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PHENOXYMETHYLPENICILIN KALI

B. Trong phin Djnh lugng, thoi gian luu cua pic chinh trén
siic ky d6 cua dung dich thir phai twong ung véi thoi gi‘an
luru cua pic penicilin V trén sac ky d6 cua dung dich chuén,

Nuée
Khéng dugc qué 3,0 % (Phu luc 10.3).

D) hoa tan (Phu luc 11.4).

Thiét bi: Kiéu canh khudy.

Moi truomg hoa tan: 900 ml nuwoc.

Téc d6 quay: 50 r/min.

Thai gian: 45 min.

Cdch tién hanh: Liy mét phan dung dich méi truong

sau khi hoa tan, loc, bd 20 ml dich loc d4u. Pha lodng

véi méi truomg hoa tan dé duoc dung dich cé nong do

thich hop (néu can). Po do hip thu (Phu luc 4.1) cua

dich loc thu duge & cuc dai 268 nm, trong cdc do day

1 cm, mAu tring 1 m6i trudng hoa tan. So sanh véi dung

dich phenoxymethylpenicilin kali chudn c6 ndng do

tuong duong pha trong méi truong hoa tan. Tinh luong

phenoxymethylpenicilin, C,;¢H;sN,OsS, dugc hoa tan

trong vién dya vio cic d6 hdp thu do dugc va ham lugng
lﬁngNZOSS trong phenoxymethylpenicilin kali chuan.

Yéu cau: Khong it hon 75 % (Q) lugng phenoxymethyl-

penicilin, C;H,gN,0;sS, so v&i lugng ghi trén nhin dugc

hoa tan trong 45 min.

Dinh lrgng

Phuong phap sic ky long (Phu luc 5.3)

Pha dong: Nucoc - acetonitril - acid acetic bdng
(650 : 350 : 5,75).

Dung dich phdn giai: Dung dich c6 chita 2,5 mg benzyl-
penicilin kali va 2,5 mg phenoxymethylpenicilin kali trong
1 ml, pha trong pha déng.

Dung dich chuan: Dung dich phenoxymethylpenicilin kali
chuén c6 ndng d6 khoang 2,5 mg/ml, pha trong pha dong.
Dung dich thir: Can 20 vién, tinh khdi hrgng trung binh vién
rdi nghién thanh bt min. Can chinh x4c mét lugng bét vién
tuong img khoang 400.000 don vi phenoxymethylpemcﬂm
hoa  trong pha dong vira du 100,0 ml, lic k¥ trong 5 min, loc.
Diéu ki¢n sdc ky:

Cbt kich thuéc (30 cm x 4 mm), dwoc nhdi pha tinh C
(3 pm dén 10 pm).

Detector quang phd tir ngoai dat & buéc séng 254 nm.
Téc 3 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh:

Tién hanh sic ky voi dung dich phan giai, thoi gian lvu
twong ddi cia pic benzylpenicilin khoang 0,8 va cua pic
phenoxymethylpenicilin 1a 1,0. Hiu ning cua cft xac
dinh trén pic phenoxymethylpenicilin khéng dugc nhé hon
1800 dfa ly thuyét, 46 phén giai giira pic benzylpenicilin
va pic phenoxymethylpenicilin khéng dugce nhé hon 3,0.
Tién hanh séc ky voi dung dich chudn, 49 léch chuén
twong d6i cua dién tich pic phenoxymethylpenicilin trén
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sic ky dd thu dugc trong 6 lan tiém 13p lai khéng dugce 16n
hon 1,0 %. C6 thé diéu chinh ty 1& pha dong dé dat diéu
kién trén.

Tién hanh sic ky ldn lugt véi dung dich chudn va dung
dich thur.

Tinh ham lugng phenoxymethy]pemcnlm C,GHIBNZOSS
trong vién dya vao dién tich pic trén sic ky d6 cia dung
dich thir, dung dich chuén va ham lugng C,6HgN,0;S
trong phenoxymethylpenicilin chuén.

Bio qqin
Tranh 4m va anh sang, ¢ nhiét 4§ khong qua 30 °C.

Loai thudc
Khang sinh nhém penicilin.

Ham lugng thudng dung
200.000 don vi (IU); 400.000 don vi (IU).

