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Bdo quén
Trong d6 dyng kin, & nhiét 4§ phong.

Loai thudc
Bao vét loét da day.

Ham lrgng thwong diung
1g.

SULBACTAM NATRI

H COZ Na

N’§<CH3
CHj

Sulbactam natri 13 natri (2S,5R)-3,3-dimethyl-7-0x0-4-
thia-1-azabicyclo[3.2.0]heptan-2- carboxylat 4,4-dioxyd,
dugc ban tong hop tir mét san phim 1én men, phai chira
tr 97,0 % dén 102,0 % CgH,(NNaQsS, tinh theo ché pham
khan.

Tinh chat

Bt két tinh tring hodc gin nhu tring, hiat 4m. D& tan trong
nuéc, hoi tan trong ethyl acetat, rit khé tan trong ethanol
96 %. Dé tan trong acid lo4ng.

CBH“)NNaOsS P.t.l: 255,2

Dinh tinh

A. Phé hép thu h6ng ngoai (Phu luc 4.2) cta ché phim
phai phii hop v&i phé hong ngoai d6i chiéu cua sulbactam
natri hodc pho héng ngoai ciia sulbactam natri chuén.

B. Ché phidm phai cho phan img dinh tinh (A) cia ion natri
(Phu luc 8.1).

D¢ trong ciia dung dich

Hoa tan 2,0 g ché pham trong nuéc va pha loang thinh
20 ml véi cung dung méi. Dung dich thu dugc phai trong
(Phy luc 9.2).

Pj hép thu 4nh séng

Hoa tan 1,0 g ché phdm trong nudc va pha lodng thanh
100,0 ml vé&i cung dung méi. Po do hép thu (Phu luc 4.1)
ciia dung dich thu dugc & budc song 430 nm. Po hip thy
do dugc khong dugce 16n hon 0,10.

pH

Hoa tan 1,0 g ché phdm trong nuéc khong cé carbon
dioxyd (TT) va pha loang thanh 20 ml véi cung dung méi,
dung djch thu dugc phai c6 pH tir 4,5 dén 7,2 (Phu lyc
6.2). Véi ché pham vo khuan, pH cua dung dich thu dugc
phai tir 5,2 ¢én 7,2.

Géc quay cyrc riéng
Tir +219° dén +233°, tinh theo ché phim khan (Phu lyc
6.4).

SULBACTAM NATRI

Hoa tan 0,500 g ché pham trong nuwdc, pha lodng thanh
50,0 ml véi cing dung méi.

Tap chit lién quan

Phuong phép sic ky long (Phuy lyc 5.3).

Pha déng A: Diéu chinh pH dung dich kali dihydro-
phosphat (TT) 5,44 g/1 t&i pH 4,0 bing dung dich acid
phosphoric 10 % (TT).

Pha déng B: Pha dong A - acetonitril diung trong phuong
phdp sdc ky (40 : 60).

Dung dich A: Diéu chinh pH dung dich kali dihydro-
phosphat (TT) 2,72 g/ téi pH 4,0 bing dung dich acid
phosphoric 10 % (TT).

Dung dich B: Pha lodng 2 ml acetonitril diing trong phuong
phdp sdc ky (TT) thanh 100,0 ml bing dung dich A.

Dung djch thi: Phan tan 77,0 mg ché phdm trong 2 ml
acetonitril ding trong phwong phdp sdc ky (TT) va lic
siéu 4m trong khoang 5 min. Pha lo@ng thanh 100,0 ml véi
dung dich A.

Dung dich d6i chiéu (1): Phan tan 70,0 mg sulbactam
chuan trong 2 ml aceronitril diung trong phwong phdp
sdc ky (TT) va lic siéu 4m trong khodng 5 min. Pha lodng
thanh 100,0 ml v6i dung dich A.

Dung dich doi chiéu (2): Pha loang 1,0 ml dung dich dbi
chiéu (1) thanh 100,0 ml v6i dung dich B. Pha loang 1,0 ml
dung dich nay thanh 10,0 ml v&i dung dich B.

Dung dich déi chiéu (3): Hoa tan 15,0 mg acid 6-amino-
penicilanic (tap chit B) trong dung dich A va pha loang
thanh 50,0 ml vé4i dung dich A.

Dung dich phan gigi: Tron 1 ml dung dich ddi chiéu (1)
véi 1 ml dung dich di chiéu (3) rdi pha loang thanh 25 ml
vdi dung dich B.

Dung dich déi chiéu (4): Hoa tan 8 mg sulbactam chuin
dung dé dinh tinh pic (c6 chira cac tap chit A, C, D, E va
F) trong 1 ml acetonitril diing trong phuong phdp sdc ky
(TT), Vic siéu 4m trong khoang 5 min va pha lodng thanh
10 ml véi dung dich B.

Piéu kién sdc ky:

Cot kich thuéc (10 cm x 4 mm) dwgce nhdi pha tinh end-
capped octadecylsilyl silica gel diing cho sdc ky (3,0 pm).
Nhiét do cot: 40 °C.

Detector quang phd tir ngoai dit tai budc séng 215 nm.
Téc d6 dong: 1,0 ml/min.

Thé tich tidm: 20 pl.

