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DICLOXACILIN NATRI

Yéu cau: Khéng it hon 80 % (Q) lugng diclofenac natri,
C,4H,oC1,NNaO,, so v6i lugng ghi trén nhan hoa tan trong
ca hai giai doan.

Pinh lugng

Phuong phap sic ky 1ong (Phu luc 5.3).

Pha déng: Hon hop A - methanol (34 : 66).

Hon hop A: 1000 ml dung dich ¢6 chira 0,5 g acid phosphoric
(TT) va 0,8 g natri dihydrophosphat (TT), dugc diéu chinh
vé pH 2,5 bang acid phosphoric (TT).

Dung dich thir: Cén 20 vién, tinh khéi lwong trung binh
vién va nghién thanh bét min. Can chinh xic mét luong
bt vién tuong g véi khoang 50 mg diclofenac natri vao
binh dinh muic 100 ml, thém 70 ml pha ddng, lic siéu 4m
trong 5 min, thém pha déng vira du dén vach, lic déu, loc.
Pha loang 5,0 ml dich loc thanh 50,0 ml bang pha ddng.
Dung dich chudn: Can chinh xac khoang 50 mg diclofenac
natri chuin hoa tan trong vira du 100,0 ml pha déng.
Pha logng 5,0 ml dung dich thu dugc thanh 50,0 ml bang
pha dong.

Dung dich phdn giai: Dung dich chira 0,0005 % diclofenac
natri chuin va 0,0005 % tap chit A chuin cua diclofenac
trong pha dong.

Piéu kién sdc ky:

Cot kich thude (25 cm x 4,6 mm) dugc nhdi end-capped
octylsilyl silica gel diing cho sdc ky (5 pm).

Detector quang phé tir ngoai & budc séng 254 nm.

Téc d6 dong: 1 ml/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phi hop cia hé thong Tién hanh sic ky
dung dich phan giai, voi diéu kién sic ky da mo ta & trén,
thai gian luu cia pic tap chéit A khoang 12 min, cia pic
diclofenac khoang 25 min. P§ phan gidi giita 2 pic khong
nhé hon 6,5.

Tién hanh sic ky v6i dung dich chuén, d6 léch chuén tuong
dbi cua dién tich pic diclofenac tir 6 13n tiém lap lai dung
dich chuin khéng dugc 16n hon 2,0 %.

Tién hanh sic ky vé6i dung dich thir va dung dich chuin.
Tinh ham lugng diclofenac natri, C.4HmC12NNa02, trong
vién dua vio dién tich pic trén sic ky d6 cia dung dich
chuin, dung dich thir va ham legng C,,H,,CL,NNaO,
trong diclofenac natri chudn.

Bédo quén
Trong bao bi kin, noi khé mat, tranh 4nh sang.

Loai thudc
Thudc chong viém khong steroid.

Ham lwgng thuwdmg dung
25 mg, 50 mg.
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Dicloxacilin natri 1a mnatri (2S,5R,6R)-6-[[[3-(2,6-
diclorophenyl)-5-methylisoxazol-4-yl]-carbonyl]amino]-
3,3-dimethyl-7-0x0-4-thia-1-azabicyclo[3.2.0]heptan-2-
carboxylat monohydrat, phai chira tir 95,0 % dén 102,0 %
C,oH,,C1,N;NaO;S, tinh theo ché phdm khan.

San phdm ban téng hop tir mdt san phim 1én men.

Tinh chit
Bt két tinh tring hay gan nhu tring, hiat 4m.
Dé tan trong nudc, tan trong ethanol 96 % va methanol.

Dinh tinh

C6 thé chon mét trong hai nhém dinh tinh sau:

Nhom I: A, D.

Nhém II: B, C, D.

A. Phd hip thy héng ngoai (Phu luc 4.2) ciia ché pham
phéi phii hop véi phé hap thu hdng ngoai ciia dicloxacilin
natri chuén.

B. Phuong phap sic ky 16p méng (Phu luc 5.4).

Badn mong: Silica gel da dwogc silan héa.

Dung méi khai trién: Aceton - dung dich amoni acetat 15,4 %
dugc chinh dén pH 5,0 bang acid acetic bang (30 : 70).
Dung dich thir: Hoa tan 25 mg ché phim trong S ml nude.
Dung dich d@si chiéu (1): Hoa tan 25 mg dicloxacilin natri
chun trong 5 ml nude.