PHENOXYMETHYLPENICILIN KALI
H 0K

C,6H7KN,05S P.t.1: 388,5

Phenoxymethylpenicilin kali 12 mudi kali cua acid
(28,5R,6R)-3,3-dimethyl-7-0x0-6-[(phenoxyacetyl)-
ammo]—4 thia-1 -azablcyclo[3 2.0]heptan-2-carboxylic, dugc
san xuét bing cich nuéi cay chung Penicillium notatum
hoidc cac chiung cung ho.

Tong ham Iugng ciia phenoxymethylpenicilin kali va
4-hydroxyphenoxymethylpenicilin kali phai tir 95,0 % dén
102,0 %, tinh theo ché phdm khan.

Tinh chit
Bot két tinh mau tring hodc gin nhu tring. Dé tan trong
nudc, thire té khong tan trong ethanol 96 %.

Pinh tinh

C6 thé chon mot trong hai nhém dinh tinh sau:

Nhom I: A, D.

Nhoém 1I: B, C, D.

A. Phd hip thy hong ngoai (Phu luc 4.2) cua ché phim
phai phi hop véi phd hép thy héng ngoai cua kali
phenoxymethylpenicilin chuén,

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

C. Phan ing B trong phép thir Phan ing mau cua céc
penicilin va cephalosporin (Phu luc 8.3).

D. Ché phim phai cho phan {g (A) cua ion kali (Phy luc
8.1).



https://nhathuocngocanh.com/
DUQC PIEN VIET NAM VI

pH

Tir 5,5 dén 7,5 (Phu luc 6.2).

Hoa tan 50 mg ché phim trong nwdc khong co carbon
dioxyd (TT) va pha loang thanh 10 ml véi ciing dung méi.

Tap chit lién quan

Phuong phap sic ky long (Phu luc 5.3).

Pha dong A: Dung dich dém phosphat pH 3,4 - methanol -
nuée ding cho sic ky (10 : 30 : 60).

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

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

Dung dich thur (1): Hoa tan 50,0 mg ché phém trong dung
mdi pha miu va pha loang thanh 50,0 ml véi cing dung
moi.

Dung dich thir (2): Hoa tan 80,0 mg ché phdm trong dung
moi pha miu va pha lodng thanh 20,0 ml véi cing dung
méi, chuén bj ngay truéc khi dung.

Dung dich déi chiéu (1): Hoa tan 50,0 mg phenoxy-
methylpenicilin kali chudn trong dung méi pha mAu va pha
loang thanh 50,0 ml véi cing dung moi.

Dung dich déi chiéu (2): Hoa tan 8 mg phenoxy-
methylpenicilin chuin ding dé kiém tra tinh phu hop cia
hé théng (c6 chira tap chit B, D, E va F) trong 2 ml dung
mo6i pha mau.

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

Dung dich d6i chiéu (4): Pha loang 1,0 ml dung dich d6i
chiéu (3) thanh 20,0 ml bing dung méi pha miu.

Diéu kién sdc ky:

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

Detector quang phd tir ngoai dt tai budc séng 254 nm.
Téc 46 dong: 1,5 ml/min.

Thé tich tiém: 20 pl.

Céch tién hanh:

Tlen hanh sﬁc ky theo chucmg trinh dung moi nhu sau:

Thoi glan Pha dong A Pha dong B
(min) (% tt/tt) (% tt/tt)
0-2 85 15
2-5 85—170 15— 30
5-17 70— 0 30— 100

17-22 0 100

Tién hanh séc ky dung dich thir (2), dung dich ddi chiéu
(2), 3), (4).

Sir dung sic ky do cung cap kém theo phenoxymethyl-
penicilin chuin dung dé kiém tra tinh phu hqp cua hé
thong va sic ky do thu dugc cia dung dich d6i chiéu (2)
dé xac dinh pic cia tap chit B, D, EvaF.

PHENOXYMETHYLPENICILIN KALI

Thoi gian lwu tuong d6i so voi phenoxymethylpenicilin
(thoi gian lwu khoang 11 min): Tap chit B khoang 0,29;
tap chit D khoang 0,38; tap chéit E khoang 0,55 va 0,61;
tap chét F khoang 0,88 va 0,95.

Kiém tra tinh phd hop ciia hé théng: Trén sic ky db cua
dung dich dbi chiéu (2), d¢ phén giai giira cac ddng phan
ctia tap chét F khong nho hon 3,0. Trén sic ky db cua dung
dich dbi chiéu (4), ty sb tin hiéu/nhiéu cua pic chinh tdi
thiéu 1a 20.

