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QUININ HYDROCLORID

sulfat khan (TT) va 1am bay hoi & 4p suit 2 kPa t&i khé.
Héa tan cin v&i 50 ml acid acetic khan (TT). Thém
20 ml anhydrid acetic (TT) va chuin d6 bing dung dich
acid percloric 0,1 N (CP), dung dung dich tim tinh thé
(TT) lam chi thi.

1 ml dung djch acid percloric 0,1 N (CD) twong duong véi
19,87 mg C20H24N202.2HC1.

Bédo quén
Tranh anh sing.

Logi thube
Thubc chéng st rét.

Ham lugng thuwdng dung

25 %, 50 %.

Chu y: Cn pha lodng truéc khi tiém va c6 thé tiém ftinh
mach cham theo chi dan cua bac si.

QUININ HYDROCLORID

H5CO

JHCI .2H,0

QonquOzHClZHzO P.t.l: 396,9

Quinin hydroclorid 1a (R)-[(25,4S,5R)-5-ethenyl-1-azabicyclo
[2.2.2]oct-2-y1](6-methoxyquinolin-4-yl)methanol hydroclorid,
phai chira tir 99,0 % dén 101,0 % CoH,4N;0,.HC], tinh theo
ché pham da [am kho.

Tinh chat

Tinh thé hinh kim 6ng 4nh khéng mau, mau tring ho#c gin
nhu tring, min, thudng ty thanh dam.

Tan trong nuérc, dé tan trong ethanol 96 %.

Pinh tinh '

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

Ban mong: Silica gel G.

Dung méi khai trién: Diethylamin - ether - toluen (10 :
24 : 40).

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

Dung dich déi chiéu: Hoa tan 0,10 g quinin sulfat chuén
trong methanol (TT) va pha loang thanh 10 ml v&i cling
dung moi.

Cdch tién hanh: Chim riéng ré 1én ban moéng 5 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. Lam khd ban méng bing ludng khong khi trong
15 min va chay sic ky nhic lai. Siy ban méng & 105 °C
trong 30 min, dé ngudi va phun thuéc thir iodoplatinat (TT).
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Vet chinh trén sﬁc ky d6 cua dung dich thu phai twong ty
vé V| tri, mau sic va kich thuéc so v&i vét chinh trén sic
ky 6 cua dung dich déi chiéu.

B. Hoa tan 10 mg ché phim trong nuwdc va pha lodng thanh
10 ml vdi cung dung méi. Liy 5 ml dung dich thu duoc,
thém 0,2 ml nuwoc brom (TT) va | ml dung dich amoniac
2 M (TT), mau xanh luc xuét hién.

C. Hoa tan 0,10 g ché phim trong 3 ml dung dich acid
sulfuric 1 M (TT) va thém mude thanh 100 ml. Xut hién
huynh quang xanh lam dam khi quan sat dudi 4nh séng tir
ngoai & 366 nm. Huynh quang nay s& bién mat gin nhu
hoan toan khi thém 1 ml acid hydrocloric (TT).

D. Ché phim phai cho phan mg (A) cua clorid (Phy lyc
8.1).

E. Ché phim phai d4p tmg yéu ciu cia phép thir pH.

Dj trong va mau sic ciia dung dich

Dung dich S: Hoa tan 1,0 g ché phém trong nudc khong
cé carbon dioxyd (TT) dugc chuan bi tr nuwde cat va pha
loang thanh 50 ml bang ciing dung méi.

Dung dich S phai trong (Phu luc 9.2) va mau khong dugc
dam hon mau cia dung dich mau mdu Vg (Phu luc 9.3,
phuong phap 2).

pH

Tir 6,0 dén 6,8 (Phu luc 6.2).

Pha lo@ng 10 ml dung dich S thanh 20 ml bing nuwéc khéng
¢o carbon dioxyd (TT).

Gobc quay cuc riéng

Tir -245° dén -258°, tinh theo ché phdm d3 1am khé (Phu
luc 6.4).

Hoa tan 0,500 g ché phim trong dung dich acid hydrocloric
0.1 M(TT) va pha loang thanh 25,0 ml v6i cung dung méi
dé thr.

Cac alcaloid cinchona khac

Phwong phap sic ky 1éng (Phy luc 5.3). Sir dung phuong
phép chuin héa.

Pha djng: Hoa tan 6,8 g kali dihydrophosphat (TT) va 3, 0g
hexylamin (TT) trong 700 ml medc, diéu chinh pH dén 2,8 bing
dung dich acid phosphoric 1 M (TT), thém 60 ml acefonitril
(TT) va pha lodng thanh 1000 ml bang nwede.

Dung dijch thir. Hoa tan 20 mg ché phdm trong 5 ml pha
dong, dun néng nhe néu cin, pha loang thanh 10 ml bing
pha dong.

Dung dich doi chiéu (1): Hoa tan 20 mg quinin sulfat
chuén trong 5 ml pha dong, dun néng nhe néu can, pha
lodng thanh 10 ml bing pha ddng.

Dung dijch c'féir' chiéu (2): Hoa tan 20 mg quinidin sulfat
chuan (tap chat A) trong 5 ml pha dong, dun néng nhe néu
can, pha lodng thanh 10 ml bing pha dong.

Dung dich déi chiéu (3): Tron deu 1 ml dung dich d6i
chiéu (1)va 1 ml dung dich dbi chiéu (2).

