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METHYLPREDNISOLON

’

thir va pha lodng thanh 100,0 ml bing nide., Pha lodng 1,0 ml
dung dich thu dugc thanh 50,0 ml bang pha dong.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) dugce nhdi pha tinh silica
gel trao doi cation manh dung cho sdc ky (TT) (10 pm).
Detector quang phé tir ngoai dit & bude song 218 nm.

Tée d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Tién hanh sic ky dung dich thtr véi thi gian gip doi thoi
gian luu cua pic metformin.

Str dung séc ky d6 cua dung dich déi chiéu (1) dé xac dinh
pic tap chit A.

Thoi gian huu twong d6i so véi metformin (thoi gian
lru khoang 10 min): Tap chéat A khoang 0,2, tap chit D
khoéang 0,3.

Kiém tra tinh phu hop cua hé théng Trén sic k)" dd cua
dung dich phan giai, do phén giai giita pic tap chat D va pic
metformin it nhdt 1a 10.

Gidi han: Trén sic ky do cua dung dich thu:

Dién tich pic cta pic tap chit A khong dugc 16n hon dién
tich clia pic tap chét A trén sic ky dd cia dung dich doi
chiéu (1) (0,02 %).

Dién tich ctia bat ky pic tap chét nao khéc khong duge 16n
hon 0,5 1an dién tich cua pic chinh trén sic ky dé cua dung
dich dbi chiéu (2) (0,05 %).

Téng dién tich pic cua cac tap chét khong duoc qua 0,2%.
B6 qua nhing tap chét ¢6 dién tich nhé hon 0,3 lan dién
tich pic chinh thu duge trén sic ky do ciia dung dich déi
chiéu (2) (0,03%), trir tap chat A.

Ghi chu:

Tap chit A: Cyanoguanidin.

Tap chit B: (4,6-diamino-1,3,5-triazin-2-yl)guanidin.

Tap chét C: N°,N*-dimethyl-1,3,5-triazin-2,4,6-triamin (NV,N-di-
methylmelamin).

Tap chit D: 1,3,5-triazin-2,4,6-triamin (melamin).

Tap chét E: 1-methylbiguanid.

Mit khéi lwgng do 1am khd
Khéng duoc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C; 5 h).

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

Dinh lwgng

Hoa tan 0,100 g ché pham trong 4 ml acid formic khan (TT),
thém 80 ml acetonitril (TT). Chuin d6 ngay bang dung dich
acid percloric 0,1 N (CP). Xac dinh diém két thic bang
phuong phap chuan d do dién thé (Phu luc 10.2).

| ml dung dich acid percloric 0,1 N (CD) twong duong véi
16,56 mg C,H,,N;.HCI.

1558

BAN BO SUNG Dp
~—= DODVNy
Bio quin
Trong d6 dung kin.

Loai thudc
Chdng dai théo dudmg.

Ché phim
Vién nén.

METHYLPREDNISOLON

CaH3oOs Ptl:3745

Methylprednisolon 1a 11f,17,21-trihydroxy-6a-methylpreg.
na-1,4-dien-3,20-dion, phal chira tir 97,0 % dén 102,0 v

C,,H5,0s, tinh theo ché pham da lam kha.

Tinh chét ,

Bot két tinh da hinh trang hodc gén nhur trang. Thuc té
khéng tan trong nudc, hoi tan trong ethanol 96 %, hoi tan
trong aceton va methylen clorid.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhom I: A, B.

Nhom II: C, D.

A. Pho hap thy I16ng ngoai (Phu lyc 4.2) cua ché pham phai
phi hop véi pho hap thu héng ngoai cua methylpredniso-
lon chuan, Néu hai pho khong phu hop thi hoa tan riéng
biét ché pham va chat chuin trong mot luong nho nhat
aceton (TT), béc hoi trén cach thuy dén kho va ldy cac cin
ghi phd méi.

B. Trong phin Dinh luong, pic chinh trén sic ky do cua
dung dich thir phai twong tmg vé thoi gian luu va kich
thude véi pic chinh thu duge trén sic ky db thu dugc cia
dung dich déi chiéu (3).

