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dich d6i chiéu (2) (0,3 %).

Téng tap chat G va I: Tong dién tich pic tap chét Gval
khﬁng dugc 16n hon 0,3 1an dién tich pic chinh trén séc ky
d6 thu dugce cia dung dich déi chiéu (2) (0,3 %).

Tap chat B, H: Vi mbi tap chét, dién tlch pic khong dugc
|6n hon 0,2 lan dién tich pic chinh trén séc ky dd thu dugc
cua dung dich ddi chiéu (2} (0,2 %).

Tap chat C, E, F: Vi méi tap chat, dién tlch pic khong
duge 16n hon 0,15 lan dién tich pic chinh trén sdc ky db thu
duoc cua dung dich don chiéu (2) (0,15 %).

Tap chit bét ki: Vi mdi tap chat, dién tich pic khong dugc
I6m hon 0,1 lan dién tich pic chinh trén shc ky d6 thu duge
ctia dung dich déi chiéu (2) (0,10 %).

Téng dién tich cac tap chat khong dugc I6n hon 2 lan dién
tich pic chinh trén sic ky dd thu duoc cua dung dich dbi
chiéu (2) (2,0 %).

Bo qua nhimg plc ¢6 dién tich nho hon 0,05 1an dién tich
pic chinh trén sic ky d6 thu duge cua dung dich dbi chiéu
(2) (0,05 %).

Ghi chu:

Tap chit A: 17,21-dihydroxy-6a-methylpregna-1,4-dien-3,
11,20-trion.

Tap chdt B: 11B,17,21,21-tetrahydroxy-6a-methylpregna-1,4-
dien-3,20-dion.

Tap chét C: 11p-hydroxy-6a-methylandrosta-1 4-dien-3,17-dion.
Tap chét D: (EZ)-11P,20-dihydroxy-6a-methylpregna-1.,4,17
(20)-trien-3,2 1 -dion.

Tap chat E: Acid 11p-hydroxy-6a-methyl-3-oxoandrosta-1,4-
dien-17p-carboxylic.

Tap chét F: 11B,17,21-trihydroxy-6a-methylpregn-4-en-3,20-dion.
Tap chat G: 17,21-dihydroxy-6a-methylpregna-1,4,9(11)-trien-
3,20-dion.

Tap chét H: 11,17,21-trihydroxy-6f-methylpregna-1,4-dien-3,
20-dion.

Tap chat I: Chua biét cdu tric

Tap chét J: 11p,17-dihydroxy-6a-methyl-3,20-dioxopregna-1,4-
dien-21-yl acetat (methylprednisolon acetat).

Tap chiat K: 11B,17,21-trihydroxypregna-1,4-dien-3,20-dion
(prednisolon).

Tap chit L: 11p,17-dihydroxy-6a-methylpregna-1,4-dien-3,20-
dion.

Mit khéi lrgng do 1am khd
Khéng dwgce qua 1,0 % (Phu luc 9.6).
(0,500 g; 105 °C).

Binh hrong

Phuong phap sic ky long (Phy luc 5. 3). Diéu kién sic ky
nhu mé ta trong phan Tap chét lién quan.

Tién hanh séc ky dung djch thir va dung d1ch déi chiéu (3).

Tinh ham lugng ciia C,,H»,05 trong ché pham dua vao dién
tich pic cua rnethylpredmsolon thu duoc trén sic ky do6 cua
dung dich thir va dung dich déi chiéu (3) va ham lugng cua
methylprednisolon chuan.
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Bio quin ]
Tranh 4nh sang, ¢ nhiét 4o fr 2 °C dén 8 °C.

Loai thude
Corticosteroid.

Ché phim
Thudc tiém, vién nén.

