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cia erythromycin B véi 1,1783; cua erythromycin C véi
1,1777.

Tinh lgng ham lwgng cua cac erythromycm ethylsuccinat
bing tong cdc erythromycin A, B va C dudi dang ethylsuccinat
4a tinh 0 trén.

Bido quan
Trong 40 dung kin, tranh anh séng

Loai thudc
Khang sinh nhom macrolid.

Ché phém)
Hon dich uong, vién nén.

ERYTHROMYCIN STEARAT
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Erythromycin stearat 1 hdn hop cic mudi stearat cua erythro-
myein va acid stearic. Thanh phan chinh 14 octadecanoat ctia
(3R45,55,6R,7R,9R,11R,12R,13S,14R)-4-[(2,6-dideoxy-3-
C-methyl-3-O-methyl-a-L-ribo-hexo-pyranosyl)oxy]-14-eth-
yl-7,12,13-trihydroxy-3,5,7,9,11,13-hexamethyl-6-[[3.,4,
6-1ﬂde0xy—3-(dimethylamino)-{j—D-xy!o-h&xopyranosyl]oxy]
oxacyclotetradecan-2,10-dion (erythromycin A stearat). Ché
pham duoc san xuat bang phuong phap 1én men.

Ham lwgng

Téng ham luong erythromycin A stearat, erythromyein
B stearat va erythromycin C stearat phai tir 79,0 % dén
102,0 % (tinh theo ché pham khan).

Erythromycin B stearat: Khong dugc qua 5,0 % (tinh theo
ché phim khan).

Erythromycin C stearat: Khong duge qua 5,0 % (tinh theo
ché phém khan).

Tinh chit

Bot két tinh tréng hofic gan nhu tring. Thyc té khong tan
trong nudc, tan trong aceton va trong methanol. Dung dich
¢d thé van duyc.

DPinh tinh

Phé hép thy hdng ngoai (Phy luc 4.2) clia ché phidm phai
phit hop véi pho hap thy hong ngoai cua erythromycin
stearat chudn.

Acid stearic tu do
Khéng duge qué 14,0 % C4H,0,, tinh theo ché pham khan.
Hoa tan 0,400 g ché phflm trong 50 ml methanol (TT).
Chuén d6 b?mg dung dich natri hydroxyd 0.1 N (CD),
xdc dinh diém trong duong bing phuong phap chuin dé
do dién thé (Phu luc 10 2). Tinh thé tich dung dich natri
hydroxyd 0,1 N (CD) céin ding cho 1 g ché phim (n, ml).
Hoa tan 0,500 g ché pham trong 30 ml methylen c!ona'
(TT). Néu dung dich bi duc, loc lay dich lgc. Lic phan cén
3 lan, mdi lan véi 25 ml methylen clorid (TT), loc, trang
phéu loc véi methylen clorid (TT). Gop céc dich loc va
dich rira, boc hoi trén cach thiy con 30 ml. Thém 50 ml
acid acetic bang (TT), chuian do bang dung dich acid
percloric 0,1 N (CD), xac dinh diém tuong duong bang
phuong phap chuin dé do dién thé (Phu luc 10.2). Tinh thé
tich dung dich acid percloric 0,1 N (CD) can dungcho | g
ché pham (n, ml).
Tinh ham luong (%) cua C;sH3,0, theo cong thirc sau:
2,845(n, —n,)x IOI(;)?h
Trong d6: h 1a ham lugng nudc cia ché pham (%).

Tap chat lién quan

Phuong phép sac ky long (Phu luc 5.3). Chuén bi céc dung
dich thur va dung dich d6i chiéu ngay trude khi dung.

Pha dong A: Dung dich dém phosphat pH 7,0 (TT,) -
acetonitril (TT,) - nudc (5 : 35 : 60).

Pha déng B: Dung dich dém phosphat pH 7,0 (TT;) - nucc
- acetonitril (TT,) (5 : 45 : 50).

