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Tep chit C: 9-fluoro-11p,17p-dihydroxy-16a-methyl-3,20-
dioxopregna-1,4-dien-21-yl acetat.

Tap chdt D: 9-fluoro-11B,17-dihydroxy-16B-methyl-3,20-
dioxopregna-1,4-dien-21-ylacetat (betamethason acetat).

Tap chit E: 9-fluoro-11p,17-dihydroxy-16a-methyl-3,20-
dioxopregn-4-en-21-yl acetat.

Tap chit F: 17-hydroxy-16a-methyl-3,20-dioxo-9p,11p-
epoxypregna- 1,4-dien-21-yl acetat.

Tap chét G: 9-fluoro-11p-hydroxy- 1 6a-methyl-3,20-dioxopregna-
1,4-dien-21-yl acetat.

TapchétH: 17-hydroxy- 1 6a-methyl-3,20-dioxopregna-1,4,9(11)-
trien-21-yl acetat.

Mit khoi lrgng do 1am khé
Khoéng dugc qua 0,5 % (Phu luc 9.6).
(0,500 g; chan khong; 105 °C).

Pinh lwgng

Hoa tan 0,100 g ché pham trong ethanol 96 % (TT) va pha
logng thanh 100,0 ml véi cung dung mdi. Pha loang 2,0 ml
dung dich trén v&i ethanol 96 % (TT) thanh 100,0 ml. Po
dd hép thu cuia dung dich thu duoc (Phu luc 4.1) & bude
song cuc dai 238,5 nm. Tinh ham luwong C,4H;,FO4 theo
A (1%, 1 cm), lay gia tri A (1 %, 1 cm) ctia dexamethason
acetat & budc soéng 238,5 nm 1a 357.

Bédo quéan
Trong bao bi kin, tranh anh sang.

Loai thudc
Glucocorticoid.

Ché phim
Hén dich tiém.

DEXAMETHASON NATRI PHOSPHAT
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Dexamethason natri phosphat la 9-fluoro-11p,17-dihydroxy-
1 6a-methyl-3,20-dioxopregna-1,4-dien-21-yl dinatri phosphat,
phii chira tir 97,0 % dén 102,0 % C,,H,sFNa,O4P, tinh
theo ché phim khan.

Tinh chét

Bot da hinh mau tring hodc gin nhu tring, rit d& hut m.
Dé tan trong nudc, kho tan trong ethanol 96 %, thyc té
khong tan trong methylen clorid.

DEXAMETHASON NATRI PHOSPHAT

Dinh tinh

Co thé chon mot trong hai nhém dinh tinh sau:

Nhéom I: A, G.

Nhom II: B,C, D, E, F.

A. Phé héap thy hong ngoai (Phy luc 4.2) cia ché phdm phai
phil hop véi phd hip thu hong ngoai ciia dexamethason
natri phosphat chuin. Néu phé thu dugc ciia miu thir va
mau chuén & trang thai rin khong giéng nhau thi hoa tan
riéng biét ché phdm va chit chuin trong mét thé tich toi
thiéu ethanol 96 % (TT), 1am bay hoi dén khé trén cach
thity va ghi lai phé méi cua cén thu dugc.

B. Hoa tan 10,0 mg ché phim trong 5 ml medc va pha
logng thanh 100,0 ml véi ethanol (TT). Lay 2,0 ml dung
dich thu dugc cho vao éng nghiém thity tinh tron c6 nit
mai, thém 10,0 ml dung dich phenylhydrazin - acid sulfuric
(TT), tron déu va dun néng trong cach thuy & 60 °C trong
20 min. Lam nguéi ngay. Do hzip thu (Phu luc 4.1) cua
dung dich thu dugc do & budc séng cuc dai 419 nm khong
dugc nhoé hon 0,20.

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

Ban mong: Silica gel GF 55,.

Dung méi khai trién: Acid acetic bang - nuéc - butanol
(2:2:6).

Dung dich thir: Hoa tan 10 mg ché phdm trong methanol
(TT) va pha lodng thanh 10 ml vé&i cung dung méi.

Dung dich déi chiéu (1): Hoa tan 20 mg dexamethason
natri phosphat chuin trong methanol (TT) va pha loang
thanh 20 ml véi cung dung moi.

Dung dich déi chiéu (2): Hoa tan 10 mg prednisolon natri
phosphat chuan trong dung dich déi chiéu (1) va pha loang
thanh 10 ml bang dung dich ddi chiéu (1).

Cdch tién hanh: Chdm riéng biét 1én ban mong 5 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di duoc
3/4 chiéu dai ban moéng, Dé ban méng khé ngoai khong khi
va quan sat dudi dnh sang tir ngoai & budc séng 254 nm, vét
chinh trén sic ky 45 cia dung dich thir phai giéng vé vi tri
va kich thudc v6i vét chinh trén sic ky d6 cia dung dich
dbi chiéu (1).