METHYLPREDNISOLON ACETAT

CyH3:05 P.t1: 416,5

Methylprednisolon acetat la 11B,17-dihydroxy-6a-methyl-
3,20-dioxopregna-1,4-dien-21-yl acetat, p.h;ii chira tir 97,0 %
dén 102,0 % C,,H;,0, tinh theo ché pham da lam kh,

Tinh chit ‘ ,
Bot két tinh mau tréing hay gan nhu tring, da hinh. Thye
khéng tan trong nudc, hoi tan trong aceton va ethanol 96 %,

Dinh tinh )

A. Phd hép thy hdng ngoai (Phu luc 4.2) ctia ché phim phai
phit hop véi pho hép thy héng ngoai ciia methylprednisolon
acetat chuan. Néu hai phd c6 su khac nhau thi hoa tan riéng
biét ché phiam va chat chuén trong thé tich to: thiéu aceion
(TT), bée hoi dén khd trén céch thity, ldy cac can ghi pho mai.
B. Trong phan Binh lugng, pic chmh trén sic ky do cla
dung dich thur (2) phai twong (ng ve thoi glan luru va kich
thude voi pic chinh thu duoc trén sic ky d6 ciia dung dich
d6i chidu (4).

Goc quay cuc riéng

Tir +107° dén +113°, tinh theo ché phim d lam kh (Phu
luc 6.4).

Hoa tan 0,250 g ché phdm trong ethanol 96 % (TT) va pha
lodng thanh 25,0 ml v&i cing dung méi dé do.

Tap chit lién quan

Phwong phép séc ky 1éng (Phu lyc 5.3).

Pha dong A: Acetonitril - nwdc ding cho sdc ky (28 : 72).

Pha dong B: Acetonitril (TT).

Dung djch dém: Trong binh dinh mirc 1000 ml, tron déu 20 ml
dung dich acid hydrocloric 1 M (TT), 50 ml dung dich natri
acetat (TT) 6,8 %, 150 ml dung dich kali clorid (TT) 3,73 %,

thém nuwce dén vach va lic déu.

Hon hop dung méi: Acetonitril - dung dich d@ém (50 : 50).

Dung djch thir (1): Hoa tan 20,0 mg ché pham trong hon
hop dung méi va pha loang thanh 20 ml véi cing dung méi.
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pung dich thiz (2): Pha loang 1,0 ml dung dich thir (1)
thanh 10,0 m} b:‘mg hon hop dung moi. '

pung dich doi chiéu (1): Hoa tan 5 mg methylprednisolon
acetat chuan dung dé kiém tra tinh phi hop hé théng (c6
chira tap chat E, G, J) trong hdn hop dung méi va pha lodng
thanh 5,0 ml voi cil’ng dung moi.

Dung dich doi chiéu (2)-' Pha loang 1,0 ml dung dich thir
(1) thanh 100,0 ml bang hon hop dung méi. Pha lodng
1,0 ml dung dich thu dwoc thanh 10,0 ml bing hén hop
dung moi. ’ '

Dung dich doi chiéu (3): Dung dich chira methylpredniso-
lon acetat chuan dung dé dinh tinh pic (c6 chira tap chét A
va K) trong hon hop dung méi (ndng dd khoang 0,01 mg/ml).
Dung dich doi chiéu (4): Hoa tan 20 mg methylprednisolon
acetat chuan trong hén hop dung méi va pha loang thanh
20,0 ml v&i cing dung moi. Pha loang 1,0 ml dung dich thu
duge thanh 10,0 ml bang hén hgp dung méi.

Pieu kién sdc ky:

Cot kich thude (15 em x 4,6 mm) dugc nhdi pha tinh end-
capped octadecylsilyl silicagel danh cho sdc ky (3,5 pm).

Nhiét 4o cot: 40 °C.

Detector quang phd tir ngoai & bude séng 254 nm.

Toc do dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky theo chwong trinh dung méi nhur sau:

Thoi gian Pha déng A Pha djng B
(min) (% t/tn) (% t/tt)
0-15 95 5
15-25 95 — 50 5—50

| 25-28 50 50

Tién hanh sc ky dung dich thir (1) va dung dich déi chieu
(1), (2) va (3).

