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Phuong phép quang phd hip thu nguyén tir (Phy luc 4.4,
phuong phép 1).

Dung djch thir: Dung dung dich S.

Dung dich déi chiéu: Chuén bi cic dung dich déi chiéu
bang cach pha lodng dung dich chi mdu 100 phdn triéu Pb
(TT) bing dung dich acid hydrocloric 0,1 M (TT).

Do d hép thy & bl{c'rc song 283,3 nm, sir dung dén cathod
rong chi lam ngudn buc xa va ngon lira khong khi -
acetylen. Ty thudc vao may, cé thé sir dung vach & budc
song 217,0 nm.

Kém

Khéng dugc qua 25 phan trigu.

Phuong phap quang phd hép thu nguyén tir (Phy luc 4.4,
phuong phap 1).

Dung dich thur: Dung dung dich S.

Dung dich déi chiéu: Chuan bj cac dung dich dbi chiéu
bing cach pha loAng dung dich kém méu 100 phan triéu Zn
(TT) bing dung dich acid hydrocloric 0,1 M (TT).

bo do bép thu & budc song 214,0 nm, sir dung dén cathod
rong kém lam ngudn birc xa va ngon lira khéng khi -
acetylen.

Mt khoi lwgng do lam khé
Khong dugc qua 15 % (Phu luc 9.6).
(1,00 g; 120 °C; 4 h).

Tro sulfat
Khong dwoc qua 5,0 % (Phu luc 9.9, phuong phap 2).
Ding 1,0 g ché pham.

Kha niing hap phu

Ldy 0,300 g ché phim vao trong mét binh nén nit mai
dung tich 100 ml, thém 25,0 ml dung dich méi pha c6 chira
0,5 g phenazon (TT) trong 50 ml nwée. Lacky trong 15 min.
Loc va bo 5 ml dich loc diu. Léy 10,0 ml dich loc, thém
1,0 g kali bromid (TT), 20 ml dung dich acid hydrocloric
loang (TT) va 0,1 ml dung dich dé methyl (TT), chuan do
bing dung dich kali bromat 0,1 N (CP) dén khi mit méau
6. Gén diém két thic chudn d¢, chudn d¢ cham (1 giot
trong 15 s). Song song tién hanh 1am méu tring, ding
10,0 ml dung dich phenazon & trén.

Tinh khéi lugng phenazon d4 dugc hip phu boi 100 g than
hoat tinh theo cong thirc:

2,353 x (a—b)
m
Trong do:
a 1a s6 ml dung dich kali bromat 0,1 N (CP) da dung cho
mau tring.

b 1a sé ml dung djch kali bromat 0,1 N (CP) di dung cho
miu thir. '

m 12 khéi lugng ché pham tinh ra gam.

Yéu chu: 100 g than hoat tinh (tinh theo ché phim da 1am
khd) hap phu khong it hon 40 g phenazon.

THEOPHYLIN

Gi6i han nhiém vi sinh v4t
Téng s0 vi' sinh vt hiéu khi khéng duoc qua 10° CFU/g,
xdc dinh bang phuong phép dia thach (Phu luc 13.6).

Bdo quin
Trong chai l¢ kin.

Loai thudc
Chit hap phy.
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C7H8N402 Ptl.: 1 80,2

C7H8N402.H20 P.t.l.: 198,2

Theophylin 13 1,3-dimethyl-3,7 dihydro-1H-purin-2,6-
dion ¢ dang ngdm médt phén tir nude hodc khan, phai chira
tir 99,0 % dén 101,0 % C,HgN,4O,, tinh theo ché phim
khan véi dang ngdm nudc va tinh theo ché phdm da lam
khé véi dang khan.

Tinh chit

Bét két tinh méau tring hodc gan nhu tring. Khé tan trong
nudc, hoi tan trong ethanol 96 %, tan trong cac dung dich
hydroxyd kiém, amoniac va céc acid vo co.

Pinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhom I: A, D.

Nhém II: B, C, D, E.

A. Phd hép thu hong ngoai (Phu luc 4.2) cua ché phﬁm
(néu ché phdm ngdm nudc thi sdy & 100 °C dén 105 °C
trrdre khi do) phai phu hop véi phé hip thu héng ngoai cia
theophylin chuén.

B. Piém chay (Phu luc 6.7) ctia ché pham sau khi sdy khé
& 100 °C dén 105 °C, & trong khoang 270 °C dén 274 °C.

C.Pun 10 mg ché phfim véi 1,0 ml dung dich kali hydroxyd
36 % trong cach thuy ¢ 90 °C trong 3 min, sau dé thém
1,0 ml dung dich acid sulfanilic da dwgc diazo héa (TT).
Mau d6 xuat hién chdm. Thyc hién mét mAu tréng.

D. Ché pham phai dat yéu chu cua phép thir Mat khéi
luong do lam khé (véi dang khan) va phép thir Nudc (véi
dang ngdm nudc).

E. Ché phdm phai cho phan tmg ciia nhém xanthin (Phu
luc 8.1).

D{ trong va mau séc ciia dung dich
Dung djch S: Hoa tan 0,5 g ché pham trong nuwdc khéng cé
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carbon dioxyd (TT) bing cach dun néng, 4 ngudi va pha
lo@ing thanh 75 ml véi cing dung moi.

Dung dich S phai trong (Phu luc 9.2) va khong mau (Phu
luc 9.3, phuong phép 2).

Gidi han acid

Thém 0,1 ml dung dich do methyl (TT) vao 50 ml dung
dich S, dung dich c6 mau do. Luong dung dich natri
hydroxyd 0,01 N (CP) can ding dé chuyén dung dich sang
mau vang khéng qua 1,0 ml.

