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Loai thudc
Corticosteroid.

Ham lugng thudmg diung
20 mg/ml, 40 mg/ml, 80 mg/ml.

METOCLOPRAMID
CH3

ji:fL /\/N ~~CHs

OCHj,

C,Hx,CIN;0, Pitl:299,8

Metoclopramid la 4-amino-5-cloro-N-[2-(diethylamino) ethy]]
-2-methoxybenzamid, phéil chia tr 99,0 % dén 101,0 %
C14H22C1N302 tinh theO ché phﬁm da lim khﬁ

Tinh chat

Bot min, da hinh, mau tring hodc gin nhu tring. Thuc té
khong tan trong nudc, kho tan trong methylen clorid, hoi
tan dén kho tan trong ethanol 96 %.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhom I: A, B.

Nhém II: B, C.

A. Phé hap thu hong ngoai (Phu luc 4.2) cia ché phim phai
phu hop véi phé hap thu hong ngoai ciia metoclopramid
chuén. Néu hai pho ¢6 su khéc nhau thi hoa tan riéng biét
ché pham va chét chuin trong thé tich t6i thiéu methanol
(TT), b hoi dén khd & nhiét d6 phong rdi dun néng & 50 °C
trong 1 h. Liy c4c cin ghi pho moi.

B. Diém chay cia ché phdm phai tir 145 °C dén 149 °C
(Phu luc 6.7).

C. Phuong phap sic ky 16p mong (Phu luc 5.4). Tién hanh
séc ky nhu mé ta trong phin Tap chét E véi cac thay déi sau:
Dung djch thir: Hoa tan 40 mg ché phim trong methanol
(TT) va pha loang thanh 10 ml v&i cung dung méi.

Dung dich doi chiéu: Hoa tan 40 mg metoclopramid chuén
trong methanol (TT) va pha lodng thanh 10 ml véi cing
dung méi.

Quan séat dudi anh sang tir ngoai ¢ budc séng 254 nm.
Phun dung dich dimethylaminobenzaldehyd (TT,). Dé kho
ngoai khong khi va quan sat dudi 4nh sang thuong. Vét
chinh trén sic ky d6 cia dung dich thir phai trong tw vé vi
tri va kich thuéc so véi vét chinh thu dugc trén sic ky db
ciia dung dich ddi chiéu.

D) trong va mau sic cia dung dich

Hoa tan 2,5 g ché pham trong 25 ml dung dich acid
hydrocloric 1 M (TT). Dung dich phai trong (Phu luc 9.2)
va mau khéng dim hon mau méu V¢ (Phu luc 9.3, phuong
phap 2).

METOCLOPRAMID

Tap chit E

A. Phuong phép sic ky 16p mong (Phy luc 5.4).

Badn mong: Silica gel F;5,(TT).

Dung méi khai trién: Amoniac ddm ddc - dioxan - methanol
- methylen clorid (2 : 10 : 14 : 90).

Dung dich thir. Hoa tan 0,160 g ché phim trong methanol
(TT) va pha lodng thanh 10 ml v&i cing dung méi.

Dung dich déi chiéu (1): Hoa tan 20 mg metoclopramid
chuén va 10 mg sulpirid chuén trong methanol (TT) va pha
lodng thanh 5 ml v&i cung dung méi.

Dung dich déi chiéu (2): Hoa tan 20 mg N, N-diethylethan-
1,2-diamin (TT) (tap chit E) trong methanol (TT) v pha
lodng thanh 50 ml vé&i cing dung moéi. Pha lodng 2 ml
dung dich thu duoc thanh 25 ml bing methanol (TT).
Cdch tién hanh: Cham riéng biét 1én ban mong 10 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
2/3 ban mong. Phun dung dich dimethylaminobenzaldehyd
(TT,). P& khd ngoai khong khi, quan st dudi 4nh sing
thudng.