Str dung sic ky do cung cz‘ip kém theo methylprcdqisolon
acetat chuan diung dé kiém tra tinh phi hop hé thong va
she ky dé cua dung dich dbi chiéu (1) dé xac dinh pic cua
tap chit E, G, J. Sir dung sic ky do cung cdp kem theo
methylprednisolon acetat chuén dung dé dinh tinh pic va
sic ky db cua dung dich ddi chiéu (3) dé xac dinh pic cua
tap chat A va K.

Théi gian luu twong déi so voi methylprednisolon acetat
(théi gian Iwu khoang 15 min): Tap chit A khoang 9,4;
tap chit E khoang 0.6; tap chat J khoang 0.9; tap chat G
khoang 1,1; tap chit K khoang 12 ’ ‘
Kiém tra tinh phu hop cua hé thong: Trén sac ky do cua
dung dich déi chiéu (1), ty sb dinh - hom (Hy/H,) it nhat
la 3,0; trong d6 H, 14 chiéu cao dinh pic tap chat G so vai
duong nén va H, la chidu cao tinh tir duong nen dén day
hdm gitra pic tap chédt G va pic methylprednisolgn acr:-tat_
Tinh him lugng phén tram céc tap chat dya vao nong do cua

methylprednisolon acetat trong dung dich ddi chiéu (2).
Gioi han:

Tap chat J: Khong duge qua 0,3 %.

Tap chit A, G: Vi mdi tap chat, khong duge qud 0,2 %.
Tap chit E, K: V6i mbi tap chat, khong duge qué 0,15 %.
Tap chat bat ky: Vai moi tap chat, khong dugc qua 0,10 %.
Téng tap chat: Khong dirge qua 1,0 %.

B6 qua nhimg tap c6 ham lugng dudi 0,05 %.

Ghi chu:

Tap chat A: (20RS)-11B,1 7.20-trihydroxy-6a-methyl-3-oxopregna-
1,4-dien-21-yl acetat.

Tap chét B: 11B,17,21-trihydroxy-6a-methylpregna-1.4-dien-
3,20-dion (methylprednisolon).

Tap chat C: 11,1 7-dihydroxy-6o-methylpregna- 1,4-dien-3,20,
2]-trion.

Tap chét D: 11p-hydroxy-6a-methylpregna-1,4-dien-3,20,21-trion.
Tap chét E: 11B,17-dihydroxy-3,20-dioxopregna-1.4-dien-21-yl
acetat (prednisolon acetat).

Tap chat F: 6a-methyl-3,11.20-trioxopregna-1 4-dien-21-yl acetat.
Tap chit G: 11p,17-dihydroxy-6a-methyl-3,20-dioxopregn-4-
en-21-yl acetat.

Tap chat H: (EZ)-11 B—hydroxyﬁu-methyl-3~0xoprcgna-1,4,17
(20)-trien-21-yl acetat.

Tap chét I: 11p,17-dihydroxy-60-methylpregna-1,4-dien-3,20-dion.
Tap chit J: 11B,1 7-dihydroxy-6f-methyl-3,20-dioxopregna-1,4-
dien-21-yl acetat.

Tap chét K: 17-hydroxy-6a-methyl-3,1 1,20-trioxopregna-1.4-dien-
21-yl acerat.

Mt khdi lwgng do 1am kho
Khong duge qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Pinh lugng

Phuong phap sic k¥ long (Phu luc 5.3). Piéu kién sic ky
nhur mo ta trong phan Tap chét lién quan.

Pha dong: Acetonitril - nuoc (32 : 68).

Tién hanh sic ky dung dich thir (2) va dung dich déi chiéu
(4) v&i thoi gian gap 1,5 lan thoi gian luu cua methylpred-
nisolon acetat.

Théi gian luu cua methylprednisolon acetat khoang 15 min,
Tinh ham luong cua C,,H4,0O4 trong ché phﬁm dua trén
dién tich pic cua methylprednisolon acetat thu dugc trén
séc ky do cua dung dich thir (2) va dung dich déi chiéu (4)
va ham luong cua methylprednisolon acetat chuan.

Bio quin
Tranh anh sang.
Loai thube
Corticosteroid.

Ché pham
Thude tiém.
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