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| NGi Dung:
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« Ciu tao va phén loai

Khang winh Lincosamides

+ Co ché tac dung cua khang sinh lincosamides
+ Co ché khang khang sinh

* Phé khang khuén

* Duoc ddng hoc

Lom v s vua

* Lén men sinh téng hop Lincomyein
* Tinh ché

» M6t sb san pham.

- Vicnvong nghd sinh hoe & cong nphd thue phim
DAL HOC
BACH KHOR
Khang sinh: LINCOSAMIDES
GVHD: TS. Pham Tuén Anh
SVTH: NguyénThi Thao - 20123535
D6 van Giap - 20123034
S nhomdineosanides

- La nhém khang sinh phé hep, duoc tim ra nam 1962, phén lap
tir Streptomyces lincolnensis trong mdt mau dat tir Lincoln —
Anh Quéc.

- Laloai khang sinh gén lién voi bénh viém dai trang gia
mac. :

| Var 1F0

Téc dung 8t véi vi kh’uén gram (+), mét s it gram (-) Nén né
€6 tac dung kiém khuén va diét khudn

Lincosamide duge str dung dé diéu .

tri Staphylococcus va Streptococcus, hitu dung trong diéu

tri Bacteroides fragilis va mét s6 vi khuén ky khi.
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-Lincomycin l4n du tién duogc san
XUAt 1 Streptomyvees lincolnensis v
sau do duge san xudt béng cac chung
Streptomyces khac va Actinomyces.
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hoat dong cua lincony
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Néu} 1964, nha khoa hoc Surgalla da l!]uc nghiém nuodi vi
khudn Staphylococcus aureus trong 2 ong nghiém:

Ong 1: nuéi cdy binh thuong.

Ong 2: ¢o bo sung khang sinh Lincomycin.

Sau dé xéc dinh Protein bfmg phuong phap Lowry nhan thay:

TABLY 1

Bffect of Lincomycin on Cr4-Lysine Incorporatfon by §. sureus

. Counts per Minute Ratios
Addteion | 0-D-660 mu
Toccease Total*( Protein| wall | EProteln | wall
Total Total
None .310 to .553 | 40,400 | 29,000 | 12,300 72 3t
Lincomycin| .310 to .456 5,150 436 4, 190 .08 .80
50 ug/ml
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* 3 AUREUS

Nhirng két qua:

* Tic dong wryc tidp cua lincomycin trén S. aureus 1a hoan toan tre ché tong
hop protein.

* Taong hop DNA khong by anh hudng trong 15 phit diu va tong hop RNA
khdng bi anh hudng trong 60 phat.

Corohe Bhdme khdng sinh Lincomveir

= 2 coché:
* Thay ddi vi tri gén két vao ribosome
¢ H¢ thong bom day
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Locomyan

Bom ra® @_/

Enzym gay
thodi hoa
khang sinh
Khang sinh
e O Khang sinh

B,

hang sinh

Enzym bién abi
khang sin

Cac co ché chdng khang sinh
cua vi khuin

Pho bhane Lhoan cua khanesinh Lineemuein

- C0 tdc dung 1t v6i vi khuin gram+ nhu: Staphylococus sp,
Streptococus sp,.... Va vi khudn gram- nhu: Pasteurella,
Brucella, Su/monella, Ecoli.

- Khong ¢o tac dung véi virus, ndm méc va nim men.

- Khoan 50% s6 chang Staphylococus nhém A khang thudc.

- €6 sy khang chéo giira Lincosamides va Macrolide.

Diocdongdee oo

« Su hip thu
meomyun udng chi duoc hép thu 25%-35%.
-Néng do téi da dat dugc trong mau tir 1-4h va gie
khéng quaé tleng nén phai udng 4Ian/ngay
- Dua vao co thé theo dudng tiém sé hdp thu hoan toan

Licosamides doi voT

* Su phan bé trong co thé

- Phan b khap co thé dic biét & xuong va khdp > nén con
duoc chi dinh t6t cho céc viém xuong tiy.

- Gan vao protein huyét tvong khodng 70% tir 1h30° dén 3ho
Tham manh vao cac md, ddc biét phdi, gan, lach, xuong, tuyén tién
liét. Rét it thdm qua mang nio.

* Chuyén héa: dién ra ¢ gan
* Su dao thai: thai trir qua

dudng mat chu yéu dudi
dang ¢oOn hoat tinh.
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Péc tinh:

¢ - Thudng chi gip cac r6i
loan tiéu hoa nhe (budn
ndn, nén, tiéu chay) va di

U’ Ilg ng()a'i ddA
o
&

* - Dai khi 6 thé gay viem +%
rudt két mac gia, déi khi
ning, dan dén tr vong

+ Dung kéo dai cé thé gay viem dai trang chdy mau co
mang gia (do C. difficille tang sinh véi sb lwong lon
tiet ra doc to rudt).

g Sinh ncomyein

- Glucose 5g/l, starch sg/l, peptone
2,5g/1, cao ndm men 10g/1,
MgSO4.&H20 1g/1

-Starch 20g/l,cao ndm men sg/l,
peptone 5g/l, NaNO3 o,58/1,
MgSO4.&H2) 0,58/l

- diu oliu sg/l,starch sg/l, cao

ndm men sg/l, chiét dau sg/l, N
NaNQO3 o,5g/l, MgSO4.&Hz20

0,58/l

-ddu oliu 30g/l,pharmamedia 20g/1, chiét dau
20g/l, KOH o,58/1,K2HPO4 0,25g/1,
MgSO4.&H20 0,58/l trace element solution

3ml{ FeCl3,ZnClz, MnCl2,CoCla)

Lermentation
Tm————— T

.

