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Tong dién tich cac pic cua tap chit B khong dugc 16n hon
5 lan dién tich pic chinh trén sic ky db cia dung dich dbi
chiéu (4) (0,5 %).

Tap chét C: Dién tich pic tap chat C khéng dugc 16n hon
2 lan dién tich pic chinh trén sic ky d4 ctia dung dich déi
chiéu (4) (0,2 %).

Tap don khéc: V&i mdi tap chit, di¢n tich plC khong dugc
16n hon dién tich pic chinh trén sic ky dd cta dung dich
dbi chiéu (4) (0,10 %).

Téng dién tich pic cia tit ca cac tap chit khong dwoc 16m
hon dién tich pic chinh trén sic ky d6 cia dung dich dbi
chiéu 3)(2,0 %)

B qua nhimng pic cé dién tich nho hon hodc bing 0,5 1in
dién tich pic chinh trén sic ky d6 cia dung dich dbi chiéu
(4) (0,05 %).

Ghi chu:

Tap chit A: Methyl 6,8-dideoxy-6-[[[(2R,4R)-1-methyl-4-propyl-
pyrrolidin-2-yl]carbonyl]amino]- | -thio-D-erythro-a.-D-
galacto-octopyranosid (a-amid epimer).

Tap chét B: Methyl 6,8-dideoxy-6-[[[(2S,4EZ)-1-methyl-4-propyl-
idenpyrrolidin-2-yl]carbonyl]amino]-1-thio-D-erythro-o-D-
galacto-octopyranosid (propyliden analog).

Tap chét C: Methyl 6,8-dideoxy-6-[[[(2S,4R)-4-propyl-pyrrolidin-
2-yl]carbonyl]amino]-1-thio-D-erythro-a-D-galacto-
octopyranosid (N-desmethyl lincomycin).

Tap chit D: Methyl 6,8-dideoxy-6-[[[(2S,4R)-1-methyl-4-propyl-
pyrrolidin-2-yl]carbonyl]amino]-1-thio-L-threo-a-D-galacto-
octopyranosid (7-epi-lincomycin).

Tap chat E: Acid (25,4R)-1-methyl-4-propylpyrrolidin-2-carboxylic
(acid 4-propyl hygric).

Tap chit F: Methyl 6-amino-6,8-dideoxy-1-thio-D-erythro-
a-D-galacto-octopyranosid (methyl-1-thiolincosaminid).

Kim loai ning

Khéng dugc qua 5 phén triéu (Phu luc 9.4.8).

Liy 2,0 g ché phim tién hanh thir theo phuong phap 3.
Ding 1,0 ml dung dich chi mdu 10 phan triéu Ph (TT) dé
chuén bi miu déi chiéu.

Nuéc )
Tir 3,1 % dén 4,6’% (’Phu luc 10.3).
Dung 0,500 g ché pham.

Tro sulfat
Khéng dugc qua 0,5 % (Phuy luc 9.9, phuong phap 2).
Ding 1,0 g ché phim.

Ngi doc to vi khuin

Phai it hon 0,50 EU/mg (Phy luc 13.2), néu ché phim
dugc dung dé pha ché thudc tiém ma khéng ap dung cac
bién phap thich hop dé loai bo ndi doc b vi khuan,

Dinh lwgng ‘ )
Phuong phap sac ky long (Phu lyc 5.3). Diéu ki¢n sac ky
nhu mé ta trong phan Tap chit lién quan.

Tién hanh sic ky véi dung dich thir va dung dich d6i chiéu
(1), (3).

Tinh ham lu'(mg cua C13H35CIN206S va C”HJ;CINQOGS

NANG LINCOMYCIN

trong ché phim dya vao dién tich pic cua lincomycin
va lincomycin B thu dugc trén sic ky dé cua dung dich
thir, dién tich pic lincomycin trong dung dich déi chiéu
(1) khi tinh ham lugng cua lincomycin va dién tich pic
lincomycin trong dung dich @i chiéu (3) khi tinh ham
lwgng cua lincomycin B; ham luong C,sH;5CIN,O,S, trong
lincomycin hydroclorid chuan.

Béo quédn
Trong bao bi kin va nhiét d§ khong qua 30 °C. Néu ché
phém 14 v6 khuén, bao quan trong bao bi vé khuén, dam
bao va kin.

