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Cdch tién hanh:

Trén sic ky d6 cua dung dich déi chiéu (2), thai gian luu
cua cocain bang khoang 7,4 min. Thoi gian huru tuong d6i
cua san pham phan hily ctia cocain so véi thdi gian huu ciia
cocain khoang 0,7.

Kiém tra tinh phu hop cia hé théng: Trén sic ky dd cua
dung dich déi chiéu (2), do phén gidi giira pic cia cocain
v pic ctia sin pham phan hity it nhat 13 5,0.

Gidi han: Dién tich ciia bét clr pic ndo rira giai sau pic
chinh déu khong dugc 16n hon dién tich cua pic chinh trén
sic ky d6 cua dung dich dbi chiéu (1) (0,1 %) va téng dién
tich cia céc pic d6 khong duoc 16n hon 5 lin dién tich
clia pic chinh trén sic ky d6 cua dung dich déi chiéu (1)
(0,5 %). Loai bo cac pic véi dién tich nhé hon hodc bing
0,5 l4n dién tich cia pic chinh trén sic ky d6 ctia dung dich
d6i chiéu (1) (0,05 %).

Mit khéi lwgng do lam khd
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 100 °C den 105 °C).

Tro sulfat
Khéng dugc qua 0,1 % (Phu luc 9.9, phuong phép 2).
Dung lugng ché pham da 1am kho & trén.

Pinh lrong

Hoa tan 0,250 g ché phim trong hdn hop gom 5,0 ml
dung dich acid hydrocloric 0,01 M (TT) va 50 ml ethanol
96 % (TT). Pinh luong bang dung dich natri hydroxyd
0,/ M (CP). Xac dinh diém tuong duong bang phuong
phap chuén d6 do dién thé (Phu luc 10.2). Poc thé tich
thém vao giira 2 diém udn.

1 ml dung dich natri hydroxyd 0,1 N (CP) tuong duong
VOl 33,98 mg C17H22C]N04.

Bio quan

Tranh anh sang.

Loai thudc }

Gay té tai cho.

Ché phim

Dung dich diing tai chd.

CODEIN
Codein monohydrat

Ha{CO H OH

Csz]NO;.HzO P.t.l: 317,4

CODEIN

Codein la 7,8-didehydro-4,50-epoxy-3-methoxy-17-methyl-
morphinan-6a-ol monohydrat, pl}éi chira tir 99,0 % dén
101 ,O % C13H2|N03, tinh theo ché phﬁm da lam kho.

Tinh chit

Tinh thé khong mau hosic bot két tinh tring hodc gan
nhu trang.

Tan trong nudc sbi, dé tan trong ethanol 96 %.

Pinh tinh

C6 thé chon mdt trong hai nhém dinh tinh sau:

Nhém I: A, C.

Nhém II: B, C, D, E.

A. Phé hép thu hdng ngoai (Phu luc 4.2) cua ché phim
phai phi hop véi phd hip thu hdng ngoai cua codein
chuan. Chuén bj mau do dudi dang dia nén sir dung kali
bromid (TT).

B. Thém vao 2,0 ml dung dich S (xem D§ trong va mau
sic cia dung dich) 50 ml nuwdc va 10 ml dung dich natri
hydroxyd 1 M (TT), pha loing thanh 100,0 ml bing nwée.
Do phé tir ngoai (Phu luc 4.1) cta dung dich thu dugc &
dai budc séng tir 250 nm dén 350 nm. Dung dich chi cé
duy nhét mét cuc dai hip thu & budc séng 284 nm. B9 hép
thu riéng & bude séng cuc dai khoang 50, tinh theo ché
pham d2 lam khé.

C. Piém chay: Tir 155 °C dén 159 °C (Phu luc 6.7).

D. Thém 1 ml acid sulfuric (TT) va 0,05 ml dung dich sat
(1) clorid 1,3 % (TT) vao khoang 10 mg ché phim va dun
nong trén cach thuy, sé xuit hién mau xanh lam. Thém
0,05 ml acid nitric (TT), mau chuyén sang do.

E. Ché phim cho phén tmg cia cac alcaloid (Phu luc 8.1).

P§ trong va mau sic cia dung dich

Dung dich S: Hoa tan 50 mg ché phim trong nude khéng
c6 carbon dioxyd (TT) va pha loang thanh 10 ml véi cang
dung méi.

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

Goc quay cuc riéng

Tir -142° @én -146°, tinh theo ché phim @3 lam kho (Phu
luc 6.4).

Hoa tan 0,50 g ché pham trong ethanol 96 % (TT) va pha
lodng thanh 25,0 ml vé6i cing dung méi dé do.

Tap chit lién quan

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

Pha dgng: Hoa tan 1,08 g natri octansulfonat (TT) trong hdn
hop gom 20 ml acid acetic bang (TT) va 250 ml acetonitril
(TT), sau d6 pha loang thanh 1000 ml bang nuéc.

Dung dich thir: Hoda tan 0,100 g ché pham va 0,100 g natri
octansulfonat (TT) trong pha déng va pha lodng thanh
10,0 ml véi cling dung méi.

Dung dich déi chiéu (1): Hoa tan 5,0 mg tap chit A chuin
cua codein trong pha dong va pha loang thanh 5,0 ml véi
cung dung moi.
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Dung dich déi chiéu (2): Pha loang 1,0 ml dung dich dbi
chiéu (1) thanh 20,0 ml bing pha d¢ng.

