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VIEN NEN PAPAVERIN HYDROCLORID

Thoigian PhadingA PhadingB Phadijng C
(min) (% tit) (%o t/tt) (% tt/1t)
0-5 85 5 10
5-12 85 — 60 5 10 — 35

12-20 60 5 a8
20-24 60 — 40 5—20 35 — 40
24-27 40 20 40
27-32 40 — BS 20— 5 40 — 10

Thoi gian lwu tuong ddi so voi papaverin (thoi gian luu
khodng 24 min): Tap chét E khoang 0,7; tap chét C khoang
0,75; tap chit B khoang 0,8; tap chit A khoang 0,9; tap
chét F khoang 1,1; tap chét D khoang 1,2.

Kiém tra tinh phd hgp cua hé théng: Trén sic ky dd ciia
dung dich déi chiéu (2), d phan giai gitra pic cua tap chit
A va pic ciia papaverin it nhat 1a 1,5.

Gioi han:

Pé tinh hém lwong, nhan dién tich pic cua cic tap chét sau
vi hé s6 hiéu chinh twong img: Tap chit A 14 6,2; tap chét
Cla27;ta chénolaos

Tap d(m bat ky Véi mdi tap chat, dién tich pic da higu
chinh, néu cin, khéng dugc 16n hon di¢n tich pic chinh
trén séc ky d6 cua dung djch ddi chiéu (1) (0,1 %).

Tong dle,n tich pic cua tit ca céc tap chit khong dugce 16n
hon 5 lan di¢n tich pic chinh thu dugc trén sic ky b cua
dung djch déi chiéu (1) (0,5 %).

Bo qua nhimg pic ¢6 dién tich nho hon hogc bing 0,5 l4n
dién tich pic chinh thu dugc trén sic ky dd cua dung dich
dbi chiéu (1) (0,05 %).

Ghi chu:

Tap chat A: (35)-6,7-dimethoxy-3-[(5R)-4-methoxy-6-methyl-
5,6.7 8-tetrahydro-1,3-dioxolo[4,5-g)isoquinolin-5-yl] isobenzo-
furan-1(3H)-on (noscapin).

Tap chit B: (RS)-(3,4-dimethoxyphenyl)(6,7-dimethoxy-
isoquinolin- 1-yl)methanol (papaverinol).

Tap chit C: 1-(3.4-dimethoxybenzyl)-6,7-dimethoxy-3 4-
dihydroisoquinolin (dihydropapaverin).

Tap chét D: (3 4-dimethoxyphenyl)(6,7-dimethoxyisoquinolin-
1-yl)methanon (papaveraldin).

Tap chit E: (1RS)-1-(3.4-dimethoxybenzyl)-6,7-dimethoxy-
1,2,3 4-tetrahydroisoquinolin (tetrahydropapaverin).

Tap chit F: 2-(3,4-dimethoxyphenyl)-N-[2-(3,4-dimethoxy-
phenyl)ethyl]acetamid.

M4t khéi lwgng do 1am kh
Khéng duge qua 0,5 % (Phy lyc 9.6).
(1,000 g; 105 °C).

Tro sulfat

Khong dugc qua 0,1 % (Phy luc 9.9, phuong phép 2).
Ding Iwgng ché phdm da 1am khé & phép thir Mét khéi
lugng do lam kho.

Dijnh lwong
Hoa tan 0,300 g ché phdm trong hdn hep gbm 5,0 ml dung

dich acid hydrocloric 0,01 N (CD) va 50 ml ethanol 96 %
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(TT). Chulin 49 bang dung dich natri hydroxyd 0,1 N (CD),
xéc dinh diém twong duong bing phuong phap chuin dd
do dién thé (Phy lyc 10.2).

Doc thé tich dung djch natri hydroxyd 0,1 N (CD) tiéu thy
gitra 2 diém ubn.

| ml dung djch natri hydroxyd 0,1 N (CD) twong duong véi
37,59 mg C;()HHCINO4.

Bio quan
Trong bao bi kin, tranh 4nh sang.

Logi thube
Uc ché phosphodiesterase; gidn co tron, chdng co thit.

Ché phim
Vién nén, nang tac dung kéo dai, thudc tiém.