Phun 1én ban mong dung dich acid sulfuric trong ethanol
(TT). Siy ban mong & 120 °C trong khoang 10 min hoac
dén khi vét xuit hién. D& nguéi. Quan sét dudi anh séng
ban ngay va 4nh sdng tir ngoai & budc song 365 nm. Vét
chinh thu dwgc trén sic ky do caa dung dich thir phai gidng
vé vi tri, mau sic duéi anh sang ban ngay, huynh quang
dudi anh sang tir ngoai & budce séng 365 nm va kich thuéde
véi vét chinh thu dugc trén sic ky db caa dung dich déi
chiéu (1). Phép thir chi c6 gié tri khi sic ky dd cia dung
dich d6i chiéu (2) cho 2 vét, tuy nhién 2 vét nay co thé
khong tach r&i nhau hoan toan.

D. Thém khoéng 2 mg ché phdm vao 2 ml acid sulfuric
(TT) va lic dé hoa tan. Trong vong 5 min, m§t mau niu
ving nhat xuat hién. Cho dung djch trén vao 10 ml nwde va
tron déu. Mau nhat din va dung dich vin trong.
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E. Tron khoang 5 mg ché phim véi 45 mg magnesi oxyd
ngng (TT) va nung trong chén nung dén khi thu dugc céin
gan nhu tring hoan toan (thudmg dudi 5 min). Dé ngudi,
thém 1 ml meoc, 0,05 ml dung dich phenolphtalein (TT,)
va khoang 1 ml dung dich acid hydrocloric loang (TT) dé
lam mét mau dung d|ch loc. Thém 1 ml dich loc vao mét
hdn hop méi pha gom 0,1 ml dung dich alizarin S (TI) va
0,1 ml dung dich zirconyl! nitrat (TT). Tron déu va dé yén
5 min, so sanh mau cia dung dich thu dugc v mau cia
mét mau triing dwoc chuin bj trong cung dleu kién. Dung
dich thir c6 mau vang va dung dich mau tring c¢6 mau do.
F. Thém véo 40 mg ché phim 2 ml acid sulfuric (TT) va
dun nhe cho dén khi khoi tring bay 1én, thém timg giot
acid nitric (TT), tiép tuc dun nong cho dén khi dung dich
gan nhu khéng mau, 1am ngudi. Thém 2 ml nwde, dun cho
dén khi khoéi tréng bay 1én mét lan nira, lam ngudi, thém 10
ml nuée va trung tinh héa bang dung dich amoniac loang
(TT) dung gidy quy do (TT) lam chi thi. Dung dich thu
dugc cho phan ung (A) cia ion natri va phan ing (B) cia
phosphat (Phu luc 8.1).

G. Trong phén Pinh lugng, pic chinh trén sic ky dé cua
dung dich thir phai c6 thoi gian luu va co dién tich pic
tuong Umg véi pic chinh trén sic ky d6 cua dung dich déi
chiéu (2).

D{ trong va mau sic cia dung dich

Dung dich S: Hoa tan 1,0 g ché phim trong nwéc khong
¢6 carbon dioxyd (TT) va pha lodng thanh 20 ml véi cung
dung moi.

Dung dich S phai trong (Phu luc 9.2) va khéng dugc c6 mau
didm mau hon mau miu N, (Phy luc 9.3, phuong phap 2).

pH

Tir 7,5 dén 9,5 (Phu luc 6.2).

Pha loang 1 ml dung dich S thanh 5 ml vé&i nwdc khéng co
carbon dioxyd (TT) dé do.

Géc quay cuc riéng o

Tir +75° dén +83°, tinh theo ché pham khan (Phu luc 6.4).
Hoa tan 0,250 g ché phdm trong nwdc va pha loang thanh
25,0 ml véi cung dung méi dé do.

Tap chat lién quan

Phuong phap sac ky long (Phu luc 5.3).

Dung dich A: Hoa tan 7,0 g amoni acetat (TT) trong
1000 ml nwoc.

Pha dgng A: Tron déu 300 ml dung dich A va 350 ml nudéc,

diéu chinh dén pH 3,8 bing acid acetic (TT), sau d6 thém
350 ml methanol (TT).

Pha déng B: Piéu chinh 300 ml dung dich A dén pH 4,0
bang acid acetic (TT) sau d6 thém 700 ml methanol (TT).

Dung dich thir- Hoa tan 10 mg ché phim bing pha déng A
va pha lodng thanh 10,0 ml vdi cung dung moi.

