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Céc dung dich dugc chuin bj ngay truéc khi ding.

Dung dich thir (1): Hoa tan 0,25 g ché pham trong hdn hep
methanol - cloroform (1 : 9) va pha loang thanh 25 ml véi
ciing hén hop dung méi.

Dung dich thir (2): Pha loang 1 ml dung dich thir (1) thanh
10 ml bang hén hop methanol - cloroform (1 :9).

Dung dich di chiéu (1): Hoa tan 0,1 g pyrimethamin
chuin trong hén hop methanol - cloroform (1 : 9) va pha
loang thanh 100 ml véi ciing hén hop dung méi.

Dung dich déi chiéu (2): Pha lodng 5,0 ml dung dich thir
(1) thanh 200 ml bing hdn hop methanol - cloroform
(1:9). Pha loang 1 ml dung dich thu dugc thanh 10 ml véi
ctng hdn hgp dung méi.

Cdch tién hanh:

Chém riéng biét 1én ban méng 20 pl mdi dung dich. Trién
khai sic ky cho dén khi dung méi di dwoc khoang 10 cm.
Lam kh6 ban mong ngoai khong khi. Quan sit ban mong
dudi anh sang dén tir ngoai 254 nm.

Trén sic ky d6 cua dung dich thir (1), bat ky vét phu nao
khéng duoc c6 mau ddm hon vét trén sic ky db cua dung
dich d6i chiéu (2).

Sulfat

Khong dugce qua 80 phin tridu (Phu luc 9.4.14).

Ding 15 ml dung dich S. Chuén bi dung dich déi chiéu
gdm 2,5 ml dung dich sulfat mau 10 phan triéu SO, (TT)
va 12,5 ml nuwoc.

Mit khéi lwgmg do 1am khd
Khoéng duoc qua Q,S % (Phu luc 9.6).
(0,50 g; 100 °C @én 105 °C; 4 h).

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

Pinh hrgng

Hoa tan 0,200 g ché phim trong 25 ml acid acetic khan (TT)
bing cach dun néng nhe. Pé ngudi, chuin d6 bing dung
dich acid percloric 0,1 N (CD), x4c dinh diém twong duong
bang phuong phap chuin dé do dién thé (Phu luc 10.2).

1 ml dung dich acid percloric 0,1 N (CP) tuong duong véi
24,87 mg C,,H,;CIN,.

Bido quan

Tranh anh sang.
Loai thudc

Thuoc chong sot rét.
Ché phim

Vién nén.

QUINAPRIL HYDROCLORID

QUINAPRIL HYDROCLORID

.HCl

C25H31C].N205 P.t.l: 475,0

Quinapril hydroclorid 1a acid (3S)-2-[(25)-2-[[(15)-1-
(ethoxycarbonyl)-3-phenylpropyl]amino]propanoyl]-
1,2,3 4-tetrahydroisoquinolin-3-carboxylic hydroclorid, phai
chira tir 98,5 % dén 101,5 % C,5H;,CIN,Os, tinh theo ché
phém khan.

Tinh chat
Bt mau tring hay gan nhu trang hogc hong nhat, hut 4m
D€ tan trong nuéc va ethanol 96 %, rat kho tan trong aceton.

Pinh tinh

A. Phd hap thu hong ngoai (Phy luc 4.2) cua ché phim
phai phi hgp véi phd hip thu héng ngoai cia quinapril
hydroclorid chuén.

B. Ché phim phai dap tmg phép thir Géc quay cuc riéng.
C. Ché pham phai cho phan img (A) cia clorid (Phu luc 8.1).

Goc quay cuc riéng

Tir +14,4° dén +16,6°, tinh theo ché phim khan (Phu
luc 6.4).

Hoa tan 0,500 g ché phim trong methanol (TT) va pha
lodng thanh 25,0 ml véi cing dung méi.

Tap chét dong phan khong déi quang

Phuong phap sic ky 1ong (Phu luc 5.3). Chuén bj cac dung
dich ngay trudc khi dung.

Pha déng: Tron 260 ml tetrahydrofuran (TT) v&i 740 ml
dung dich méi pha c6 chira 0,80 g natri octansulfonat (TT)
va 2,13 g amoni dihydrophosphat (TT) di dugc diéu chinh
dén pH 4,5 bing acid phosphoric (TT).