VIEN NEN PAPAVERIN HYDROCLORID

La vién nén chira papaverin hydroclond
Ché phém phai dép (mg cic yéu cu trong chuyen ludn
“Thudc vién nén” (Phy luc 1.20) va c4c yéu ciu sau day:

Ham lwgng papaverin hydroclorid, C,,H,,NO,.HCI, tir
93,0 % dén 107,0 % so vai lugng ghi trén nhan.

Djnh tinh

Can mdt lugng bt ché phﬁm tuong Ung véi khoang
30 mg papaverin hydroclorid, thém 10 ml dung djch
acid hydrocloric 0,1 M (TT). Cho vao binh chiét va chiét
bing 10 ml cloroform (TT), loc qua gidy loc dé thu 16p
cloroform, bdc hoi dich loc trén céch thuy dén kho va sy
cin & 105 °C trong 2 h. Phé hép thu h6ng ngoa: (Phu luc
4.2) cua cén thu dugc phai phu hgp véi phd hong ngoai dbi
chiéu cua papaverin hydroclorid.

D§ hoa tan (Phu luc 11.4)

Thiét bj: Kiéu gio quay.

Moéi trueong hoa tan: 900 ml nuwde.

Téc d¢ quay: 100 r/min,

Thoi gian: 30 min.,

Cadch tién hanh: Liy mdt phin dung djch sau khi hoa tan,
loc, bo 20 ml dich lgc diu. Pha loang t&i m’Sng d6 thich
hgp bing dung djch acid hydrocloric 0,1 M (TT), do 4%
hép thy (Phy lyc 4.1) ctia dung dich thu dugc ¢ budce song
250 nm. So sanh véi dung dich papaverin hydroclorid chuin
co némg d6 tuong duong pha trong cing mt dung méi.
Yéu cau: Khong it hon 80 % (Q) lugng papaverin
hydroclorid, Cy0H;NO4.HCI, so vai lugng ghi trén nhin
dugc hoa tan trong 30 min.

Pinh lwgng

Cén 20 vién, tinh khéi lugng trung binh vién, nghién thanh
bdt min. Cén chinh xdc mt lugng bt vién tuong img véi
khoing 30 mg papaverin hydroclorid chuyén vao mét binh
nén ¢6 nit mai, thém vao khoang 100 ml dung dich acid
hydrocloric 0,1 M (TT), lic bing méy lic trong 15 min.
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Loc hdn hgp vao binh dinh mirc 200 ml, thém dung dich
acid hydrocloric 0,1 M (TT) dén dinh mirc. Hit 3,0 ml
dung dich nay cho vao mét binh chiét, thém 10 ml nudc
va kiém hoa bing dung dich amoniac 6 M (TT). Chiét
alkaloid 5 l4n, mdi lin bang 5 ml cloroform (TT) va bbe
hoi dich chiét gop dén kho. Hoa tan cin trong dung dich
acid hydrocloric 0,1 M (TT) dén vira du 100,0 ml. Po 4o
hap thu (Phu luc 4.1) cia dung dich thu dwgc & budc song
héip thu cyre dai 251 nm, trong cbe do day 1 cm, dung dung
dich acid hydrocloric 0,1 M (TT) 1am méu tring. Song
song tién hanh véi dung dich papaverin hydroclorid chuin
c6 nong d6 khoang 4,5 pg/ml. Tinh ham lwgng papaverin
hydroclorid, C,,H,,NO,.HCI, ¢6 trong vién dwa vao d¢
hép thu cua dung dich thir, dung dich chuén va ham lugng
C;0H,;NO,.HCI trong papaverin hydroclorid chuén.

Bdo quan
Pung trong lo kin, tranh anh sang.
Loai thubc

Thudc chéng co thét.

Ham lrgng thudng diing
40 mg.

PARACETAMOL
OH
1T
N
HiC N

Paracetamol 1a N-(4-hydroxyphenyl) acetamid, phai chira
tir 99,0 % dén 101,0 % CgHoNO,, tinh theo ché phim da
lam kho.

Tinh chit

Bot két tinh trang, khong mui. Hoi tan trong nudc, rat khé

tan trong cloroform, ether, methylen clorid, dé tan trong
dung dich kiém, ethanol 96 %.

CH,NO, Ptl: 151,2

Dinh tinh

Cé thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A, C.

Nhém II: B, C, D, E.