Nhin
Phii ghi rd néu ché phim khong c6 ndi doc t vi khuin
hay v6 khuan.

Loai thudc
Khang sinh.

Ché phim
Nang, thudc tiém.

NANG LINCOMYCIN

La nang cimg chira lincomycin hydroclorid.
Ché phém pha1 dap ung céc yeu cau trong chuyén luén
“Thudc nang” (Phu luc 1.13) va cic yéu cau sau day:

Ham lwong lincomycin, C,3H3,N,04S, tir 90,0 % dén
105,0 % so véi hrong ghi trén nhan.

Pinh tinh

A. Chiét mét luong bdt thude trong nang twong {mg véi
0,2 g lincomycin hydroclorid bang 5 ml hdn hop cloroform
- methanol (4 : 1), loc va bbc hoi dich loc cho dén khi thu
duoc cén dang dau. Hoa tan cin trong 1 ml nworc roi thém
aceton (TT) cho t6i khi bat dau xuét hién tia, thém tiép
20 ml aceton (TT) nita. Loc ldy tia. Rira tia hai lan, mi
1an v&i 10 ml aceton (TT). Hoa tan tia trong mot lwgng nho
hén hop cloroform - methanol (4 : 1) r6i boc hoi dén kho.
Sy cin thu duge & 60 °C dudi ap suit khéng quéi 2 kPa
trong 4 h. Phé hép thu héng ngoai (Phu luc 4.2) cua cén
thu dugc phai phit hop véi phd dbi chiéu cua lincomycin
hydroclorid.

B. Trong phan Pinh lugng, trén sic ky dd cua dung dich
thir phdi cho pic chinh ¢6 thoi gian liru tuong tmg véi thoi
gian lru ciia pic lincomyein hydroclorid trén sic ky d6 cia
dung dich chuan.

Lincomycin B

Trong phan Pinh lugng, trén sic ky dd cua dung dich thu
thu dugc, dién tich cta pic lincomycin B (dugc xac dinh
la pic c6 thoi gian luu tuong tmg véi thoi gian luu cua pic
duoc nira giai ngay trude pic lincomycin trong séc ky db cua
dung dich chuan) khéng dwgc 1én hon 5 % tong dién tich
cua pic lincomycin B va pic lincomycin.

689




https://nhathuocngocanh.com/

THUOC TIEM LINCOMYCIN

Nude
Khéng qua 7,0 % (Phuy luc 10.3).
Dung 0,3 g b6t thudc.

Pinh luwgng

Phwong phép sic ky 1ong (Phu luc 5.3).

Pha déng: Dung dich dém pH 6,0 - acetonitril - methanol
(780 : 150 : 150). C6 thé diéu chinh ty 1¢ dung méi néu can.
Dung dich dém pH 6,0: Thém 13,5 ml acid phosphoric
(TT) vao 1000 ml nwée rdi diéu chinh d@én pH 6,0 bing
amoniac (TT).

Dung dich chuan: Dung dich lincomycin hydroclorid
chuén c6 nong do chinh xac khoang 1,2 mg/ml trong pha
dong. C6 thé lic siéu 4m néu cin dé dé hoa tan.

Dung dich thir: Can 20 nang, tinh khi lugng trung binh
cua bot thude trong nang, trén déu va nghién min néu
can. Cén chinh xdc mét luong bdt thudc twong tng véi
khoang 50 mg lincomycin cho vao m¢t binh dinh mirc
50 ml. Thém khoang 40 ml pha dong, lic k¥ trong 10 min
Vi su tro gitp cia siéu 4m néu cin. Thém pha dong dén
dinh mirc, tron déu va loc.

Diéu kién sdc ky:

Cot kich thuéc (25 cm x 4,6 mm) dugc nhdi pha tinh B
(5 pm hodc 10 pm) (Lichrosorb RP8 la thich hop).

Nhiét d§ cot: 46 °C.

Detector quang phd tir ngoai dit & budce séng 210 nm.
T'éc @6 dong: 1 ml/min.

I'hé tich tiém: 20 pl.