Hén hop dung méi: Pidu chinh 500 ml pha dong dén pH
6,5 bﬁng amoniac (TT).

Dung dich thir: Hoa tan 100 mg ché phim trong hén hop
dung mé6i va pha lodng thanh 50,0 ml véi cing dung moéi.
Dung dijch déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bing hdn hgp dung méi. Pha lodng 1,0 ml
dung dich thu dugc thanh 20,0 ml bing hén hop dung mdi.
Dung dich déi chiéu (2): Hoa tan quinapril chuin dung
dé dinh tinh pic (chra tap chét G, H va I) c6 trong mét lo
chudn trong hdn hop dung mdi va pha loang thanh 5,0 ml
véi cing dung méi.

Piéu kién sdc ky:

Cot kich thude (25 cm x 4,0 mm) dugc nhdi pha tinh C
(5 pm),

Nhiét dg cot: 25 °C.
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Detector quang phé tir ngoai dit & budc séng 220 nm.

Téc 46 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cach tién hanh:

Tién hanh sic ky voi thoi gian gip 3,5 1an thoi gian luu

cua quinapril.

Su dung sic ky db cung cip kém theo qumapnl chuan

dung dé dinh tinh pic va sic ky db cua dung dich dbi chiéu

(2) dé xéc dinh pic cia tap chit G, Hva I.

Thé&i gian Iwu twong dbi so voi quinapril (thdi gian luu

khoang 18 min): Tap chat G khoang 0,9; tap chit H khoang

1,2; tap chét I khoang 1,3.

Kiém tra tinh phi hop cia h¢ théng Trén séc ky dd ciia

Gva plc cuia quinapril it nhat 14 1,5. Ty s6 dinh - hom (Hy
H,) it nhét 1a 2,0; trong do H, 1a chiéu cao dinh pic tap

chat H so véi dudmg nén va H, la chiéu cao tinh tir duomg

nén lén dén ddy hom phan tach giira pic tap chét H va pic

quinapril.

Gidi han:

Tap chét G, H va I: V6i mbi tap chét, dién tich pic khong

duoc 16m hon 3 I4n dién tich pic chinh thu dugc trén sic ky

dd cua dung dich déi chiéu (1) (0,15 %).

Ghi chu:

Tap chat G: Acid (3R)-2-[(25)-2-[[(15)-1-(ethoxycarbonyl)-3-

phenylpropyl]amino]propanoyl]-1,2,3,4-tetrahydroisoquinolin

-3-carboxylic.

Tap chat H: Acid (3R)-2-[(25)-2-[[(1R)-1-(ethoxycarbonyl)-3-

phenylpropyl]amino]propanoyl]-1,2,3 4-tetrahydroisoquinolin-

3-carboxylic.

Tap chit I: Acid (35)-2-[(25)-2-[[(1R)-1-(ethoxycarbonyl)-3-

phenylpropyl]amino]propanoyl]-1,2,3,4-tetrahydroisoquinolin-

3-carboxylic.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha djng: Acetonitril (TT)) - dung dich natri dodecyl sulfat
5,77 g/l dwgc diéu chinh dén pH 2,2 bdng acid phosphoric
(48 : 52).

Hon hop dung méi: Acetonitril (TT)) - dung dich amoni
dihydrophosphat 2,88 g/l dwgc chinh dén pH 6,5 bing
dung djch amoniac lodang (40 : 60).

Dung dich thir. Hoa tan 50 mg ché phdm trong hén hop
dung méi va pha loang thanh 25,0 ml vdi cing dung méi.

Dung dich déi chiéu (1): Pha lodng 1,0 ml dung dich thi
thanh 100,0 ml bing hdn hop dung méi. Pha loing 1,0 ml
dung dich thu dugc thanh 10,0 ml bﬁng hdn hcrp dung mai.
Dung djch déi chiéu (2): Hoa tan quinapril chuén ding dé
kiém tra tinh phi hop cuia hé thong (chua tap chitA, C, D,

E va G) c6 trong mét lo chuan trong hén hgp dung méi va
pha loang thanh 5,0 ml véi cing dung méi.

Dung dich doi chiéu (3): Dé tao tap chit M, hoa tan
250 mg ché pham trong methylen clorid (TT) va pha lodng
thanh 5,0 ml véi cing dung moi. Pé dung dich thu duge
dudi dén tir ngoai trong 2,5 h sau d6 bay hoi dung mdi.
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Hoa tan 40 mg cén trong hdn hop dung méi va pha lodng
thanh 20,0 ml vé&i cing dung méi.

