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KET QUA PIEU TRI BANG PHAC PO OFLOXACIN -
AMOXYCILLIN/CLAVULANIC ACID - TB1-PYRAZINAMID TREN
~ -~ a -~ -
BENH NHAN LAO PHOI PA THAT BAI VGI TRI LIEU CO

ISONIAZID VA RIFAMPIN
Pham Thu Linh*

TOM TAT

K&t qud diéu tri vei phidc dd gém Ofloxacin, Amoxyciltin/elavulanic acid, TBI va pyrazinamid
trén nhitng bénh nhin lao phdi tritde dé da thdt bai vii tri ligu ¢d isoniazid va rifampin duge theo
eleTl guat wadt nghién ity can thiép thiee hign tai PKPK TridmePH YD TP, HCM,

Tie 2/1995 -9/1997, 33 bénh nhin da duwge chin dodn va didu tri. Trong 56 25 bénh nhin cf
theti glan theo diii trén 12 thdang , 92% cd ddp éng vé mdt vi khudn hoe, 8% tdi phdt. Théri gian dm
hia dam trung binh la 4.64 thdng (tir 2-10 thang ). Tai bién khién phdi ngung thudc ko 8% do TBI.

Nhw vy, bénh nhin thdt bai vai tri ligu ¢ isoniazid va rifampin o6 ddp ting khd 5t vii phic
dd diéu tri ndy vé mdt vi khudn hoc, ldm sing va X quang.

SUMMARY

OUTCOME OF TREATMENT WITH REGIMEN OF OFLOXACIN-
AMOXYCILLIN/CLAVULANIC ACID-TB1-PYRAZINAMID IN PATIENTS WITH
PULMONARY TUBERCULOSIS WHO HAD BEEN TREATED UNSUCCESSFULLY WITH
REGIMENS INCLUDING ISONIAZID AND RIFAMPIN.

The response to chemotherapy with a regimen of Ofloxacin, in combination with
Amaoxicillin/clavulanic acid , TBI and pyrazinamid of patients with pulmonary tuberculosis whe had
been treatment failures with regimens including R and H was ¢xamined in an interventional study
carricd out (n the PolyClinic of the University of Medecine and Pharmacy in HCM ¢ity.

Between February 1995 and September 1997, 33 patients were identified and treated, Of the 25
who were followed up for more than 12 months, 92 % had microbiologic respones and 8% relapses,
The time jor a microbiologic response ranged from 2 to 10 months, with @ mean of 4.64 months,
Adverse drug reactions requiring discontinuation of TR was 8%.

Fatients who are treatment failures with regimeny including R and H can have rather good
response to this treatment.

DAT VAN DE

V&1 nhifng thudc khdng lao nhu hién
nay, néu dugc 4p dung ding liéu lugng va
di theti gian thi khd ndng diéu i thanh cong
mit triding hop lae mdi do M.tuberculosis
cim nhay c¢im vdi thufc 1a rit cao Y 9%-
999%][9]. Tuy nhién, viéc diéu trj lai cho
nhitng trudng hop di duge diéu tri trude 46
nhung khing ddp ing vé mat X quang va vi

khudn hoc gip nhidu khé khin, Cé nhiéu
nguyén nhin dua d&n s thit bai cia didu tri
trude d6 nhy do ditng thude khong di liéu
khéng 41 théi gian, diing duy nhat 1 loai
thude hodc nguy hiém hon 1 do su dé khang
c¢lia vi khudn lao vdi nhitng loai thudc dé.
Sy khdng thufic clia vi khudn lao dugc xem
1a quy ludt ton tai cia ndé[4].

* Bic ST Hoc Vién Cao Hoc - B6 Mn Lao Bénh Phéi
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Vi vi th€, nhi€u loai thudc khing lao 43 lin
It ra d&i A€ nhdim didu i va ngdn chan sit
chon loc cdc loai d§t bién khdng thudc clia
vi khudn lao. Isoniazid va rifampin d3 dudc
xem i 2'loai thuée khing lao c6 hiéu qud
nhit va thuding duge dua vao trong cdc phic
dt diéu tri nhdim muc dich ki€m sodt sy
khidng thudc cia vi khudn lao ngay trong khi
dang di¢u tri. Nhung mdt khi phdc dd vita c6
isoniazid va rifampin lai thdt bai thi phdi
chang 12 do ¢é mft tin suft khd cao vi khudn
lao khang véi 2 loa: thudc niy ? Theo mdt
diéu tra gin diy clla Trung (Am ki€m sodt va
phong bénh tai Hoa k¥ thi t¥ 1& vi khuéin lao
di khiing thudc ( khdng it nhdl véi isoniazid
vt rifampin ) 1a 3.5%(5]. Tai Viét nam, mft
cong trinh héi citu cdc phi€u nubi ciy va
khing sinh 46 trong 2 nam tai TTLao vi
bénh ph&i Pham Ngoc Thach dad ghi nhin t§
12 da khdng thudc 1a 29.9%[2].