Dung djch d6i chiéu (4): Pha loang 1,0 ml dung dich dbi
chiéu (1) thanh 10,0 ml bing pha dong. Pha loang 1,0 ml
dung dich thu dugc thanh 50,0 ml bang pha dong.
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Dung dich déi chiéu (5): Hoa tan 10 mg thioure (TT) trong
pha djng va pha lodng thanh 10 ml véi cling dung moi.
Diéu kién sdc ky:

Cot kich thuéc (15 cm dén 25 cm x 4,6 mm) duge nhéi
pha tinh C (5 - 10 pm).

Detector quang phd tir ngoai dit ¢ budc séng 250 nm
ghi sic ky dd cua dung dich dbi chiéu (5) va & budc song
316 nm dé ghi sic ky d6 cua cic dung dich khac.

Téc do dong: 1,5 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh sic ky véi thoi gian gép 2,5 lan thoi gian luu
cua quinin. )

Sir dung sic ky d6 cia dung dich dbi chiéu (1) dé xac dinh
pic ciia quinin va tap chét C. Sir dung sic ky db cia dung
dich d6i chiéu (2) dé x4c dinh pic cua céc tap chét A va pic
dihydroquinidin. Trén sic ky dd cta dung dich déi chiéu
(3), pic cua tap chét A, quinin, dihydroquinidin va tap chAt
C duoc xac dinh bang cach so sénh thoi gian lwu véi pic
tuong ung trén sic ky d6 cua dung dich d6i chiéu (1) va (2).
Thoi gian luu twong d6i so voi quinin cda tap chit C
khoang 1.4.

Thoi gian luru twong d6i so voi tap chit A cua dihydro-
quinidin khoang 1,5.

Kiém tra tinh phu hop ciia hé théng: Trén sic ky dd cua
dung dich di chiéu (3), do phan g1a1 giira pic cua qumm
v pic cia tap chit A it nhét 12 3,0 va do phan giai gitra pic
cua dihydroquinidin va pic cua quinin it nhit la 2,0. Ty sb
tin hiéu trén nhiu it nhat 1a 4 d6i véi pic chinh thu duoc
trén sé,c ky d6 coa dung dich dbi chiéu (4).

Trén sic ky dd cua dung dich dbi chiéu (2), hé s phan
b6 khéi lwgng cua tap chit A tir 3,5 dén 4,5, tg- dugc tinh
tir pic thioure thu dugc trén sic ky dd cua dung dich déi
chleu (5. diéu chinh ndng dd acetonitril trong pha dong
(néu can).

Gidi han:

Tap chit C: Khéng dugc qua 10 %.

Cac tap chit nira giai trudc quinin: Véi mbi tap chat, khong
dugc qua 5 %.

Tap don khac: Vé&i mdi tap chét, khong duge qua 2,5 %.
Bo qua nhimg pic c6 dién tich nho hon hoic bing dién tich
pic chinh thu duoc trén sic ky d6 cua dung dich ddi chiéu
4) (0,2 %).

Ghi chi:

Tap chét A: (S)-[(2R.45,5R)-5-ethenyl-1-azabicyclo[2.2.2]oct-
2-yl](6-methoxyquinolin-4-yl)methanol (quinidin).

Tap chit B: (R)-[(25,4S,5R)-5-ethenyl-1-azabicyclo[2.2.2]oct-
2-yl](quinolin-4-yl)methanol (cinchonidin).

Tap chit C: (R)-[(25.4S,5R)-5-ethyl-1-azabicyclo[2.2.2]oct-2-
yl](6-methoxyquinolin-4-yl)methanol (dihydroquinin).

Bari

Thém 1 ml dung dich acid sulfuric 1 M (TT) vao 15 ml
dung dich S, dé yén 15 min, dung dich thu dugc khong
dugc duc hon hdn hop gom 15 ml dung dich S va 1 ml
mede cat.

QUININ SULFAT

Sulfat
Khéng duoc qué 0,05 % (Phu luc 9.4.14).
Lay 15 ml dung dich S tién hanh thur.

Mt khoi lwgmg do 1am khé
Tir 6,0 % dén 10,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

Tro sulfat
Khoéng duoc qua 0,1 % (Phu luc 9.9, phuong phép 2).
Dung 1,0 g ché pham.

Dinh lwgng

Hoa tan 0,250 g ché pham trong 50 ml ethanol 96 % (TT)
va thém 5,0 ml dung dich acid hydrocloric 0,01 M (TT).
Chuan d¢ bang dung dich natri hydroxyd 0,1 N (CD).
Xac dinh diém twong duong bing phuong phap chuén d6
do dién thé (Phu luc 10, 2). Poc thé tich dung djich natri
hydroxyd 0,1 N (CP) tiéu thu giita 2 diém udn.

1 ml dung dich natri hydroxyd 0,1 N (CD) tuong duong
vai 36,09 mg C20H24N202.HC1.

Bio quéin
Trong bao bi kin, tranh anh sang.

Loai thudc
Chong sot rét.

Ché pham
Vién nén.

QUININ SULFAT

H,S04 .2Hy0

(C0H24N,05),.H,80,.2H,0 P.t.l: 783,0

Quinin sulfatla bis[(R)-[(25,45,5R)-5-ethenyl-1-azabicyclo
[2.2.2]oct-2-yl](6-methoxyquinolin-4-yl)methanol]sulfat,
phéi chira tl\,’r 99,0 % dén 101,0 % (C20H24N202)2.H2804,
tinh theo ché phim da 1am khd.

Tinh chat

B4t két tinh tring hodc gan nhir tring, hodc tinh thé hinh
kim khong mau, min. Kho tan trong nuéc, hoi tan trong
nudce soi va ethanol 96 %.

Pinh tinh

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

Ban mong: Silica gel G.

Dung méi khai trién: Diethylamin - ether - toluen (10 :
24 : 40),
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