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DUQC PIEN VIET NAM VI

Nhiét do cét: 50 °C.

Detector quang phd tir ngoai dit & bude séng 210 nm.
Téc d6 dong: 1,5 ml/min.

Thé tich tiém: 25 pl.

Cdch tién hanh:

Tién hanh sic ky theo chuong trinh dung méi nhu sau:

Thoi glan Pha dong A " Pha dqng B
(min) (% tt/tt) (% t/tt)
0-5 90 10
5-20 90 — 50 10— 50

20-45 50 50

Str dung séc ky d6 cia dung dich dm chleu (1) dé xac dmh
pic cac tap chat B, C, D va J; sir dung séc ky dd ciia dung
dich dbi chiéu (2) dé xac dinh plC tap chét E; sir dung sic ky
d6 cua dung dich déi chiéu (3) dé xéc dinh pic tap chat A.
Thoi gian wu twong d6i so véi captopril (thm gian luu
khoang 15 min): Tap chit C khoang 0,6; tap chit D khodang
0,8; tap chit E khoang 0,9; tap chit B khoang 1,17; tap
chat J khoang 1,22; tap chatAkhoang 1,7.

Kiém tra tinh phu hop cua hé thong: Trén sic ky db cua
dung dich déi chiéu (1), 46 phan giai gitra pic cua tap chit B
v{i pic cua tap chat J it nhét 1 1,5; trén sic ky dé cua dung
dich ddi chiéu (2), 46 phén gidi gilra pic cua tap chat E véi
pic clia captopril it nhét 1a 2,0.

Gioi han:

Tap chét A: Dién tich pic tap chét A khong duge lén hon
|0 lan dién tich pic chinh thu duoc trén sic ky db cia dung
dich d6i chiéu (4) (1,0 %).

Tap chét J: Dién tich pic tap chét J khéng dugc 16n hon
2,5 1an dién tich pic twong img thu dwoc trén sic ky db cia
dung dich déi chiéu (1) (0,2 %).

Tap chat B, C, D: V&i mdi tap chit, dién tich pic khong
duge 16m hom 1,5 1an dién tich pic twong tmg thu dugc trén
sic ky d6 cua dung dich déi chiéu (1) (0,15 %).

Tap ghét E: Dién tich pic tap chét E khong duoc 16n hon
1,5 lan dién tich pic chinh thu dwoc trén sic ky do cua
dung dich déi chiéu (4) (0,15 %).

Tap don khéc: Véi mdi tap chit, dién tich pic khong dugc
I6n hon dién tich pic chinh trén sic ky dd cia dung dich
doi cmeu (4) (0,10 %).

Tong tit ca cac tap chit khéng dugc qua 1,2 %.

Bd qua nhitng pic c6 dién tich nhé hon ho#c bing 0,5 14n
dién tich pic chinh trén sic ky d6 cua dung dich déi chiéu
(4) (0,05 %).

Ghi chu:

Tap chit A: Acid 1,1 ’-[disulfandiylbis[(25)-2-methyl-1-oxopropan-
3,1-diyl]]bis[(25)-pyrolidin-2-carboxylic] (captopril disulfid).
Tap chat B: Acid (25)-1-[(2S)-3-bromo-2-methylpropanoyl]
pyrolidin-2-carboxylic.

Tap chat C: Acid (2RS)-2-methyl-3-sulfanylpropanoic.

Tap chit D: Acid (2RS)-3-bromo-2-methylpropanoic.

Tap chat E: Acid (25)-1-(2-methylpropanoyl)pyrolidin-2-carboxylic.
Tap chat F: (25)-1-[(2R)-2-methyl-3-sulfanylpropanoyl]pyrolidin-
2-carboxylic (epi-captopril).

VIEN NEN CAPTOPRIL

Tap chat G: Acid (2RS)-3-(acetylsulfanyl)-2-methylpropanoic.
Tap chat H: Acid (25)-1-[(25)-3-[[(2R)-3-(acetylsulfanyl)-2-
methylpropanoyl]sulfanyl]-2-methylpropanoyl]pyrolidin-2-
carboxylic.

