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DUQC PIEN VIET NAM VI
QOxm
o< x 21,864
Trong d6:

Q0 la ty 1¢ gitra dién tich pic methyl iodid va dién tich pic
octan trén sic ky d6 cua dung dich thir.

Q;latylé giira dlcn tich pic methyl iodid va dién tich pic
octan trén sic ky dd cua dung dich chuan.

m la lugng can cia méu thir (tinh theo ché pha‘lm da lam
kho) (mg). ,

m; la lugng cén cia methyl iodid trong dung dich chuan (mg).

Loai thubc
Ta dugc.

Bdo quan

Trong d6 dung kin, tranh 4nh sang.

Nhin

Trén nhan quy dinh d6 nhét tinh theo milipascal gidy.

CAC DAC TINH LIEN QUAN BEN CONG DUNG CUA
NGUYEN LIEU

Cac dic tinh sau c6 thé lién quan dén viéc sir dung
methylcelulose lam t4 dugc dinh, ting d§ nhdt hay lam ta
dugce bao phim.

bo nhét
Xem phan trén.

Mirc d9 thé
Xem phan DPinh luong.

METHYLDOPA

. 1%H,0

C,oHsNO,.1%4H,0

Methyldopalaacid (25)-2-amino-3-(3,4-dihydroxyphenyl)-
2-methylpropanoic ngam 1,5 phan tir nuéc (L-methyldopa
sesquihydrat), phai chira tir 99,0 % dén 101,0 % C,oH,3NO,,
tinh theo ché pham khan.

Tinh chét

Bot ket tinh tring hoc tring nga hay tinh thé khong mau
hodc gin nhu khong mau. Kho tan trong nudc, rat kho
tan trong ethanol 96 %, dé tan trong cic dung djch acid
vo co lodng.

Dijnh tinh

Chon mét trong hai nhém dinh tinh sau:
Nhom I: A, B.

Nhém II: A, C.

P.t.1: 238,2

METHYLDOPA

A. Phd hép thy hong ngoai (Phu luc 4.2) ciia ché pham phai
phi hop v&i phd hip thy hdng ngoai cia methyldopa chuin
B. Ché pham phai dép umng phép thir Tap chét dong phan
d6i quang.

C. Hoa tan mét lugng twong duong vai 2,20 g ché phim
khan trong dung dich nhém clorid (TT) va pha lodng thanh
50,0 ml véi cung dung mdi. Géc quay cyc riéng cua dung
dich thu duoc phai tir -28,0° dén -25,0° (Phu luc 6.4).

Mau sic ciia dung dich

Hoa tan 1,0 g ché pham trong dung dich acid hydrocloric
1 M (TT) va pha lodng thanh 25 ml véi cing dung méi.
Dung dich khong dugc c6 mau ddm mau hon mau cua
dung dich mau mau VNg hodic Ny (Phu luc 9.3, phuong
phép 2).

Gi6i han acid

Hoéa tan 1,0 g ché phdm trong 100 ml nwrde khong co carbon
dioxyd (TT) bang cach dun néng. Thém 0,1 ml dung dich
do methyl (TT). Dung dich phai chuyén sang mau vang
khi thém khéng qué 0,5 ml dung dich natri hydroxyd
0,1N (CD).

P§ hép thu dnh sing

Hoa tan 40,0 mg ché pham trong dung dich acid hydrocloric
0,1 M (TT) va pha loang thanh 100,0 ml véi cung dung
moi. Pha lodng 10,0 ml dung dich thu dugc thanh 100,0 ml
bing dung dich acid hydrocloric 0,1 M (TT). Phd hép thu
(Phu lyc 4.1) cua dung dich thu dugce trong khoang 230 nm
dén 350 nm c6 mét hép thu cuc dai & budc song 280 nm.
Gia tri A (1 %, 1 cm) & 280 nm phai tir 122 dén 137, tinh
theo ché ph:im khan.

Tap chét ddng phan ddi quang

Phwong phap sic ky long (Phu luc 5.3).

Pha dgng: Hoa tan riéng biét 0,200 g déng acetat (TT)
va 0,387 g N,N-dimethyl-L-phenylalanin (TT, ) trong m:ac,
tron 2 dung dich thu dwoc va ngay lap tirc diéu chinh dén
pH 4,3 bing acid acetic (TT); thém 50 ml methanol (TT)
va pha loang thanh 1000 ml bang nwde, tron déu va loc.
Dung dich thir: Hoa tan 25 mg ché phim trong pha déng
va pha loang thanh 25,0 ml véi cung dung méi.

Dung dich d6i chiéu (1): Pha lodng 5,0 ml dung dich thir
thanh 20,0 ml bang pha d¢ng. Pha loang 1,0 ml dung dich
thu dugc thanh 50,0 ml bing pha dong.

Dung dich déi chiéu (2): Hoa tan 2 mg methyldopa racemic
chuén trong pha ddng va pha loang thanh 10,0 ml véi cling
dung mdi.

Diéu kién séc ky:

Cét kich thude (15 cm x 3,9 mm) dugc nhdi pha tinh 12
cac hat hinh cu end-capped octadecylsilyl silica gel ding
cho sdc ky (5 pm).

Detector quang phé tir ngoai dét & buéc séng 280 nm.
Téc d9 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.
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METHYLDOPA

Cén bﬁng ct bﬁng pha dong trong khoang 2 h. Néu cin
giam ndng do cua methanol (TT) dé pic cua D-methyldopa
tach hoan toan khoi pic 4m xuit hién khoang 6 min.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gap 2 lan thoi gian luu cia
L-methyldopa.