Hién nay, viéc tim v dp dung nhing
thuéec mdi rong viée diu trj lao nhil 13
nhitng triting hgp lao thit bai hiéu i va die
higt 1a lao da khdng thufic dang dudc 1i€n
hinh, Quinolone d3 dude dua vio danh sich
cic thude diéu i lao hing thit 2 cdng vdi
cdc thude khing lao kinh dién khdc nhu
ethionamide, kanamycin, thiacclazone.. [6,9-
11]. Ngoai ra nhiéu leai thude khic dang
dirge nghién citu nhy clofazimine, rifabutin,
clarithromyein, va amoxycillin/clavulanie
acid[5,6,10,11].

Ching t6i 43 va dang ti€n hinh dp
dung phdc a6 di¢u tri mdi trén nhitng bénh
nhin thit bai diéu i véi i lidu cé
isoniazid vi rilampin- md khd ning do vi
khuin lao khéng thudc rdl cao. Vai phdc dé
gbm  Offoxacin  phdi  hgp  vdi
Amoxycillin/clavalime  acd |, TBI  wvi
Pyrazinamid, muc tiu cla ching 161 14 dénh
gid higu qud di¢u tri cla phde b dya trén
kha nang 4m héa dam va cdi thién hinh dnh
X quang, ghi nhiin tdc dung phy, va 1y 1& tdi
phit clia phdc d6.

PHUONG PHAP NGHIEN CUU
1.B6i tigng nghién ciu

Tdt cd bénh nhin ngoai tri dude chin

dodn 12 thal bai véi phac 46 didu tr ¢6 cd

isontazid vi rilampin, tr 2/1995-thdng
971997, dén kham va didu ri ngoai ted tai
PKBK twdng BH Y duge TP.HCM.

Nhitag bénh nhin nay dude két luan la
thit bai vdi tr liéu c¢6 isoniazid va
rifampin khi:

{1)AFB dam vin (+) va hinh dnh X
guang khing cdi thién sau 6 thing
diéu tri lign tuc, A0 liéu vai phic dé
gomRva H

(2) hoic KSP k&t ludn
Mycobacteriom  tuberculosis khing
vidiRvi H,

Chiing 16i khong dua vie nghién ciu
nhitng hénh nhin:

(13ed tién st didu W lao v
gquinolone

(2)nhitmg bénh nhin  ¢dé thél gian
theo doi ngdn hon 12 théang
2,Phudng phiap nghién ciu : Dang nghién
cltu can thiép,

T4l ¢i cdc bénh nhin duge khim va
lam xét nghiém cén 1dm sdng theo mit
miu bénh én Ihﬁng nhat:

+udi, gidi, cin nang, (rifu chifng

im sling,

+ién st didu tr lao trude dd

+xét nghiém BK dam |, X quang |, k&t
qud KSB (néu cd) cdng thitc mdu, duwim iy
huy&t , BUN, creatinin mdu, test huyét
thanh chén dodn HIV. Cdc xét nghiém
déu duge lJam @i phong xét nghiém cla
Phong khim B, riéng KSP duge ldm i
TTLao-Bénh Phdi PNT,

Sau khi dirde chdn dodn.cic bénh nhin
déu duge dp dung difu i vdi chng ¢hng
thiie:

Ofloxacine
400meinpay+Amoxyeillindlavalanic acid
1000mp/npay+TBISmpfg/ngay+
PZA 30megingay
Chiing 161 danh gid cic bién sd

+triéu chifng cd nidng, cin ning,

+AFB/dim mdi thdng, trong thii
gian diéu tri vi sau khi ngung thude,

+X quang moi 3 thing, trong thisi
gian didu tri vi sau khi ngung thude,
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+ghi nhin tic dung phu cia thufc Téi phdt khi AFB dam (+) lai sau théi
digu tn néu ch | gian di (-) dit bénh nhdn con dang diéu tr
Céc tiéu chuin ddnh gid: hay di ngung diéu tri.