Dung dich déi chiéu (2): Hoa tan 25 mg cloxacilin natri
chuén, 25 mg dicloxacilin natri chuén va 25 mg flucloxacilin
natri chudn trong 5 ml nurdc.

Cdch tién hanh: Chim riéng biét 1én ban mong 1 pl mdi
dung dich trén. Trién khai sic ky dén khi dung méi di dugc
15 cm. Dé ban moéng khd ngoai khong khi va dit ban méng
vao binh ¢6 hoi iod cho dén khi xuét hién cac vét. Quan
sat dudi anh sang ban ngay. Vet chmh thu dugce trén sic ky
b cua dung dich thir phai giéng vé& vi tri, mau sic va kich
thuéc véi vét chinh trén sic ky db cua dung dich d6i chleu
(1). Phép thir chi c6 gia trj khi sic ky db cua dung dich dbi
chiéu (2) cho 3 vét tach rd rang.

C. Liy khoang 2 mg ché phim vao mot bng nghiém dai
khoang 15 cm va duong kinh trong khoang 1,5 cm. Lam
am bang 0,05 ml nwée va thém 2 ml dung dich formaldehyd
trong acid sulfuric (TT). Tron céc thanh phén trong dng
bing cach lic trdn, dung dich xuit hién mau vang anh
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xanh. Dé éng nghiém trong bé cach thily khoang 1 min,
dung dich chuyén sang mau vang.
D. Ché phim cho phan ¢mg ctia ion natri (Phy lyc 8.1).

P{ trong va mau siic ciia dung djch

Dung dich S: Hoa tan 2,50 g ché phim trong nudc khong
c6 carbon dioxyd (TT) va pha loang thanh 25,0 ml véi
cung dung méi.

Dung djch S phai trong (Phy lyc 9.2). Do hap thy (Phy luc
4.1) ctia dung dich S do & bude séng 430 nm khong dugc
Iém hon 0,04.

pH
Tir 5,0 dén 7,0 (Phu lyc 6.2).
Ding dung dich S dé do.

Goc quay cyc riéng

Tir +128° dén +143°, tinh theo ché pham khan (Phu luc 6.4).
Hoa tan 0,250 g ché phim trong nuée va pha lodng thanh
25,0 ml vé&i cung dung méi.

Tap chét lién quan

Phuong phap sic ky 1ong (Phu lyc 5.3).

Pha dong: Dung djch kali dihydrophosphat 0,27 % dugc
diéu chinh téi pH 5,0 bing dung dich natri hydroxyd loang
- acetonitril (75 : 25).

Dung dich thir (1): Hoa tan 50,0 mg ché phim trong pha
dong va pha loang thanh 50,0 ml véi cing dung méi.
Dung dich thir (2): Pha loang 5,0 ml dung dich thir (1)
thanh 50,0 ml bing pha dong.

Dung dich doi chiéu (I1): Hoa tan 50,0 mg dicloxacilin
natri chuan trong pha dong va pha loang thanh 50,0 ml
vOi ciing dung méi. Pha loang 5,0 ml dung dich thu duge
thanh 50,0 ml vé&i pha dong.

Dung djch déi chiéu (2): Pha lodng 5,0 ml dung dich thir
(2) thanh 50,0 ml bang pha d6ng.

Dung dich doi chiéu (3): Hoa tan 5 mg flucloxacilin natri
chuén va 5 mg dicloxacilin natri chudn trong pha dong va
pha loang thanh 50,0 ml vé&i cung dung méi.

Diéu kién séc ky:

Cot kich thuéc (25 cm * 4,0 mm) dugc nhdi pha tinh C
(5 pm). '

Detector quang pho tir ngoai dat & budc séng 225 nm.
Téc d6 dong: 1,0 mI/min.

Thé tich tiém: 20 pl.

Cdch tién hanh:

Tiém dung dich thir (1), dung djch déi chiéu (2) va (3).
Tién hanh sic ky véi thoi gian gap 5 14n théi gian luu cia
dicloxacilin.

Thoi gian lru cua dicloxacilin khoang 10 min.

