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hon vét thu dugc trén sic ky dd cua dung dich d6i chiéu
(2) (2,0 %). Phép thir chi c6 gia tri khi vét chinh trén sic
ky d6 thu dugc tir dung dich ddi chiéu (1) va tir dung dich
thir da di chuyén dugc mot doan du dé cac vét phu tich 16
rét va nhin thiy rd vét thu duoc trén sic ky db cua dung
dich d6i chiéu (3).

Alcaloid va strophanthin-K
Thém 0,5 ml dung dich acid tanic 10 % vao 5,0 ml dung
dich S, khong c6 tia tao thanh.

Nuée )
Tu 18,0 % dén 22,0 % (Phu luc 10.3).
Dung 0,100 g ché pham.

Tro sulfat
Khéng duoc qua 0,1 % (Phu luc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Dinh lrgng

Hoa tan 40,0 mg ché pham trong ethanol 96 % (TT) va pha
loding thanh 50,0 ml bang ethanol 96 % (TT), pha lodng
5,0 ml dung dich nay thanh 100,0 ml bang ethanol 96 %
(TT). Chuén bi miu chuin giéng nhu miu thir véi 40,0 mg
ouabain chuén. Thém 3,0 ml dung dich natri picrat kiém
(TT) vao 5,0 ml dung dich thir va 5,0 ml dung dich chun.
Dé yén 30 min tranh 4nh sang va do d hap thu (Phu luc
4.1) clia dung dich thir va dung dich chuén & budc séng
cuc dai 495 nm. Ding hén hop 5,0 ml ethanol 96 % (TT)
va 3,0 ml dung dich natri picrat kiém (TT) chuén bi ddng
thoi lam mau trang

Tinh ham lwong ctia C,oH,,0,; tir cac d6 hép thu do dugc
va ham luong cia ouabain chuén.

Béio quén
Tranh anh séng.

Loai thuéc
Thuoc tri suy tim.

OXACILIN NATRI MONOHYDRAT
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C9HsN3NaOsS.H,0 Pt.l: 4414

Oxacilin natri monohydrat 13 natri (2S,5R,6R)-3,3-
dimethyl-6-[[(5-methyl-3-phenylisoxazol-4-yl)carbonyl]
amino]-7-oxo0-4-thia-1-azabicyclo[3.2.0]heptan-2-
carboxylat natri monohydrat, phai chira tir 95,0 % dén
102,0 % CgH,gN;NaOs8, tinh theo ché phdm khan.

Ché phim ban tdng hgp tir mét san pham 1én men.
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Tinh chét

Bo6t mau tring hay gin nhu tring.

Dé tan trong nudc, tan trong methanol, thyc té khong tan
trong methylen clorid.

Pinh tinh

A. Phd hép thu hong ngoai (Phu luc 4.2) cua ché phim
phai phit hop véi phd hip thy hdng ngoai cuia oxacilin natri
monohydrat chuén.

B. Ché phém phai cho phan (mg (A) ciia ion natri (Phu luc 8.1).

Pj trong va mau sic cia dung dich

Hoa tan 2,50 g ché phim trong nude va pha lodng thanh
25,0 ml vdi cung dung moi.

Dung dich thu dwoc phai trong (Phu luc 9.2) va d6 hap thu
anh sang (Phu luc 4.1) do & budc séng 430 nm khong duge
16n hon 0,10.

pH

Tir 4,5 dén 7,5 (Phu luc 6.2).

Hoa tan 0,30 g ché phdm trong nuwdc khéng cé carbon
dioxyd (TT) va pha lodng thanh 10 ml v&i cung dung méi.

Goc quay cue riéng

Tur+196° dén +212°, tinh theo ché phim khan (Phu luc 6.4).
Hoa tan 0,250 g ché phim trong nudc va pha lodng thanh
25,0 ml véi cung dung moi.

Tap chét lién quan

Phuong phéap sic ky 16ng (Phu luc 5.3).

Pha déng: Tron déu 25 thé tich acefonitril (TT) véi 75 thé
tich dung dich kali dihydrophosphat 0,27 % dugc chinh
dén pH 5,0 bing dung dich natri hydroxyd loang (TT).
Dung dich thir: Hoa tan 50,0 mg ché phim trong pha dng
va pha long thanh 50,0 ml véi pha dong.

Dung dich déi chiéu (1): Pha lo@ng 1,0 ml dung dich thir
thanh 100,0 ml v&i pha dong.

Dung dich doi chiéu (2): Hoa tan 5 mg cloxacilin natri
chuén (tap chit E) va 5 mg oxacilin natri monohydrat chuin
trong pha dong va pha loang thanh 50,0 ml vé1 pha dong.
Dung dich déi chiéu (3): Dé tao tap chit B va tap chat
D, hoa tan 25 mg ché phém trong 1 ml dung dich natri
hydroxyd 0,05 M (TT), @ yén trong 3 min va pha lodng
thanh 100 m] vé&i pha déng. Tiém ngay dung dich thu dugc
vao hé théng sic ky.

