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BETAMETHASON VALERAT
BETAMETHASON VALERAT

C,;,H3,FOq P.t.l: 476,6

Betamethason valerat 1a 9-fluoro-11p,21-dihydroxy-16p-
methyl-3,20-dioxopregna-1,4-dien-17-yl pentanoat, phai
chira tir 97,0 % dén 103,0 % C,7H3;,FQq, tinh theo ché
phim d3 lam kho.

Tinh chit

Bot két tinh tring hodc gin nhu tring. Thyc té khong tan
trong nudc, dé tan trong aceton va methylen clorid, tan trong
ethanol 96 %. Chay & khoang 192 °C kém theo phén hiy.

Pinh tinh

A. Phd hép thu hong ngoal (Phu luc 4.2) cua ché pham phai
phil hgp véi pho hap thu hong ngoai cua betamethason
17-valerat chuin. Néu phd hdp thu cia ché phim va
betamethason valerat chudn & trang thai rin cé sy khéc
nhau thi hoa tan riéng biét ché phim va betamethason
valerat chuin trong mot lugng tdi thiéu methylen clorid
(TT), béc hoi dén kho trén céch thity va ghi phé méi cia
cén thu dugc.

B. Trong phéin Tap chét lién quan, pic chinh thu dugc trén
sic ky dd cua dung dich thir phai cé thoi gian luu va dép
{mg twong tu v&i pic chinh thu dugc trén sic ky dd cua
dung dich déi chiéu (2).

Géc quay cuce riéng

Tir +77° dén +83°, tinh theo ché phdm da lam khé (Phu
luc 6.4).

Hoa tan 0,250 g ché phim trong ethanol (TT) va pha lodng
thanh 25,0 ml véi cing dung moi.

Tap chit lién quan

Phuong phap sic ky long (Phuy luc 5.3). Chuén bj c4c dung
dich ngay trudc khi ding va tranh 4nh sing.

Pha dong: Acetonitril - nuoc (50 : 50).

Hén hop dung méi: Acid acetic bang - pha dong (1 : 1000).
Dung dich thir: Hoa tan 50 mg ché phdm trong hdn hop
dung moi va pha lodng thanh 20,0 ml v&i cing dung méi.

Dung djch doi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing hdn hop dung méi. Pha loéing 1,0 ml
dung dich thu dugc thanh 10,0 ml bing hdn hop dung méi.
Dung djch déi chiéu (2): Hoa tan 12,5 mg betamethason
valerat chuin dé kiém tra tinh phu hgp ciia hé thong (chira
tap chat D va G) trong 5,0 ml hdn hop dung méi. Ly
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1,0 ml dung djch thu dugc dé hoa tan hdn hop tap chit
chuén cla betamethason valerat (chira tap chat C, H va I)
c6 trong 1 lo chudn.

Dung dich déi chiéu (3): Hoa tan 6 mg betamethason chuén
(tap chit A) va 3 mg betamethason 21-valerat chuén (tap
chat E) trong 30,0 ml hdn hgp dung méi. Pha loang 1,0 ml
dung dich thu dugc thanh 10,0 ml bﬁng hén hgp dung méi.
Diéu kién sdc ky:

Cot kich thudce (25 cm x 4,6 mm), duge nhbi pha tinh end-
capped octadecylsilyl silica gel diing cho sde ky (5 pm).
Nhiét d§ cét: 20 °C.

Detector quang phé tir ngoai dat & buédc song 239 nm.
Téc 4o dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky véi thei gian gép 2,5 1n thoi gian luru cia
betamethason valerat.

Sir dung sic ky d6 cung cép kém theo betamethason
valerat chuan dé kiém tra tinh phu hop cia hé théng va sic
ky dd cua dung dich dbi chiéu (2) dé xé4c dinh pic cia céc
tap chat C, D, G, H va I. Sir dung séc ky db cta dung dich
d6i chiéu (3) dé x4c dinh pic cua tap chit A va E.

Théi gian hru twong d6i so voi betamethason valerat (thdi
gian lwu khoang 20 min): Tap chét A khoang 0,3; tap chat
khoang 0,6; tap chat C khoang 0,8; tap chat H khoang 1,3;
tap chat D khoang 1,4; tap chit E khoang 1,6; tap chit G
khoang 2,0.

Kiém tra tinh phi hgp cia hé théng: Trén sic ky db cua
dung dich d8i chiéu (2), 46 phan giai giira pic cia tap chit
H vé6i pic cua tap chét D it nhat 14 1,7.

Gioi han:

Tap chét A: Dién tich pic tap chat A khong dugc 16n hon
7 lan dién tich pic chinh thu duge trén séc ky d6 cia dung
dich ddi chiéu (1) (0,7 %).

Tap chit E va G: V6i mdi tap chét, dién tich pic khéng
duoc 16m hon 3 14n dién tich pic chinh thu dugc trén sic ky
d6 cia dung dich dbi chiéu (1) (0,3 %).

Tap chét C, H va I: Véi mdi tap cht, dién tich pic khong
dugc 16n hon 1,5 lan dién tich pic chinh thu dugc trén sic
ky d6 cia dung dich dbi chiéu (1) (0,15 %).

Tap don khic: Véi mdi tap chit dién tich pic khong dugc
1én hon dién tich pic chinh trén sic ky d6 cua dung dich
dbi chiéu (1) (0,10 %).

Tdng dién tich pic cia tAt ca cac tap chit khéng dugc 16n
hon 15 14n dién tich pic chinh trén sic ky dd cua dung dich
ddi chiéu (1) (1,5 %).

Bo qua nhitng pic c6 dién tich nhé hon hoic bing 0,5 l4n
dién tich pic chinh trén séc ky d6 cua dung dich ddi chiéu
(1) (0,05 %).

Ghi chu:

Tap chét A: 9-fluoro-11B,17,21-trihydroxy-16p- methylpregna-
1,4-dien-3,20-dion (betamethason).

Tap chat B: 9-fluoro-11,17-dihydroxy-16p-methylpregna-1,4-
dien-3,20-dion (21-deoxy-betamethason).
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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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