Tinh ham lugng phan trim cic tap chét dya vao nong
d6 cia phenoxymethylpenicilin kali trong dung dich don
chiéu (3). Nhan dién tich pic ctia céc tap chét sau véi hé sb
hiéu chinh tuong tmg: tap chat B 12 0,6, tap chit E 1a1,3.
Gidi han:

Tap chit E (téng cta 2 ddng phén), tap chit F (tdng cua 2
df")ng phén): Véi mbi tap chét, khéng dugc qua 1,0 %.
Tap chét B: Khong dugc qua 0,3 %.

Tap don khac: Vi méi tap chit, khong dwoc qua 0,15 %.
Téng tap chit (khong bao gdm tap chit D): Khong dwoc
qua 3,0 %.

Bo qua céc tap chit c6 ham lugng bing hodc dudi 0,05 %.
Ghi chu:

Tap chit 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 chat B: Acid phenoxyacetic.

Tap chit C: Acid (28,5R,6R)-6-amino-3,3-dimethyl-7-oxo-4-thia-
1-azabicyclo[3.2.0]heptan-2-carboxylic (acid -aminopenicilanic).
Tap chat D: Acid (25,5R,6R)-3,3-dimethyl-7-ox0-6-[[2-(4-hydroxy-
phenoxy)acetyl]amino]-4-thia-1-azabicyclo  [3.2.0]heptan-2-
carboxylic (4-hydroxyphenoxymethylpenicilin).

Tap chat E: Acid (45)-2-[carboxy[(2-phenoxyacetyl)amino]methyl}-
5,5-dimethyl-1,3-thiazolidin-4-carboxylic (Cac acid peniciloic
cua phenoxymethylpenicilin).

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

Tap chit D

Phl‘.rung phé[g sic ky léng (Phy luc 5.3) nhu mé ta trong
phan Tap chat lién quan.

Tién hanh sic ky dung dich thir (2) va dung dich déi chiu (3).
Tinh ham lugng phan trim cia tap chat D dua vao ndng
d6 cua phenoxymethylpenicilin kali trong dung dich déi
chiéu (3). Nhén dién tich pic cuia tap chit D véi hé s6 higu
chinh la 1,7.

Gidi han:

Khong dugc qua 4,0 %, tinh theo ché pham khan.

Nuée

Khéng duoc qua 1,0 % (Phu lyc 10.3).
Dung 1,00 g ché pham.

Dinh lrong
Phucmg phap sic ky long (Phy luc 5.3) nhu mé ta trong
phin Tap chit lién quan.
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VIEN NEN PENICILIN V KALI

Tién hanh sic ky dung dich thir (1) va dung dich d6i chiéu (1).
Tinh ham lwong C,¢H,,;KN,OsS trong ché phim dya vio
dién tich pic phenoxymethylpenicilin kali thu dugc trén
sic ky d6 cua dung dich thir (1), dung dich déi chiéu (1) va
ham lugng C,¢H,;KN,OsS trong phenoxymethylpenicilin
kali chuén.

Tinh téng ham lugng cia phenoxymethylpenicilin va
4-hydroxyphenoxymethylpenicilin.

Bio quan
Trong d6 dung kin.

Loai thudc
Khang sinh.

Ché phim '
Vién nén, bt pha hon dich udng.

VIEN NEN PENICILIN V KALI

La vién nén chira phenoxymethylpenicilin kali.
Ché pham phai dap img cac yéu céu trong chuyen ludn
“Thudc vién nén” (Phu luc 1.20) va cic yéu cau sau:

Ham lwong phenoxymethylpenicilin, C,¢HsN,O;S, tir
90,0 % dén 120,0 % so véi luong ghi trén nhan.

Pinh tinh

A. Lic ky mot lugng bét vién twong img véi khoang
80 mg phenoxymethylpenicilin véi khoang 200 ml nudc
trong binh dinh mirc 250 ml, thém nwée dén dinh muc,
tron déu, loc. Phé hip thu (Phu luc 4.1) cia dich loc thu
dugc phai c6 cuc dai ¢ cac bude song 268 nm va 274 nm,
cuc tiéu & bude séng 272 nm.

B. Trong phan DPinh luong, thoi gian luu cia pic chinh
trén sic ky d6 cua dung dich thir phai twong g voi thoi
gian lru cua pic phenoxymethylpenicilin trén sic ky d6
ciia dung dich chuén.