Tap chat I: Acid (25)-1-[(28)-3-[[[(25)-1-[(2S)-2-methyI-
3-sulfanylpropanoyl]pyrolidin-2-yl]carbony!]sulfanyl]-2-
methylpropanoyl]pyrolidin-2-carboxylic.

Tap chit J: Acid (25)-1-[(2S)-3-(acetylsulfanyl)-2-methyl-
propanoyl]pyrolidin-2-carboxylic (acetylcaptopril).

Tap chét L: Acid 1,1°-[methylenbis[sulfandiyl[(2S5)-2-methyl-1-
oxopropan-3,1-diyl]]]bis[(25)- pyrolidin-2-carboxylic].

Tap chat M: Acid (28)-1-[(28)-3-[[(2S)-2-carboxypropyl]
disulfanyl]-2-methylpropanoyl]pyrolidin-2-carboxylic.

Tap chét N: Acid 3,3"-disulfandiylbis[(25)-2-methylpropanoic].
Tap chdt O: Acid 1,1’-[propan-2,2-diylbis[sulfandiyl[(25)-2-
methyl-1-oxopropan-3,1-diyl]]]bis[ (25)-pyrolidin-2-carboxylic].

Kim loai ning

Khong dwgc qua 20 phan triéu (Phu luc 9.4.8).

Dung moi: Nuce.

Léy 0,5 g ché phdm va tién hanh thir theo phuong phap 8.
Dung 1 ml dung dich chi mdu 10 phén triéu Pb (TT) dé
chuén bi mau dbi chiéu.

Mét khoi lwong do 1am khd
Khéng dugc qué 1,0 % (Phy luc 9.6, phuong phép 2).
(1,000 g; trong chan khéng; 60 °C; 3 h).

Tro sulfat
Khong duge qui 032 % (Phu luc 9.9).
Dung 1,0 g ché pham.

Pinh lrgng
Hoa tan 0,150 g ché pham trong 30 ml nuée. Chuin do
bing dung dich iod 0,1 N (CP), x4c dinh diém két thic
bing phwong phap chuin d6 do dién thé (Phu luc 10.2).
Dung dién cuc két hop platin.

1 ml dung dich iod 0,1 N (CD) tuong duong voi 21,73 mg
CoH,sNO;S.

Bio quéin
Trong bao bl kin.

Loai thude
Chét rc ché men chuyén angiotensin.

Ché phﬁm
Vién nén.

VIEN NEN CAPTOPRIL

La vién nén hay vién nén bao chira captopril.
Ché pham phai dép Ung cac yéu cau trong chuyén luén
“Thudc vién nén” (Phu luc 1.20) va cdc yéu cau sau day:

Ham lgng captopril, CoH,sNO,S, tir 90,0 % dén 110,0 %
so vdi lrgng ghi trén nhan.
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CARBAMAZEPIN

Pinh tinh

A. Cin mét luong bét vién twong img vdi 50 mg captopril,
thém 5 ml ethanol 96 % (TT), lic ky 5 min, loc. Lay 2 ml
dich loc, thém mét vai tinh thé natri nitrat (TT) va 10 ml
dung dich acid sulfuric 10 % (TT), lic manh, xuit hién
mau do.

B. Trong phan Dinh lugng, thdi gian luu cia pic chinh trén
sic ky d6 thu duoc tir dung dich thir phdi tuong ung véi
thoi gian luu cia pic captopril trén sic ky do thu duge tir
dung dich chuén.

P§ hoa tan (Phy luc 11.4)

Chii y: Pudi khi méi truong hoa tan dé giam dén murc thi
thiéu liép xuc cua captopril v&i khong khi va phén tich
mau ngay.

Thiét bj: Kidu gioé quay.

Méi truong hoa tan: 900 ml dung djch acid hydrocloric
0,01 M (TT).

Téc dé quay: 50 r/min.

Thoi gian: 20 min.