Dung dich doi chiéu (4): Hoa tan 5 mg oxacilin chuén
dung dé dinh tinh pic (gdm tap chit E, F, G, I va J) trong
5 ml pha dong.

Diéu kién sdc ky:

Cot kich thude (25 cm x 4,0 mm) duge nhdi pha tinh C
(5 pm). i

Detector quang pho tir ngoai dat ¢ budc song 225 nm.
Téc 46 dong: 1,0 ml/min.

Thé tich tiém: 20 pl.

Thoi gian chay sic ky bing 7 lan thoi gian lwu cua pic
oxacilin.
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Cdch tién hanh: ,

Tién hanh sic ky véi mau tring, dung dich thir va cac dung
dich déi chiéu.

Xac dinh cac pic tap chit: Trén sic ky db cia dung dich
d6i chiéu (3), 2 pic dugc rira gidi ra trudc pic chinh 1an
lwot 13 pic cia tap chét B va tap chét D. )

So sanh sic ky d6 cung cip kém theo oxacilin chuin ding
dé dinh tinh pic va sic ky d6 thu duoc cia dung dich déi
chiéu (4) dé xac dinh cac pic tap chat E, F, G, 1 va J.

Thoi gian luu tuong d6i cua céc pic tap chét so vdi pic
oxacilin (thoi gian luu khodng 5 min) la: Tap chit A
khoang 0,3; tap chét B (isomer 1) khoéng 0,4; tap chét B
(isomer 2) khoang 0,5; tap chét C khoang 0,65; tap chit D
(2 isomer) khoang 0,9; tap chit E khoang 1,5; tap chit F
khoang 1,9; tap chit G khoang 2,1; tap chit H khoéng 3,5;

tap chét I khoang 3,8; tap chit J khoang 5,8.

Kiém tra tinh phu hop cua hé thong Trén sic ky db cua
dung dich ddi chiéu (2), @0 phan giai giita pic oxacilin va
pic tap chat E khéng nho hon 2,5.

Sic ky do thu dugc cua dung dich d6i chiéu (4) phai twong
img véi sic ky b cung cip kém theo oxacilin chuin dung
dé dinh tinh pic.

Yéu cdu: Trén sic ky db cia dung dich thu:

Tong dién tich cua 2 pic turong tng v6i 2 pic isomer clia tap
chét B khéng dugc 16m hon 1,5 1in dién tich cua pic chinh
trén sic ky d6 thu duoc tir dung dich di chiéu (1) (1,5 %).

Dién tich cua p1c tuong img voi tap chat E khéng duoc 16n
hon dién tich pic chinh trén sic ky d6 thu dugc cua dung
dich d6i chiéu (1) (1,0 %).

Tong dién tich cua 2 pic tuong Ung v6i 2 pic isomer cla
tap chit D, dién tich ctia moi plC tap chit F, G, I, J khong
duoc 16m hon 0,5 1dn dién tich pic chinh trén sac ky dd thu
dugc cia dung dich dbi chiéu (1) (0,5 %).

Dién tich ciia méi pic tap don khac khéng dugc 16n hon
0,5 lan dién tich pic chinh trén sic ky do thu dugc cia
dung dich dbi chiéu (1) (0,5 %o).

Tong dién tich cac pic tap chat khong dugc 16n hon 3 lan
dién tich cta pic chinh trén sic ky dd thu dwgc tir dung
dich déi chiéu (1) (3,0 %).

Bé qua cac pic c6 dién tich nhé hon hoic bing 0,05 lin
dién tich ciia pic chinh trén sic ky dd thu duoc tir dung
dich d6i chiéu (1) (0,05 %).

Ghi chu:

Tap chat A: Acid (28,5R,6R)-6-amino-3,3-dimethyl-7-oxo0-4-thia-
l-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-aminopenicilanic).
Tap chét B: Acid (45)-2-[carboxy[[(5-methyl-3-phenylisoxazol-
4-yl)carbonyl]amino]methyl]-5,5-dimethylthiazolidin-4-
carboxylic (acid peniciloic ciia oxacilin).

Tap chit C: Acid 5-methyl-3-phenylisoxazol-4-carboxylic.

Tap chit D: Acid (2RS,4S)-5,5-dimethyl-2-[[[(5-methyl-3-
phenylisoxazol-4-yl)carbonyl]amino]methyl] thiazolidin-4-
carboxylic (acid peniloic cua oxacilin).

Tap chat E: Cloxacilin.