Dung dich déi chiéu (1): Hoa tan 2 mg betamethason natri
phosphat chuan (tap chit B) va 2 mg dexamethason natri
phosphat chuén trong pha déng A va pha loang thanh 100,0 ml
v6i cung dung méi.
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Dung dich doi chiéu (2): Hoa tan 2 mg dexamethason natri
phosphat chuén dung dé dinh tinh pic (chira cac tap chét A,
C, D, E, F va G) trong pha dong A va pha lodng thanh 2,0
ml vdi cing dung méi.

Dung dich déi chiéu (3): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bang pha dong A. Pha lodng 1,0 ml dung
dich thu dugc thanh 10,0 ml bang pha dong A.

Diéu kién sdc ky:

Cot kich thuoc (12,5 cm x 4,6 mm) dugce nhdi pha tinh
end-capped octylsilyl silica gel ding cho sdc ky (5 pm).
Nhiét d¢ cét: 30 °C.

Detector quang phd tir ngoai dit & budc séng 254 nm.
Tbc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:
Tién hanh séc ky theo chuong trinh dung méi nhur sau:
Thoi gian Pha djng A Pha déng B
(min) (% tt/tt) (% t/tt)
0-35 90 0
3,5-235 90 — 60 10 — 40
23,5-345 60 —5 40— 95
34,5-50 5 95

Sir dung séc ky d6 cung cép kém theo dexamethason natri
phosphat chuin ding dé dinh tinh pic va sic ky dd cia
dung dich ddi chiéu (2) dé xac dinh pic cia cac tap chit A,
C, D, E, F va G. Sir dung sic ky d6 ciia dung dich déi chiéu
(1) @ x4c dinh pic cua tap chat B.

Thoi gian hru twong d6i so véi dexamethason natri
phosphat (thoi gian luu khoiang 22 min): Tap chit C
khoang 0,5; tap chat D khoang 0,6; tap chit E khoang 0,8;
tap chat F khoang 0,92; tap chit B khoang 0,95; tap chit A
khoang 1,37; tap chit G khoang 1,41.

Kiém tra tinh phi hgp cua hé théng: Trén sic ky db cua
dung dich déi chiéu (1), do phan giai gitra pic caa tap chit
B va pic ciia dexamethason natri phosphat it nhét 12 2,0.
Gioi han:

Dé tinh ham hrgng, nhan dién tich pic cua tap chét A véi
hé s6 hiéu chinh la 0,75.

Tap chét A: Dién tich pic tap chét A da hidu chinh khong
dugc 16n hon 5 1an dién tich pic chinh trén sdc ky b cua
dung dich d6i chiu (3) (0.5 %).

Tap chat G: Dién tich pic tap chit G khéng dugc 1ém hon
3 l4n dién tich pic chinh trén sic ky d cua dung dich déi
chiéu (3) (0,3 %).

Tap chit B, C, D, E, F: Véi mdi tap chat, dién tlch pic
khong duoc 16m hon 2 lan dién tich pic chinh trén sic ky
dd cua dung dich d6i chleu (3) (0,2 %).

Tap don khéc: Véi mdi tap chét, dién tich pic khéng dugc
16n hon di¢n tich pic chinh trén sdc ky d6 cua dung dich
dbi chiéu (3) (0,10 %).

Téng dién tich pic cla tit ca cac tap chét khong dgc 16n
hon 10 lan dién tich pic chinh trén sic ky dd cua dung dich
dbi chiéu (3) (1,0 %).
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B qua nhimg pic c6 dién tich nhd hon hojc bing 0,5 lin
dién tich pic chinh trén sic ky dé cua dung dich déi chiéu
(3) (0,05 %).

Ghi chu:

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

Tap chit B: 9-fluoro-11B,17-dihydroxy-16B-methyl-3,20-
dioxopregna-1,4-dien-21-yl dihydrogen phosphat (betamethason
phosphat).

Tap chit C, D, E, F: Vi méi tap chét, 1a mét hay nhiéu dong phan
dbi quang ctia (9-fluoro-11p, 1 7a-dihydroxy-16-methyl-3,17-dioxo-
D-homo-androsta-1,4-dien-17a-yl)methyl dihydrogen phosphat
(khong xéc dinh dugc héa hoc lap thé & C-16 va C-17a), hodc
(9-fluoro-11B,17-dihydroxy- 1 6a-methyl-3,17a-dioxo-D-homo-
androsta-1,4-dien-17-yl)methyl dihydrogen phosphat (khong xac
dinh dwoc héa hoc ldp thé & C-17).

Tap chit G: Acid 9-fluoro-11p,17-dihydroxy- 16a-methyl-3-
oxoandrosta-1,4-dien-17B-carboxylic.

Tap chit H: 9-fluoro-11p,17-dihydroxy-16a-methyl-3,20-
dioxopregn-4-en-21-yl dihydrogen phosphat.

Phosphat vé co

Khong dugc qua 1 %.

