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Gioi han;

Tap don: Véi mdi tap chét, dién tich pic khong dugc 1on
hon dién tich pic chinh trén siic ky d6 cia dung dich dbi
chiéu (3) (1 %).

Ghi chu:

Tap chdt A: Acid (25,5R,6R)-6-amino-3,3-dimethyl-7-oxo-
4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-amino-
penicilanic).

Tap chéit B: Acid phenylacetic.

Tap chit C: Acid (25.5R,6R)-6-[[(4-hydroxyphenyl)acetyl]
amino]-3,3-dimethyl-7-oxo-4-thia-1- azabicyclo[3.2.0]heptan-
2-carboxylic.

Tap chéit D: Acid (35.7R.7aR)-5-benzyl-2,2-dimethyl-2,3,7,7a-
tetrahydroimidazo[5,1-b]thiazol-3,7-dicarboxylic (acid penilic
cia benzylpenicilin).

Tap chét E: Acid (45)-2-[carboxy[(phenylacetyl)amino]methy!]-
5.5-dimethylthiazolidin-4-carboxylic (céc acid peniciloic cua
benzylpenicilin).

Tap chit F: Acid (2RS,45)-2-[[(phenylacetyl)amino]methyl]-
5,5-dimethylthiazolidin-4-carboxylic (cdc acid peniloic cua
benzylpenicilin).

Acid 2-ethylhexanoic
Khéng dugc qua 0,5 % (kU/kl) (Phy luc 10.17).

Miit khoi lwgng do 1am khd
Khong dugce qua 1,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

Ni djc td vi kKhudin

Phai nho hon 0,16 EU/mg (Phy luc 13.2; phuong phap
do mau tai diém dirng). Néu ché pham dung dé pha thude
tiém ma khong c6 phuong phap hiru hidu dé loai bo ndi
doc td vi khuén thi phai dat yéu ciu nay.

Dinh lugng

Phuong phap sic ky long (Phu luc 5.3). Piéu kién sic ky
nhu m6 ta trong phan Tap chit lién quan.

Pha dong: Pang dong véi thanh phan pha dong A va B nhu
thoi diém 0 cia chuong trinh dung méi, c6 thé diéu chinh
néu can,

Tién hanh sic ky v6i dung dich thir (1), dung dich déi
chiéu (1).

Tinh ham lugng cua C,¢H,;N,Na0,S trong ché phdm dya
vao dién tich pic thu dugc trén sic ky dd cia dung dich thir
(1), dung dich dbi chiéu (1) va ham lugng C,¢H,7N,NaO,S
trong benzylpenicilin natri chuén.

Bdo quén
Trong bao bi kin. Néu ché phim 12 v6 khuin, bao quan
trong bao bi kin va vé khuén.

Logi thudc
Khang sinh nhém penicilin.

Ché phim
Bt pha tiém.

BOT PHA TIEM BENZYLPENICILIN

BOT PHA TIEM BENZYLPENICILIN

Bot pha tiém benzylpenicilin 1a bdt v6 khuén cua
benzylpenicilin kali hodic benzylpenicilin natri dong trong
6ng thuy tinh han kin hoac lg thay tinh nat kir . Chi pha véi
“Nude vO khudn dé tiém™ ngay trudc khi dung.

Ché phdm phai dat cic yéu ciu quy dinh trong chuyén luén
chung “Thudc tiém, thubc tiém truyén, thudc cdy” (Phy
luc 1.19) va cdc yéu céu sau day:

Ham lugng benzylpenicilin, C,(H,;N,0,S, phai tir 95,0 %
dén 105,0 % so vai lugng ghi trén nhan.

Dinh tinh

A. Phd hip thy héng ngoai (Phy lyc 4.2) ciia ché phim
phai twong tng voi phé hdng ngoai cia benzylpenicilin
kali chuan hodc benzylpenicilin natri chuan.

B. Ché phdm phai dap (mg phép thir Dinh tinh céc penicillin
(Phu luc 8.2).

C. Ché pham c6 phan img dic trung cua ion kali hogc natri
(Phy lyc 8.1, phan g A).

Giéi han acid - kiém

Dung dich ché phdm tuong (g véi 10 % benzylpenicilin
trong nude khéng cé carbon dioxyd (TT) c6 pH tir 5,5 dén
7,5 (Phu lyc 6.2).

Pj trong va mau sic dung dich

Thém rudc vao 5 lo hoic Ong tiém (tuy theo cach déng
g6i) dé tao dung dich chira 60 mg/ml (theo lugng ghi trén
nhan), dung djch thu dugc phai trong (Phu lyc 9.2) va
khong mau (Phu luc 9.3).

Tap chiit lién quan

Phuong phap séc ky 16ng (Phu luc 5.3).

Céc dung dich dugc chuin bj ngay trudc khi ding. Pha
dong A, pha dong B va diéu kién sic ky nhu mé ta trong
phén Dinh lugng.

Dung djch doi chiéu: Dung dich chira 0,0040 %
benzylpenicilin natri chuén trong nwéc.

Dung dich thir: Hoa tan chinh x4c mdt lugng ché phim
tuong tng khoiang 80 mg benzylpenicilin trong 20,0 ml
nudc, loc.

Cdch tién hanh:

Tién hanh sic ky ding dong dung dich déi chiéu véi ty 1é
pha djng A - pha djng B (70 : 30). Tién hanh sic ky ding
dong dung dich thir véi ty 1& pha dong A - pha dong B (70 :
30), ngay sau khi pic benzylpenicilin dugc rira giai bit dau
chuong trinh dung méi nhu sau:

Thoi gian Pha djng A Pha dong B
(min) (% tt/tt) (% tt/tt)
‘@ 0-20 70— 0 30 — 100
2035 0 100
' 35-50 70 30
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Tién hanh sic ky miu tring 1A nuwde nhu dbi véi dung
dich thur.

