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AMPICILIN

Ham lhrgng tetraen

Khéng dugc qué 13,3 % so vdi lugng amphotericin B ghi
trén nhan.

Dung dich thir: Thém vao lugng bdt vién tuong g vdi
37,5 mg amphotericin B 5 ml dimethyl sulfoxid (TT) va 25 ml
methanol (TT). Lic trong 10 min, thém methanol (TT) vira
i 50 ml, lic manh va loc. Pha lodng 4 ml dung dich loc
nay v&i methanol (TT) vira du 50 ml.

Dung dich déi chiéu (1): Hoa tan 50 mg amphotericin B
chuén trong 5 ml dimethyl sulfoxid (TT), thém methanol
(TT) vira @i 50 ml. Pha loang 4 ml dung dich nay véi
methanol (TT) vira da 50 ml.

Dung dich déi chiéu (2): Hoa tan 25 mg nystatin chuin
trong 25 ml dimethyl sulfoxid (TT), thém methanol (TT)
vira di 250 ml. Pha loang 4 ml dung dich nay v&i methanol
(TT) vira da 50 ml.

Po lan lrot dd hip thu (Phu luc 4.1) ciia dung dich thir va
céc dung dich déi chiéu (1) va (2) & cic budc séng cuc
dai 282 nm va 304 nm, dung dung dich dimethyl sulfoxid
0,8 % (tt/tt) trong methanol 1am miu tring.

Tinh d5 hép thu riéng A (1 %, 1 cm) cia ché phim & ca
2 budc séng theo két qua ham lwong amphotericin B tinh
dugc & phan dinh lugng. Tinh A (1 %, 1 cm) cua nystatin
chuin va amphotericin B chuén & ca 2 budc séng theo ché
phim d lam khé. Tinh hiam lwong (%) tetraen trong miu
theo cong thirc:

100(B,S, — B,S)

X=F+
(V2B —N,B,)

Trong do:

S, va S, 12 d6 hp thu riéng ctia ché phim & 282 nm va 304 nm.
N, va N, 14 d6 hip thu riéng ctia nystatin chuin & 282 nm
va 304 nm.

B, va B, 12 @ hép thy riéng ciia amphotericin B chuin &
282 nm va 304 nm.

F 12 ham luong tetraen trong amphotericin B chun.

Dinh Iwrgong

Cin 20 vién, nghién thanh bét min. Can chinh xac mt lugng
bot vién frong tmg v6i khoang 10 mg amphotericin B, thém
10 ml nude, tron déu, thém dimethyl sulfoxid (TT) vira di
100 ml, lac 20 min va loc.

Tién hanh dinh lugng theo chuyén luan “X4c dinh hoat luc
thuéc khang sinh bing phuong phép thir vi sinh vat” (Phy
luc 13.9).

1000 IU tuong duong véi 1 mg amphotericin B.

Bio quan
Béo quén tranh anh sang.

Loai thude
Thuoc chong nam.

Ham lrong thwémg dung
10 mg.
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Ampicilin la acid (2S,5R,6R)-6-[[(2R)-2-amino-2-phenyl-
acetyl]amino]-3,3-dimethyl-7-ox0-4-thia-1-azabicyclo
[3.2.0]heptan-2-carboxylic, phai chira tir 96,0 % dén 102,0%
C15H|9N304S tl]lh theo che pham khan.

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

P.t.1: 3494

Tinh chit

Bot két tinh da hinh mau tring hodc gin nhu tréng.

Hoi tan trong nudc, thuc té khong tan trong aceton, ethanol
96 % va dau béo. Tan trong dung dich acid lodng va dung
dich hydroxyd kiém loang.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhom I: A, D.

Nhém II: B, C, D.

A. Phé hip thu hong ngoai (Phu luc 4.2) cua ché phdm phai
phu hop voi phd hép thy hong ngoai ciia ampicilin chuan.
B. Tién hanh phuong phéap sic ky 16p moéng theo “Pinh
tinh cac penicilin” (Phu luc 8.2), dung pha dgng B.