Kiém tra tinh phi hgp cta hé théng: Trén sic ky dd
cia dung dich ddi chiéu (3), 46 phan giai giira pic cua
flucloxacilin (pic thir nhét) va pic cua dicloxacilin (pic
thir 2) it nhét 14 2,5.

Gidi han:

Tap don bét ky: V&i mdi tap chat, dién tich pic khong dugc
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16n hon dién tich pic chinh trén sic ky dd cua dung dich
d6i chiéu (2) (1 %).

Téng dién tich pic cua tit ci c4c tap chit khong dugc 16n
hon 5 I4n dién tich pic chinh trén sic ky dd cta dung dich
dbi chiéu (2) (5 %).

Bo qua nhimg pic c6 dién tich nhé hon hoac bang 0,5 lin
dién tich pic chinh trén sic ky db ciia dung dich d6i chiéu
(2) (0,05 %).

Ghi chu:

Tap chdt A: Acid (4S)-2-[carboxy[[[3-(2,6-diclorophenyl)-5-
methylisoxazol-4-yl]carbonyl]amino]methyl]-5,5-dimethyl-
thiazolidin-4-carboxylic (cé4c acid penicilloic cia dicloxacilin).
Tap chit B: Acid (2RS,4S)-2-[[[[3-(2,6-diclorophenyl)-5-methyl-
isoxazol-4-yl]carbonyl]amino]methyl]-5,5-dimethyl-thiazolidin4-
carboxylic (c4c acid penilloic cua dicloxacilin).

Tap chit C: Acid (2S8,5R,6R)-6-amino-3,3-dimethyl-7-oxo0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-amino-
penicilanic).

Tap chit D: Acid 3-(2,6-diclorophenyl)-5-methylisoxazol-4-
carboxylic.

N,N-Dimethylanilin ‘
Khéng dugc qué 20 phan triéu (Phu luc 10.16, phuong
phéap 2).

Acid 2- ethylhexanoic
Khéng dugc qua 0,8 % (kl/kl) (Phu luc 10.17).

Nuée )
Tir 3,0 % dén 4,5 % (Phu luc 10.3).
Duing 0,300 g ché pham.

Chit giy sot

Néu ché phim dy dinh ding dé sin xuit thudc tiém ma
khong c6 phuong phép loai bo chét gay sét thi ché phim
phéi dap tmg phép thir chat gay sbt (Phu luc 13.4).

Tiém 1 ml dung dich chita 20 mg ché phim trong 1 ml
nuéce cdt pha tiém cho 1 kg trong lugng tho.

Pinh lrgng
Phuong phap sic ky 16ng (Phu luc 5.3). Piéu kién séc ky
nhu mé ta trong phan Tap chét lién quan.

Tién hanh sic ky v6i dung dich thir (2), dung dich déi
chiéu (1).

Kiém tra tinh phil hop ciia hé théng: D¢ 1éch chuin twong
ddi cua dién tich pic dicloxacilin trén sic ky db cua dung
djch dbi chiéu (1) thu dugc tir 6 lin tiém khong duoc 1én
hon 1,0 %.

Tinh ham lugng phén trim CgH,¢CI,N;NaOsS trong ché
phim dya vao dién tich pic thu dugc tir dung dich thir (2),
dung dich di chiéu (1) va ham lugng C,H,;¢C1,N;NaOsS
trong dicloxacilin natri chuin.

Béo quin

Trong bao bi kin, & nhiét 46 dudi 25 °C. Néu la ché phim
vd khufn thi bao bi phai dugc tiét trung, kin, chéng nhiém
khuén.
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DIDANOSIN

Loai thubc
Khéng sinh nhém penicilin.

Ché phim
Nang, b{t pha tiém.

DIDANOSIN

CoH2N4O4 P.t.l: 236,2

Didanosin la 2',3’-dideoxyinosin, Ehe'u' phﬁa tir 98,0 % dén
102,0 % C,oH,,N40,, tinh theo ché phdm khan.

Tinh chat

Bot két tinh mau tring hodc tring nga. RAt tan trong
dimethyl sulfoxid, hoi tan trong nudc, kho tan trong aceton
va trong methanol.

Pinh tinh

A. Phé hip thu hdng ngoai (Phu luc 4.2) ciia ché phim
phai phit hop véi phd hép thu hdng ngoai cia didanosin
chuin.

B. Trong phan Pinh Iugng, thdi gian luu cia pic chinh trén
sic ky do cua dung dich thir phai twong tmg véi thoi gian
luru ciia pic chinh trén sic ky d6 ciia dung dich chuin.

