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PHENOXYMETHYLPENICILIN

P§ trong va mau sic cia dung djch
Dung djch S: Hoa tan 1,0 g ché phdm trong nuée va pha
lodng thanh 15 ml v&i cung dung méi.
Dung dich S phai trong (Phu luc 9.2) va khong dugc co
mau ddm hon mau mau Ng (Phy luc 9.3, phuong phap 2).

Giéi han acid
Thém 0,05 ml dung dich da cam methyl (TT) vao 2 ml
dung dich S. Dung dich phai c6 mau vang.

Diém déong dic
Khong dugce dudi 39,5 °C (Phu luc 6.6).

Cin sau khi bay hoi

Khoéng dugc qua 0,05 %.

Lay 5,000 g ché phidm lam bay hoi dén khé trén cach thiy
va shy & 100 °C dén 105 °C trong 1 h.

Pinh lurgng

Hoa tan 2,000 g ché phim trong muwdc va pha loang thanh
1000,0 ml véi cung dung méi. Chuyén 25,0 ml dung dich
thu dugc vao 1 binh thiy tinh cé nit mai. Thém 50,0 ml
dung dich brom 0,1 N (CD) va 5 ml acid hydrocloric (TT).
Piy binh va dé 30 min (thinh thoang lic), sau d6 dé yén
15 min nita. Thém 5 ml dung dich kali iodid 20 % (TT),
lac va chuin d6 bang dung dich natri thiosulfat 0,1 N (CD)
cho dén mau vang nhat. Thém 0 5 ml dung d;ch hé tinh bpt
(TT) va 10 ml cloroform (TT) tiép tuc vira chuén do vira lic
manh. Song song lam mau tring.

1 ml dung dich brom 0,1 N (CP) tuong duong vdi 1,569 mg
CsHeO.

Bao quén
Trong d6 dung kin, tranh anh séng.

Loai thudc
Sat trung, bao quan chong nhiém khuan, chong ngira.

PHENOXYMETHYLPENICILIN

O o

CI6H18N205

Phenoxymethylpenicilin 13 acid (2S,5R,6R)-3,3-dimethyl-
7-0x0-6- [(phenoxyacetyl)ammo]-4~tlua—l -azabicyclo[3.2. 0]

heptan-2-carboxylic, dugc san xuét bing cach nudi cay

ching Penicillium notatum hoéc cac chung cung ho.

Téng ham Iluong cua phenoxymethylpenicilin va

4-hydroxy-phenoxymethylpenicilin phai tr 95,0 % dén

102,0 %, tinh theo ché ph;im khan.

P.t.l: 350,4
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Tinh chit
Bot két tinh mau tring hoic gan nhu tring, hoi hat 4m. Rét
kho tan trong nudc, tan trong ethanol 96 %.

DPinh tinh

C6 thé chon m6t trong hai nhém dinh tinh sau:

Nhom I: A.

Nhém II: B, C, D.

A. Phd hdp thu hong ngoai (Phu luc 4.2) cua ché
phim phai phi hgp voi phd hép thu hong ngoai cia
phenoxymethylpenicilin chuén.

B. Ché phim phai dap tmg yéu cau phép thir pH.

C. Tién hanh sic ky 16p méng theo Pinh tinh cac penicilin
(Phu luc 8.2).

D. Ché phim cho phan {ng B trong phép thir Phan img
mau cua cac penicilin va cephalosporin (Phu luc 8.3).

pH

Tir 2,4 dén 4,0 (Phu luc 6.2)

Lic 50 mg ché phim trong 10 ml nude khéng co carbon
dioxyd (TT) dé tao thanh hén dich.

Tap chit lién quan

Phwong phap sic ky 16ng (Phu luc 5.3)

Pha déng A: Dung dich dém phosphat pH 3,5 - methanol -
nuéc diing cho sic ky (10 : 30 : 60).

