NGHIEN CUU SU'BIEN DOI MOT SO CHI SO SINH HOA
DE DANH GIA CHUC NANG GAN THAN TRONG 1 THANG DAU BIEU TRI

BANG THUGC CHONG LAO O BENH NHAN LAO PHOI AFB(+)

TOM TAT

Tac dung khéng mong muén cla cac thubc chéng
lao thuong xay ra ngay trong nhimg tuéan dau diéu tr,
biéu hién bang nhimg triéu chimg l1dm sang va su
bién déi nhiéu chi sé sinh hoc trong dé co cac chi sé
sinh hoa. Nghién ctu nay dudc tién hanh trén 60
bénh nhén lao ph6i AFB(+) diéu tri tai Bénh vién lao
va bénh phoi trung uong, két qua cho thdy: 80% bénh
nhén tang cac chi sé transaminase ngay trong tuan
dau diéu tri va G 1 thang diéu tri van duy tri chi s6 nay
0 muc cao. Bilirubin toan phan va creatinin mau it
bién dong trong thang dau diéu tri. Chi s6é acid uric
mau ngay sau 1 tuén diéu tri va & 1 thang diéu tri van
tang chiém > 70% s6 bénh nhén. Chua thdy c6 moi
lién quan ré rang gitra chi sé acid uric méau va biéu
hién dau khép khi diéu tri bang thudc chéng lao.

Tir khoa: thudc chéng lao, lao phéi AFB (+).

SUMMARY

Study on the change of liver and renal functions
through some biochemical parameters in smear-
positive pulmonary TB patients during the first month
of antituberculous treatment

A study on 60 patients with sputum smear-positive
pulmonary tuberculosis at National  Hospital of
Tuberculosis and Respiratory Diseases. It revealed
that:

- More than 80% had elevation of hepatic
transaminase enzymes right in the first week of
treatment. After a month of treatment, the percentage
of patients who had elevation of hepaftic enzymes
was hot reduced when compared with that after a
week of treatment.

- During the first month of treatment, there was
little change In serum ftotal bilirubin and creatinin.
Their values didn’t exceed nommal limits.

- The percentage of patients who had elevation of
uric acid after a week and a month of treatment was
rather high (71.7% and 75%, respectively).

- Most of adverse effects are mild. Cutaneous
syndrome and arthralgia are more common during
the first month of chemotherapy. The relationship
between elevated serum uric acid levels and
arthralgia has not been confirmed.

Keywords: smear-positive.

PAT VAN DE

Piéu tri bénh lao la da hoa tri liéu, vi vay hay xay
ra cac tac dung khéng mong muén cua thuéc diéu tri,
trong d6 anh hudng I6n t6i chiic nang gan, than
Cac tac dung khéng mong muén phan I6n thudng xay

LE THI LUYEN - Vu Khoa hoc Déo tao, B Y té
PO THI HANH TRANG - Truong DH Duoc Ha Noi

ra trong nhitng tuan dau diéu tri. Trong thuc té diéu tri
hién nay, cac xét nghiém can lam sang lién quan dén
tac dung khéng mong mudn cua thudc chua dudc
thuc hién thudng xuyén va co6 hé thong, ciing nhu
viéc theo doi cac tac dung khéng mong mudn cua
thudc chi dimg lai 6 viéc xUr tri khi triéu chimg xay ra.
O Viét Nam, da c6 mét so it nghién clu vé tac dung
lam thay d6i mét sé chi s& sinh hoa cua thuéc chdng
lao®®* nhung chua nghién clru nao vé bién ddi cac chi
sO sinh hoa ngay trong thang dau bénh nhan st dung
thuéc. Vi vay, chung tdi thuc hién dé tai nay nham
nhung muc tiéu sau:

1. Panh gia mc d6 anh hudng ctia thuéc chéng
lao dén mot so chi s6 sinh hoa thudng gap lién quan
dén tac dung khéng mong mudn cla thudc: SGOT,
SGPT, bilirubin, creatinin, acid uric trong thang dau
diéu tri.

2. Gép phan tim hiéu tac dung khéng mong muén
bi€u hién trén 1dm sang cua thudéc chéng lao va méi
lién quan vdi nhiing bién déi vé chi s6 sinh hoa.

PpOI TUGNG VA PHUONG PHAP NGHIEN cUuU

1. Doi tudng nghién ctru

1.1. S6 luong bénh nhén

60 bénh nhan lao phéi diéu tri ndi tra tai Bénh vién
Lao va bénh phéi Trung uong

1.2. Tiéu chuéan lua chon va loai tror déi tuong
nghién cuu

a. Tiéu chuan lua chon:

- Puoc chan doan lao phéi ngudi 16n AFB(+) theo
tiéu chuan cia WHO va Chuong trinh chéng lao qudc
gia.

