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CODEIN PHOSPHAT

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.
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A. Hoa tan 0,20 g ché pham trong 4 ml nwde, thém 1 ml
hdn hop @dng thé tich dung djch natri hydroxyd 10 M (TT)
va muoc. Dé tao két tinh, c6 thé co vao thanh 6ng nghiém
bing mét diia thuy tinh va lam lanh trong nudc da. Rira tia
bang mwedre va say khé & 100 °C dén 105 °C. Phé hép thy
h6ng ngoai (Phy Iuc 4.2) cua tia thu dugc phai phu hqp
véi phé hip thu héng ngoai d6i chiéu cia codein. Chuén
bi mau do dudi dang dia nén kali bromid.

B. Dung dich S: Hoa tan 1,00 g ché phim trong nudc
khéng co carbon dioxyd (TT) va pha loéng thanh 25,0 ml
véi cing dung moi.

Pha loéng 1,0 ml dung dich S thanh 100,0 ml bang nwoc.
Thém 25 ml nwde, 10 ml dung dich natri hydroxyd 1 M
(TT) vao 25,0 ml dung dich thu dugc va pha loang thanh
100,0 ml bing nwoc. Po phd tir ngoai (Phu luc 4.1) cua
dung dich trén & dai budc séng tir 250 nm dén 350 nm.
Dung dich chi ¢6 duy nhit mét cuc dai hip thy & budc séng
284 nm. Bo hap thu néng & budc song cuc dai khoang 38,
tinh theo ché phim da 1am khé.

C. Diém chay cua tia thu dugc & phép thir A phai tir 155 °C
dén 159 °C (Phu luc 6.7).

D. Thém 1 ml acid sulfuric (TT) va 0,05 ml dung dich sdt
(I1l) clorid 1,3 % (TT) vao khoang 10 mg ché pham va dun
nong trén cach thiy, s& xuit hién mau xanh lam. Thém
0,05 ml acid nitric (TT), mau chuyén sang do.

E. Ché pham phai dap img phép thir “Mat khdi luong do
lam kho™.

F. Dung dich S phai cho phan img (A) cua phosphat (Phu
luc 8.1).

G. Ché phim phai cho phan {mg cia céc alcaloid (Phu
luc 8.1).

pH )
Tir4,0 dén 5,0 (Phy luc 6.2).
Dung dung dich S dé do.

Gée quay cyc riéng
Tir-98° dén -102°, tinh theo ché pham d lam khé (Phu luc 6.4).
Pha loang 5,0 ml dung dich S thanh 10,0 ml bang nude dé do.

Tap chit lién quan

Phuong phap sic ky long (Phu lyc 5.3).

Phadgng: Hoatan 1,08 g natri octansulfonat (TT) trong hon
hop gdbm 20 ml acid acetic bang (TT) va 250 ml acetonitril
(TT), sau d6 pha loang thanh 1000 ml bang nudc.

Dung dich thu- Hoa tan 0,100 g ché phdm va 0,100 g natri

octansulfonat (TT) trong pha dgng va pha loang thanh
10,0 ml véi cing dung méi.

Dung djch déi chiéu (1): Hoa tan 5,0 mg tap chét A chuin
cua codein trong pha dgng va pha loéng thanh 5,0 ml véi
cung dung mai.

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich déi
chiéu (1) thanh 20,0 ml bing pha dong,

Dung djch doi chiéu (3): Pha loang 1,0 ml dung djch thur
thanh 50,0 ml bang pha déng. Pha loing 5,0 ml dung dich
thu dugc thanh 100,0 ml bing pha déng.

CODEIN PHOSPHAT
Dung dich déi chiéu (4): Thém 2,5 ml dung dich déi chiéu
(1) vao 0,25 ml dung dich thur.
Diéu kién séc ky:

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

Thé tich tiém: 10 pl.

Céch tién hanh:

Tién hanh séc ky voi thoi gian gip 10 1dn thoi gian luu cia
codein.