Tap chét lién quan

Phwong phap sic ky long (Phu luc 5.3).

Pha déng: Acetonitril dimg cho séc ky - dung dich A (7 : 93).
Dung dich A: Dung dich natri acetat (TT) 0,136 % c6 chita
acid acetic bang (TT) 5,0 ml/L.

Dung dich thir: Hoa tan 40,0 mg ché pham trong pha dong
va pha lodng thanh 20,0 ml véi cing dung méi.

Dung dich déi chiéu (1): Pha loang 1,0 ml dung dich thir
thanh 100,0 ml bang pha déng. Pha loang 1,0 ml dung dich
thu dugc thanh 10,0 ml bang pha déng.

Dung dich déi chiéu (2): Hoa tan 10 mg theobromin (TT)
trong pha dong, thém 5 ml dung dich thir va pha loang
thanh 100 ml bing pha déng. Pha lodng 5 ml dung dich thu
duoc thanh 50 ml bang pha dong.

Diéu kién sdc ky:

Cot kich thuéc (25 cm x 4 mm) duoc nhdi pha tinh C (7 um).
Detector quang phd tir ngoai dit & budc séng 272 nm.
Téc @6 dong: 2,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tién hanh sic ky voi thoi gian gap 3,5 l4n thoi gian luu
cua theophylin.

Théi gian lwu trong di so voi theophylin (thdi gian luu
khoang 6 min): Tap chit C khoang 0,3; tap chit B khoang
0,4; tap chat D khoang 0,5; tap chit A khoang 2,5.

Kiém tra tinh phu hop cua hé thong: Trén sic ky b cla
dung dich d6i chiéu (2), d6 phan giai giita pic theobromin
va pic theophylin it nhat 14 2,0.

Gioi han:

Tap chit A, B, C, D: Véi mbi tap chét, dién tich pic khéng
dugc 16m hon dién tich pic chinh thu dugc trén sic ky db
ctia dung dich déi chiéu (1) (0,1 %).

Tap don khéc: Véi méi tap chit, dién tich pic khéng dugc
16n hon dién tich pic chinh trén sic ky db cia dung dich
dbi chiéu (1) (0,1 %).

Téng dién tich pic cua tit ca cac tap chét khéng dugc 16n
hon 5 l4n dién tich pic chinh thu dugc trén sic ky dé cua
dung dich dbi chiéu (1) (0,5 %).

Bo qua nhimg pic c6 dién tich nho hon hoic bang 0,5 lan
dién tich pic chinh thu dugc trén sic ky db cia dung dich
d6i chiéu (1) (0,05 %).

Ghi chu:

Tap chat A: 1,3,7-trimethyl-3,7-dihydro-1 H-purin-2,6-dion (caffein).
Tap chat B: 3-methyl-3,7-dihydro- 1 H-purin-2,6-dion.
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Tap chit C: N<(6-amino-1,3-dimethyl-2,4-dioxo-1,2,3 4-tetrahydro
pyrimidin-5-yl)formamid.

Tap chét D: N-methyl-5-(methylamino)- 1 H-imidazol-4-carboxamid
(theophylidin).

Tap chat E: 1,3-dimethyl-7,9-dihydro- 1 H-purin-2,6,8(3H)-trion.
Tap chit F: 7-(2-hydroxyethyl)-1,3-dimethyl-3,7-dihydro-1H-
purin-2,6-dion (etofylin).

Kim loai ning

Khéng dugc qua 20 phan triéu (Phu luc 9.4.8).

Lay 1,0 g ché pham tién hanh thir theo phuong phap 3. Ding
2 ml dung dich chi méu 10 phan triéu Pb (TT) dé chuén bi
mau déi chiéu.

Mit khéi lwgng do 1am khd

Ap dung véi ché phém dang khan.
Khéng dugc qua 0,5 % (Phu luc 9.6).
(1,000 g; 105 °C).

Nwéc

Ap dyng véi ché phim dang ngam nuéc.
Tir 8,0 % dén 9,5 % (Phu luc 10.3).
Diing 0,20 g ché phdm.

Tro sulfat
Khong dugce qua 0,1 % (Phu luc 9.9, phuong phap 2).
Ding 1,0 g ché pham.

Dinh lwgng

Hoa tan 0,150 g ché phim dang khan hoic 0,160 g ché
phim dang ngim nudc trong 100 ml nwde, thém 20 ml
dung dich bac nitrat 0,1 N (CD) va lac. Thém 1 ml dung
dich xanh bromothymol (TT}). Chuin d6 bang dung dich
natri hydroxyd 0,1 N (CD).

1 ml dung dich natri hydroxyd 0,1 N (CD) tuong duong
voi 18,02 mg C;HgN,O».

Bio quin
Trong bao bi kin.

Loai thubc '
Ut ché phosphodiesterase khong chon loc. Gian phé quan.

Ché phim
Vién nén.

VIEN NEN THEOPHYLIN

La vién nén chira theophylin. .
Che pham phai dap g cac yéu cau trong chuyén ludn
“Thuoc vién nén” (Phu luc 1.20) va cic yéu cau sau day:

Ham hrgng theophylin, C;HgN,O,, tir 94,0 % dén 106,0 %
so voi lugng ghi trén nhan.

Pinh tinh ‘

A. Trong phan Dinh lugng, théi gian luu cia pic chinh trén
sdc ky do6 cua dung dich thir phdi twong trng véi thoi gian