Dung dich A: Hoa tan 11,5 g dikali hydrophosphat (TT) trong
900 ml nwde, diéu chinh dén pH 8,0 bing dung dich acid
phosphoric 10 % (TT) va pha loang thanh 1000 ml bang midc.
Hon hop dung méi: Methanol - dung dich A (40 : 60).
Dung dich thir: Hoa tan 55,0 mg ché pham trong hdn hop
dung mdi va pha lodng thanh 10,0 ml véi cing dung méi.
Ly tim va dung phan dung dich trong.

Dung dich doi chiéu (1): Hoa tan 40,0 mg erythromycin A
chuan trong hon hop dung méi va pha loang thanh 10,0 ml
voi cung dung moi.

Dung dich dbi chiéu (2): Hoa tan 10,0 mg erythromycin B
chuin va 10,0 mg erythromycin C chudn trong hén hop
dung méi va pha lodng thanh 50,0 ml voi cing dung méi.
Dung dich doi chiéu (3): Pha loang 1,0 ml dung dich déi
chiéu (1) thanh 100,0 ml bing hén hop dung mai.

Dung dich doi chiéu (4): Hoa tan 4 mg hén hgp erythromycin
chuan dung dé kiém tra tinh phi hop cua hé théng (chira tap
chatA, B,C, D, E, F, Hva L) trong hén hop dung méi va pha
loéng thanh 1,0 ml véi cling dung méi.
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ng dich doi chiéu (5): Hoa tan 4 mg ¢ i
iuuéi dung dé dinh tinh tap chét S troig mrggcfiznze::g:
va pha loéng'thz’mh 1,0 ml v&i ciing dung méi,

Piéu ki¢n sac ky:

Cot kich thude (25 cm x 4,6 mm) dwoc nhdi pha tinh eng.
capped polar-embedded octadecylsilyl amo
silica polymer (3,5 pm). ‘

Nhiét 6 cot: 65 °C, c6 the phai lam nong pha dong trude
bng cich dé 30 cm ong din pha déng vao trong budng
diéu nhiét. .

Detector quang pho tir ngoai dat & buéce song 210 nm

Nhiét do budng tiém mau tr dong: 4 °C. '

Téc do dong: 1,0 ml/min.

Thé tich tiém: 100 pl.

Cch tién hank:

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

rphous organo

—

-—-—Thb'i.gian Pha djng A Pha dong B
(min) (% ttr) (% tutt)
0-tg 100 0
tp - (tg+2) 100 — 0 0— 100
(tg+2) - (t+15) 0 100

1 la thoi gian heu cua erythromycin B duoe xdc dinh khi tiém
10 pl dung ff_ich 55{ chiéu (2) va rira gidi bang pha dong A.
Sir dung sac ky do cung cap kém theo erythromycin chudn
dung dé kiém tra tinh phi hop cua h¢ théng va sic ky dé
cua dung dich doi chi€u (4) dé xac dinh pic ciia tap chat A,
B, C, D, E, F va L. Str dung sic ky dé cung cap kém theo
erythromycin stearat chuan ding dé dinh tinh tap chét S va
sic ky do cua dung dich di chiéu (5) dé xac dinh pic cua
tap chat S. Sir dung séc ky d6 cua dung dich dbi chiéu (2)
dé xac dinh pic cua erythromycin B va C.
Thoi gian luu tuong déi so véi erythromycin A (khoang
23 min) la: Tap chat A khoang 0,4; tap chat B khoang 0,5;
erythromycin C khoang 0,55; tap chat L khoang 0,63; tap
chat C khoang 0,9; tap chit D khoang 1,61; erythromycin
B khoang 1,75; tap chét F khoang 1,81; tap chét S khoang
2,1; va tap chat E khoang 2,3.
Kiém tra tinh phi hop cia hé théng: Trén sac ky do cia
dung dich ddi chiéu (4), 4o phan giai giira pic cta tap chat
B véi pic cta erythromycin C it nhét 1a 1,2; ty so dinh -
hom (H/H,) it nhat 1a 1,5, trong d6 H, 1a chiéu cao dinh
pic tap chit F so v&i duong nén va Hv 1a chicu cao tinh
tr dwong nén lén dén day hom gitra pic tap chﬁt'F va pic
erythromycin B; ty s6 dinh - hom (H,/H,) it nhat 1a 2,0,
trong d6 H, 14 chiéu cao dinh pic tap chat C so voi duong
nén va H, 14 chiéu cao tinh tir dudmg nén 1én deén day hom
gilfa pic tap chit C va pic erythromycin A. Néu can, diéu
chinh néng &6 acetonitril (IT,) trong pha dong hodc/va
trong chuong trinh dung méi dé dat yéu cau trén.
Tinh ham lugng mdi tap chét dya vao nong do 01;13
erythromycin A trong dung dich déi chicu (3) va nhan
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dién tich pic ciia céc tap chat sau voi hé 53 higy chip
tuong (mg: tap chét D 1a 2; tap chat E 1a 0,08; tap chitp
1a 0,08; tap chat L 1a 0,11.