Cdch tién hanh:

Kiém tra tinh phii hop ciia hé théng: Tién hanh sic ky véi
dung dich chudn, hé s6 d6i ximg ctia pic chinh lincomycin
khong lon hom 1,3; hiéu luc cdt x4c dinh trén pic chinh
lincomycin khéng it hon 4000 dia ly thuyét; d6 léch chuin
twong dbi cia cac dién tich dap {mg tir 6 lan tiém lap lai
khéng 16n hon 2,0 %.

Tién hanh sic ky lan luot véi dung dich chuén va dung
dich thur.

Tinh ham lugng lincomycin, C,3H34N,O4S, trong nang
dua vao dién tich pic lincomycin thu duoc tir sic ky
dd cua dung dich chuin, dung dich thir va ham luong
C1sH34N,04S trong lincomycin hydroclorid chuén.

Bio quin
Trong bao bi kin, d€ & nhiét d6 khong qua 30 °C, tranh anh
sang truc tiép.

Loai thudc
Khéng sinh.

Ham lugng thwrdng ding
250 mg, 500 mg (tinh theo lincomycin).
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La dung dich v6 khuin cia lincomycin hydroclorid trong
nuéc dé pha thude tiém. Ché pham c6 thé chira céc chat
4n dinh.

Ché pham phai dép {mg cic yéu cau trong chuyén ludn
“Thude llcm thuéc tiém truyén, thudc cy” (Phu luc 1.19)
va cac yéu cu sau:

Ham lwgng ciia lincomycin, C,gH,,N,04S, tir 92,5 % dén
107,5 % so voi lugng ghi trén nhan.

Tinh chat ‘
Dung dich trong, khong mau hodc gan nhu khéng mau.

Pinh tinh

A. Thém aceton (TT) vao mét thé tich ché pham c6 chira
khoang 0,2 g lincomycin hydroclorid den khi xuét hién
tua, thém tlep 20 ml aceton (TT). Loc liy tia, rira tia
2 14n mbi 14n véi 10 ml aceton (TT). Hoa tan tua trong mot
lugng tdi thiu hén hop cloroform - methanol (4 : 1), Lam
bay hoi dung méi dén khd va sy cin & 60 °C dudi 4p suét
khong qué 2 kPa trong 4 h. Phd hip thu hong ngoai (Phu
luc 4.2) ciia cin thu dugc phai phit hop véi phd dbi chiéu
cua lincomycin hydroclorid.

B. Trong phé‘m Dinh lugng, trén sic ky d6 cia dung dich
thir phai cho p1c chinh c6 théi gian luu twong mg véi thoi
gian luu cua pic chinh lincomycin hydroclorid trén sic ky
dd cua dung dich chuén.

pH )
Tur 3,0 &én 5,5 (Phu luc 6.2).

Lincomycin B

Trong phin Dinh lugng, trén sic ky db cia dung dich thu,
dién tich cua pic l'mcomycin B (duoc xic dinh 1a pic cd
thoi gian luu trong img vai thoi gian hru cua pic dugc rira
gidi ngay truée pic lincomycin trong sac ky d6 cua dung
dich chuin) khéng dugc 16n hon 5 % tdng dién tich cia pic
lincomycin B va pic lincomycin.

N@i doc to vi khudn (Phu lyc 13.2).

Pha lo@ng thudc tiém néu cin véi nuéc BET dé thu duoc
dung dich co chira 10 mg lmcomycm trong 1 ml (dung
dich A). Ndng do gidi han ndi doc t6 cua dung dich A 12
5,0 TU/ml. Gié tri 6 pha lodng t6i da cuia dung dich A duge
tinh tir 49 nhay cua thudc thir lysat dung trong phép thir.

Dinh lugng

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

Pha dgng: Dung dich dém pH 6,0 - acetonitril - methanol
(780 : 150 : 150). C6 thé diéu chinh ty 1 dung méi néu can.
Dung dich dém pH 6,0: Thém 13,5 ml acid phosphoric
(TT) vao 1000 ml nwée 1di diéu chinh dén pH 6,0 bing
amoniac (TT).

Dung dich chudn: Dung dich lincomycin hydroclorid
chuin c6 ndng d6 chinh xac khoang 1,2 mg/ml trong pha
dong. C6 thé lic sidu Am néu cin dé dé hoa tan,



