https://nhathuocngocanh.com/

METHADON HYDROCLORID

Po do hip thu (Phy luc 4.1) cia dung dich thu dugc ¢ budc
song cyc dai khoang 233 nm, céc do day 1 cm, mAu tring
12 méi trudmg hoa tan. Tinh lugng metformin hydroclorid
da hoa tan theo A (1 %, 1 cm). Lay 806 1a gia tri A (1 %, 1 cm)
& budc séng cyc dai 233 nm.

Yéu cau: Khéng it hon 70 % (Q) luong metformin
hydroclorid, C4H,Ns.HCI, so véi lugng ghi trén nhin
dugc hoa tan trong 45 min.

Dinh luwgng

Cén 20 vién, tinh khéi lugng trung binh va nghién thanh
b6t min. Can chinh xadc mgt lrgng bot vién tuong ing vai
khoang 0,1 g metformin hydroclorid, lic v&i 70 ml nueée
trong 15 min, thém nwdc vira di 100,0 ml va tron déu.
Loc, bé 20 ml dich loc diu. Pha lodng 10,0 ml dich loc nay
thanh 100,0 ml bang nwde, tron déu. Tiép tuc pha lodng
10,0 ml dung dich thu dugc thanh 100,0 ml bing nuce. Po
6 hép thu (Phu luc 4.1) ciia dung dich & bude séng c6 cuc
dai 232 nm, cbc do day 1 cm, mu tréng 13 nwde. Tinh him
lwong metformin hydroclorid theo A (1 %, 1 cm). Liy 798
la gia tr1 A (1 %, 1 cm) ¢ budce song cuc dai 232 nm.

]'350 quan )
O nhiét d6 15 °C den 30 °C.

Lot;i thudc
Chong dai thao duong.

Ham hrgng thudmg dung
500 mg, 850 mg.

METHADON HYDROCLORID

HiC., -CHs

va dong phan déi quang . HCI

C,H;NO.HCI P.t.1: 345,9

Methadon hydroclorid 1a (6R.S')—6-(dimethylamino)-4,§-
diphenylheptan-3-on hydroclorid, phai chira tir 99,0 % déen
101,0 % C, H,;NO.HC], tinh theo ché pham da lam kho.

Tinh chit ‘
Bot két tinh tring hodc gan nhu trang,
Tan trong nudc, de tan trong ethanol 96 %.

Dinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A, C, D.

Nhém II: B, C, D.

A. Phd hip thy héng ngoai (Phy luc 4.2) cia ché phim
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phai phi hgp v&i phéd hip thu hdng ngoai ddi chiéu cua
methadon hydroclorid.

B. Diém chay: Tir 233 °C dén 236 °C (Phu luc 6.7).

C. Ché phim phai dap mg phép thir Géc quay cuc.

D. Pha lodng | ml dung dich S (xem cach pha ¢ dudi)
thinh 5 ml véi nwde va thém 1 ml dung dich amoniac
lodgng (TT). Lic déu, dé yén trong 5 min va loc. Dich loc
phai cho phan img (A) cua clorid (Phu luc 8.1).

Pj trong va mau sic caa dung dich

Dung dich S: Hoa tan 2,50 g ché pham trong nuée khing
c6 carbon dioxyd (TT) va pha loang thanh 50,0 ml bing
cung dung moi.

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

Gi6i han acid - kiém

Pha loang 10 ml dung dich S thanh 25 ml véi nwdc khéng
c6 carbon dioxyd (TT). Thém vao 10 ml dung dich thu
duoc 0,2 ml dung dich do methyl (TT) va 0,2 ml dung dich
natri hydroxyd 0,01 N (CD), dung dich phai c6 mau vang.
Thém 0,4 ml dung dich acid hydrocloric 0,01 N (CP),
dung dich phai chuyén sang mau do.

Goc quay cwe
Tir -0,05° dén +0,05° (Phu luc 6.4).
Xac dinh trén dung dich S, ding éng do dai 2 dm.

Tap chit lién quan

Phuong phap sic ky khi (Phu luc 5.2).

Dung dich thir: Hoa tan 0,100 g ché phim trong methanol
(TT) va pha loang thanh 10,0 ml véi cing dung méi.
Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 10,0 ml bang methanol (TT). Pha loang 1,0 ml dung
dich thu dugc thanh 100,0 ml bang methanol (TT).

Dung dich déi chiéu (2): Hoa tan 5 mg imipramin
hydroclorid chuin va 5 mg cyclobenzaprin hydroclorid
chuén trong 100 ml methanol (TT).

Diéu kién sdc ky:

Cot sic ky: Cot mao quan bing silica nung chay, dai 50 m,
dudng kinh trong 0,32 mm, pha pha tinh poly(dimethyl)
(diphenyl)siloxan (TT) (phim day 1,05 pm).

Khi mang: Heli diing cho sdc ky khi.

Téc 46 dong: 1,2 mI/min.

Ty 1€ chia dong 1a 1 : 100.

Liner budng tiém: Pugc nhdi bong thiy tinh tro dé 1am
sach dAu kim tiém.

Nhiét do:
r Thoi gian Nhiét d¢
| (min) (°C)
; . 0-4 150 — 250
| . 4-35 250
Budng tiém 200
De;ector 250
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Detector: Ion hoa ngon lira.

Thé tich tiém: 2 pl.

Cdch tién hanh: ’ ’

Thoi gian tién hanh sic ky gap 1,5 lan thdi gian hru ciua
methadon.

Tién hanh sic ky v&i dung dich thir va cac dung dich déi
chiéu (1), (2).