Cdch tién hanh: Sau thdi gian hoa tan quy dinh, ldy mét
phan dich hoa tan, lgc. Pha loéng dich loc véi moi tmémg
hoa tan dé dugc dung dich cé ndng d thich hop. Po d§ hép
thu tir ngoai (Phu luc 4.1) cua dung dich thu dugc & budce
song cuc dai 205 nm, ding dung dich acid hydrocloric
0,01 M (TT) lam mau tring. So sanh véi dung dich captopril
chuén c6 nong d trong dwong pha trong méi trrdmg hoa
tan. Tinh lugng captopril, CoH;sNO;S, da hoa tan dya vao
d6 hap thu do dugc cia dung dich thir, dung dich chudn va
ham lwgng CyH,sNO;S trong captopril chuan.

Yéu cau: Khong it hon 80 % (Q) lugng captopril CoH,sNO;S,
so voi lugng ghi trén nhan duge hoa tan trong 20 min.

Captopril disulfid

Phuong phap sic ky long (Phy luc 5.3).

Pha dong va diéu kién sic ky duge thyc hién nhu mé ta
trong muc DPinh lugng.

Dung dijch thir: Can chinh xdc mét lugng bt vién tuong
img véi 25 mg captopril vao dng ly tim, thém 25,0 ml
methanol (TT) va ly tam 15 min. Sir dung dich trong & trén.
Dung dich déi chiéu (1): Dung dich captopril disulfid
chuan 0,0030 % trong methanol (TT).

Dung dich doi chiéu (2): Pha loang 1 thé tich dung dich
thir thanh 100 thé tich véi dung dich déi chiéu (1).

Phép thir chi ¢é gia trj khi d§ phan gii giifa pic captopril
va plc captopril disulfid trén sic ky d6 cia dung dich d6i
chiéu (2) it nhat 12 2,0.

Trén sic ky d6 thu duge cia dung dich thir, dién tich cua
bat ky pic nao twong img véi captopril disulfid khong dugc
16n hon dién tich ciia pic trén sic ky d6 thu dugc cia dung
dich dbi chiéu (1) (3 %).

Pinh lrong

Phuong phap sic ky long (Phu luc 5.3).

Pha déng: Hon hop methanol - nude - acid phosphoric
(550 :450:0,5).
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Dung dich chudn: Dung dich c6 ndng d¢ captopril chuin
0,01 % va captopril disulfid chun 0,0005 % trong pha dong,
Dung djch thur: Cén 20 vién (da loai bo 16p vo bao, néu la
vién bao), xac dinh khéi lugng trung binh va nghién thanh
b6t min. Can chinh xdc mét luwgng bdt vién twong Ung véi
khoang 25 mg captopril vao 6ng ly tim, thém 25,0 ml pha
ddng, dé sidu Am 15 min va ly tdm. Pha loang 5,0 ml dich
trong & trén thanh 50,0 ml véi pha dong.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) duge nhdi pha tinh C
(10 pm).

Detector quang phd tir ngoai diit & budc séng 220 nm.
Thc dd dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh: Tién hanh sic ky véi dung dich chuin.
Phép thir chi c6 gia tri d phén glal gifra pic captc)pnl va
pic captoprll disulfid trén sac ky dd thu dugc it nhét 1 2,0.
D6 Igch chufin trong d6i cua dién tich pic dap (g trong 6
]an tiém lap lai khéng 16n hon 2 %.

Tién hanh sic ky lan lugt véi dung dich chuén va dung
dich thir.

Tinh ham lugng captopril, Coll;sNO,S, trong vién dya vao
dién tich (hay chiéu cao) cua pic captopril trén sic ky dd
thu dugc tir dung dich chuén, dung dich thir va ham lugng
CoH,sNO;S cua captopril chuén.

Bio quén
Noi khé mat, tranh dnh sang.

Loai thubdc
Chéng tang huyét 4p.

Ham lugng thwdng ding
12,5 mg; 25 mg.

CARBAMAZEPIN

CsHaN,O P.t.I: 236,3

Carbamazepin 12 5H-dibenzo[b,f]azepin-5-carboxamid,
phai chira tir 98,0 % dén 102,0 % C,sH;;N,0, tinh theo
ché phim di lam khé.

Tinh chét

Bot két tinh da hinh mau tring hodc gin nhu tring, dang
tinh thé dugc chip nhan twong ty nhu carbamazepin chuén.

Rt khé tan trong nuéc, dé tan trong methylen clorid, hoi
tan trong aceton va ethanol 96 %.



