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BETAHISTIN DIHYDROCLORID

B. Trong phan Dinh lugng, thdi gian luu cua pic chinh
trén sic ky d6 thu dugc tir dung dich thir phai twong (g
v6i thoi gian luu cua pic berberin trén sic ky db cia dung
dich chuin.

D§ hoa tan (Phuy luc 11.4)

Thiét bi: Kiéu gi6 quay.

Moi truwong hoa tan: 1000 ml nuoc.

Téc do quay: 120 r/min.

Thoi gian: 45 min.

Cdch tién hanh: Sau thoi gian hoa tan quy dinh, 14y mot
phﬁn dich hoa tan, loc. Pha lodng dich loc bang nude néu
cin. Po d¢ hap thu (Phy lyc 4.1) cua dung dich thu dugce
& budc séng 263 nm, coc do day 1 cm, méu tring 1a nude.

Tinh luong berberin clorid (C,yHgCINO,.2H,0) hoa tan tir
mdi vién theo A (1 %, 1 cm), 14y 724 12 gid tri A (1 %, 1 cm)
cua berberin clorid & budc song 263 nm.

Yéu céu: Khong it hon 70 % (Q) luong berberin clorid,
C30H|8C1NO4.2H20, so voi lll'qmg gh.l trén nhin dU:Q‘c hoa
tan trong 45 min.

Pinh lurgng

Phuong phap sic ky 16ng (Phu luc 5.3).

Pha dgng: Hoa tan 3,4 g kali dihydrophosphat (TT) va

1,7 g natri laurylsulfat (TT) trong hdn hop nuedre - acetonitril
] : 1) va pha lodng thanh 1000 ml v&i cing dung moi.

Dung dich thir: Can 20 vién, tinh khéi lwong trung binh
vién va nghién thanh bot min. Can chinh xac mét lugng

bot vién twong duong vdi khoang 10 mg berberin clorid,

thém 70 ml pha déng, lic siéu 4m trong 15 min, dé ngudi,

thém pha ddng vira du 100,0 ml.

Dung dich chudn: Cén chinh xdc khoang 0,010 g berberin

clorid chuén, hoa tan trong pha dong va pha loang thanh

100,0 ml v&i cing dung moi.

Dung dich phdn giai: Hoa tan 1 mg berberin clorid chuén

va 1 mg palmatin clorid chuén trong 10 ml pha déng.

Diéu kién sdc ky:

Cot kich thuée (25 cm x 4 mm) dugc nhdi pha tinh C

(5 pm). )

Detector quang pho tir ngoai dit & budc séng 345 nm.

Nhiét d¢ cot: 40 °C. )

Téc do dong: Piéu chinh tdc 46 dong sao cho thoi gian luu

cua berberin khoang 10 min.

Thé tich tiém: 10 pl.

Cdch tién hanh: o

Kiém tra tinh phu hop cua hé théng sic ky: Tién hanh

sic ky dung djch phan giai, thir tu rira giai lan luot 12 pic

palmatin va ric berberin, d¢ phan giai giira hai pic khéng

nhé hon 1,5.

Tiém riéng biét 5 lan dung dich chuan, d6 léch chuan

tuong do61 cia dién tich pic berberin khéng 1én hon 1,5 %.

Tién hanh sic ky cac dung dich thir va dung dich chuin.

Tinh ham luong berberin clorid, C;oH;sNO4C1.2H,0, trong

vién dya vao dién tich pic trén sic ky dd cua dung dich

chuén, dung dich thtr va ham lugng C,H,sNO,C1.2H,0

trong berberin clorid chuin.
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Béo quén

Noi khé mat, tranh anh sang.
Loai thube

Khang khuan.

Ham luwgng thudong ding
10 mg; 50 mg; 100 mg.

BETAHISTIN DIHYDROCLORID
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Betahistin dihydroclorid 1a N-methyl-2-(pyridin-2-yl)
ethanamin dihydroclorid, phai chira tir 99,0 % dén 101,0 %
CsH]zNz.ZHC], tinh theo ché phﬁm da lam kha.