+ ddp ng dic¢u tri khi bénh nhin co6
cii thién 14m sing, bi€n ddi 161 wén X

quang (gidm thim nhiém, gidm kich thudc KET QUA
hay x0a hang) vad &m hda dam . Tir thang 2/1995 d€n thing 9/1997, cb
+ dm héa diam duge két luin khi 33 bénh nhin lao phdi duge chin dodn 13
bénh nhin ¢6 k& qud dam (-) tinh lién thit bai véi cong thitc diéu i wmde d6 (
t€p 3 thdng lien . VA thdi gian dm héa bing 1) vd duge didu tri lai vdi phic df mdi
dam dudc tinh k€ 1 thdsi gian ddu tién ghi Wi Phong khdm PK Truong BH ¥ Duje
nhin miu dim c6 AFB(-) d&€n thdi diém TP.HCM. Trong sb ndy, chi c6 25 bénh
cudi cing ¢ miau dim AFB (-). nhin duge dwa vao nghién citu vi ¢6 di thai
+thdi gian theo doi duge tinh tir ldc gian theo ddi cin thi€t 12 it nhdt 12 théng. 25
bt diu didu tri cho d&n lin tdi khim sau bénh nhdn niy gom 14 nam (56%) va 11 nif
ciing ciia bénh nhin (44%), wdi trung binh & thdsi diém duge chén
+ thiti gian theo di sau diéu tri dude dodn thit bai di€u tri 1a 42 woi+ 12.9.
tinh tir théi di€m ngung thudc dén ldn tdi T4t & bénh nhin déu bidu hién lao
khdm sau clng. tai phéi , khong c6 lao ngoai phéi kém theo.
Bénh nhiin duge xem 12 diéu i hodn Hinh dnh X guang 14 hinh dnh hang (52%) ,
tat khi tdng ih}ﬁ:‘i gi?n didu tri 16 thifu 12 18 hodc vifa hang vira xep phdi (36%) . | bénh
thing higguitan taew, 12 hingisan kil S nhdn trong s§ 25 bénh nhan c6 bénh ly di
amHos. kém 12 tiéu dudng t¥p 2, khong bénh nhin

nio b test huy&t thanh chdn dodn HIV(+).

Bang 1: Coéng thitc diéu tri trudc dé cia 25 bénh nhin

CT2 CT NGAN NGAY CTI+CT2
{3RHE/GR:E,) {3SHRZ/6H:E;) (CT1:3SHZ/65.H;)
S6 bénh nhin 13 1 11
(529 (4%:) (44%)
Nhu vy 25725 (100%) wudng hgp d3 {2)Hinh dnh X quang khong cdi thién
duge didu trj bing cOng thie ¢6 isoniazid v hodc ting 1&n (100%).

rifampin trudc d6 véi thdi gian trung binh 13 Trong s& 25 bénh nhén c6 5 truding hop
11,16 thing+ 7.03. Chdn dodn thit bai diéu o6 Kidng sinh'd8 chong ®d i khdip

trj &f nhitng bénh nhin ndy dya vio : thudc (bing 2).
{1)AFB dam vin con (+) (100%)

Bing 2: Khdng sinh d5 cla 5 bénh nhin

M.tuberculosi

(n=5)

isoniazid 5/5

rifampicin 5/5

streptomycin 5f5

Khdng vdi TCH S5i5
PAS 4/5

ethambutol 35

pyrazinamid /5
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Cho dén thing 9/1997 , 11 bénh nhin (44%) a3 dugce didu i hoan tdt va khong c6 bidy
hig¢n tdi phét , 12 bénh nhin (56%) dang duge diéu tri, 2 bénh nhin (8%) cd miu soi dam (+) lai
sau mot thdi gian duge &m hda dam.