Diéu kién sdc ky:

Cot kich thude (15 cm x 3,9 mm) durgc nhdi pha tinh end-
capped octylsilyl silica gel diing cho sdc ky (5 pm).

Nhiét d§ cot: 30 °C.

Nhiét do budng tiém mau: 5 °C.

Detector quang phd tir ngoai dat & budc séng 214 nm.
Téc d6 dong: 1,4 ml/min.

Thé tich tiém: 10 pl.

Cach tién hanh:

Tién hanh sic ky véi thoi gian gip 3 14n thoi gian luu cia
quinapril.

Sir dung séc ky dd cung cip kém theo quinapril chuin
dung dé kiém tra tinh phii hop ciia hé théng va sic ky do
cta dung dich i chiéu (2) dé xac dinh pic cta tap chétA,
C,D, E va G. Sur dung sic ky dd cua dung dich dbi chiéu
(3) @é xac dinh pic cua tap chit M.

Thoi gian hru twong ddi so v6i quinapril (thdi gian lwu
khoang 12 min): Tap chit A khoang 0,1; tap chét C khoang
0,3; tap chat D khoan g0.4; tap chit M khoang 0,7; tap chét
G + H khoang 0,9; tap chét E khoang 2,3.

Kiém tra tinh phd hop ciia hé théng: Trén sic ky db cia
dung dich di chiéu (2), d6 phan giai giita pic cta tap chét
C va pic ctia tap chit D it nhat 13 1,5; do phén giai giira pic
ciia tap chit G va pic ctia quinapril it nhét 14 1,5.

Gidi han:

Pé tinh ham luong, nhan dién tich pic cia tap chét E voi
hé s6 hiéu chinh 1a 1,5.

Tap chit C, D: Vi mbi tap chét, dién tich pic khong duoc
16n hon 5 14n dién tich pic chinh thu dugc trén sic ky dé
ciia dung dich d6i chiéu (1) (0,5 %).

Tap chit A: Dién tich pic tap chit A khong dwoc 16n hon
3 1an dién tich pic chinh thu dwoc trén sic ky db cia dung
dich déi chiéu (1) (0,3 %).

Tap chit E, M: V&i mdi tap chét, dién tich pic di hiéu
chinh, néu cén, khong dugc 16n hon 1,5 13n dién tich pic
chinh thu dugc trén sic ky b cua dung dich dbi chiéu (1)
(0,15 %).

Tap don khéc: Vi mbi tap chét, dién tich pic khong dugce
1én hon dién tich pic chinh trén sic ky dd cua dung dich
dbi chiéu (1) (0,10 %).

Téng dién tich pic cua tit ca cac tap chét khéng dugc lon
hon 10 1an dién tich pic chinh thu dugc trén sic ky d6 cua
dung dich déi chiéu (1) (1,0 %).

Bo qua nhimg pic c6 dién tich nhé hon hodc bing 0,5 lan
dién tich pic chinh thu dwgc trén sic ky dé caa dung dich
d6i chiéu (1) (0,05 %); bo qua pic clia tap chit G + H.
Ghi chu:

Tap chat A: Acid (35)-1,2,3,4-tetrahydroisoquinolin-3-carbo-
xylic.

Tap chét B: Acid (25)-2-[[(1S)-1-(ethoxycarbonyl)-3-phenyl-
propyl]amino]propanoic.
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Tap chit C: Acid (35)-2-[(25)-2-[[(1S)-1-carboxy-3-phenyl-
propyl]amino]propanoyl]-1,2,3,4-tetrahydroisoquinolin-3-
carboxylic.

Tap chit D: Ethyl (25)-2-[(35,11aS)-3-methyl-1,4-dioxo-
1,3,4,6,11,11ahexahydro-2H-pyrazino[1,2-b]isoquinolin-2-yl]-
4-phenylbutanoat.

Tap chit E: Acid (35)-2-[(25)-2-[[(15)-3-cyclohexyl-1- (ethoxy
carbonyl)propyl]Jamino]propanoyl]-1,2,3 4-tetrahydroisoquinolin-
3-carboxylic.