Gioi han: _

Tap chét C: Khong dugc qué 3,0 %. _

Tap chat A, B: Véi moi tap chat, l:hong: duoc qué 2,0,
Tap chat D, E, F, S: Vi moi tap chat, khong duge qua 1 Y.
Tap chat L: Khong dugc qua 0=4;%' ,

Céc tap chét khac: Vi moi tap chat, khong dwroc qua 049,
Téng céc tap chat: Khong duoc qua 7.0 %.

Bo qua chc tap cht co ham lugng dudi 0.2 %; bé qua pig
ciia erythromycin B va erythromycin C.

Ghi chi: )

Tap chat A: (3R,45,55,6R,7TR9R.1 IR,I2R_, L3S, 14R)-4-[(2 6.
dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-hexopyrap,.
syl)oxy]-14-ethyl-7,12.1 3-lrihy(.im.xy-_%-(hyd‘roxymeth_
y1)-5,7,9,11 ,]3-pentamclhyl-6—[[3,4,6-tndcoxy-3~(d1methylami_
no]-ﬁ-'D-xylo—hexop}'FaﬂOSY[]0"}’]0"3‘3y‘:]me"adecaﬂ'z-10-di0n
(erythromycin F).

Tap chit B: (3R4S,55,6R,TRIR.IIR,12R,13514R)-4-[(26.
dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-hexopyranosy))
oxy]-14-¢thyl-7,12,13-trihydroxy-3.5.7.9,11.13-hexameth.
yl-6-[[3,4,6-trideoxy-3-(methylamino)-B-D-xy/o-hexopyrano.
sylJoxyloxacyclotetradecan-2,10-dion  (3"-N-demethylerythro.
mycin A).

Tap chit C: (25,4aR.4'R,5'S,6'S,7R,8S,9R,10R, 12R, 14R, 158,
165,16a5)-7-ethyl-5',8,9,14-tetrahydroxy-4'-methoxy.
4',6'.8,10,12,14,16-heptamethyl-15-[[3.4.6-trideoxy-3-
(dimethylamino)-B-D-xylo-hexopyranosyl]oxylhexadeca
hydrospiro[5H,11H-1,3-dioxino[5,4-c]Joxacyclotetradecin-2,2"-
pyran]-5,11-dion (erythromycin E).

Tap chit D: (1S2R3R45,5R,8R,95,105,11R,12R 14R)9-
[(2,6-dideoxy-3-C-methyl-3-O-methyl-u-L-ribo-hexopy-
ranosyl)oxy]-5-ethyl-3-hydroxy-2.4.8,10,12.14-hexameth-
yl-11-[[3,4,6-trideoxy-3-(dimethylamino)-B-D-xyl/o-hexopyra-
nosyl]oxy]-6,15,16-trioxatricyclo[10.2.1.1'*]hexadecan-7-on
(anhydroerythromycin A).

