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PHENOXYMETHYLPENICILIN KAL]J

Bio quan

Trong do dung kin.
Loai thubde

Khang sinh.

Ché phém

Vién nén.

PHENOXYMETHYLPENICILIN KALJ
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Phenoxymethylpenicilin kali 1a muéi kali cua acid (28,
5R,6R)-3,3-dimethyl-7-oxo-6-[(phenoxyacetyl)~amino]-4~
(hia-1-azabicyclo[l}.Z.O]heptan-Z-carboxylic, dugc san xuét
bang cach nuoi céy’ chang Penicillium notatum hodc céc
ching cung ho. Tong ham lugng cua phenoxymethyl-
penicilin kali va 4-hydroxyphenoxymethylpenicilin kali
phai tir 95,0 % dén 102,0 %, tinh theo ché phim khan.

Tinh chit
Bot keét tinh mau trang hodc gin nhu tring. D& tan trong
nudc, thue té khong tan trong ethanol 96 %,

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhom I: A, D.

Nhém II: B, C, D.

A. Phd hap thu hdng ngoai (Phu luc 4.2) clia ché phdm phai
phu hgp vai ph6 hép thu hong ngoai cua kali phenoxy-
methylpenicilin chuén.

B. Tién hanh séc ky 16p mong theo Dinh tinh cac penicilin
(Phu luc 8.2).

C. Phan ung B trong phép thir Phan ¢ng mau cia cac
penicilin va cephalosporin (Phu luc 8.3).

D. Ché phdm phai cho phan tng (A) cua ion kali (Phu luc
8.1).

pH

Ti'5,5 dén 7,5 (Phy luc 6.2).

Hoa tan 50 mg ché pham trong nuwdc khong cé carbon
dioxyd (TT) va pha loang thanh 10 ml véi ciing dung moi.

Tap chat lién quan

Phuong phap séc ky long (Phu luc 5.3).

Pha dong A: Dung dich @ém phosphat pH 3,4 - methanol -
nuoce ding cho sac ky (10 : 30 : 60).

Pha déng B: Dung dich dém phosphat pH 3,4 - methanol -
nede nuée ding cho sac ky (5 : 60 : 35).

Dung méi pha mau: Thém 500 ml nude vao 250 ml dung
dich kali dihydrophosphat (TT) 0,2 M, lac déu. Diu chipl,
dén pH 6,5 bang dung djch‘ natri hydroxyd (TT) 0,84 % v
pha lodng thanh 1000 ml bang nuoc. o

Dung djch thi (1): Hoa tan 50,0 mg ché pham trong dyp g
méi pha mAu va pha lodng thanh 50,0 ml v6i cing dung mo;.
Dung djch thir (2): Hoa tan 80,0 mg ché pham trong dung
moi pha mau va pha loang thanh 20,0 ml véi cling dung
méi, chuén bi ngay trudc khi dung.

Dung dich déi chiéu (1): Hoa tan 50,0 mg phenoxymethy]-
penicilin kali chuan trong dung méi pha mau va pha lodng
thanh 50,0 ml véi cung dung moi.

Dung djch doi chiéu (2): Hoa tan 8 mg phenoxyrpethyl-
penicilin chuin ding dé kiém tra tinh phu hop hé théng (c6
chira tap chét B, D, E va F) trong 2 ml dung méi pha méu.
Dung djch déi chiéu (3): Pha lodng 1,0 ml dung dich thir
(2) thanh 100,0 ml bang dung méi pha mau. ’
Dung dich ddi chiéu (4): Pha loang 1,0 ml dung dich déi
chiéu (3) thanh 20,0 ml bang dung m6i pha mau.

Diéu kién sdc ky: ‘

Cot kich thudc (15 cm x 4,6 mm) du‘qs: nhoi pha tinh end-
capped octadecylsilyl loai ding cho sac ky (3 pm).

Nhiét d6 cot: 50 °C.

Detector quang phd tir ngoai dat tai budc song 254 nm.
Téc d6 dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Céch tién hanh:

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

Thai gian Pha djng A Pha déng B
(min) (% tt/tt) (% tt/tt)
0-2 85 15
g3 85 =70 1530
517 70 — 0 30 — 100
17 - 32 0 100

Tién hanh sdc ky dung dich thir (2), dung dich déi chiéu
ONONC ,

Str dung sac ky d6 cung cap kém theo phenoxymethyl-
penicilin chuin ding dé kiém tra tinh phu hop hé théng va
sdc ky d6 thu dugc ctia dung dich déi chiéu (2) dé xac dinh
pic cua tap chitB,D,E vaF.

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

Kiém tra tinh phii hop cua hé théng: Trén sic ky db clia
dung dich doi chiéu (2), do phan giai giira cc déng phan
cua tap chit F khéng nhé hon 3,0. Trén sic ky db thu duoc
cua dung dich déi chiéu (4), ty sb tin hidwnhidu cua pic
chinh toi thiéu la 20.

Tinh ham lugng phan trim cac tap chat dua vao néng do
cua phenoxymethylpenicilin kali trong dung dich dbi chiéu
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(3). Nhan di¢n tich pic cua c4c tap chat sau véi hé s6 hiéu
chinh tuong {mg: tap chit B 14 0,6, tap chat E 1a 1,3.

Gioi han

Tap chét E (téng cua 2 dong phén), tap chit F (téng cta 2
ddng phan): Véi méi tap chat, khong dugc qué 1,0 %.