Tap chét J: Acid (1R,35)-2-[(25)-2-[[(15)-1-(ethoxycarbonyl)-3-
phenylpropyl] (hydroxy)amino]propanoyl]-1-hydroxy-1,2,3,4-
tetrahydroisoquinolin-3-carboxylic.

Tap chét M: Acid (1R,35)-2-[(25)-2-[[(15)-1-(ethoxycarbonyl)-
3-phenylpropyl]amino]propanoyl]-1-hydroperoxy-1,2,3,4-
tetrahydroisoquinolin-3-carboxylic.

Kim loai ning

Khong dugc qua 20 phén triéu (Phu luc 9.4.8).

Dung méi: Dimethyl sulfoxid (TT).

Lay 1,0 g ché pham tién hanh thir theo Phuong phép 8.
Ding 2,0 ml dung dich chi mau 10 phan triéu Pb (TT)
dé chuan bi miu ddi chiéu. Néu ché phém két tia sau khi
thém dém acetat pH 3,5 (TT) thi pha loéng thanh 100 ml
bang dimethyl sulfoxyd (TT), ché pham lai tan hoan toan.
Lam tuong tu dbi voi dung dich ddi chiéu.

Nuée
Khéng dugc qua '1,0 % (Phu luc 10.3).
Dung 0,500 g ché pham.

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

Dinh lwrgng

Hoa tan khoang 0,200 g ché phim trong 50 ml nudec.
Chuan d9 bing dung dich natri hydroxyd 0,1 N (CD). Xac
dinh diém két thiic bang phuong phéap chuin d6 do dién
thé (Phu luc 10.2).

| ml dung dich natri hydroxyd 0,1 N (CP) tuong duong
V@i 23,75 mg C25H31C1N205.

Bio quéan ,

Trong bao bi kin, tranh anh sang, nhiét 46 tir 2 °C dén 8 °C.
Loai tput‘tc .

Uc ché men chuyén angiotensin.

Ché pham

Vién nén.

QUINIDIN BISULFAT
QUINIDIN BISULFAT
OMe
H.H
H
C20H24N202.H2804 Ptl: 422,5

Quinidin bisulfat 1a (8R,95)-6'-methoxycinchonan-9-ol
hydrosulfat, phai chira tu 98,5 % dén 101,5 % CygHyyN,0,.
H,S0,, tinh theo ché pham khan.

Tinh chét
Tinh thé khéng mau, khéng mui hoic gin nhu khong mui.

Dé tan trong nudc va ethanol 96 %, thuc té khong tan
trong ether.

Pinh tinh

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

Badn mong: Silica gel G.

Dung méi khai trién: Dzethylamm ether - toluen (15 : 36 : 60).
Dung dich thir: Dung dich ché phim 1,0 % trong methanol (TT).
Dung dich doi chiéu (1): Dung dich quinindin sulfat chuin
1,0 % trong methanol (TT).

Dung dich doi chiéu (2): Dung dich chita 1,0 % cua
quinidin sulfat chuén va 1,0 % quinin sulfat chuén trong
methanol (TT).

Céch tién hanh:

Cham riéng biét 1én bin mong 4 pl mdi dung dich trén.
Sau khi trién khai sic ky, 14y ban méng ra, lam kh6 bing
ludng khong khi trong 15 min va chay sic ky nhic lai. Siy
khé ban méng & 105 °C trong 30 min, dé ngudi va phun
thuéc thir iodoplatinat (TT).

Vét chinh trén sic ky dd cna dung dich thir phai twong
tw vé vi tri, mau sic va kich thudc véi vét chinh trén sic
ky d6 cia dung dich ddi chiéu (1). Phép thir chi ¢6 gié tri
khi sic ky dd cua dung dich déi chidu (2) cho 2 vét tach
o rang,.

B. Ché phdm phai dép (g yéu ciu cta phép thir pH.

C. Ché pham phai cho phan (mg dac trung ca sulfat (Phu
luc 8.1).

pH
Tir 2,6 4én 3,6 (Phu luc 6.2).
Dung dung dich ché phim 1 % dé do.

Géc quay cyre riéng

Tir +246° dén +258°, tinh theo ché pham khan (Phu lyc
6.4).

Ding dung dich ché pham 2 % trong dung dich acid
hydrocloric 0,1 M (TT) dé do, dung 6ng do dai 2 dm.
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