Thoi gian huu twong d6i so véi codein (thdi gian luu
khoang 6 min): Tap chit B va E khoang 0,7; tap chat A
khoang 2,0; tap chét C khoang 2,3; tap chit D khoang 3,6.
Kiém tra tinh phi hop cua hé théng: Trén sic ky dd cua
dung dich dbi chleu (4), do phan giai giira pic cua codein
VvGi pic ciia tap chit A it nhit 12 3,0.

Gidi han:

Dé tinh ham lugng, nhan dién tich pic cua tap chét C véi
hé s6 hiu chinh 1a 0,25.

Tap chét A: Dién tich pic tap chit A khéng duoc 16n hon
2 lan dién tich pic chinh trén s&c ky db cia dung dich déi
chiéu (2) (1,0 %).

Tdng tap chit B va E: Tong dién tich pic 2 tap chat nay
khong dugc 16n hon 4 l4n dién tich pic chinh trén sic ky
db cna dung dich dbi chleu (3) (0,4 %).

Tap chat C, D: Véi moi tap chat, dién tich pic da hiéu
chinh, néu cin, khéng dwoc 16n hon 2 lan dién tich pic
chinh trén sic ky d4 ciia dung dich dbi chiéu (3) (0,2 %).
Cac tap don khac: Véi mdi tap chét, dién tich pic khong
dugc 16n hon dién tich pic chinh trén séc ky d6 cua dung
dich déi chiéu (3) (0,10 %).

Téng dién tich pic cia tit ca cac tap chét trir tap chat A
khong dwoc 16n hon 10 13n dién tich pic chinh trén sic ky
dd ciia dung dich déi chiéu (3) (1,0 %).

Bo qua nhimg pic c6 dién tich nho hon hodc bang 0,5 lin
dién tich pic chinh trén sic ky db cta dung dich dbi chiéu
(3) (0,05 %).

Ghi chu:

Tap chit A: 7,8-didehydro4,5a-epoxy-3,6a-dimethoxy-17-methyl-
morphinan (methylcodein).

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

Tap chit C: 7,7°,8,8’-tetradehydro-4,50,4°,5"a-diepoxy-3,3’-
dimethoxy-17,17’-dimethyl-2,2’-bimorphinanyl-6c.,6’a-diol

(codein dimer).

Tap chit 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 chat E: 7,8-didehydro-4,5a-epoxy-3-methoxy-17-methyl-
morphinan-6a,10-diol.

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

Tap chat G: 6,7,8,14-tetradehydro-4,5a-epoxy-3,6-dimethoxy-
17-methylmorphinan (thebain).
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VIEN NEN CODEIN PHOSPHAT

M4t khéi lrgng do 1am khé
Tir 1,5 % dén 3,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

Sulfat

Khéng dugce qué 0,1 % (Phu luc 9.4.14).

Lay 5 ml dung djch S pha loang thanh 20 ml bing nuwdc,
liy 15 ml dung dich thu dugc dé do.

Pinh lwgng

Hoa tan 0,350 g ché pham trong hdn hop gdm 10 ml acid
acetic khan (TT) va 20 ml dioxan (TT), dung 0,05 ml dung
dich tim tinh thé (TT) 1am chi thi. Chudn do bing dung
dich acid percloric 0,1 N (CD).

Song song 1am mAu tring. 1 ml dung dich acid percloric
0,1 N (CP) twong duong véi 39,74 mg CygHy NO;.H;PO,.

Bdo quin
Trong bao bi kin, tranh 4nh sang.

Loai thudc
Giam dau loai opioid.

Ché phim
Vién nén, dung dich uong.

VIEN NEN CODEIN PHOSPHAT

La vién nén chira codein phosphat.
Ché pham phai dap img céc yéu cau trong chuyén luin
“Thudc vién nén” (Phu luc 1.20) va cac yéu cau sau day:

Ham luwgng codein phosphat, C,gH,,NO;.H;P0,./2H,0,
tir 93,0 % dén 107,0 % so véi luong ghi trén nhian.