A. Phé hép thu héng ngoai (Phu luc 4.2) ciia ché phdm phii
phi hop véi phd hép thu hong ngoai ciia paracetamol chudn.
B. Hoa tan 0,1 g ché phém trong methanol (TT) vi pha
lodng thanh 100,0 ml véi cing dung méi. Liy 1,0 ml dung
dich, thém 0,5 ml dung dich acid hydrocloric 0,1 M (TT),
thém methanol (TT) thanh 100,0 ml. Bao quan dung dich
ndy tranh 4nh sang va dem do ngay d6 hép thu (Phu luc
4.1) & budce séng cuc dai 249 nm. A(1 %, 1 cm) phai trong
khoang 860 dén 980.

PARACETAMOL

C. Diém chay (Phu lyc 6.7): Tir 168 °C dén 172 °C

D. Pun néng 0,1 g ché pham trong 1 ml acid hydrocloric
(TT) trong 3 min, thém 1 ml nwdc, lam lanh trong d4, khong
cd tua tao thanh. Thém 0,05 ml dung dich kali dicromat
0,49 %, xuét hién mau tim va khéng chuyén sang mau do.
E. Ché pham phai cho phan (mg ciia nhém acetyl (Phu luc
8.1). Thyrc hién phén {mg bing cach dun truc tiép trén lira.

Tap chit lién quan

Phuong phap sic ky long (Phy luc 5.3). Cédc dung dich
dugc chuén bj ngay khi tién hanh thir nghiém.

Pha déng: Hon hop gém 375 thé tich dung dich dinatri
hydrophosphat 1,79 %, 375 thé tich dung dich natri
dihydrophosphat 0,78 % va 250 thé tich methanol (TT) cé
chira 0,46 % cuia dung dich tetrabutylamoni hydroxid 40 %.
Dung dich thir: Hoa tan 0,200 g ché phdm trong 2,5 ml
methanol (TT) c6 chira 0,46 % dung dich tetrabutylamoni
hydroxyd 40 % va pha loang thanh 10,0 ml véi hén hop
ddng thé tich cia dung dich dinatri hydrophosphat 1,79 %
Vva dung dich natri dihydrophosphat 0,78 %.

Dung dich dbi chiéu (1): Pha lodng 1,0 ml dung dich thir
thanh 50,0 ml bang pha dong. Pha lodng 5,0 ml dung dich
thu dwoc thanh 100,0 ml véi pha dong.

Dung dich déi chiéu (2): Pha lodng 1,0 ml dung dich déi
chiéu (1) thanh 10,0 ml bing pha déng.

Dung dich @i chiéu (3): Hoa tan 5,0 mg 4-aminophenol
(TT), 5 mg paracetamol chuén va 5,0 mg cloroacetanilid
(TT) trong methanol (TT) va pha lodng thanh 20,0 ml véi
cung dung méi. Pha lodng 1,0 ml dung dich thu dugc thanh
250,0 ml véi pha dong.

Dung dich d@6i chiéu (4): Hoa tan 20,0 mg 4-nitrophenol
(TT) trong methanol (TT) va pha loang thanh 50,0 ml vé&i
cling dung mo6i. Pha lodng 1,0 ml dung dich thu dugc thanh
20,0 ml bang pha dong.

Diéu kién sdc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh B
(5 pm).

Nhiét d cot: 35 °C.

Detector quang phé tir ngoai & budc séng 245 nm.

Téc d6 dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky vé6i thoi gian gp 12 lan thoi gian luu cia
pic paracetamol.

Thoi gian luu twong d6i so paracetamol (thdi gian luu
khoang 4 min): Tap chitK khoang 0,8; tap chit F khoang 3;
tap chét J khoang 7.

Kiém tra tinh phi hop cua hé théng: Trén sic ky dd cua
dung dich d6i chiéu (3), 46 phén giai giira pic cia tap chat
K va pic cuia paracetamol it nhit 1a 4; ty 18 giita tin hiéu va
nhiéu cho pic cta tap chét J it nhit 14 50.

Gi6i han: Trén sic ky db cia dung dich thir:

Tap chit J; Dién tich pic tap chat J khong dugc 1én hon
0,2 lan dién tich pic tuong ung thu dugc trén sac ky do cua
dung dich d6i chiéu (3) (10 phn triéu).
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