Tap chit F: Acid (2R,5R,6R)-3,3-dimethyl-6-[[(5-methyl-
3-phenylisoxazol-4-yl)carbonyl]amino]-7-0x0-4-thia-1-
azabicyclo[3.2.0]heptan-2-thiocarboxylic (thiooxacilin).

OXACILIN NATRI MONOHYDRAT

Tap chidt G: Acid (25,5R,6R)-6-[[[3-(clorophenyl)-5-
methylisoxazol-4-yl]carbonyl]amino]-3,3-dimethyl-7-o0xo0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic (cloxacilin isomer).
Tap chit H: Acid (3S,7R,7aR)-2,2-dimethyl-5-(5-methyl-3-
phenylisoxazol-4-yl)-2,3,7,7a-tetrahydro imidazo[5,1-b]thiazol-
3,7-dicarboxylic (acid penilic cua oxacilin).

Tap chét I: Acid (25,5R,6R)-6-[[(2S,5R,6R)-3,3-dimethyl-6-
[[(5-methyl-3-phenylisoxazol-4-yl)carbonyl]Jamino]-7-oxo0-
4-thia-1-azabicyclo[3.2.0]heptan-2-carbonyl]amino]-3,3-
dimethyl-7-oxo-4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylic
(6APA oxacilin amid).

Tap chit J: Acid (2S,5R6R)-6-[[(2R)-[(2R 4S)-4-carboxy-5,5-
dimethylthiazolidin-2-yl][[(5-methyl-3-phenylisoxazol-4-yl)
carbonyl]amino]acetyl]amino]-3,3-dimethyl-7-oxo-4-thia-1-
azabicyclo[3.2.0]heptan-2-carboxylic (0zolamid ciia 6-APA dimer).

Ethyl acetat va butyl acetat
Phuong phap sic ky khi head—space (Phu lyc 5.2).
Dung dich thir: Hoa tan 0,200 g ché phim trong 6,0 ml nude.
Dung dich @i chiéu: Hoa tan 83 mg ethyl acetat (TT) va
83 mg butyl acetat (TT) trong nude va pha loang thanh
250,0 ml véi cing dung moi. Sir dung 6,0 ml dung dich nay.
Déng ngay céc lo dung méu tiém bing nit cao su c6 bao
16p polytetrafluoroethylen va giit boi mét vong chup ngoai
bang nhom. Lac d&u dé thu dugc dung dich dong nhit.
Diéu kién sdc ky:
Cot mao quén bing silica nung chay (50 m x 0,32 mm),
dugc phi 16p phim poly(dimethyl)siloxan day 5 pm.
Khi mang: Heli diing cho sdc ky khi (TT).
Téc do dong: 2 mI/min.
Cc diéu kién tiém pha hoi tinh:

Nhiét 36 can bing: 80 °C.

Théi gian can bang: 60 min.

Nhiét 9 dong chay: 140 °C.

Thoi gian diéu 4p: 30 s.

Chuong trinh nhiét d6:
Théi gian (min) Nhiét d (°C)
0-6 70
Cot 6-16 70220 |
~16-18 220 |
Budng tiém 140
e e
Detector | 250

Detector ion héa ngon lua

Thoi gian luu cua ethyl acetat khoang 10 min, cia butyl
acetat khodng 15,5 min.

Gioi han:

Ethyl acetat khong duge qua 1,0 %.

Butyl acetat khong duoc qua 1,0 %.

N,N-Dimethylanilin
Khong dugc qua 20 phan trigu (Phu luc 10.16, phuong
phap 2).

Acid 2-ethylhexanoic
Khéng duge qua 0,8 % (Phy luc 10.17).
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OXYGEN

Nuére )
Tir 3,5 % dén 5,0 % ('Phu luc 10.3).
Dang 0,300 g ché pham.

N¢i djc to vi khudn

Khong dugc qué 0,20 EU/mg (Phu luc 13.2).

Néu ché phiam dugc dung dé san xuat cic dang thude tiém
ma khéng c6 phuong phéap hiru hi€u loai bo ni doe t6 vi
khuén thi phai dap img yéu cau cia phép thir nay.

DPinh lugng

Phuong phap sac ky long (Phy luc 5.3).

Pha d9ng, diéu kién sic ky nhu mé ta & muc Tap chit lién quan.
Dung dich thir: Hoa tan 50,0 mg ché pham trong pha déng
va pha loang thanh 50,0 ml véi pha dong. Pha loang 5,0 ml
dung dich thu dugc thanh 50,0 ml véi pha dong.
Dungdich chudn: Hoa tan 50,0 mg oxacilin natri monohydrat
chuan trong pha dong va pha loang thanh 50,0 ml véi pha
dong. Pha loang 5,0 ml dung dich thu dugc thanh 50,0 ml
véi pha dong.