Pha dong B: Dung dich dém phosphat pH 3,5 - methanol -
nweée diing cho séc ky (5 : 60 : 35).

Dung méi pha mdu: Thém 500 ml nuée vao 250 ml dung
dich kali dihydrophosphat 0,2 M (TT), lic @éu. Diéu chinh
dén pH 6,5 bang dung dich natri hydroxyd 0,84 % (TT) va
pha lodng thanh 1000 ml bang rudc.

Dung dich thir (1): Hoa tan 50,0 mg ché pham trong dung
mdi pha miu va pha loang thanh 50,0 ml v6i ciing dung
moi.

Dung dich thir (2): Hoa tan 80,0 mg ché phidm trong dung
mdi pha miu va pha loing thanh 20,0 ml véi cling dung
méi, chuin bj ngay trrdce khi dimg.

Dung dich dsi chiéu (1): Hoa tan 55,0 mg phenoxy-
methylpenicilin kali chudn trong dung méi pha méu va pha
lodng thanh 50,0 ml véi cing dung méi.

Dung dich déi chiéu (2): Hoa tan 9 mg phenoxy-
methylpenicilin chuén dung dé kiém tra tinh phu hop hé
thong (co chira tap chit B, D, E va F) trong 2 ml dung méi
pha mau,

Dung dich déi chiéu (3): Pha loang 1,0 ml dung dich thir
(2) thanh 100,0 ml bing dung méi pha mau.

Dung dich déi chiéu (4): Pha loang 1,0 ml dung dich déi
chiéu (3) thanh 20,0 ml bing dung moi pha miu.

Diéu kién sdc ky:

Cot kich thudc (15 cm x 4,6 mm) dugc nhdi pha tinh end-
capped octadecylsilyl loai diing cho sdc ky (TT) (3 pm).
Nhiét dg cot: 50 °C.

Detector quang phd tir ngoai dat tai budc soéng 254 nm.
Téc 45 dong: 1,5 ml/min.
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Thé tich tiém: 20 pl.

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

Théi gian Pha djng A PhadjngB |
(min) (% twtt) @ttty |
0-2 85 15 ‘
2-5 85 — 70 15-30 |
5-17 70 -0 30 — 100
17-22 0 100

Tién hanh sac ky dung dlCh thu (2) dung dich d6i chiéu
@.6n@.

Str dung sac ky do cung cap kém theo phenoxymethyl-
penicilin chudn dung dé kiém tra tinh phd hop hé thng va
sic ky db thu dugc cua dung dich di chiéu (2) dé xac dinh
pic cua tap chit B, D, E va F.

Thoi gian luu twong dbi so véi phenoxymethylpenicilin
(thdi gian lwu khoang 11 min): Tap chit B khoang 0,29;
tap chat D khoang 0,38; tap chit E khoang 0,55 va 0,61;
tap chét F khoang 0,88 va 0,95.

Kiém tra tinh phii hop cua hé théng: Trén sic ky do cua
dung dich di chiéu (2), 46 phan giai giira cac ddng phin
cua tap chit F it nhat 1a 3,0. Trén séc ky d cta dung dich
d6i chiéu (4), ty sb tin hiéw/nhifu cia pic chinh it nhét 14
20.

Tinh ham lugng phén tram céc tap chat dwa vao ndéng d¢
clia phenoxymethylpenicilin trong dung dich d6i chiéu
(3). Bé tinh ham lwong, nhan dién tich pic cua cac tap chét
sau véi hé s6 hiéu chinh tuong tmg: tap chit B 14 0,5, tap
chitEla1,3.

Gioi han:

Tap chit E (téng cua 2 dong phén), tap chit F (téng cta 2
déng phén): Véi mdi tap chat, khong dugc qua 1,0 %.

Tap chit B: Khéng duoc qua 0,2 %.

Tap don khéc: Vi méi tap chét, khong duoc qué 0,15 %.
Téng tap chét (khong bao gbm tap chit D): Khéng dugc
qua 3,0 %.