Tap chat E: (2R.3R.45,5R,8R,9S,108,11R,12R)-9-[(2,6-dideoxy-
3-C-methyl-3-O-methyl-a-L-ribo-hexopyranosyl)oxy]-5-eth-
yl-3,4-dihydroxy-2,4,8,10,12,14-hexamethyl-11-[[3,4,6-tride-
oxy-3-(dimethylamino)-B-D-xylo-hexopyranosyl]
oxy]-6,15-dioxabicyclo[10.2.1]pentadec-1(14)-en-7-on (eryth-
romyciq A enol ether).

Tap chatF: (2R,3R,6R,75,88,9R,10R)-7-[(2.6-dideoxy-3-C-
methyl-3-O-methyl-a-L-ribo-hexopyranosyl)oxy]-3-[(18,
2R)-1,2-dihydroxy-1-methylbutyl]-2,6.8.10, 12-pentamethyl-9-
[[3,4,6-lridcoxy-S-(dimethylamino)-ﬁ-D-.ryfo-hexopymuosyl!
oxy]-4,13-dioxabicyclo[8.2.1]tridec-1(12)-en-5-on (pseudoery
thromyc_in A enol ether).

Tap chat L: (3R45,55,6R,7R9R,11R.12R.135,14R)-4-[(2.6-
dideoxy-3-C-methyl-3-O-methyl-a-L-ribo-hexopyranosyl)
oxy]-14-ethyl-7,12,13-trihydroxy-3,5.7.9.11,13-hexameth-
y1-6-[[3,4,6-trideoxy-3-(formylmethylamino)-B-D-xylo-hex-
opyranosyljoxy]oxacyclotetradecan-2, 1 0-dion(3"'-N-demeth-
yI-3"-N- formy}eryth_romycin A),

Tap chat S: Chua biét cau tnic.
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ETHYLCELULOSE

Nwde

Khong dugc qua 4,0 % (Phy lyc 10.3).

pung 0,300 g che pham, dung méi hoa tan 14 dun g dich 10 %
imidazol (TT) trong methanol khan (TT).

Tro sulfat

Khong dugc qua 0,5 % (Phy lyc 9.9, phuong phap 2).
Dung 1,0 g ché pham.

Pinh lugng

Phuong phép sdc ky long (Phy lyc 5.3) véi pha dong va
dieu kién sac ky nhur mé ta trong phén Tap chét lién quan.
Tién hanh sdc ky v&i dung dich thir, dung dich déi chiéu
(1) va dung dich déi chidu (2).

Kiem tra tinh phi hop cua h¢ théng: Trén séc ky dd cua dung
dich doi chieu (1), hé sb déi Ximng cua pic erythromycin A
khong duge 16n hon 2,0; d§ léch chudn tuong déi cia
dién tich pic erythromycin A thu duoc tir 6 Ian tiém 13p lai
khong duge 16n hon 1,0 %, o
Tinh ham lrong eryzlhron}ycin A(CyHgNO, ;) dua vao sicky
d6 cua dung dich doi chiéu (1), tinh ham luong erythromycin
B' (C;—;H(ﬁNO]z) va erythromycin C (C36H65N013) dya vio
sic ky do clia dung dich déi chiéu (2),

Biéu thi két qua dudi dang erythromycin A stearat.
erythromycin B stearat va erythromycin C stearat bang
cach nhan ham lugng phan tram cia erythromycin A v&i
1,3869: erythromycin B véi 1,3955 va erythromycin C véi
1,3944.

T.inh ham lugng phén trim cia erythromycin stearat bang
tong ham lwong phin trim cia erythromycin A stearat,
erythromycin B stearat va erythromycin C stearat tinh

duoc o trén.

Bédo quan

Trong d6 dumg kin.

Loai thude

Khing sinh nhom macrolid.
Ché phim

Vién nén.

ETHYLCELULOSE

Ethylcelulose 14 celulose duge O-ethyl héa mot phan, phai
chira tir 44,0 % dén 51,0 % nhom ethoxy (-OC,Hy), tinh
theo ché phim da lam khé. C6 thé chira chat chong oxy
héa thich hop.