Hoa tan 50 mg ché pham trong 100 ml nuwdec. Thém vao
10 ml dung dich nay 5 ml thuéc thir molybdovanadic (TT),
tron déu va dé yén trong 5 min. Mau vang cia dung dich
khong dwoc ddm hon mau vang ciia miu déi chiéu duoc
chuin bi dong thoi va theo cach twong t sir dung 10 ml
dung dich phosphat mdu 5 phan triéu PO, (TT).

Ethanol

Khéng dugc qua 3,0 % (kU/kl).

Phwong phép sic ky khi (Phu luc 5.2).

Dung dich chudn néi: Pha loing 1,0 ml propanol (TT)
thanh 100,0 ml bing nuce.

Dung dich thir: Hoa tan 0,50 g ché phim trong 5,0 ml dung
dich chuén ni va pha loang thanh 10,0 ml bang mudc.
Dung dich chudn: Pha lodng 1,0 g ethanol (TT) thanh
100,0 ml bang nwoc. Lay 2,0 ml dung dich thu duoc,
thém vao 5,0 ml dung dich chudn néi va pha lodng thanh
10,0 ml bing nuéc.

Diéu kién sdc ky:

Cét (1 m x 3,2 mm) dugc nhdi ethylvinylbenzen-divinyl-
benzen copolymer (150 um dén 180 pm).

Khi mang 1a nitrogen diung cho sic ky khi, luu lugng
30 ml/min.

Detector ion h6a ngon lira.

Duy tri nhiét 46 cdt & 150 °C, nhiét dd cua buf‘mg tiém
250 °C va nhiét a9 detector 280 °C.

Thé tich tiém: 2 pl.

Ethanol va nwéc

Xac dinh ham lugng nudce (Phuy lyc 10.3).

Diing 0,200 g ché pham.

Téng ham lugng phan trim cua ethanol tim thiy & phép
thir ethanol va ham lugng phén trim nuéc khong duge qua
13,0 % (kI/kl).

THUOC TIEM DEXAMETHASON

Pinh lwgng

Phwong phép sic ky 1ong (Phu lyc 5.3).

Pha déng: Tron déu 520 ml mude véi 2 ml acid phosphoric
(TT), diéu chinh nhiét 4 dung dich dén 20 °C va chinh dén
pH 2,6 bing natri hydroxyd (TT). Trén dung dich thu duoc
v6i 36 ml tetrahydrofuran (TT) va 364 ml methanol (TT).
Dung djch thir: Hoa tan 30,0 mg ché pham bing pha déng
va pha lodng thanh 50,0 ml véi cing dung moéi. Pha lodng
5,0 ml dung dich thu dugc thanh 50,0 ml bang pha dong.
Dung dich chudn (1): Hoa tan 2 mg dexamethason chuén
(tap chit A) va 2 mg dexamethason natri phosphat chuin
trong 2 ml tetrahydrofuran (TT) va pha loang thanh 100,0 ml
bang pha dong. Pha loang 5,0 ml dung dich thu drgc thanh
50,0 ml bang pha déng

Dung dich chudn (2): Hoa tan 30,0 mg dexamethason natri
phosphat chuin trong pha dgng va pha loing thanh 50,0 ml
vGi cing dung moi. Pha lodng 5,0 ml dung dich thu dugc
thanh 50,0 ml bing pha déng.

Diéu kién sdc ky:

Cot kich thuée (15 cm x 4,6 mm) dwgc nhoi pha tinh end-
capped octadecylsilyl silica gel ding cho sdc ky (7 pm).
Detector quang phd tir ngoai dit & budc séng 254 nm.
Téc dd dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky vdi thoi gian gip 3 1an thoi gian luu cia
dexamethason natri phosphat.

Sir dung sic ky d cta dung dich chudn (1) d& xac dinh pic
ciia tap chit A.

Thoi gian lwu twong dbi so véi dexamethason natri
phosphat (thoi gian Ivu khoang 8 min) cua tap chat A
khoang 2,0.

Kiém tra tinh phit hop cuia hé théng: Trén sic ky d6 cia dung
dich chuan (1), d6 phan giai gura pic cia dexamethason
natri phosphat va pic cua tap chat A it nhét 12 6,0.

Tinh ham luong phin trim cia CyH5FNa,0gP trong ché
phém dya vao dién tich pic thu dugc trén sic ky do6 cua
dung dich thir, dung dich chuin (2) va ham lugng cua
C,,H,3FNa,O;P trong dexamethason natri phosphat chuan.

Bio quin
Trong bao bi kin, tranh anh sang.

Loai thubc
Glucocorticoid.

Ché phim '
Thuoc tiém, thuoc nho mit.

THUOC TIEM DEXAMETHASON

La dung dich vo khuén ciia dexamethason natri phosphat
trong nudc dé pha thudce tiém. Ché phim c6 thé chira cac
chét n dinh.

Ché phidm phai dap (mg cic yéu cdu trong chuyén luéin
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