Thoi gian luu trong ddi cia cac pic so véi methadon (thoi
gian luu khoang 25 min) nhu sau: Tap chét E khoang 0 A4,
tap chat C khoang 0,81; tap chit B khoang 0,89; tap chét
D khoang 0,98; tap chit A khoang 1,14; imipramin khoang
1,19 va cyclobenzaprin khoang 1,24.

Kiém tra tinh phd hop ciia hé thémg: Trén sic ky d6 cua dung
dich doi chiéu (2), 46 phan giai giira pic cua imipramin va
pic cua cyclobenzaprin khong dugce nho hon 3,0.

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

Cac tap chit A, B, C, D, E: Dién tich cia mdi pic tap chat
A, B, C, D va E khong dugc lén hon dién tich cua pic
chinh thu dugc trén sic ky d6 cia dung dich d6i chiéu (1)
(0,1 %).

Tap don khac: Mdi tap bét ky khac khong dugc c6 dién
tich 16m hon dién tich cuia pic chinh thu dugc trén sic ky
d cua dung dich dbi chiéu (1) (0,1 %)

Tong tap chit: Tong dién tich cua tt ca cac tap chéat khong
duqc 16m hon 3 lan dién tlch cua pic chinh thu dugc trén
sic ky d6 cua dung dich déi chiéu (1) (0,3 %).

Bo qua cac pic c6 dién tich nho hon hogc bang 0,5 lan dién
tich cia pic chinh thu dwoc trén sic ky dé cua dung dich
dbi chiéu (1) (0,05 %).

Ghi chu:

Tap chat A: (2RS)-4-imino-N,N,2-trimethyl-3,3-diphenylhexan-
1-amin (isomethadon ketimin).

Tap chat B: (4RS)-4-(dimethylamino)-2,2-diphenylpentannitril
(didiavalo).

Tap chit C: (3RS)-4-(dimethylamino)-3-methyl-2,2-diphenylbutan-
nitril (isodidiavalo).

Tap chit D: (5RS)-6-(dimethylamino)-5-methyl-4,4-diphenylhexan-
3-on (isomethadon).

Tap chat E: Diphenylacetonitril.

Mit khéi lrgng do 1am khé
Khong dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

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

Dinh lrong . .

Hoa tan 0,300 g ché pham trong hon hop gom 5 ml dung
dich acid hydrocloric 0,01 N (CD) va 50 ml ethanol khan
(TT). Tién hanh phuong phép chudn do do dién thé (Phu
uc 10.2), dung dung dich natri hydroxyd 0,1 N (CD). Doc
thé tich giira hai diém udn cua dwdng chuén do.

1 ml dung djch natri hydroxyd 0,1 N (CD) tuong duong
voi 34,59 mg C)]stClNo.

DUNG DJCH METHADON HYDROCLORID PAM PAC

Bdo quéin
Trong bao bi kin, tranh anh sang.

Loai thube
Thudc giam dau chu vén opioid.

Ché phim
Dung dich uéng.

DUNG DICH METHADON HYDROCLORID
PAM PAC

La dung dich thuéc udng chira methadon hydroclorid.
Ché pham phai dap Umg cac yéu ciu trong chuyén lugn
“Dung dich thudc” (Phu lyc 1.3) va cac yéu ciu sau day:

Ham lwgng methadon hydroclorid, C,,H,,NO.HCI, tir
90,0 % dén 110,0 % so vai lugng ghi trén nhan.

Pinh tinh

A. Phuong phap sic ky 16p mong (Phu luc 5.4).

Ban mong: Silica gel GF,s,.

Dung méi khai trién: Ethanol 96 % - acid acetic béing -
nuoce (5:3:2).

Dung dich thir: Lic mét luong dung dich ché phim
twong duong véi khoang 5 mg methadon hydroclorid vai
5 ml dung dich natri carbonat 10,6 %. Chiét bﬁng 5 ml
cloroform (TT), st dung dich chiét cloroform.

Dung dich doi chiéu: Dung dich methadon hydroclorid
chudn 1 ‘mg/ml pha trong cloroform (TT).

Cédch tién hanh: Chim riéng biét Ién ban mong 10 pl moi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
khoang 15 cm. Liy ban mong ra, dé kho ngoai khéng khi.
Quan sat ban mong dudi anh séng tir ngoai & 254 nm. Sau
d6 phun dung dich thuéc thir kali iodobismuthat loang
(TT), quan st dudi anh sang thuémg. Sic ky do thu dugc
cua dung dich thir phai cho vét twong tmg vé vi tri, hinh
dang va mau sic véi vét chinh trén sic ky d6 thu duge cua
dung dich déi chiéu khi quan sat bing ca hai céch.

B. Ché phim phai cho phan img (A) ciia clorid (Phy luc 8.1).

pH
Tir 1,0 dén 6,0 (Phu luc 6.2).

Dinh lwrgng

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

Pha dong: Dung dich kali dihydrophosphat 0,033 M
- acetonitril (60 : 40), diéu chinh dén pH 4,0 b&ng acid
phosphoric (TI') loc lic siéu am dé dudi khi. Diéu chinh
ty I1& pha déng néu can.

Dung djch thir. Chuyén chinh xdc mot lugng ché phim
twong duong véi 50 mg methadon hydroclorid vao binh
dinh mirc 50 ml, pha lodng bing pha dong dén vira du,
lic déu. Hut chinh xic 10,0 ml ndy vao binh dinh mirc
25 ml, pha loang bing pha dong dén wira du, lic déu. Loc
qua mang loc 0,45 pm.
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