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BETAMETHASON DIPROPIONAT

C23H37F07 P.t.l: 504,6

Betamethason dipropionat la 9-fluoro-11p-hydroxy-16p-
methyl-3,20-dioxopregna-1,4-dien-17,21-diyl dipropionat,
phai chira tir 97,0 % dén 102,0 % CogH;,FO, tinh theo ché
phidm da lam kho.

Tinh chét

Bot két tinh tring hodc gin nhu tring, thyuc té khong tan
trong nudc, dé tan trong aceton va trong methylen clorid,
hoi tan trong ethanol 96 %.

Dinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A.

Nhom II: B, C, D, E.

A.Phd hap thy héng ngoai (Phy luc 4.2) cua ché phiam phai
phu hop vai pho hép thu hdng ngoai cua betamethason
dipropionat chuén.

B. Hoa tan 10,0 mg ché pham trong ethanol (TT) va pha
lodng thanh 100,0 ml véi cung dung méi. Ldy 2,0 ml dung
dich nay cho vao mét dng thity tinh ¢é niit mai, thém 10,0 ml
dung dich phenylhydrazin - acid sulfuric (TT). Tron déu
va dun néng trong céach thuy & 60 °C trong 20 min. Lam
ngudi ngay. P$ hip thu cta dung dich thu dugc do & bude
song 419 nm (Phu luc 4.1) khong dugc 16m hon 0,10.

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

Ban mong: Silica gel F,sy.

Dung méi khai trién: Tron hon hgp gdm 1,2 thé tich nudc
va 8 thé tich methanol (TT) véi hon hop gdm 15 thé tich
ether (TT) va 77 thé tich methylen clorid (TT).

Dung dich thir (1): Hoa tan 25 mg ché phim trong methanol
(TT) bing cach dun néng nhe va pha loang thanh 5 ml véi
cung dung moi (dung dich A). Pha lodng 2 ml dung dich A
thanh 10 ml bing methylen clorid (TT).

Dung dich thiz (2): Lay 2 ml dung dich A cho vao mét 6ng
nghiém dung tich 15 ml ¢6 nit mai hoac cé nip day bing
polytetrafluoroethylen. Thém 10 ml dung djch bao hoa
kali hydrocarbonat trong methanol (TT), suc ngay khi nito
qua dung djch trong S min. Day éng. Dun néng trong cach
thiiy ¢ 45 °C trong 2 h, trénh 4nh sang. Pé ngudi.

Dung dich déi chiéu (1): Hoa tan 25 mg betamethason
dipropionat chuén trong methanol (TT) bang céch dun
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néng nhe va pha lodng thanh 5 ml véi cung dung méi
(dung dich B). Pha lodng 2 ml dung dich B thanh 10 ml
bang methylen clorid (TT).

Dung dich déi chiéu (2): Ly 2 ml dung dich B cho vao
mdt 6ng nghiém dung tich 15 ml cé nat mai hoic cé nép
déy bang polytetrafluoroethylen. Thém 10 ml dung dich
bdo hoa kali hydrocarbonat trong methanoi (TT) va cho
suc ngay khi nitrogen qua dung djch trong 5 min. Day
dng nghiém. Pun néng trong cach thiy & 45 °C, tranh dnh
sang, trong 2 h. Dé ngudi.

Cdch tién hanh: Cham riéng biét 1én ban mong mdi dung
dich 5 pl. Trién khai sic ky dén khi dung méi di duoc
15 cm. Dé ban mong khd ngoai khong khi va kiém tra dudi
4nh sang tir ngoai & budc séng 254 nm. Vét chinh trén sic
ky dd ctiia mbi dung dich thir phai ¢6 vi tri va kich thuée
twong (mg véi vét chinh trén sic ky dé cta dung dich dbi
chiéu tuong img.

Phun 1én ban mong dung dich acid sulfuric trong ethanol
(TT). Sy & 120 °C trong 10 min hoic cho dén khi xuit
hién cac vét. Dé ngudi. Kiém tra sic ky dd dudi anh sang
ban ngay va duéi 4nh sang tir ngoai ¢ budc song 365 nm.
Vét chinh trén sic ky dd cia mdi dung dich thir c6 vi tri,
mau sic (khi quan sat dudi 4nh sing ban ngay) hodc c6
huynh quang (dudi 4nh sang tir ngoai & budc sé6ng 365 nm)
va kich thudc gidng voi vét chinh trén sic ky dd cua dung
dich dbi chiéu tuong mg.