Géc quay cuc riéng o

Tir -28° dén -24°, tinh theo ché phéxp kh.an (Phu luc 6.4).
Ding dung dich chita 10 mg/ml ché pham trong nudc, do
d25°C.

Tap chit lién quan

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

Dung dich dém: Dung dich chira 0,77 g/l amoni acetat
(TT) trong nuoc.

Pha dgng A: Acetonitril - dung dich dém (1 : 19).

Pha dong B: Acetonitril - dung dich d@ém (1 : 3).

Dung méi pha méu: Diéu chinh pH cta dung dich dém dén
pH 9 bang dung dich chira ratri hydroxyd (TT). Chuin bi
hén hop acetonitril - dung dich dém pH 9 (1 : 19).

Dung dich thir: Dung dich chira 0,5 mg/ml ché phdm trong
dung méi pha méu.

Dung dich @i chiéu (1): Dung dich chira 0,5 mg/ml
didanosin chuin dung dé kiém tra tinh phi hop cia hé
thng trong dung méi pha mAu.

Dung dich déi chiéu (2): Dung djch chira 5 pg/ml tap chét
A chuin cua didanosin; 1,5 pg/ml didanosin chudn va
1,5 pg/ml tap chét B chuan ciia didanosin trong dung méi
pha mau,

Diéu kién sdc ky:
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Cot kich thuéc (25 cm x 4,6 mm) duge nhdi pha tinh C
(5 pm). -
Detector quang phd tir ngoai dit & bude song 254 nm.

Téc d6 dong: 2 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

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

Thoi gian Pha déng A Pha ding B
(min) (% tt/tt) (% tt/tt)

0 100 0

15 100 0

20 0 100

30 0 100

35 100 0

45 100 0o

Thoi gian hru twong ddi so véi didanosin (thdi gian
lwu khodng 6 min dén 7,5 min): Tap chit A khoing
0,28; inosin khoang 0,39; 2'-deoxyinosin khoang 0,45;
3'-deoxyinosin khoang 0,51; 2',3’-anhydroinosin khoang
0,59; dideoxydidehydroinosin khoang 0,81; tap chit B
khoang 2,1; 5'-deoxydideoxyadenosin khoang 3,1.

Kiém tra tinh phil hop ciia hé théng: Trén sic ky db cia
dung dich di chiéu (1), 6 phan giai giira pic didanosin
va pic dideoxydidehydroinosin khong nhé hon 3,0; sé dia
Iy thuyét tinh trén pic dideoxydidehydroinosin khdng nho
hon 6000. Trén séc ky db cua dung dich di chiéu (2), do
léch chuan tuong dbi cua dién tich pic tap chit A thu duoc
tir 6 lan tiém lap lai khong 16n hon 2,0 %.

Tinh ham lwgng phén trim cia tap chét A trong ché phim,
néu ¢6, dua vao dién tich pic tap chét A trén sic ky d6 cua
dung dich thir, dung dich d6i chiéu (2) va nong do cia tap
chat A trong dung dich d6i chiéu (2).

Tinh ham lugng phén trim cia céc tap don khéc trong ché
phém, néu ¢6, dua vao dién tich pic tap chét trén sic ky
dd cua dung dich thir, dién tich pic didanosin trén sic ky
dd cua dung dich dbi chiéu (2) va ndng d6 cua didanosin
trong dung dich ddi chiéu (2).

Gidi han:

Tap chitA: Khéng dugc qua 0,5 %.

2'-Deoxyinosin: Khong dugc qua 0,3 %.

Tap chét B, inosin, 3'-deoxyinosin; 2',3’-anhydroinosin;
dideoxydidehydroinosin; 5’-deoxydideoxyadenosin: Véi
mdi tap chit, khong dugc qua 0,2 %.

Tap don khac: Vi mdi tap chét, khong dugc qué 0,1 %.
Téng tap chat: Khong duge qua 1,0 %.

Ghi chi:

Tap chat A: Hypoxanthin.

Tap chét B: 2',3"-Dideoxyadenosin.

Nuée
Khéng duge qua '2,0 % (Phu luc 10.3).
Diing 1,000 g ché pham.