Cach tién hanh:

Tién hanh sic ky véi dung dich thir va dung dich chuin.
Tinh ham luong oxacilin natri, C;oH;gN;NaOsS, trong
ché pham dya vao dién tich pic thu dwgc trén sic ky do
cia dung dich chuin, dung dich thir va ham lugong cua
C,oH,sN3NaO;S trong oxacilin natri monohydrat chuin.

Béo quin
Trong d6 dung kin. Neu ché pham v6 khuan phai bao quan
trong d6 dung kin, v6 khuan.

Loai thudc

Khang sinh.

Ché phim

Nang, bgt pha tiém.

OXYGEN

0, Pt.l: 32,00
Oxygen phai chira it nhat 99,5 % O, (tt/tt).

Tinh chét

Khi khéng mau, khong mui.

1 ml oxygen hoa tan trong khoang 32 ml nugc va trong
khoang 7 ml ethanol & 20 °C, tai 4p suit 101,3 kPa.

Pinh tinh

A. Cho mot manh g chay con than hong tiép xuc véi ché
phim, s& boc chay thanh ngon lira sang.

B. Lic ché phidm v6i dung dich kiém pyrogalol (TT), ché
pham s& bj hap thy va dung djch chuyén thianh mau nau sim.
Khi oxygen dwoc san xuat bang quy trinh phdn doan khi
héa long thi khéng phai thir hai chi tiéu carbon monoxyd
va carbon dioxyd.
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Carbon monoxyd

Khéng dugc qua 5 phan tri¢u (tvt).

Tién hanh theo Phulyuc 9.5: “Thu gii han carbon monoxyd
trong khi y t€”. Ding 7,5 L che pham dé thur, toc 4o dong

4 L/hva7,5 Largon dé lam miu tring. Chénh léch thé tich

dung dich natri thiosulfat 0,002 M (CP) giira 2 lan chuan

d¢ khong dugc qua 0,4 ml.

Ong nghiém ding cho cic phép thir: Carbon monoxyd,

Carbon dioxyd, Céc chat oxy hoéa phai dap img yéu cau

trong Phu lyc 9.1 va dudng kinh trong cua ong nghiém

thich hop, sao cho chiéu cao cua 50 ml chét long dem thir

phai tir 12 cm dén 14cm.

Carbon dioxyd

Khong dugce qua 0,03 % (tt/tt).

Suc 1,0 L ché phim qua 50 ml dung dich bari hydroxyd
0,15 M (TT) trong,

Néu dung dich bi duc, thi d6 duc khéng duoc qua do
duc cia dung dich dbi chiéu gdbm 1,0 ml dung dich natri
hydrocarbonat 0,11 % trong nudc khéng co carbon dioxyd
(TT) va 50 ml dung dich bari hydroxyd 0,15 M (TT).

Gi6i han acid - kiém

Dung dich thir: Cho 2,0 L ché phdm chay qua hdn hop gom
0,1 ml dung dich acid hydrocloric 0,01 N (CD) va 50 ml
nudc khong co carbon dioxyd (TT).

Dung dich déi chiéu (1): 50 ml nudc khong co carbon
dioxyd (TT).

Dung dich déi chiéu (2): Hon hop 50 ml nwcc khéng cé
carbon dioxyd (TT) va 0,2 ml dung djch acid hydrocloric
0,01 N (CD).

Thém vao mdi dung dich trén 0,1 ml dung dich do methyl
0,02 % trong ethanol 70 %. Cudng do mau cua dung dich
thir phai ddm hon dung dich ddi chiéu (1) va nhat hon
dung dich dbi chiéu (2).

Cic chét oxy hoa

Cho vao mdi binh tru 50 ml dung dich hé tinh bot c6 kali
iodid (TT) vira mai pha va 0,2 ml acid acetic bang (TT).
Dé hai binh trong ché tdi. Cho 5,0 L ché phim suc qua mét
trong hai binh. So sdanh mau cua dung dich trong hai binh.
Dung dich trong cé hai binh phai khong mau.

Nuéc

Ham lugng nuéc khéng dugc qua 60 g/l

Thiét bi bao gom mét trong mét 4m ké dién nhu mé ta
duéi ddy, mot dng do d6 4m thich hop, hodc mét 4m ké.
Cac té bao do bao gbm mot mang anhydrid phosphoric
mong dit giira hai ddy bach kim dugc cudn lai sao cho c6
hoat tinh nhur céc dién cuc. Anhydrid phosphoric hip thu
hoi nudc trong khi thir s€ tao thanh acid phosphoric, acid
ndy la mot chat dan dién.

Trudc khi dua khi thir vao thiét bi, dé khi 6n dinh & nhiét
do phong va dam bao nhiét do khéng dbi trong may. Tao
mot dién thé lién tuc giira cic dién cuc dé dién phan nudc
va tai tao anhydrid phosphoric.