Vét chinh trén sic ky do cua dung dich thir (2) va dung
dich déi chiéu (2) c6 gia tri R thép hon hin gia tri R, cia
cac vét chinh trén sic ky d6 cua dung dich thir (1) va dung
dich dbi chiéu (1).

D. Liy 2 mg ché pham cho vao 2 ml acid sulfuric (TT),
lic cho tan. Trong vong 5 min, xuét hién mau nu do. P
dung dich nay vao 10 ml mwde va tron déu. Mau bién mit,
dung dich trong.

E. Tron 5 mg ché phim vai 45 mg magnesi oxyd ndng
(TT) va nung trong chén cho dén khi tao cin gin nhu tring
(thudng duéi 5 min). P& ngudi, thém 1 ml nwdc; 0,05 ml
dung dich phenolphtalein (TT,) va khoang | ml dung djch
acid hydrocloric lodng (TT) dé 1am cho dung dich mat
mau. Loc. Lay 1,0 ml dich loc cho vao mdt hdn hgp vira
méi pha gém 0,1 ml dung dich alizarin S (TT) va 0,1 ml
dung dich zirconyl nitrat (TT). Tron déu, dé yén trong
5 min. So sanh mau cua dung dich thu dugc v&i mau caa
mau tring dugc tién hanh trong cing diéu kién. Dung dich
thir 6 mau vang, mau tring cé mau do.

Goc quay cuc riéng

Tir +84° dén +88°, tinh theo ché pham da lam khé (Phy
luc 6.4).

Hoa tan 0,250 g ché pham trong ethanol (TT) va pha loang
thanh 25,0 ml véi cung dung méi.

Tap chit lién quan
Phuong phap sac ky long (Phu luc 5.3).
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Pha dgng: Tron can than 35 ml nueée véi 56 ml acetonitril
(TT). Dé yén cho hén hgp can bing. Thém nuwde di 100 ml
va tron déu.

Dung djch thir (1): Hoa tan 60,0 mg ché phiam trong pha
ddng va pha loang thanh 25,0 ml v&i cing dung méi.
Dung dich thir (2): Pha lodng 1,0 ml dung dich thu (1)
thanh 10,0 ml bing pha dong.

Dung dich déi chiéu (1): Hoa tan 5 mg betamethason
dipropionat chuan dé kiém tra tinh phu hop ciia hé théng
(chira cac tap chét B, C, D, E va G) trong pha dong va pha
loang thanh 2,0 ml véi cing dung moi.

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich thir
(1) thanh 100,0 ml bang pha déng. Pha loang 1,0 ml dung
dich thu dugc thanh 10,0 ml bing pha dong.

Dung dich déi chiéu (3): Hoa tan 60 mg betamethason
dipropionat chuén trong pha dong va pha lodng thanh 25,0 ml
bing pha déng. Pha loang 1,0 ml dung dich thu dwgc thanh
10,0 ml bing pha dong.

Dung dich doi chiéu (4): Hoa tan 5 mg betamethason
dipropionat chuén ding dé dinh tinh pic (chira tap chat H)
trong pha dong va pha loang thanh 2,0 ml v&i ciing dung méi.
Diéu kién sdc ky:

Cot kich thude (10 cm x 2,0 mm) duge nhdi pha tinh C
(2,5 pm).

Nhiét d¢ cdt: 20 °C + 2 °C.

Detector quang phé tir ngoai dit & buéc séng 254 nm.

Téc do dong: 0,2 ml/min.

Thé tich tiém: 5 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gap 3 lan thei gian lwu cia
betamethason dipropionat.

Sir dung sic ky d6 cung cdp kém theo betamethason
dipropionat chuan dé kiém tra tinh phu hgp cia hé théng
va sic ky d6 cua dung dich déi chiéu (1) dé xac dinh pic
clia cac tap chit B, C, D, E va G. Sir dung sic ky d6 cung
cap kém theo betamethason dipropionat chuén ding dé
dinh tinh pic va sic ky o cia dung dich dbi chiéu (4) dé
xéc dinh pic cua tap chét H.