Thoi gian Iuu twong déi so voi L-methyldopa (thoi gian
luu khoang 14 min): D-methyldopa khoang 0,7.

Kiém tra tinh phu hop cia hé théng: Trén sic ky dd
cua dung dich d6i chiéu (2), 6 phan giai giira pic clia
D-methyldopa va pic ctia L-methyldopa it nhét 13 5,0.
Gii han: Trén sic ky d6 cuia dung dich thir:
D-methyldopa (tap chét D): Dién tich pic tap chit D khéng
dugc 16m hon dién tich pic chinh trén sic ky o cia dung
dich dbi chiéu (1) (0,5 %).

Ghi chu:

Tap chit D: Acid (2R)-2-amino-3-(3,4-dihydroxyphenyl)-2-
methylpropanoic (D-methyldopa).

Tap chit lién quan

Phuong phép sic ky 1ong (Phu luc 5.3).

Pha déng: Methanol - Dung dich dém phosphat 0,1 M pH
3,0 (15 : 85).

Dung dich thir: Hoa tan 0,100 g ché phim trong dung dich
acid hydrocloric 0,1 M (TT) va pha loang thanh 25,0 ml
vé1 cung dung méi.

Dung dich doi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 50,0 ml biang dung dich acid hydrocloric 0,1 M (TT).
Pha losng 5,0 ml dung dich thu dwoc thanh 100,0 ml bing
dung dich acid hydrocloric 0,1 M (TT).

Dung dich déi chiéu (2): Hoa tan methyldopa chuén dung
dé kiém tra tinh phit hop cia hé thong (chira tap chit A,
B va C) ¢6 trong 1 lo chuin trong 1,0 ml dung dich acid
hydrocloric 0,1 M (TT).

Piéu kién sdac ky:

Cét kich thuée (25 cm x 4,6 mm) dugc nhdi pha tinh 12
di-isobutyl octadecylsilyl silica gel ding cho sdc ky (5 pm)
hinh cau cé kich thudc 18 x6p 8 nm.

Detector quang phd tir ngoai dit & budc song 280 nm.,
Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gép 6 14n thoi gian hueu cia
methyldopa.

Str dung sic ky d6 cung cp kém theo methyldopa chuén
diing dé kiém tra tinh phii hop ctia hé théng va sic ky dd
cua dung dich déi chiéu (2) dé xac dinh pic tap chit A, B
vaC.

Thoi gian hru twong d6i so véi methyldopa (thai gian huu
khoang 5 min): Tap chit A khoang 1,9; tap chét B khoang
4,3; tap chit C khoang 4,9.

Kiém tra tinh phi hgp cuia hé théng: Trén sic ky dé cia
dung dich d6i chiéu (2), 40 phan giai giira pic tap chit B
va pic tap chit C it nhét 12 2,0.
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Gidi han:

Dé tinh ham lugng, nhan dién tich pic cia tap chit B véi
hé s6 hiéu chinh la 2,6; tap chét C véi hé s6 hiéu chinh la
1,3.

Tap chéit A, B, C: Véi mbi tap chét, dién tich pic da hié¢u
chinh, néu can, khong duge 16n hon 1,5 14n dién tich pic
chinh trén sic ky d6 ciia dung dich ddi chiéu (1) (0,15 %).
Tap don khéc: V&i mi tap chét, dién tich pic khong duoc
16n hon 0,5 1an dién tich pic chinh trén sic ky dd cua dung
dich dbi chiéu (1) (0,05 %).

Téng dién tich pic cua tat ca cac tap chét khéng duoc 16n
hon 5 1an dién tich pic chinh trén sic ky db cua dung dich
bi chiéu (1) (0,5 %).

Bo6 qua nhimg pic ¢ dién tich nhé hon hogc bing 0,3 lin
dién tich pic chinh trén sic ky dd ctia dung dich déi chiéu
(1) (0,03 %).

Ghi chu:

Tap chétA:Acid(2S)-2-amino-3-(4-hydroxy-3-methoxyphenyl)—
2-methylpropanoic (3-methoxymethyldopa).

Tap chat B: Acid (25)-2-amino-3-(4-methoxyphenyl)-2-methyl-
propanoic.

Tap chit C: Acid (2S5)-2-amino-3-(3,4-dimethoxyphenyl)-2-
methylpropanoic.

Kim loai nang

Khéng dugc qua 10 phén triéu ( Phu luc 9.4.8).

Diing 1,0 g ché phim tién hanh thir theo phwong phép 6.
Dung 1 ml dung dich chi mdu 10 phan triéu Pb (TT) dé
chuan bi mu ddi chiéu.

Nuwée )
Tir 10,0 % dén 13,0 % (Phu luc 10.3).
Dung 0,20 g ché pham.

Tro sulfat
Khoéng duoc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Pinh luwgng

Hoa tan 0,180 g ché phém trong 50 ml acid acetic bang
(TT), dun néng néu can. Chudn 49 bang dung dich acid
percloric 0,1 N (CP). Xac dinh diém tuong duong bang
phuong phap chuin d§ do dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) tuong duong vdi
21,12 mg C]0H|3N04.

Bao quin
Tranh anh sang.

Loai thude ,
Thudc chdng ting huyét ap.

Ché phim
Vién nén.