Tap chat B: Khong du’qc qua 0,3 %.

Tap chét khac: V6i mdi tap chat khong duogc quéa 0,15 %.
Téng tap chat (khéng bao goém tap chat D): Khéng dugc
qua 3,0 %.

Bo qua céc tap chat c6 ham lugng dudi 0,05 %.

Ghi chu:

Tap chat A: Acid (28,5R,6R)-3,3-dimethyl-7-0x0-6-[(2-pheny-
lacetyl)amino]-4-thia-1-azabicyclo[3.2.0]heptan-2-carboxylic
(benzylpenicilin).

Tap chat B: Acid phenoxyacetic.

Tap chit C: Acid (25,5R,6R)-6-amino-3,3-dimethyl-7-0xo-4-
thia-1-azabicyclo[3.2.0]heptan-2-carboxylic (acid 6-aminopen-
icilanic).

Tap chat D: Acid (2S,5R,6R)-3,3-dimethyl-7-oxo0-6-[[2-(4-hy-
droxyphenoxy)acetylJamino]-4-thia-1-azabicyclo[3.2.0]heptan-
2- carboxyllc (4-hydroxyphenoxymethylpenicilin).

Tap chat E: Acid (4S5)-2- -[carboxy[(2-phenoxyacetyl)amino]
methyl]-5,5-dimethyl-1,3-thiazolidin-4-carboxylic (Cac acid
peniciloic cia phenoxymethylpenicilin).

Tap chit F: Acid (2RS,4S)-5,5-dimethyl-2-[[(2-phenoxyacetyl)
aminoJmethyl]-1,3-thiazolidin-4-carboxylic (Céc acid peniciloic
cta phenoxymethylpenicilin).

Tap chat D

Phuong phap sic ky long (Phu luc 5.3) nhu mé ta trong
phan Tap chét lién quan. ) )

Tién hanh séc ky dung dich thir (2) va dung dich d6i chiéu (3).
Tinh ham lugng phﬁn tram cua tap chit D dua vao n6n’g
d¢ cua phenoxymethylpenicilin kali trong dung digh doi
chiéu (3). Nhan dién tich pic ciia tap chat D véi hé s6 hiéu
chinhla 1,7.

Gioi han: o

Khéng dugc qué 4,0 %, tinh theo ché pham khan.

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

Dinh lwgng

Phuong phap sic ky long (Phy luc 5.3) nhu md ta trong
phan Tap chat lién quan.

Tién hanh sic ky dung dich thir (1) va dung dich doi chiéu (1).
Tinh ham lugng C,¢H,,KN,OsS trong ché pham dua vao
di¢n tich pic phenoxymethylpenicilin kali thu duoc trén
sic ky dd cua dung dich thir (1), dung dich dbi chiéu (1)
va ham lugng C,¢H;,KN,0;S cua phenoxymethylpenicilin
kali chuan.

Tinh téng ham lugng cia phenoxymethylpenicilin va
4-hydroxyphenoxymethylpenicilin.
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Bio quén
Trong do dung kin.
Loai thubc
Khang sinh.
Ché phiam

Vién nén, bot pha hén dich udng.

PHYTOMENADION
Vitamin K,
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Phytomenadione R R'  Molecular formula M,
trans R1 H C31He02 450.7
cis H R1 Ca1Ha602 450.7
trans-epoxy R2 H C31Has03 466.7
P.t.l: 450,7

C3IH4602
Phytomenadion 14 hdn hop ctia 2-methyl-3-[(2E,7R,11R)
-3,7,11,15-tetramethylhexadec-2-enyl]naphthalen-1 4-
dion (trans-phytomenadion), 2-methyl-3-[(22)-(7R,11R)-3,
7,11,15-tetramethylhexadec-2-enyl]-naphthalen-1,4-di-
on (cis-phytomenadion) va 2,3-epoxy-2-methyl-3-[(2E,
7R,11R)-3,7,11,15-tetramethyl hexadec-2-enyl]-2,3-dihydro-
naphthalen-1,4-dion (frans-epoxyphytomenadion). Chia
khong qua 4,0 % trans-epoxyphytomenadion va khéng it
hon 75,0 % trans-phytomenadion. Téng cua 3 thanh phan
trans-phytomenadion, cis-phytomenadion va trans-epoxy-
phytomenadion phai tir 97,0 % dén 103,0 %.

Tinh chit

Chat 16ng dang dau nhét, trong va mau vang dam.

Hoi tan trong ethanol 96 %, thuc té khong tan trong nudc,
c6 thé tron 1dn véi dau béo. Bi phén huy khi tiép xitc véi
anh sang.

Chi sb khuc xa khoang 1,526.

Dinh tinh

Céc dung dich dugc chuan bj ngay trudce khi dung va tranh
tiép xiic v6i anh sang.

A. Hoa tan 10,0 mg ché phim trong trimethylpentan (TT)
va pha loang thanh 100,0 ml véi cung dung méi. Phd hip
thu tir ngoai (Phu luc 4.1) cta dung dich thu duo’c trong
ving tir bude séng 275 nm dén 340 nm cho hép thu cuc
dai & 327 nm va cyc tiéu & 285 nm. A (1 %; 1 cm) & bude
song cuc dai pha1 tir 67 dén 73.

Pha loang tiép 10,0 ml dung dich trén thanh 50,0 ml véi



