Mycobacterium tuberculosis

1-3
. 10
20-30
80
10 .. 2533
. 2542 88
30
2533 75 (143 100,000 ) 2538

88 (152 100,000 ) 2543 43 (163 100,000 )



2541 4
1 (CAT 1, 2HRZE(S)/4HR)

2 (CAT 2; 2SHRZE/IHRZE/SHRE)

3 (CAT 3; 2HRZ/4HR)

4 (CAT 4; H alone second line drug)
2

( , 2541;
, 2539; Iseman, 1993; Lacy, 1995)
6 ( L
Isoniazid, Rifampicin, Pyrazinamide ( Jeffery, 1997

Leuenberger, 1992; Westphal, 1994)

15 - 45 2HRZE/4HR 1

2HRZI4HR 2
2 4
Isoniazid (H)
Rifampicin (R)
Pyrazinamide (Z )
Ethambutol ( E)



§ 4 2
- Isoniazid (H)
Rifampicin (R )

1 (Lullmann, 1993)

Combination therapy
A
Isoniazid Pyrazinamide
Oy, 1=ty °
t
Z LN
Lot}
L ———— 7 g
CNS damage 1 »
and peripheral Liver damage
(vt %-mi\istnﬁon) 1
H Streptomycin
Ethambutol 3 ]+ 'sonicotinic acid an aminoglycoside
P § i el
R (’j’ Yo- e
HO—O4y —CH C~CHy—OH W : o o
1 R Ny
e Nicotinic acid ~E=nm
Optic nerve damage )°§_ g
< o
Rifampin “'C.,,c“" m
0 CH;OM
Vestibular and
cochlear
ototoxicity
i
]
: i
A .
“'_N \=>_‘ } : | Clotazimine
p-Aminobenzoic acid |
; | ¢
) ; sy Folate ¢ ?"
apso! synthesis N-O1
QL.
wH-O Q
S o
Hemolysis Skin discoloration
i i o i S S e i i i

A. Drugs used to treat infections with mycobacteria (L. tuberculosis, 2. leprosy)



[soniazid

Rifarapicin

Pyrazinamide

Ethambutol

40-50

40

50

(Singh, 1995)

Bacteriocidal ~ hypersensitivity reaction, rash, hepatitis,
peripheral neuropathy, lupus-like syndrome,
psychosis

Bacteriocidal  flu-like syndrome, hepatotoxicity, rash,
hypersensitivity', drug interaction,
immunosuppression

Bacteriocidal ~ henalotoxicity, increase uric acid levels,
arthitis, gastrointestinal symptoms

Bacteriostatic  optic neuritis, mental confusion, joint pains

14
ad (2 )

R(mg) — Z(mg)  E(mg)

800
1000
1200

H(myg)

300
300
300

H(mg)

300
300
300

300
450
600

1000
1500
2000

(Durand, 1996)

RHamplein
rttamB n}
10 /kgAJay)

Isoniazid
(3 mlglzklg/day)

Pyrazmamido
(20 mg/kg/day)

W

Timtng of

serum
aminotrnnsferaso-
moasurompnls

(mg/kg)
5(4-6)
10(8-12)
25 (20-30)
15(15-20)
(4 )
R(mg)
300
450
600



«

4 in
irrndn

(Thompson, 1995)

/ Establish a diagnosis of tuberculosis

Identify high

risk groups

Check viral

serology (B and C)

— o

Perform LFTs prior

to treatment

Commence anti-tuberculosis chemotherapy. See text for standard drug-regimen

!

.

Check LFTs every 2 weeks for 8 weeks

o

Check LFTs Increase in
Rise in Increase in
monthly for ALT (more than
bilirubin ALT
duration of X 2 normal) and
only alone

therapy / / bilirubin / i

Check LFTs

weekly; stop Stop ALT more ALT increase
Rifampicin if Isoniazid Than X 3 less than

bilirubin remains Normal 3 X normal
elevated
v Either e Ty O
Substitube Ethambutol Reintroduce Isoniazid when
Check LFTs weekly;

Ciprofloxacin or

Streptomycin

LFTs return to normal

Checking weekly thereafter

stop if ALT >X3

NB: If clinical or symtomatic evidence of hepatitis. STOP ALL DRUG




Rifampicin, Pyrazinamice

Rifampicin

2.1

2.2

Ethambutol

2541

SGOT

SGOT

20

50

(Dowda, 1998)

SGPT

SGPT

Isoniazid,
Isoniazid

bilirubin, SGOT SGPT

3 2HRE(S)/THR
3 2HES/16HE
/ Streptomycin
INH Rifampicin
2
1

(acetylator phenotype status)

(underlying chronic liver disease)



(hepatitis B carrier status)
(alcoholism)
(malnutrition)
( 3% )

(Devoto, 1997; Dawda, 1998; Hwang, 1997; Kapanoff, 1978; Ozick, 1995; Pande,
1996; Singh, 1995; Turktas, 1994 )

1 2540)

( 12540)

Durand (1996)
("2

Thompson (1995)
( 3)



15

- 2540;

2,3

«

(2540)

, 2540; Thompson, 1995 )

(
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2540)

LFT fvumsinn
| 1
ind indnd
Teindsesdy
,_;] |
—
Yid —I i ndalm l anliaiuqrssivn
HRIE HRIE HRIE $GOT, SGPT < Jim SGOT,SGPT > 3um
Silinbn < JanJna. ¥i1 Biindin > 3 ansma.
LFT tdisdnmmm LFT andimn 2 afa SGOP,SGPT SGOP.SGPT 1§ S €0 Rvmnli
Auiniey wivitisusn LFT 40 2 dii 3w <2 -3 unziwia R wd
Tasadursninglald GnA LFT advims 1 LT Wy
HRE i HSE v
HRIE HSEOD
alraguury flraqyun
LFT a0 3 Fuavary 2 i
LFT dnd LFT dndnd
1
[ :
Bilindin 1Rty SGOT.SGPT ity
[ | [ = 1
<3ansm. limr > 3% wgn <2m 2-3m 2-Um e > 3 (W wivanmi
Rifampicin Bilirubin > Jan/me.
| it |
[ 1 1
dnAwfanuis WMaannh 210 <2m 2- UM >3m
LFT 90 2 dilani Bifrubin > Jan.ma.
3 Al SRR
anstudinme
\\ LFTan2 faw l]ll‘ll‘l 3 AR
Tafsauinisy dseds
nlraliguun nlmgvurs Ayl

sasrdlisluanedr | |srduraenldnivionm

129 LFT Und
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