C. D6t 0,5 g bot vién, roi nung dén cén tro mau tring. Dé
ngudi, thém vao cin 5 ml dung dich acid acetic 2 M (TT).
Pun s6i, dé ngudi, loc. Dich loc phai cho phan ing (B) cua
ion kali (Phu lyc 8.1).

Mit khoi lwgng do 1am khd

Khéng dugc qua 1,5 % (Phu luc 9.6).

(Dung 0,5 g bdt vién da nghién min, sdy 3 h trong chin
khéng, 6 60 °C).

Pj hoa tan (Phu luc 11.4)

Thiét bi: Kiéu canh khuay.

Mbi trueomg hoa tan: 900 ml dém phosphat chudn pH 6,0 (TT).
Téc dj quay: 50 r/min.

Thoi gian: 45 min.

Cadch tién hanh: Lay mot phan dung dich méi trudng sau
khi hoa tan, loc, bo 20 ml dich loc dau. Pha lodng v6i moi
truomg hoa tan dé dugc dung djch c6 nong dé thich hgp
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(néu can). Po dd hép thy (Phu luc 4.1) ctia dung dich & cyc
dai 268 nm, trong coc do day 1 cm, méu tring 12 méi truong
hoa tan. So sanh v&i dung dich phenoxymethylpenicilin kali
chudn c6 ndng d6 twong dwong pha trong méi trudng hoa
tan. Tinh lwgng phenoxymethylpenicilin, C;sH sN,O5S,
dugc hoa tan trong vién dua vao cac do hép thu do duoc
va ham luong C,¢H,sN,05S trong mau chuin.

Yéu cau: Khong it hon 75 % (Q) lwgng phenoxy-methyl-
penicilin, C;¢HgN,OsS, so véi lugng ghi trén nhan dugc
hoa tan trong 45 min.

Pinh luwgng

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

Pha déng: Nudc - acetonitril - acid acetic bdng
(650 :350:5,75).

Dung dich phdn giai: Dung dich c6 chia 2,5 mg benzyl-
penicilin kali va 2,5 mg phenoxymethylpenicilin kali trong
1 ml, pha trong pha d4ng.

Dung dich chuan Dung dich phenoxymethylpenicilin kali
chuin cé ndng d6 khoang 2,5 mg/ml, pha trong pha dong
Dung dich thir: Can 20 vién, tinh khéi luong trung binh vién
roi nghién thanh bot min. Can chinh xéc mét lurong bét vien
tuong urng khoang 400.000 don vi phenoxymethylpemcﬂm
hoa trong pha dong vira dai 100,0 ml, lic k§ trong 5 min, loc.
Diéu kién séc ky:

Cot kich thude (30 cm x 4 mm), dwoc nhéi pha tinh C
(3 pm dén 10 pm).

Detector quang phd tir ngoai dat & budc séng 254 nm.
Téc d6 dong: 1,0 ml/min.

Thé tich tiém: 10 pl.

Cdch tién hanh

Tién hanh sic ky vai dung dich phén giai, thdi gian luu
twong ddi cua pic benzylpenicilin khoang 0,8 va cia pic
phenoxymethylpemcllm la 1,0. Hiéu nang cua cit xic
dinh trén pic phenoxymethylpemclhn khong dugc it hon
1800 dia ly thuyét, &6 phén gii giira pic benzylpenicilin
va plc phenoxymethylpemcnhn khong dugc nho hon 3,0.
Tién hanh sic ky véi dung dich chudn, d6 léch chuan tuong
dbi cua dién tich pic phenoxymethylpenicilin trén sic ky d6
thu dugc trong 6 14n tiém I3p lai khéng dugc 16n hon 1,0 %.
C6 thé diéu chinh ty 1& pha dong dé dat cac didu kién trén.
Tién hanh sic ky lan luot v&i dung dich chudn va dung
dich thur.

Tinh ham lugng phenoxymethylpenicilin, C,¢H,sN,0sS,
trong vién dua vao dién tich pic trén sic ky do cua dung
dich thir, dung dich chuin va ham luong CH;gN,0sS
trong phenoxymethylpenicilin kali chuan.

Béao quan
Tranh am va anh sang, & nhiét d¢ khong qua 30 °C.

Loai thudc
Khéng sinh nhém penicilin.

Ham lugng thudong ding
200.000 don vi (IU); 400.000 don vi (IU).