-Ching gidng: Streptomyces lincolnensis 11245

-Thanh tring moi trudmg 121°C, 1.2 atm trong 20 phat. pH 6.9
-Hoat héa gibng

-NGC1: 500mi-Erlen-meyer gém 50ml dich nuéi 28 °C trong |
ngay, lic 120rpm. )

-NGC2: 2,5% 2,5% gibng nuoi trong binh 500ml chira 50ml
méi trudmg nhan gidng cap 2, nudi ¢ 28 °C Jac 120rpm.

-Lén Men: 10% giéng, I¢n men trong thiét bi 1én men dung tich
Slrong d6 21 méi wudmg, 28 °C trong 5 ngay.

-Dé tinh ché lincomycin ngudi ta sir dung hé thng sic ky long
hiéu nang cao HPLC.

3/14/19



- 3ml dich 1&n men+ 3ml ethanol la’ichpm treng-5phut nhidt
dé phong.
> Diéu kién chay HPLC
+ Pha déng: 0.5 g/l pentanesulfonic acid
10ml acid acetic
0,2% tetrahydrofuran( PH 4)
+ Toc do dong 5,0 ml/ phat.
+Cot RP-Hypersil
+ UV 300nm
+4p suat 500ps.
+rua giai: nude-2- butanol
- Dé xdc dinh nhya 16t nhat dé thu hdi lincomycin nguoi ta
khao sat rén cac loai nhya: SIP1300, H103, H107, XAD-2
XAD-4
- Su dung phuong phap hap phu trong diéu kién tinh: lg nhua
duogc thém vao binh 100ml dich lincomycin hoac dich néi dé
yén trong 18h

anhdasang —

Table {. Comparison of \arious Resins for Lincor My oin Ree
covern From ¢ Solutn and Fermentation Droth Containing
Lincomycin

Adsorplion amounts 10 ml resing
Resiny With Iincomavin W ith fermentation
~oltithon broth
SIPE 300 1 138
H103 153 0.2
Ho; 140
XAD2 LX)
LXAD-4 146
2 Turbdng trén cho thdy nhwa 14 nhua (8t nhit dé tach

lincomycin tir dich 1&n men Streptomyees lincolnensis 11245

Gan day, ngudi ta nhan thay r"mﬂ trong.qua lLullsmh—mng hop
lincomycin cua Slrcplomygcs lmcolnensn thi ching ndy su
dung dau oliu nhu nguén C cha yéu, va protein 1a nguon N.

Table 2. Effect of Olive Oil Concentration on Li incomycin Re-
covery Fram a Lincomycin Solution

Olive oil concentration Adsorption amount
(2l (- I()J,rimi. resing

0.0 t3.3

1.0 12.9

30 t2.0

3.0 10.4

7.0 9.1

9.0 72

: palmitic acid, oleic acid, linoleic acid,
lmnlum acid and arechidic acid duoce sinh ra tr dau oliu
gdy (e ché.

. : \ .
st anl bong L

—_—

Table 3. fTect of Protein Concentration on Lincomycein Re
covery From a Lincomycin Solution

Protein concentration /\ds()rpriun amount
(1) : ¢ 107 il resing

Y 13.6

3.0 13.0

5.0 12.4

7.0 1.0

9.0 9.2

1.0 8.5
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: Phéxi’ﬁch”hﬁn p TL
sacetone

C trén gel silica (methyl cthyl ketone-

| Mot so san pham

San thfm noi
Thudng dung cho nhiém ciu
khuin gram (=), nhit la trong
tai, mili, hong,

Trong diéu kién én dinh Lincomycin thu dwoc chiém 15%

CCfinhChé—_  —

Dang kho dich loc, bb sung methylenc chloride. Loc chit
‘khong tan, dich loc ¢con lai bd sung cther.

Loc lay chét két fia va dich loc con lai duoc tron v6i
methanol hydro clorua IN

Thu dugc tua khéng mau hvdrochioride lincomycin

Két tinh bﬁng etham)bli

50 san pham

Thudng ding cho viém phdi, nhidm khuin dwong hé
hap.

R —

e

.+ ] Clindamycin Hydrachloride
- { Capsules USP

. JOALACIN®C 150 mg

San pham ngoai
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KHONG LAM DUNG K ANG SINH

o Chi.gdunskhing bl
<o chi dink cuis dacs

o Luck tuan thd lidu rong v a
2 nan diew tn Lhany dink
ec b Gink chabacai

o Tuy dotrikhasg aoh b

nrer bas ko chuok bag &

g ding
E R + Kheng wduoginidon
kbang.ink i o kking oo

ham

Tar hew tham khao

I: Du bok choi, Seong ryeol Ryu, On You Choi, Pemin Yin, and
Kyu-Hyuk Kwun, Recovery and puritication of Lincomycin
from the Culture Broth of Streptomyces lincolnensis,
Ind.Eng.Chem,Vol. 11,No.6(2005) 932-937

2 Joh R Hofstetter,Kalamazoo,Mich, process for the
purinfication of lincomycin,jan.26,198 |

3: hups:/fen.wikipedia.org/wiki/Lincomycin

4. JJosten and Paris M. Allen,the mode of action of
Lincomycin,research laboratorles, the Up John
company,Kalamazoo,Michigan, 1964
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