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

Ban mong: Silica gel F,.

Dung méi khai trién: Butanol di bdo hoa nudc - toluen -
ether (5 : 10 : 85).

Dung dich thir (1): Hoa tan 25 mg ché pham trong metha-
nol (TT) va pha lodng thanh 5 ml v&i ciing dung méi (dung
dich A). Pha loang 2 ml dung dich nay thanh 10 ml bang
methylen clorid (TT).

Dung dich thir (2): Lay 0.4 ml dung dich A vao mot ong
nghiém dai 100 mm, duémg kinh 20 mm c6 nat mai hodc
c6 nip bing polytetrafluoroethylen. Boc hoi dung méi
bing cach dun néng nhe dudi mot ludng khi nito (TT).
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Thém 2 ml dung dich acid acetic bang (TT) 15 % (t/tt) va
50 mg natri bismuthat (TT). Pay nip ong nghlf:.m va lic
hon dich trong 1 h (trénh anh sang). Thém tiép 2 ml dung
dich acid acetic bang (TT) 15 % (ttftt] va loc vao mdt binh
gan dung tich 50 ml, rira phéu loc 2 1an, médi 1dn 5 ml nude.

Lic dich loc v&i 10 ml methylen clorid (TT). Rira l6p
d.cloromethan v&i S ml dung d;ch natri hydroxyd 1 M
(TT), sau d6 bang mede 2 1n, mdi lan véi 5 ml nwée. Loai
nude bang natri sulfar khan (TT).

Dung dich déi chiéu (1): Hoa tan 25 mg methylprednisolon
chuén trong methanol (TT) va thém methanol (TT) vira di
5 ml (dung dich B). Pha loang 2 ml dung dich nay thanh
10 ml bang methyien clorid (TT)

Dung dich doi chiéu (2): Tién hanh nhu véi dung dich thir
(2) nhumg thay 0.4 ml dung dich A bang 0,4 ml dung dich B.

Cich tién hanh: Cham riéng biét Ién ban mong 5 pl dung
dich thr (1), dung dich di chiéu (1); 10 1 dung dich this
(2), dung dich doi chiéu (2). Trién khai sic ky dén khi dung
moi di dugc 3/4 ban mong, dé khé ban mong ngoai khdng
khi. Quan sat dudi anh sdng tir ngoai & budc séng 254 nm.

Cic vét chinh tren sic ky d6 coa dung dich thir (l) va (2)
phai tuong ng vé vi tri va kich thuoc vOi céc vét chinh
trén sic ky do cua dung dich déi chiéu (1) va (2). Phun lén
ban mong dung dich acid sulfuric trong ethanol (TT), siy
¢ nhiét d6 120 °C trong 15 min. D& ngudi, quan sat dudi
anh sang ban ngay va dudi anh sang tir ngoai o bude song
365 nm. Cac vét chinh tren séc ky do cia dung dich thur (1)
va (2) phai phu hgp vé vi tri, mau sic dudi anh sang ban
ngdy va huynh quang dudi anh sing tr ngoai & 365 nm va
kich thude voi cac vét chinh trén sic ky 46 cia dung dich
d6i chiéu (1) va (2) twong tng. Cac vét chinh trén sic ky
d6 ciia dung dich thir (2) va dung dich déi chiéu (2) c6 gid
tr R, cao hon hiin gia tri R, ctia céc vét chinh trén sic ky do
ciia dung dich thir (1) va dung dich dbi chiéu (1).

D. Thém khoang 2 mg ché pham vao 2 ml acid sulfuric
(TT) va lic dé hoa tan. Quan sat trong 5 min, xudt hién mau
d6 dam va khi quan sat dudi 4nh sang tir ngoai & bude song
365 nm c6 huynh quang mau do néu. Pé dung dich thu
duge vao 10 ml mede va lac déu, mau nhat dan va c6 huynh
quang mau vang chanh dudi anh sang tir ngoai 365 nm.

Goc quay cye riéng

Tir +97,0° dén +103,0°, tinh theo ché phdm da lam kho
(Phy luc 6.4).