Gi4 tri R¢: Tap chét E khoang 0,2; metoclopramid khoang
0,6.

Kiém tra tinh phi hop ctia hé thong: Séc ky db cua dung
dich dbi chiéu (1) cho hai vét tach rd rang.

Gidi han: Bét clt vét nao twong g véi tap chét E trén
sic ky d6 cua dung dich thir khong duoc ddm mau hon
vét twong tmg trén sic ky b cia dung dich di chiéu (2)
(0,2 %).

Tap chit lién quan

Phuwong phép sic ky long (Phu luc 5.3).

Pha dong A: Dung dich amoni acetat (TT) 0,5 %, diéu
chinh pH 7,0 bing amoniac (TT) hoic acid acetic (TT).
Pha dong B: Acetonitril (TT).

Hén hop dung méi: Pha déng B - pha dong A (5 : 95).
Dung dich thir: Hoa tan 20,0 mg ché phdm trong hén hop
dung mdi va pha lodng thanh 20,0 ml véi ciing dung méi.
Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bang hdn hop dung méi. Pha loang 1,0 ml
dung dich tao thanh thanh 10,0 ml bing hén hop dung méi.
Dung dich ddi chiéu (2): Hoa tan 10 mg tap chét A chuin
trong hdn hgp dung méi va pha lodng thanh 100 ml véi
cung dung méi. Trén 1 ml dung dich thu duqc v6i 0,1 ml
dung dich thu va pha lodng thanh 10,0 ml bang pha dong.
Diéu kién sdc ky:

Cot kich thude (15 cm x 4,6 mm) dugce nhdi pha tinh end-
capped ethylen-bridged octadecylsilyl silica gel dung cho
sdc ky (TT) (3,5 pm).

Nhiét d¢ cot: 37 °C.

Detector quang phd tir ngoai & budc séng 275 nm.

Téc d6 dong: 0,9 ml/min.

Thé tich tiém: 5 pl.

Cdch tién hanh:

Tién hanh séc ky theo chuong trinh dung méi nhu sau:
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METOCLOPRAMID HYDROCLORID

Thdi gian Pha dong A Pha déng B
(min) (% tt/tt) (% tt/tt)
0-1.5 95 5

1,5-16,5 95 — 42,5 5—575

Sir dung sic ky d6 ciia dung dich déi chiéu (2) d& xac dinh
pic cua tap chit A.

Thai gian hru twong dbi so véi metoclopramid (thoi gian
lru khoang 9 min): Tap chét A khoang 0,9.

Kiém tra tinh phi hop ctia hé thong: Trén sic ky dd cua
dung dich déi chiéu (2), 46 phén giai giira pic tap chit A va
pic metoclopramid it nht 1a 2,0.

Tinh hiam lugng phan trim cac tap chit dwa vao dién tich
pic ctia metoclopramid trong dung dich déi chiéu (1).
Gioi han:

Tap don bat ky: Vi mdi tap chit, khong dugc qua 0,10 %.
Tong tap chat: Khong dugc qua 0,2 %.

Bé qua cac tap chit c6 ham lwong bang hoac duéi 0,05%.
Ghi chu:

Tap chit A: 4-(acetylamino)-5-cloro-N-[2-(diethylamino)ethyl]-
2-methoxybenzamid.

Tap chz%t B: Methyl 4-(acetylamino)-5-cloro-2-methoxybenzoat.
Tap chat C: Acid 4-amino-5-cloro-2-methoxybenzoic.

Tap cht D: Methyl 4-(acetylamino)-2-methoxybenzoat.

Tap chat E: N,N-diethylethan-1,2-diamin.

Tap chit F: 4-amino-5-cloro-N-[2-(diethylamino)ethy1]-2-hydroxy-
benzamid.

Tap chit G: N'-(4-amino-5-cloro-2-methoxybenzoyl)-N,N-diethyl-
ethan-1,2-diamin N-oxid.