Bo qua céc tap chat c6 ham luong bang hoic dudi 0,05 %.
Ghi chi:

Tap chét A: Acid (2S,5R,6R)-3,3-dimethyl-7-0x0-6-[(2-phenyl-
acetyl)amino]-4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylic
(benzylpenicilin).

Tap chét B: Acid phenoxyacetic.

Tap chit C: Acid (2S,5R,6R)-6-amino-3,3-dimethyl-7-oxo0-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-aminopenicilanic).
Tap chat D: Acid (25,5R,6R)-3,3-dimethyl-7-ox0-6-[[2-(4-hydroxy-
phenoxy)acetylJamino]-4-thia-1-azabicyclo [3.2.0]heptan-2-carboxylic
(4-hydroxyphenoxymethylpenicilin).

Tap chit E: Acid (45)-2-[carboxy{(2-phenoxyacetyl)amino]methy1]-
5,5-dimethyl-1,3-thiazolidin-4-carboxylic (cac acid peniciloic
cuia phenoxymethylpenicilin).

Tap chét F: Acid (2RS,4S5)-5,5-dimethyl-2-[[(2-phenoxyacetyl)
amino]methyl]-1,3-thiazolidin-4-carboxylic (cac acid peniloic
cua phenoxymethylpenicilin).

VIEN NEN PENICILIN V

Tap chét D

Phuong phép séc ky 1ong (Phy luc 5.3) nhu mé ta trong
phén Tap chét lién quan.

Tién hanh sic ky dung dich thir (2) va dung dich dbi chiéu
(3).

Tinh ham lwong phan trim cia tap chit D dya vao ndng
dé ctia phenoxymethylpenicilin trong dung dich déi chiéu
(3). Nhan dién tich pic cia tap chit D véi hé sé hiéu chinh
la1,7.

Gioi han:

Khong dugc qua 1,0 %, tinh theo ché phﬁm khan.

Nuéc
Khéng dugc qua 0,5 % (Phu luc 10.3).
Ding 1,00 g che pham.

Pinh lwgng

Phuong phap sic ky long (Phu lyc 5.3) nhu mé ta trong
han Tap chat lién quan.

Tién hanh séc ky dung dich thir (1) va dung dich dbi chiéu

(1).

Tinh ham lugng C,¢H;sN,O5S trong ché phim dya vao dién

tich pic phenoxymethylpenicilin thu duoc trén sic ky doé

clia dung dich thir (1), dung dich d6i chiéu (1) va ham

lucrng CieHi7KN;O058  cia phenoxymethylpenicilin kali

chuin. Hé s6 chuyén ddi tir phenoxymethylpenicilin kali

sang phenoxymethylpenicilin 1a 0,902.

Tinh téng ham lwong ciia phenoxymethylpenicilin va

4-hydroxy-phenoxymethylpenicilin.

Bio quin
Trong d0 dung kin.

Loai thude
Khang sinh.

Ché phim
Vién nén.

VIEN NEN PENICILIN V

La vién nén chira phenoxymethylpenicilin.
Ché pham phai dap ung cac yéu cau trong chuyén luin
“Thuoc vién nén” (Phu luc 1.20) va cac yéu cau sau:

Ham lreng phenoxymethylpenicilin, C,¢H,sN,0;S, tir
90,0 % dén 120,0 % so véi lugng ghi trén nhén.

Pinh tinh

A. Lic k¥ mét lwong bot vién twong img voi 80 mg
phenoxymethylpenicilin véi 5 ml methanol (TT) trong
binh dinh mitc 250 ml, thém nuwdc dén dinh mirc, tron déu,
loc. Phé hip thy 4nh séng (Phu luc 4.1) cta dich loc phai
¢6 cac cuc dai ¢ cac budce song 268 nm va 274 nm, cuc tiéu
& bude soéng 272 nm.
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