Gidi han: Trén sic ky db cua dung djch thir, dién tich pic
cua bét ky pic tap nao khong duoc 16m hon dién tich cua
pic chinh trén sic ky d6 cia dung dich déi chiéu (1 %).

Mit khéi lwgng do 1am khd
Khéng duqc_ quz@ 1,0 % (Phu luc 9.6).
Dung 1 g ché pham, siy & 105 °C dén khéi lugng khong déi.

N¢i djc t6 vi khudn

Hoa tan mét lugng ché phim trong nwéc BET dé thu dugc
dung dich c6 nong d§ benzylpenicilin 10 mg/ml (dung
dich A). Nong do gidi han ndi doc t6 cua dung dich A 13
1,6 EU/ml (Phu luc 13.2).

Pinh lugng

Phuong phép sic ky long (Phu luc 5.3).

Pha dgng A: Hon hop 10 thé tich dung dich kali
dihydrophosphat (TT) 6,8 % da dugc diéu chinh téi pH
3,5 v&i dung dich acid phosphoric (TT) 50 %, 30 thé tich
methanol (TT) va 60 thé tich nworc.

Pha dgng B: Hon hgp 10 thé tich dung dich kali
dihydrophosphat (TT) 6,8 % da dugc diéu chinh t&i pH
3,5 v6i dung dich acid phosphoric (TT) 50 %, 50 thé tich
methanol (TT) va 40 thé tich nuéc.

Pha dong: Pha dong A - pha dong B (70 : 30).

Dung dich chudn: Dung dich chira 0,10 % benzylpenicilin
vatri chuin (hodc benzylpenicilin kali chudn) trong nuée.
Dung dich phdn giai: Dung dich chia 0,020 %
penzylpenicilin natri chudn (hoic benzylpenicilin kali
chuin) vi 0,020 % acid phenylacetic chuin trong nudc.
Dung djch thir: Can nhanh thude trong timg don vi ché
pham ctia 10 don vi ché phim (lg), tron déu. Can chinh
xdc mot luong ché phim tuong img khoiang 80 mg
benzylpenicilin, pha trong 20,0 ml nuwdc, loc. Pha lodng 1
thé tich dich loc vé6i nurdc thanh 4 thé tich.

Piéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) chira pha tinh C (5 pm)
(Hypersil ODS la thich hop).

Detector quang phé tir ngoai dat & budc séng 225 nm.
Tdc do dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinb phd hop cua hé théng: Trén sic ky d6 cua
dung dich ptan giai, d) phan giai giita 2 pic chinh thu
dugc it nhét 11 6,0. Néu cén, diéu chinh ty I& clia pha dong
A va pha dong B dé dat yéu cau trén.

Tién hanh séc ky lan lugt dung dich thir va dung dich chuén.
Tinh ham lugng benzylpenicilin kali ho#c benzylpenicilin
natri trong ché pham dua vao dién tich pic chinh thu dugc
trén séc ky d6 cia dung djch thir, dung dich chuén va him
lugng C,¢H,;N,KO,S trong benzylpenicilin kali chuin
hoc C;¢H,;N,NaQ,S trong benzylpenicilin natri chuin.
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Bio quan
Noi mat, nhiét ¢ khéng qua 30 °C.

Loai thudc
Khang sinh nhém penicilin.

Ham lrgng thuwdng diung
125 mg twong ung 250.000 don vi; 300 mg tuong img
500.000 don vi; 600 mg tuwong tmg 1.000.000 don vi.
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Berberin clorid 14 9,10-dimethoxy-5,6-dihydro[1,3]dioxolo
[4,5-glisoquino[3,2-alisoquinolin-7-ium clorid dihydrat,
phai chira tir 95,0 % dén 102,0 % C,0H,;sNO,C], tinh theo
ché phim khan.

Tinh chét

Tinh thé hay bot két tinh mau vang, khong mui, c6 vj rat
déng. Tan trong nudc néng, khé tan trong ethanol va nudc,
rat khé tan trong cloroform, khéng tan trong ether.

Pinh tinh

A. Phd hip thy hdng ngoal (Phy luc 4.2) cia ché phim
phai phu hop véi phd hép thu héng ngoai cua berberin
clorid chuén.

B. Hoa tan 0,1 g ché phim trong 20 ml mwéc bing cich
dun néng. Thém 0,5 ml acid nitric dam déc (TT), lam lanh,
dé yén 10 min, loc. L4y 3 ml dich loc va thém 1 ml dung
dich bac nitrat 2 % (TT), s& xuat hién tia tring. Tua ndy
khéng tan trong acid nitric loang (TT), nhung tan dugc
trong dung dich amoniac (TT) qua thira.

C. Hoa tan 5 mg ché phim trong 10 ml dung dich acid
hydrocloric 10 % (TT). Lic déu, thém mot it bot cloramin
B (TT) s& c¢6 mau do6 anh dao.

Gidi han acid

Lic 0,10 g ché pham véi 30 ml nudc khong cé carbon
dioxyd (TT), loc. Thém vao dich loc 2 giot dung dijch
phenolphtalein (TT) va 0,10 ml dung dich natri hydroxyd
0,1 N (CP), mau vang phai chuyén sang vang cam rdi dén
mau do.