Tinh chét

Bot mau tring hodc vang nhat, rdt hut 4m. R4t tan trong
nudc, tan trong ethanol 96 %, thuc té khéng tan trong
2-propanol.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhém I: A, D.

Nhom II: B, C, D.

A. Phé hip thu hong ngoai (Phu luc 4.2) cia ché phim
phai phtt hgp véi phé hip thu héng ngoai ctia betahistin
dihydroclorid chuén.

B. Phuong phép sic ky 16p méng (Phu luc 5.4).

Ban mong: Silica gel GF,s,.

Dung moi khai trién: Amoniac dém ddic - ethyl acetat -
methanol (0,75 : 15 : 30).

Dung dich thir: Hoa tan 10 mg ché phim trong 2 ml ethanol
96 % (TT).

Dung dich doi chiéu: Hoa tan 10 mg betahistin dihydroclorid
chuén trong 2 ml ethanol 96 % (TT).

Cdch tién hanh: Chim riéng biét 1én ban mong 2 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
khoang 2/3 chiéu dai ban mong. Sy ban méng & 110 °C
trong 10 min va quan sat dudi 4nh sdng tir ngoai & budc
song 254 nm, Vét chinh trén séc ky db cua dung dich thir
phai gnong voi vét chinh trén sic ky dé cua dung dich dbi
chiéu vé v; tri va kich thuéc.

C. Ché phim c6 nhiét d6 néng chay tir 150 °C dén 154 °C
(Phu luc 6.7)

D. Ché pham phai cho phan tmg (A) cua clorid (Phu luc 8.1).

D) trong v mau siic ciia dung dich

Dung dich S: Hoa tan 5,0 g ché pham trong mude khong
co carbon dioxyd (TT) va pha loang thanh 50 ml vdi cling
dung moi.



https://nhathuocngocanh.com/
DUQC PIEN VIET NAM VI

Dung dich S phai trong (Phu luc 9.2) va khong dugce c6
mau ddm hon mau mau Ng (Phu luc 9.3, phuong phép 2).

pH
pH ciia dung dich S phai tir 2,0 dén 3,0 (Phuy luc 6.2).

Tap chiit lién quan

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

Pha dgng: Hoa tan 2,0 g natri dodecyl sulfat (TT) trong
mét hdn hep chira 15 ml dung dich acid sulfuric (TT) 10 %
(ttt); 35 ml dung dich tetrabutylamoni hydrosulfat (TT)
1,7 % va 650 ml nudc; diéu chinh dén pH 3,3 bing dung
dich natri hydroxyd loang (TT). Sau d6 tron déu véi 300 ml
acetonitril (TT).

Dung dich thir: Hoa tan 25 mg ché phim trong pha dong
va pha lodng thanh 25,0 ml bing pha dong.

Dung djch doi chiéu (I): Hoa tan 10 mg betahistin dihydro-
clorid chuan va 10 mg 2-vinylpyridin (TT) trong pha dong
va pha loang thanh 50,0 ml bing pha d6ng. Pha lodng 2,0 ml
dung dich thu dugc thanh 50,0 ml bing pha dong.

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing pha dong.

Dung dich déi chiéu (3): Pha loang 2,0 ml dung dich déi
chiéu (2) thanh 10,0 ml bing pha déng.

Diéu kién sdc ky:

Cotkich thuéce (15 cm x 3,0 mm) dugc nhdi pha tinh base-
deactivated end-capped octadecyisilyl silica gel diing cho
sdc ky (5 pm).

Detector quang phé tir ngoai dit & budce séng 260 nm.

Téc 46 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh séc ky véi thoi gian gip 4 14n thai gian luu cia
betahistin.

Thoi gian hru trong d6i so véi betahistin (thdi gian luu
khoang 7 min): Tap chét B khoang 0,2; tap chét A khoang
0,3; tap chat C khoang 3.

