dinh mirc 100 ml, thém 60 ml dung méi pha méu,
lic trong bé cach thiy & 65 °C trong 20 min, sau d6 tiép
tuc l4c siéu 4m 5 min va lic co hoc trong 15 min, dé ngugi
dén nhiét d6 phong, thém dung méi pha mau dén vira du,
lic déu. Loc.

Diéu kién sdc ky:

Cbt kich thuéc (15 cm x 4,6 mm) dugc nhdi pha tinh B
(3 pm).

Detector quang phé tir ngoai dit & buéc séng 200 nm.
Téc 46 dong: 1,2 ml/min.

Thé tich tiém: 50 pl.

Cdch tién hanh:

Kiém tra tinh phu hop cua hé thong: Trén sic ky do cia
dung dich chuén, d¢ léch chuén twong ddi cia dién tich pic



