OAKYNTET ,,JAPMALINA
HEHTDHP 3A ITUCTAHIIMOHHO OBYYEHHUE

a MEANINWHCKA YHUBEPCUTET - IIVIEBEH

Nexkuma Ne 25

NMPOTUBOTYBEPKYJIO3HMU
JNIEKAPCTBA

Mpod. NMnameH Neunkos, acd



[TpOoTNUBOTYDEPKYO3HA
fIeKapCTBEHU MPOaYKTU

cTopus

Koch noeHtudounympa
Mycobacterium tuberculosis
1938 - Hayarno Ha

NPOTMBOTYDEpPKYNO3HaTa
XUMmoTepanus



1o 1952 -

cyngoHamMungm,

PAS (4-ammnHocanuuumiosa K1cenumHa ) u
Thiacetazone

)L "

NH, 2-[[4-(aueTnnamumHo cbeHI/ln]MeTvlneH]
XxugpasnHokapboTtnoamuma
PAS (Thiacetazone)

COOH



CUHTETUYHU NPOTUBOTYDEPKYSTO3HN NIEKAPCTBEHM

I'IpO,EI,yKTI/I
[encrea cpeLly akTUBHO pacTawnTe
1951 r. Isoniazid TyOepKyno3Hu bakrepun.
N
N
oakTepuumngeH
pvuung /
Ph Eur
pyridine-4-carbohydrazide - NH,
7N

NHxnbupa cnHTesa Ha MUKONOBUTE
KNCENUHN (XUOPOKCU KNCESNNHMW) -
KOMMOHEHTWN Ha bakTepuanHara KnertbyHa
cTeHa.
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[Tony4yaBaHe Ha Isoniazid
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|V|eTa6OJ'II/I3'bM Ha Isoniazid

| . N
NN
| HCOOH
0= ~NHN=C—COOH ?HZC 2
o/ NHN=—C—COOH

/ Isoniazid

N N
’ | N
\ > | — +  NH2NH,
7 NHNHCOCH; COOH
N - acetylisoniazid isonicotinic acid hydrazine

|

NH,NHCOCH 3 - > CH3CONHNHCOCHS3

acetylhydrazide diacetylhydrazide



Pyrazinamide
nmpa3|/|H|<ap60|<caM|/|u)

Ph Eur [ j)J\pyrazme 2-carboxamide

Pyrazinamide e c gencrame nogobHo Ha Isoniazid,

C TECH CMeKTbpPHa KINMUHUYHO MpUioxuma
aHTUbakTepuarnHa akTUBHOCT, KOATO MO CbLLECTBO BKIMOYBA
camo M. tuberculosis.

Pyrazinamide xugponusnpa 4o akTuBHUA MeTabonnt
pyrazinoic acid.



Pyrazinamide moxe oa obae
bakTepunocTaTmyeH nnn bakTepuunaeH cpeLly
Mycobacterium tuberculosis B 3aBUCUMOCT OT
KOHLIEHTpaLUUATa Ha NIeKapCcTBOTO, AOCTUrHaTa
Ha MACTOTO Ha UHeKkumnaTa. KOHKPETHUAT
MEXaHU3MbT Ha OeNCTBNE € HEN3BECTEH.



buoTpaHchopmayms

O
N
~ NH-
I Microsomal
N/ deamidase

Pyrazinamide (PZA) Pyrazmonc acid (POA)\

xanthine oxidase/ xanthine /\I.(
other oxydizing enzymes oxidase

Pyrazinuric acid
0]
N\ Microsomal
| NH; deamtdase
=
HO N

(PUA)
5-hydroxypyrazinamide 5-hydroxypyrazinoic acid
(5-OH-PZA) (5-OH-POA)




Ethambutol d-N,N/-6|/|c(1-
XuapokcumeTunnponun)etTuneHgmammH

OH

H
N

H5;C
H/\/ CH3

OH
PhEur 2 5 (ethylenediimino)bis[(2S)-butan-1-ol] dihydrochloride
Ethambutol Hydrochloride

NHXnBrpa MUKONOBUTE KNCENUHM B
KneTb4yHaTa CTeHa Ha TyOepKyno3HUs

BakTypum.
bakTepunocTaTuyeH



MeTabonuambT Ha Ethanbutol

MmeTtaoconut A
CHO

ch\)\ NH
NH/\/ \(\CH

CHO

3

meTaoonuT B
COOH

ch\)\ NH
NH N Y\CH

COOH

3



[TpOoTMBOTYOEPKYNO3HN aHTUONOTUNLM

NH
NH |
cTpenTuanH | | HN/\NHZ
A HoN SNH |
L-cTpenTo3a OH
o O
B CHO
H3C GakTepuumnaeH
HO O
N-metun-L-rmtokozammH HO O
R R’
c < |> R = CH2OH
. R'= NHCHs35
Streptomycin 4, oh Eur

Str. griseus Streptomycin Sulphate  (3H2S0a4



Streptomycin sulfate is bis[N,N'-bis(aminoiminomethyl)-
4-0O-[5- deoxy-2-0O-[2-deoxy-2-(methylamino)-a-L-
glucopyranosyl]-3-Cformyl-a-L-lyxofuranosyl]-D-
streptamine] trisulfate, a substance produced by the
growth of certain strains of Streptomyces griseus or
obtained by any other means.

[lencTtBa 4Ype3 Hameca B HOpMariHUs NPOTENHOB
CUHTEe3. Pa3pyLlaBa NpOTENHOBUA CUHTES.

OTkpuT Npe3 1943 1. - NbpPBUAT aHTUOUOTUK
epeKkTMBEH CpeLLy NMPUYNHUTENA Ha TyDepKynoaarTa.



Rifamycins

CH; CHj

Str. mediterranei,

>\k

HsC CHs
H3CO._
R R'
Rifamycin B —OCH,COOH —OH
Rifamycin O —(1,3-dioxolan-4-on)-2-yl —0
Rifamycin S :O@ 5 —O0
Rifamycin X —N=—/N —O0



Rifamycin Sodium  monosodium salt of rifamycin SV

chemical transformation of rifamycin B

Ph Eur

Amycolatopsis mediterranei

CH
° NHxnbupa bakTepmnanHus
O\ CUHTE3 1 creaoBaTenHo,
O— X OH pacTex Ha bakTtepun.



[TonycuHTeTn4yHM Rifamycins
Rifampicin (Rifampin)

Ph Eur

a semisynthetic antibiotic obtained from rifamycin SV



Rifabutin

Semisynthetic derivative of rifamycin S

Ph Eur