C. Ché phim phai cho phan {mg B trong phép thir “Phan
ung mau cua cac penicilin va cephalosporin” (Phu luc 8. 3).
D. Ché phdm phai d4p ‘g yéu cdu ctia phép thir Nudc.

D¢ trong cia dung dich

Hoa tan 1,0 g ché phadm trong 10 ml dung dich acid
hydrocloric 1 M (TT), dong thoi hoa tan 1,0 g ché pham
khac trong 10 ml dung dich amoniac 2 M (TT). Quan sat
ngay sau khi hoa tan. Ca hai dung dich trén khong duge duc
hon hén dich d&i chiéu s6 II (Phu luc 9.2).

pH

Tir 3,5 dén 5,5 (Phuy luc 6.2).

Hoa tan 0,1 g ché phdm trong muwéc khéng cé carbon
dioxyd (TT) va pha loang thanh 40 ml v&i cing dung mou.

Go6c quay cuc riéng

Tir+280° dén +305°, tinh theo ché phdm khan (Phu lyc 6.4).
Hoa tan 62,5 mg ché pham trong nude va pha loang thanh
25,0 ml véi cung dung moi.

Tap chét lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha ding A: Tron déu 0,5 ml acid acetic lodng (TT), 50 ml
dung dich kali dihydrophosphat 0,2 M (TT) va 50 ml
acetonitril (TT), thém nwdc vira di 1000 ml.

Pha dgng B: Tron déu 0,5 ml acid acetic loang (TT), 50 ml
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dung dich kali dihydrophosphat 0,2 M (TT) va 400 ml
acetonitril (TT), thém nwdc vira da 1000 ml.

Dung dich thir (1): Hoa tan 27,0 mg ché pham trong pha
dong A va pha loang thanh 50,0 ml véi cung dung moi.
Dung dich thir (2): Hoa tan 27,0 mg ché phim trong pha
dong A va pha loang thanh 10,0 ml véi cing dung méi.
Chuén bi ngay trudc khi dung.

Dung dich doi chiéu (1): Hoa tan 27,0 mg ampicilin khan
chuin bing pha dong A va pha lodng thinh 50,0 ml véi
cung dung méi.

Dung dich doi chiéu (2): Hoa tan 2,0 mg cefradin chuén
trong pha dfng A va pha lodng thanh 50,0 ml véi cung
dung méi. Tron deu 5,0 ml dung dich thu dugc va 5,0 ml
dung dich déi chiéu (1).

Dung dich d6i chiéu (3): Pha loang 1,0 ml dung dich déi
chiéu (1) thanh 20,0 ml bing pha déng A.

Diéu kién sdc ky:

Cét kich thudc (25 cm x 4,6 mm) dugc nhdi pha tinh C
(5 pm).

Detector quang phd tir ngoai dit & budc song 254 nm.
Téc do dong: 1,0 ml/min.

Thé tich tiém: 50 pl.

Cdch tién hanh:

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

Thei gian Pha djng A Pha dong B
(min) ottty (%)
0-tg 85 Rt

tr- (ta +30) 85 — 0 15— 100
(tg + 30) - (tg + 45) 0 100
(e +45)- (tx +60) 85 15

= théi gian luu ciia ampicilin x4c dinh dugc & sic ky db cua
dung dich d6i chiéu (3).
Néu phai diéu chinh ty 1€ cac thanh phan pha déng dé dat
d phén gii yéu cau, viéc diéu chinh nay phai duogc thue
hién ngay tai thoi diém 0 ciia chuong trinh dung méi va &
phan Dinh lugng.
Tién hanh sic ky ding dong véi thanh phin pha dong nhu
thoi diém bit dau chuong trinh dung méi véi dung dich
d6i chiéu (2) va (3) Tién hanh sic ky theo chuong trinh
dung méi & trén véi dung dich thir (2) va méu tréng 1a pha
dong A.
Kiém tra tinh phu hop cua hé thong Trén séic ky d6 cua
dung dich dbi chiéu (2), d3 phén giai giira pic cua ampicilin
va pic ciia cefradin it nhat l4 3,0; néu can diéu chinh ty 1§
pha dong A : B.
Gidi han:
Tap don chéit: Véi mdi tap chit, dién tich pic khéng dugc
16n hon dién tich pic chinh thu dugc trén sac ky dd cua
dung dich dbi chiéu (3) (1,0 %).
Ghi chu:
Tap chét A: Acid (25,5R,6R)-6-amino-3,3-dimethyl-7-oxo-4-thia-
1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-aminopenicilanic).
Tap chat B: Acid (25,5R,6R)-6-[[(25)-2-amino-2-phenylacetyl]
amino]-3,3-dimethyl-7-0x0-4-thia-1-azabicyclo [3.2.0] heptan-
2-carboxylic (L-ampicilin).

AMPICILIN

Tap chét C: Acid (45)-2-(3,6-dioxo-5-phenylpiperazin-2-yl)-5,5-
dimethylthiazolidin-4-carboxylic (diketopiperazin ciia ampicilin).
Tap chit D: Acid (45)-2-[[[(2R)-2-amino-2-phenylacetyl]amino]
carboxymethyl]-5,5-dimethylthiazolidin-4-carboxylic(acid
peniciloic ciia ampicilin).

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

Tap chit E: Acid (25)-2-[[[(2S,5R,6R)-6-[[(2R)-2-amino-
2-phenylacetyl]amino]-3,3-dimethyl-7-oxo0-4-thia-1-
azabicyclo[3.2.0]hept-2-yl]carbonyl]amino]-2-phenylacetic
(ampicilinyl-D-phenylglycin).

Tap chat G: (3R,6R)-3,6-Diphenylpiperazin-2,5-dion.

Tap chéttH: 3-Phenylpyrazin-2-ol.

Tap chat I: Acid (2S,5R,6R)-6-[[(2R)-2-[[(2R)-2-amino-2-
phenylacetyl]amino]-2phenylacetyl]amino]-3,3-dimethyl-
7-0x0-4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylic
(D-phenylglycylampicilin).

Tap chat J: Acid (25,5R,6R)-6-[(2,2-dimethylpropanoyl)amino]-
3,3- dunethyl 7-0x0-4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylic.
Tap chdt K: Acid (2R)-2-[(2,2- dimethylpropanoyl)amino]-2-
phenylacetlc

Tap chatL: Acid (2R)-2-amino- 2-phenylacet1c (D-phenylglycin).
Tap chit M: Céc co-oligomer cua ampicilin va cua acid
peniciloic ctia ampicilin.

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

Nuée
Khéng dugc qua 2,0 % (Phu lyc 10.3).
Dimng 0,300 g ché phim.

Tro sulfat
Khéng dugc qua 0,5 % (Phu luc 9.9, phuong phép 2).
Dimng 1,0 g ché phim.

Pinh lugng

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

Pha dong: Ty 1€ ban diu cua pha dong A va B. Diéu chinh
néucin,

Tién hanh sdc ky véi dung dich thir (1), dung dich d6i
chléu (1).

Klem tra tinh phu horp ctia hé théng: Do 1éch chuan tuwong
dbi cua dién tich pic ampicilin trén sic ky dd cua dung
dich di chiéu (1) trong 6 lan tiém khong dugc 1on hon 1,0.
Tinh ham lugng cua C;¢H,oN;0,4S trong ché phim dya vao
dién tich pic thu dugc trén sac ky 46 ciia dung dich thir (1),
dung dich d6i chiéu (1) va ham lugng cua C;¢H,oN;0,S
trong ampicilin khan chuan.

Bdo quéin .
Trong bao bi kin, dé & nhiét @6 duéi 30 °C.

Loai thudc
Khéng sinh nhém beta-lactam,

Ché phim
Nang, bt pha hdn dich.
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