Thoi gian lwu tuong d6i so véi betamethason dipropionat
(thoi gian luu khoang 10 min): Tap chit B khoang 0,4;
tap chat C khoang 0,5; tap chat D khoang 0,7; tap chit E
khoang 1,2; tap chat H khoang 1,7; tap chat G khoang 2,1.
Kiém tra tinh phd hop cua he théng: Trén sic ky d6 cia
dung dich di chiéu (1), ty s6 dinh - hdm (HP/H,,) it nhét
1a 4,0; trong d6 H, 1a chiéu cao dinh pic tap. chit E so vdi
dwong nén va H, Ia chiéu cao tinh tir dudmg nén lén dén day
hém gira pic tap chat E v pic betamethason dipropionat.
Giai han:

Pé tinh ham lugng, nhan dién tich pic cua cac tap chit sau
v6i hé s6 higu chinh twong img: Tap chit G 1a 1,3; tap chit
Hlal4.

Tap chat C: Dién tich pic tap chét C khong duoc 16m hon
5 1an dién tich pic chinh trén siic ky db cua dung dich d6i
chiéu (2) (0,5 %).
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Tap chit B va H: Véi mbi tap chét, dién tich pic da higu
chuén, néu cén, khéng dugc 16n hon 3 lin dién tich pic
chinh trén sic ky b cua dung dich déi chiéu (2) (0,3 %).
Tap chéit D, E, G: Véi mdi tap cht, dién tich pic da higu
chuén, néu can khong duge 16n hon 2 lan dién tich pic
chinh trén sic ky db cua dung dlch dbi chiéu (2) (0,2 %).
Tap don khac: Véi 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 cta tit ca céc tap chat khéng dugc 16n
hon 10 lan dién tich pic chinh trén sic ky dé cua dung dich
déi chiéu (2) (1,0 %). i ‘
Bo qua nhitng pic c6 dién tich nhé hon hodc bang 0,5 lan
dién tich pic chinh trén sic ky d6 cua dung dich ddi chiéu
(2) (0,05 %).

Ghi chu:

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

Tap chét B: 9-Fluoro-11p,21-dihydroxy-16B-methyl-3,20-dioxo-
pregna-1,4-dien-17-yl propanoat (betamethason 17-propionat).
Tap chit C: 9-Fluoro-11,17-dihydroxy-16p-methyl-3,20-dioxo-
pregna-1,4-dien-21-yl propanoat (betamethason 21-propionat).
Tap chét D: 21-(Acetyloxy)-9-fluoro-11p-hydroxy-16p-methyl-
3,20-dioxopregna-1,4-dien-17-yl propanoat (betamethason 21-
acetat 1 7-propionat).

TapchétE: 9-Cloro-11-hydroxy-16p-methyl-3,20 dioxopregna-
1,4-dien-17,21-diyl dipropanoat (beclometason dipropionat).
Tap chit F: 9,11B-Epoxy-16p-methyl-3,20-dioxo-9p-pregna-
1,4-dien-17,21-diyl dipropanoat (9p,11p-epoxybetamethason
dipropionat).

Tap chit G: 9-Fluoro-16p-methyl-3,20-dioxopregna-1,4-dien-
11B,17,21-triyl tripropanoat (betamethason tripropionat).

Tap chit H: 60-Bromo-9-fluoro-11B-hydroxy-16p-methyl- 3,20-
dioxopregna-1,4-dien-17,21-diyl dipropanoat (6a-bromo-beta-
methason dipropionat).

Mit khéi lwong do 1am khé
Khong duoc qua 1,0 % (Phu lyc 9.6).
(0,500 g; 105 °C).

Dinh lugng

Phuong phap sc ky long (Phu luc 5.3). Piéu kién sic ky
nhu mo ta trong phin Tap chét lién quan.

Tién hanh sic ky véi dung dich thir (2), dung dich déi
chiéu (3).

Tinh ham lugng cua C23H37F0-, trong ché pham dya vao
dién tich plc thu duo’c trén séc ky d6 cua dung dich thir (2),
dung dich d6i chiéu (3) va ham lwgng cua Cy3H,y;,FO; trong
betamethason dipropionat chuan.

Bio quin
Tranh anh sang.

Loai thudc
Corticosteroid.

Ché pham '
Vién nén, kem thubdc.