Sau thdfi gian trung binh ld 4.64 thing=1.83 (1 2-10 thdng), 25 truwdng hop di dude dm hoa
dam, nhung sau dé vdi thdi gian theo dbi c6 2 trding hop ¢6 AFB dam (+) tinh t4i phét trong khi
dang diéu trj & thdti di€m 14 15 va 18 thang. Viy tinh chung ty 1& im héa dam 13 92% Jkhéng tinh
ty 1& tdi phdt. Thési gian d€ c6 hinh dnh X quang bién d8i tét ( gidm hodc hét thim nhiém, xéa
hang hay kich thudc hang nhé lai,hét xep phéi ) trung binh 12 3.76 thing=1.14, vdi ty 1& cdi thién
X quang 14 80%. Thdi gian theo ddi trung binh tinh tir Ide bt diu diéu tri dén ngay t4i khim cudi
cing cia 25 bénh nhdn nay 13 17.44 thing +6.03,

Trong 56 1 Ibénh nhin da hodn tat diéu trf, th¥i gian theo dai trung binh tinh i lde b4t diu
diu tri d€n khi k&t thic diéu trj 1a 21,72 thing=6.64. Va tir khi ngung diéu tri cho d&n nay
1a4.27 thing+4.28. Tdt cd bénh nhin nay AFB dam déu (-), hinh dnh X quang (thim nhi&m,
hang don thuin) duge cdi thién 18t x6a hang, thim nhiém gidm, con di chitng xd). Nhitng bénh
nhan c6 hinh dnh xep phéi va hang thi hinh dnh hang dugc x6a, nhung chi 1/4 hinh inh xep phdi
dueic cdi thién( hinh 1)

Hinh 1: Dién tién AFB dam vi X quang cda 11 bénh nhin diéu ti hodn it sau thifi gian theo dai

12

B BXi+
O Xquang bt thutiag! =)

1 i ﬁ 9 12 15 I8 al
thing thdng thing thing thdng thdng thing thing

*3 truiing hap bdt thuong X quang con lai thi nay déu ¢dn hinh dnh hang khu tri trén X
hinh dnh trude didw tri g vita hang vica xep quang .

. s - oA - " acn 5
PREL v sau thid gian dizu i v theo dil th Phidn thng phu thidkeg gip vA shy Khé

xep phii vdn con dis Rinh dnh hang da dugc
Xk

12 trufing hgp dang dude didu trj va
sau thdi gian theo déi  trung binh la
13.41thing=* 1.6, ching t6i chua ghi nhin tdi
phit,

Trong 2 wuiing hdp tdi phdt, lunwdng
hap ¢ t6ng thii gian diéu trj 13 12 thing,
ngung didu tri sau khi d@ 4m héa dim dudc
6 thing vi AFE dam (+) lai sau 9 thdng dm
héa ( 3 thang sau ngung diéu tri ). Trudng
hidp cdn lai thi tdng thii gian didu i 14 18
thang , dd dm hoa dam duge 12 thing nhung
sau d6 thi AFB dam (+) lai , C& 2 truting hop

chiu cho bénh nhin khi€n phdi ngung thudc
13 ngita ( 4% ) vd ndn 6i nhiéu (4% ) do
TB1.
BAN LUAN

Theo Hi¢p h{i 16ng ngue Hoa ky,
nhitng bénh nhin lac phdi cé6 AFB dam (+)
vii sau 2 thing dude difu i véi phic db ¢6
isoniazid v3 rifampin thi trén 85% truiing
hgp  s€ duge m hda dam[13]. Trung tim
ki€m sodt vi phong bénh cia Hoa ki ciing
khuyén cdo ring vigc AFB dam khéng dude
dm héa sau 2 thing di€u trj va tién cin ding
thuGc khing lao cia bénh nhin <& 13 2
trong nhifng y&u t§ nguy cd cae din dén
khing thudc[l4]. V@i 25 bénh nhin trong
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nhém nghién cfu cda ching téi. 52% bénh
nhdn di dudc diéu tri vdi cdng thifc 2, va 44
Y% da duge diéu tri véi vira cdng thic 2 vira
cOng thife 1 nhimg 13t ¢d déu thil bai, bicu
hién biing AFB dam (+) kéo dai vi hinh anh
X guang khéng thuyén gidm hodc ting lén.
Nhy viy, khd ning khdng thudec cia nhém
bénh nhin - niy ld rit cao; hdn nita c6 5/25
hénh nhin ¢d khing sinh d6 k&t ludn la da
khdng thube.