Dung dich déi chiéu (3): Pha loang 1,0 ml dung dich thir
thanh 50,0 ml bing pha dong. Pha loang 5,0 ml dung dich
thu dugc thanh 100,0 ml bing pha dong.

Dung dich déi chiéu (4): Thém 2,5 ml dung dich d6i chiéu
(1) vao 0,25 ml dung dich thu.

Diéu kién sdc ky:

Cot kich thuéce (25 cm x 4,6 mm) duoc nhdi pha tinh end-
capped octylsilyl silica gel dimg cho sdc ky (5 pm).
Detector quang phd tir ngoai dit & budc séng 245 nm.
Tbc d6 dong: 2,0 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh sic ky v6i thoi gian gip 10 lan thdi gian hru ciia
codein.

Thoi gian luu twong d6i so véi codein (thoi gian luu
khoang 6 min): Tap chét B khoang 0,6; tap chit E khoang
0,7; tap chit A khoang 2,0; tap chét C khoang 2,3; tap chét
D khoang 3,6.

Kiém tra tinh phi hop cia hé thong: Trén sic ky do cua
dung dich d6i chiéu (4), d6 phan giai giita pic ciia codein
véi pic ciia tap chit A it nhét 1a 3.

Gioi han:

Pé tinh ham luong, nhan dién tich pic cia tap chit C véi
hé s6 hiéu chinh 12 0,25.

Tap chét A: Dién tich pic tap chit A khong dugc 16n hon
2 lan dién tich pic chinh trén sic ky dé cua dung dich dbi
chiéu (2) (1,0 %).

Tap chét B, C, D, E: Vi méi tap chit, dién tich pic da hiéu
chinh, néu can, khéng dugc I6n hon 2 1in dién tich pic
chinh trén sic ky b cta dung dich di chiéu (3) (0,2 %).
Cac tap don khac: V6i méi tap chét, dién tich pic khong
dugc 16m hon dién tich pic chinh trén sic ky do cia dung
dich dbi chiéu (3) (0,10 %).

Téng dién tich pic cia tit ca cac tap chit trir tap chét A
khdng dugc 16n hon 10 lan dién tich pic chinh trén sic ky
6 cua dung dich déi chiéu (3) (1,0 %).

Bé qua nhirng pic ¢6 dién tich nhé hon hodc bing 0,5 1in
dién tich pic chinh trén sic ky 46 cua dung dich déi chiéu
(3) (0,05 %).

Ghi chu:

Tap chit A: 7,8-didehydro-4,5a-epoxy-3,6a-dimethoxy-17-
methylmorphinan (methylcodein).

Tap chat B: 7,8-didehydro-4,5a-epoxy-17-methylmorphinan-
3,6a-diol (morphin).

Tapchat C:7,7°,8,8 -tetradehydro-4,5a,4’,5 a-diepoxy-3,3’-
dimethoxy-17,17’-dimethyl-2,2’-bimorphinanyl-6a,6’a-diol
(codein flimer).

Tap chat D: 7,8-didehydro-2-[(7,8-didehydro-4,5a-epoxy-6a.-
hydroxy-17-methylmorphinan-3-yl)oxy]-4,5a-epoxy-3-methoxy-
17-methylmorphinan-6a-ol (3-O-(codein-2-yl)morphin).

Tap chét E: 7,8-didehydro-4,5a-epoxy-3-methoxy-17-methyl-
morphinan-6a., 10-diol.
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Tap chéit F: 7,8-didehydro-4,5a-epoxy-3-methoxy-17-methyl-
morphinan-6a,14-diol.

Tap chit G: 6,7,8,14-tetradehydro-4,5a-epoxy-3,6-dimethoxy-
17-methylmorphinan (thebain).

Mit khéi lrgng do 1am khd
Tir 4,0 % dén 6,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khong dugc qgé 01 1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Dinh lwong

Hoa tan 0,250 g ché phim trong 10 ml acid acetic khan
(TT), thém 20 ml dioxan (TI) va 0,05 ml dung dich tim
tinh thé (TT). Chudn do bang dung dich acid percloric
0,1 N (CP). Song song lam mau trang.

1 ml dung dich acid percloric 0,1 N (CD) tuong duong véi
29,94 mg C18H2|N03.

Bao quéin
Trong bao bi kin, tranh anh sang.

Loai thudc
Giam dau loai opioid.

Ché phim
Vién nén, vién nén ket hop.

CODEIN PHOSPHAT

/CHS
N

.H3PO, . %H,0

H5CO

C,sH,NO;.H;PO,.sH,0 (hemihydrat) Pt.l: 406,4

Codein phosphat la 7,8-didehydro-4,5a-epoxy-3-methoxy-
17-methylmorphinan-6a-ol phosphat hemihydrat, phai
chira tir 98,5 % dén 101,0 % C,sH,,NO;.H,PO,, tinh theo
ché phim di 1am kho.

Tinh chét
Tinh thé nho khéng mau hodc bot két tinh tring hodc gin
nhu tring.
D& tan trong nuéc, khé tan hoac rét khé tan trong ethanol 96 %.

Pinh tinh

Cé thé chon mot trong hai nhém dinh tinh sau:
Nhém I: A, E, F.

Nhém I B, C, D, E, F, G.