Hoa tan 0,250 g ché pham trong ethanol 96 % (TT) va pha
loang thanh 25,0 ml véi cing dung méi.

Tap chit lién quan

Phuong phap sac ky long (Phu luc 5.3).

Pha dong A: Acid phosphoric - tetrahydrofuran - acetonitril -
hwge (0,1 : 1,5 : 10 : 90).

Pha dong B: Acid phosphoric - tetrahydrofuran - acetonitril
(0.1:1,5: 100).

Hoén hop dung moi: Acid phosphoric - acetonitril - nude
(0,1 : 50: 50).

Dung djch thir: Hoa tan 30,0 mg ché phidm trong hén hgp
dung mai va pha lodng thanh 50,0 ml v&i cung dung méi.
Dung dich d@éi chiéu (1): Hoa tan 3 mg methylpredmso]on
chuén dung dé kiém tra tinh phu hop hé thong A (chtra tap
chat A, B, C, D, E, F, G, H, ]) trong hén hgp dung méi va
pha loéng thanh 5,0 ml véi cung dung mai.

Dung dich doi chiéu (2): Pha lodng 1,0 ml dung dich thir
thanh 100,0 ml bang hdn hop dung méi.

Dungd:ch déichiéu (3): Hoatan 30,0 mg methylprednisolon
chuén trong hén hgp dung méi va pha loang thanh 50,0 ml
voi cung dung moi.

Piéu kién sdc ky:

Cét kich thuoc (15 cm x 4,6 mm) dugce nhou pha tinh end-
capped octodecylsilyl silica gel dung cho sdc ky (TT) (3 pm).
Nhiét do cot: 45 °C.

Detector quang phd tir ngoai dat & bude song 247 nm.

Téc do dong: 1,5 ml/min.

Thé tich tiém: 10 pl.

Céch tién hcmh

Tfen hanh sic ky theo chuong t trinh dung moi nhu sau:

Thai gian Pha djng A Pha dong B
(min) (% tt/ tt__)_ _ (% tt/tt)

T 0-14 83 -
14 - 30 83 —» 52 17 — 48

Tién hanh sic k¥ dung dich thir va dung dich déi chiéu (1)
va (2).

Su dung sic ky do cung cap kéem theo methylpredmsolon
chuin ding dé kiém tra tinh phu hop hé thong A va sic ky
db ciia dung dich déi chiéu (1) dé xac dinh pic cua tap chét
A,B,C,D,E.F,G,Hval

Théi gian luu tuong doi so vai methylprednisolon (thoi
gian luu khoédng 12 mm) Tap chét B khoang 0,85; tap chat
H khoang 0,88, tap chat A khoang 0,92, tap chit F khoang
1,1, tap chit G va I khoang 1,54, tap chat C khoang 1,7, tap
chit E khoang 1,9, tap chét D (dong phan 1) khoang 2,10,
tap chit D (dong phan 2) khoang 2,2.

Kiém tra tinh phu hop cua hé thf}ng: Trén séc ky do cua
dung dich déi chiéu (1), do phan giai giira pic tap chat
A va pic methylprednisolon it nhit 1a 1,7. Ty s6 dinh
- hém (H/H,) it nhit 1a 2,0; trong d6 H, 1a chiéu cao
dinh pic tap chét F so v&i dudng nén va H, la chiéu cao
tinh tir duong nén dén day hom gitra pic tap chét F va pic
methylprednisolon.

Gidi han: Trén sic ky db cua dung dich thur:

Tap chat D: Tang dién tich pic cua 2 pic ddng phan khéng
dugc 16m hon 0.5 lan dién tich pic chinh trén sic ky d6 thu
dugc cua dung dich dbi chiéu (2) (0,5 %).

Tap chit A: Dién tich pic tap chat A khong dugce 1én hon
0,3 lan dién tich pic chinh trén sdc ky dé thu duge ciia dung

1559




Yy

https://trungtamthuoc.com/

METHYLPREDNISOLON ACETAT

A ) SUNG
BAN BO S _Q.Q-V-N—-!

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.