Cho dén nay, di ¢é nhitng nghién cifu
vé diéu trj lai cho nhitng tra®ng hgp khdng
thudc trong bénh lao rén thé gidi cing nhu
tai Viél nam, Goble vi cs di nghién oifu
diéu tri cho 171 bénh nhén khing vdi
isoniazid va rifampin vdi nhitng thude diéu
tri lao cd dién mi con nhay cim theo khéing
sinh &8, nhung k&t qud chi cd 65% d4p dng
vii didu ] va ty 1€ uf vong do lao con cao
1a 22%([11]. Edward va cs cing nghién cifu
trén nhém bénh nhin da khing thudc vdi
mot phic dé bao gdm guinolone (la
ciprofloxacin hodc ofloxacin ) , phdi hgp vai
it nhit 13 2 loai thuéc lao c& dién khdc con
nhay cdm trén khdng sinh dd[8]. K& qui
¢iig nghién oy ¢ho thdy 100% c6-ddp dng
v mit vi khuidn hoe, v khéng ghi nhin tdi
phat sau théi gian theo d&i trung binh 13
22.75 thing.

Sau thdti gian diéu tri vd theo doi,
25/25 bénh nhin cia ching t6i déu duge dm
héa dim, nhung sau d6 cd 2 truling hap (85%)
¢ AFB dam (+) tdi phat khi dang diéu tri.
Nhur vy, khd ning dm hoéa dim cia ching
101 d¢n nay 13 92%, cao hon so véi nghién
cifu cda Pham thi Ndt va cs [3] wén 38
tririfng hgp lao phdi thét bai hodie tdi phdt
cia cdc cong thire 1,2 bling phic d6 ngdn
han va chi dat ty 1€ khdi bénh Ja 81.57% , ty
1& that bai 14 13.15% sau thdi gian 8 thing
diéu tri. Thiti gian dm hda dam trung binh
elia ching t&i I 4.64thdng=1.83, v thii
gian nay trong nghién ciu ¢ia Edward vi ¢s
Ii 4.2 thdng. Cho dén nay, véi thiti gian theo
ddi trung binh 1A 21.72x6.64, 44% bénh
nhin duge diéu tri hodn it vi chua ¢6 bidu
hién tdi phdt. 48%bénh nhin dJdang dugc
diéu trj va cho thdy c6 ddp ing (6t vé miit X
quang vd AFB dim. 2 bénh nhin (8%) co

16

t4i phdt sau thdi gian theo doi ldn hrgt 13 15
v 18 thdng. Ibénh nhin di cé AFB dam(+)
lai sau 3 thdng sau khi ngung diéu tri. Tuy
nhién, bénh nhin ndy ¢ Wne thai gian diéu
tri chi 12 thing, khéng dd so véi uéu chudn
vé thifi gian do ching tHi dua ra. Viée ngung
diéu trj qud sdém- 6 thing sau khi 4m hoa
dim ¢6 thé 13 mdt rong nhitng nguyén nhin
diin d&n tdi phdt cia bénh nhin nay. Bénh
nhin con lai da dm héa dim duge 12 thing,
vi dang dude diéu tri d€n thing tha 18 th
AFB dam (+) lai. C4 2 bénh nhin déu cin
ton tai hinh dnh hang khu trid wén film X
quang. ¥a wong nhiing trfting hap nh thE,
theo nhiu tic gid[1,8,12], viée phii hdp v
diéu tri ngoai khoa cilt bd thiy phdi 1A cin
thi€t d€ gidi quy€t viéc Am héa dam.

Tém lai, vdi két qud ban diu diéu uj
bing phic a6 phdi hdp Oflexacin,
amoxycillinfelavulanic  acid, TE! Vi
pyrazinamid trén cdc trding hop trude d6 da
that bai v tri li¢y ¢d isoniazid va rifampin,
chiing 151 da thu duge k&t qud khd khd quan
vidi ty 1& dm hoa dam 12 92%, cidi thién X
quang la 80% va tdc dung phu khing dang
kE(8% chi ¢6 vdi TB1), Tuy nhién, d& tinh ¥
1& 141 phdt ctia phdc dd wén, ching hi cin
ci thifi gian theo d&i liu dai hon d€ ¢b thé
k&1 ludn chinh xdc. MOt phic d6 nhu viv
trong hodn canh hién nay thi€l nghi 1a co
khd ning chip nhin dudc dic biét 13 uén
nhiing bénh nhin di t¥ng bi thdt bal v
nhitag diéu trj ¢ dién,
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