Tap chét H: Acid 4-(acetylamino)-2-hydroxybenzoic.

Mit khoi lirgng do 1am kho
Khong dugc qua 1,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khong dugc qua 0,1 % (Phu luc 9.9, phwong phép 2).
Dung 1,0 g ché pham.

Pinh lr¢gng

Hoa tan 0,250 g ché pham trong 50 ml acid acetic khan
(TT), thém 5 ml anhydrid acetic (TT). Chuin d bing
dung dich acid percloric 0,1 N (CP). Xéc dinh diém twong
duong bing phuong phap chuin d do dién thé (Phu luc
10.2).

1 ml dung dich acid percloric 0,1 N (CD) tuong duong véi
29,98 mg C|4H22C1N302.

Béo quén
Trong d6 dung kin.

Loai thudc ,
Thube chéng nén, di khang thy thé dopamin.

Ché phim
Thuoc tiém, vién nén.
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METOCLOPRAMID HYDROCLORID

5 CH;
cl SN CHs HC L H0
H
H,N OCH;
C,4H,,CIN;0,.HCL.H,0 Ptl: 3543

Metoclopramid hydroclorid la 4-amino-5-cloro-N-[2-(diethy-
lamino)ethyl]-2-methoxybenzamid hydroclorid monohydrat,
phai chira tir 99,0 % dén 101,0 % C,4H,,CIN;0,.HCl, tinh
theo ché phim khan.

Tinh chét

Bot két tinh hodc tinh thé tring hodc gan nhur tring, Rét tan trong
nudére, dé tan trong ethanol 96 %, hoi tan trong dicloromethan.
Nhiét 46 nong chay khoang 183 °C, kém theo phan hiy.

Pinh tinh

C6 thé chon mot trong hai nhoém dinh tinh sau:

Nhom I: A, B, D.

Nhom II: B, C, D, E.

A. Phé hip thy hong ngoai ciia ché phdm (Phu luc 4.2) phai
phit hop voi phd hap thu hong ngoai ciia metoclopramid
hydroclorid chudn. Chuén bi miu do dang vién nén (dia
halid), dung kali clorid (TT).

B. pH cua dung dich S (xem muc D¢ trong va mau sic
ctia dung dich) tir 4,5 dén 6,0 (Phu luc 6.2).

C. O phan Tap chit lién quan, quan sat sic ky do dudi
anh sang tir ngoai trudc khi phun dung dich dzmethyl
aminobenzaldehyd (TT, ), vét chmh trén sic ky do cua
dung dich thir (2) phai gidng vé vi tri va kich thudc véi vét
chinh trén sic ky db cia dung dich déi chiéu (1).

D. Pha lodang 1 ml dung dich S thanh 2 ml v&i nuwde. Dung
dich phai cho phan img (A) cta clorid (Phu luc 8.1).

E. Hoa tan khoang 2 mg ché phim trong 2 ml nwée. Dung
dich phai cho phan tmg dinh tinh ciia amin thom bac nhit
(Phu luc 8.1).

Do trong va mau sic ciia dung dich

Dung dich S: Hoa tan 2,5 g ché phim trong nudc khong
co carbon dioxyd (TT) va pha loang thanh 25 ml véi cung
dung méi.

Dung dich S phai trong (Phu luc 9.2) va khéng mau (Phy
luc 9.3, phuong phap 2).

Tap chit lién quan

Phwong phap séic ky 16p moéng (Phu luc 5.4).

Ban mong: Silica gel HF5s4.

Dung méi khai trién: Amoniac ddm déc - dioxan - methanol
- dicloromethan (2 : 10 : 14 : 90).

Dung dich thir (1): Hoa tan 0,40 g ché pham trong methanol
(TT) va pha lodng thanh 10 ml véi ciing dung mai.

Dung dich thir (2): Pha loang 1 ml dung dich thir (1) thanh
10 ml véi methanol (TT).