Pinh tinh

A. Liy mét luong bdt vién c6 chira khoang 100 mg
codein phosphat, thém 15 ml nwée va 5 ml dung dich acid
sulfuric 1 M (TT), & yén 1 h. Loc, rira cin khéng tan bing
vai ml nude, kiém héa dich loc bfmg dung dich amoniac
6 M (TT), chiét 2 lan, mdi 1an 10 ml cloroform (TT). LAm
bay hoi dich chiét cloroform trén cach thuy t6i khé. Tiép
tuc 1am khé cin & 80 °C trong 4 h.

Phé hip thu héng ngoai (Phy luc 4.2) ciia cin phai phi hop
v6i phd hép thy hong ngoai ctia codein thu dugce biing cich
xir Iy 10 ml dung dich codein phosphat chuan 1 % twong
tu nhu mAu thir.

B. Ly lugng bét vién c6 chira khoang 100 mg codein
phosphat thém 10 ml nuoc va 2 giot dung djch acid sulfuric
2 M (TT), dun néng trong 15 min, thinh thoang lic. Loc,
trung tinh héa 5 ml dich loc v&i dung dich amoniac 6 M
(TT), thém dung djch bac nitrat 5 % (TT), tia bac phosphat
mau vang dugc tao thanh, tia nay tan trong acid nitric
lodng (TT) va dung dich amoniac 6 M (TT).
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D{ hoa tan (Phy lyc 11.4)

Thiét bj: Kiéu canh khudy.

Maéi truong hoa tan: 500 ml nuedc.

Toc d¢ quay: 50 r/min.

Thoi gian: 45 min.

Cdch tién hanh:

Dung dijch thir. Sau thdi gian hoa tan quy dinh, iy mét
ph?m dich hoa tan, loc, bo 20 ml dich loc dau. Pha loding
néu cén.

Dung dich chudn: Chuan bj mot dung djch codein phosphat
chuén trong nede c6 ndng dd twong ng voi dung djch thi.,
Do d6 hip thy tir ngoai cua dung dich thir va dung dich
chuén & bude séng cyc dai 284 nm.

Tinh lwgng codein phosphat, C,gH, NO;.H;PO,."2H,0,
dugc hoa tan trong mdi vién dya vao do hép thy do duge
ciia cac dung dich chudn, dung dich thir v ham lugng
CgH,NO3.H;PO,."2H,0 ciia codein phosphat chuén.

Yéu cdu: Khéng it hon 75 % (Q) lugng codein phosphat,
C,sH,NO;.H3PO,."2H,0, so vadi lugng ghi trén nhdn duge
hoa tan trong 45 min.

Gidi han morphin

Hoa tan khoang 50 mg kali ferricyanid (TT) trong 10 ml
nueée, thém 1 giot dung dich sdt (I1) clorid 10,5 % (TT) va
1 ml dich loc tir phép thir B ciia phan Pinh tinh, mau xanh
lam khéng dugc xuit hién ngay.

Dinh luwgng

Cén 20 vién va nghién thanh bdt min. Cén chinh x4c mdét
lugng bt vién tuwong ung véi 0,15 g codein phosphat va
chuyén vao binh dinh mirc 100 ml. Thém 20 ml dung dich
acid sulfuric 0,25 M (TT), lac 30 min va thém nuwéc vira
dit 100 ml. Loc, ldy 50,0 ml dich loc, kiém héa bing dung
dich amoniac 6 M (TT) va chiét bing cloroform (TT) 4 1an
(25 ml, 15 ml, 15 ml, 15 ml). Gép dich chiét cloroform,
bdc hoi trén cach thay dén kho, thém vao cén 25,0 ml dung
dich acid sulfuric 0,02 N (CP), dun néng dé hoa tan, dé
ngudi, thém 2 giot dung djch dé methyl (TT) va chuin 4o
bang dung dich natri hydroxyd 0,02 N (CD).

1 ml dung dich acid sulfuric 0,02 N (CD) twong duong voi
8,128 mg C|8H21N04.H3P04.I/2H20.

Bdo quin
Trong bao bi kin, trAnh 4nh sang.

Loai thubc
Giam dau loai opioid, giam ho.

Ham luwgng thuong dung
15 mg; 30 mg.