Tinh chit

Bot com hay bot mau tréing hodc trang nga. Tan trong
methylen clorid va trong hdn hop gém 20 g ethanol 96 %
va 80 g toluen, kho tan trong ethyl acetat va methanol, thuc
té khong tan trong nudc, glycerin 85 % va propylen glycol.
Dich chira ethylcelulose ¢6 thé duc nhe.

Pinh tinh '
A. Phé hép thu hdng ngoai (Phy luc 4.2) cua ché pham
phai phu hop véi phd hap thu hong ngoai cua ethylcelulose
chuén. Hoa tan 40 mg ché phim trong 1 ml methylen clorid
(TT). Trai 2 giot dung dich nay vao giira hai dia natri clorid,
bo mét tim ra dé bay hoi dung méi va tién hanh do.

B. Ché phim phai dap (mg yéu ciu gidi han him luong trong
muc Pinh hagng.

Gidi han acid - kiém

Thém 25 ml nuede khéng co carbon dioxyd (TT) vao 0,5 g
ché pham va lic 15 min. Loc qua phéu lgc thiy tinh xép
sb 40. Liy 10 ml dich loc, thém 0,1 ml dung dich phenol-
phthalein (TT) va 0,5 ml dung d_r"ch natr:i hydroxyd 0,01 N
(CP), dung dich phai c6 mau hong. Lay 10 ml dich loc,
thém 0,1 ml dung dich do methyl (TT) va 0,5 ml dung dich
acid hydrocloric 0,01 N (CD), dung dich phai ¢6 mau do.

P nhot . ' o
80,0 % dén 120,0 % gié tri ghi trén nhan d6i véi che pham
c6 do nhét ghi trén nhdn 16n hon 6 mPa-s va 75,0 % dén
140,0 % gi4 tri ghi trén nhan di véi ché phdm ¢ o nhot
ghi trén nhan khong 16n hon 6 mPas.

Léc mot luong twong duong 5,00 g ché pham da lam kho véi
95 g hén hop gom 20 g ethanol 96 % (TT) va 80 g toluen (TT)
dén khi ché pham tan hoan toan. Xéc dinh d9 nhét & 25 °C
bing nhot ké mao quan (Phu luc 6.3).

Acetaldehyd

Khoéng duge qua 100 phf‘m trigu.

Cin 3.0 g ché pham vao binh non nit mai dung tich 250 ml,
thém 10 ml awde va lac co hoc 1 h. Dé yén 24 h, loc va
pha lodng dich loc thanh 100,0 ml bang nwéc (dung dich
A). Lay 5,0 ml dung dich A vao binh dinh mirc 25 ml, thém
5 ml dung dich methylbenzothiazolon hydrazon hydro-
clorid (TT) 0,05 % va dun néng trong cach thay & 60 °C
trong 5 min. Thém 2 ml thuéc thir sét (1) clorid - acid-
sulfamic (TT) va tiép tuc dun néng trong céch thiy & 60 °C
trong 5 min. Dé ngudi va thém nwdc dén vach. Dung
di‘ch kh_ﬁng duoc cé mau ddm hon mau cta dung dich
d6i chiéu dugce chuan bi cung thoi gian va tuong ty nhu
dung dich thir bang cich thay 5,0 ml dung dich A béng
5,0 ml dung dich thu dwoc khi pha lodng 3,0 ml dung dich
acetaldehyd mJu‘IOO ph&n triéu C,H,0 trong nuéce (TT)
thanh 100,0 ml bang nwdéc.

Clorid

Khong dugc qua 0,1 % (Phu luc 9.4.5).

Phén tan 0,250 g ché pham trong 50 ml murée, dun dén soi
va de ngui, thinh thoang lic. Loc va bo 10 ml dich loc dau.
Pha loang 10 ml dich loc thanh 15 ml bing nudc dé thir.
Mit khéi lwgng do 1am khd

Khéng duge qua 3,0 % (Phu luc 9.6).
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