Kiém tratinh phd hgp cua hé théng: Trén sic ky d cia dung
dich déi chiéu (1), do phan giai giira pic 2-vinylpyridin va
pic betahistin khéng nhé hon 3,5.

Dé tinh ham lwong, nhan dién tich pic cua tap chit B véi
hé s6 higu chinh 1a 0,4.

Gidi han:

Tap chit A, B, C: Véi mdi tap chit, dién tich pic khéng
dugc 16m hon dién tich pic chinh thu dugc trén sic ky dd
cia dung dich i chiéu (3) (0,2 %).

Tap don khac: Vi mdi tap chit, dién tlch pic khong dugc
I6m hon 0,5 1an dién tich pic chinh trén séc ky d6 cua dung
dich déi chiéu (3) (0,10 %).

Téng dién tich pic cua tét ca cac tap chat khéng dugc 1ém
hon 0,5 lan dién tich pic chinh thu dugc trén sic ky d6 cua
dung dich déi chiéu (2) (0,5 %).

B6 qua nhimg pic ¢6 dién tich nho hon hodc béng 0,25 lan
dién tich pic chinh thu dugc trén sic ky d6 cua dung dich
d3i chiéu (3) (0,05 %).

VIEN NEN BETAHISTIN DIHYDROCLORID

Ghi chu:

Tap chit A: 2-Ethenylpyridin (2-vinylpyridin).

Tap chit B: 2-(pyridin-2-yl)ethanol.

Tap chat C: N-methyl-2-(pyridin-2-yl)-N-[2-(pyridin-2-yl)ethyl]
ethanamin.

Mt khéi lwgng do 1am khé
Khéng dugc qua 1,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

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

Pinh lugng

Hoa tan khoang 80,0 mg ché phim trong 50 ml ethanol 96 %
(TT). Chuan 5 bing dung djch natri hydroxyd 0,1 N (CD).
Xac dinh diém twong duong bing phuong phap chuan d¢
do dién thé (Phy luc 10.2). Poc thé tich dung dich natri
hydroxyd 0,1 N (CP) tiéu thu tai diém un thir hai.

1 ml dung dich natri hydroxyd 0,1 N (CD) tuong duong
véi 10,46 mg CeH oN,.2HCI,

Béo quz’!n
Trong do6 dyng kin.

Loai thude
Thuoc khang histamin.

Ché phim
Vién nén.

VIEN NEN BETAHISTIN DIHYDROCLORID

La vién nén chira betahistin dihydroclorid. Ché. phim phai
dap Ung cac yéu ciu trong chuyén luan “Thuoc vién nén”
(Phu lyc 1.20) va cac yéu cau sau day:

Ham lu-q:ng betahistin dihydroclorid, CglH,,N,.2HCI, tir
95,0 % dén 105,0 % so vdi lugng ghi trén nhan.

Pinh tinh

A. Trong phan Djinh lugng, théi gian luu caa pic chinh trén
sc ky dd cia dung dich thir phai twong img v&i thai gian
Iuu ciia pic chinh trén sic ky dd cia dung dich chuén,

B. Trong phén Dinh lwgng, phd hap thy tir ngoai (Phy lyc
4.1) cua pic chinh thu dugc tir dung dich thir phai trong img
v6i phé hip thy tir ngoai cia pic betahistin dihydroclorid
thu duge tir dung dich chuén.

Tap chiit lién quan

Phuong phap séic ky 1ong (Phy lyc 5.3).

Pha dgng: Hoa tan 0,4 g hexylamin (TT) trong 600 ml dung
dich chira narri dihydrophosphat khan (TT) 0,4 % va natri
dodecyl sulfat (TT) 0,27 %, thém 400 ml of aceronitril (TT),
tron déu va diéu chinh dén pH 3,5 bang acid phosphoric (TT).
Dung dich thir; Lic mdt lugng bdt vién tuong (mg voi
khoang 32 mg betahistin dihydroclorid v4i 50 ml pha dong
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