Cdch tién hanh:

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

i Thdi gian " Pha déng A Pha dongB |
| (min) (% ti/tt) @) |
| 0-20 98 2 |
| 2,0-9,5 98 — 50 250 1
| 95-120 50 50

Tlen hanh sic ky cic dung dich tbu dung dich B, dung
dich ddi chiéu (2), dung dich phan gidi va dung dich dbi
chiéu (4).
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SULFADIAZIN

Sir dung sic ky do cung cép kém theo sulactam chuin
dung dé dinh tinh pic va sic ky b thu dwgc ciia dung dich
déi chiéu (4) dé xac dinh céc pic tap chit A, C, D, Eva F.
Sir dung sic ky b thu dugc cua dung dich phan giai dé xac
dinh pic cua tap chét B.

Théi gian hwu twong d6i ciia cac pic tap so véi sulbactam
(thoi gian luu khoang 3 min) nhu sau: tap chit A khoang
0.4; tap chit B khoang 0,7; tap chét C khoang 2,3; tap chét
D khoang 3,1; tap chét E khoang 3,3; tap chit F khoang
39.

Kiém tra tinh phit hop cua hé théng: Trén sic ky do cua
dung dich phén giai, 46 phan giai gitra pic tap chét B (acid
6-aminopenicilanic) va pic sulbactam khéng nho hon 5,0.
Dé tinh ham luong mdi tap chit, sit dung ndng do cua
sulbactam trong dung dich d6i chiéu (2) va nhéan dién tich
pic cua céc tap chat sau v6i hé sé hiéu chinh trong tmg:
tap chét A 1a 0,6; tap chit B 14 0,5; tap chit D 11 0,5; tap
chét F 12 0,6.

Gidi han:

Tap chit A: Khong dugc qua 0,5 %.

Tap chit B, D, F: Vi mbi tap chat, khong dugc qua 0,1 %.
Tap chit C, E: Vi mbi tap chét, khéng dugce qua 0,2 %.
Tap don khac: V&i mdi tap chit, khéng dugc qué 0,10 %.
Téng tap chét: Khong duoc qua 1,0 %.

B6 qua céc tap chat c6 ham lugng nho hon hodc biang 0,05 %.
Ghi chu:

Tap chit A: Acid (25)-2-amino-3-methyl-3-sulfinobutanoic.
Tap chit B: 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 chit C: Acid (25,5R,6R)-6-bromo-3,3-dimethyl-7-ox0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic 4,4-dioxyd (acid
6-bromopenicilanic sulfon).

Tap chit D: Acid (28,5R,6R)-6-bromo-3,3-dimethyl-7-oxo0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-bromo-
penicilanic).

Tap chit E: Acid (2S,5R)-6,6-dibromo-3,3-dimethyl-7-ox0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic 4,4-dioxyd (acid
6,6-dibromopenicilanic sulfon).

Tap chét F: Acid (25,5R)-6,6-dibromo-3,3-dimethyl-7-ox0-4-
thia- 1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6,6-dibromo-
penicilanic).

Acid 2-ethylhexanoic
Khéng dugce qué 0,5 % (Phu luc 10.17).

Nuéc
Khéng dugc qua 1,0 % (Phu lyc 10.3).
Dung 1,00 g ché pham.

Noi déc tb vi khudn

Khéng duge qua 0,17 EU/mg (Phu luc 13.2, phuong phap
Wogell : o

Néu ché pham dugc dung dé san xuat thudc tiém ma khong
c6 quy trinh thich hgp dé loai bo ndi doc td vi khuan thi
phai dap img phép thir ndy.
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Pinh lrgng

Phwong phép sic ky long (Phy luc 5.3).

Pha dong, diéu kién sic ky, chuin bj cac dung dich nhu mé
ta trong phan Tap chat lién quan.

Cdch tién hanh:

Tién hanh séc ky dung dich thir va dung dich ddi chiéu (1).
Tinh ham lugng sulbactam, CgH;;NOsS, dua vao dién tich
pic thu dugc trén sac ky d6 cia dung dich thw, dung dich
déi chiéu (1) va ham luong CgH, NOsS trong sulbactam
chun.

Ham luqmg phan tram sulbactam natri, CgH(NNaOsS,
¢6 trong ché phdm bing ham lugng sulbactam nhan véi
1,094,

Bio quin ) o )
Trong d6 dung kin. Néu ché phim v6 khuan, bao quan
trong dd dung tiét tring, kin, tranh nhiém khuén.

Loai thudc
Khang sinh nhém beta-lactam.

Ché phim
B4t pha tiém.
SULFADIAZIN
=
N
e
H
HoN
CioHoN4O,8 P.t.l: 250,3

Sulfadiazin la 4-amino-N-(pyrimidin-2-yl)-benzen sulfonamid,
phai chra tir 99,0 % dén 101,0 % C,oH,oN,O,S, tinh theo ché
phim d4 1am khb.

Tinh chét

Bot két tinh hoac tinh thé mau tring, tring vang hoic tring
hoi hdng.

Thuc té khong tan trong nudc, kho tan trong aceton, rat
khé tan trong ethanol 96 %, tan trong dung dich kiém
hydroxyd va trong dung dich acid v co lodng.

Dinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhém I: A.

Nhém II: B, C, D.

A. Phd hip thu hong ngoal (Phu luc 4.2) cua ché phim phal
phtt hop voi pho hap thu hong ngoai cua sulfadiazin chuin.
B. Lay 3 8¢ ché phim cho vio mdt ng nghiém khé, nhing
phan dudi ong nghiém véi géc nghiéng 45° vao trong cach
diu silicon va dun néng dén khoang 270 °C. Ché pham bi
phén hiy va tao thanh chét thing hoa c6 mau tring hodc