- Bénh nhan c6 chic nang gan than binh thuong
truge diéu tri.

- Piéu tri bang thudc chdng lao do Chuong trinh
chong lao qudc gia cung cap

- Ngudi bénh dung thudc c6 kiém soat

b. Tiéu chuén loai trr:

- C6 bénh phéi hop khac phai diéu tri bang thudc

- Phu nu cé thai va cho con bu

2. Phuong phap nghien ctru

2.1. Loai hinh nghién ctiu: nghién cu tién cliu

2.2. NO6i dung nghién ctu va phuong phap tién
hanh

a. Danh gia su bién déi mét sé chi sé sinh hoa
trong qua trinh diéu tri:

Cac chi s6 sinh hoa nghién clru bao gobm: SGOT,
SGPT, bilirubin toan phan, creatinin méau, acid uric
mau. Phan loai miic d6 bién déi cac chi sé trén sau 1



tuan va 1 thang diéu tri bang thudc chdng lao dua vao
chi s6 binh thuong cta labo sinh hoa, Bénh vién lao
va bénh phdi Trung uong.

+ Xac dinh c6 tang khi tri s6 clla chiing cao hon
so v@i truge diéu tri

+ Mlc do tang: tri s6 do dudc trong giGi han hay
vuot qua gidi han binh thuonag.

- Phan loai mic d6 bién dbi chi sé bilirubin,
transaminase dua theo tiéu chuan cla G. Danan®®:
Két luan c6 tén thuong gan khi SGPT > 2N va/ hoac
bilirubin két hop > 2N (N - gia tri gi6i han binh thudng)

- Panh gia suy than theo tiéu chuan cla E.
Rothschild ! khi c6 mét trong cac tinh huéng sau:

+ Creatinin mau > 150 pumol/I.

+ P6 thanh thai creatinin < 50 mmol/phut

b. Ghi nhdn nhimg tac dung khéng mong mudn
biéu hién trén l1&m sang trong qua trinh diéu tri: vang
da, vang mat, sét, réi loan tiéu hoa, dau cac khdp,
viém day than kinh ngoai bién, U tai, chéng mat, diéc,
nghe kém, hoi chiing da, giam thi luc, gan to...

Tim mdi lién quan gitra biéu hién I1Am sang véi su
bi€n d6i mét s6 chi s6 sinh hoa.

2.3. Phuong phap xt ly sé liéu

XU ly s liéu bang toan théng ké y hoc, chuong
trinh EXCEL 6.0

KET QUA NGHIEN cUU VA BAN LUAN

1. Mot so dic diém nhém bénh nhan nghién
cuu

a. Tubi va gidi.

Trong nhém bénh nhan nghién ciiu, tudi cao nhat 13
91, tudi thap nhat 1a 17, tudi trung binh ctia nhém bénh
nhan nghién ciu la: 47,7 + 16,8.

Trong cac nhém tudi, 41,6% bénh nhan Iira tudi
31-50 thudc nhém tudi lao déng. Bénh nhan > 60
tudi cling chiém ty I& khéng nhé (30%).

Trong 6 bénh nhan nghién ctiu c6 47 bénh nhan
nam va 17 bénh nhan nlt, nam gigi nhiéu hon nit xap
xI 2,5 lan.

b. Thé lao va phéac do diéu tri.

Trong s6 60 bénh nhan nghién cliu c6 28 bénh
nhan mac lao mdi, chiém 46,7% (diéu tri theo phac
d6 2SRHZ/6HE) va 32 bénh nhan tai tri, chiém
53,3% (diéu tri theo phac do
2SRHZE/RHZE/5(RHE),). Nhu vay, 28 bénh nhan lao
m&i trong thang dau diéu tri bang 4 thudc:
streptomycin  (S), 1soniazid (H), rnfampicin (R),
pyrazinamid (Z), 32 bénh nhan tai tri dugc chi dinh
diéu tri bang 5 thudc: 4 thudc trén nhu bénh nhan lao
moi va ethambutol (E).

c. Thuéce diéu tri va liéu dung.

Trong thang dau diéu tri (thudc giai doan tan
cdng), cac thudc dudc st dung hang ngay vdi liéu
luong trung binh trén thuc té nhu sau:

Bang 1. Liéu luong thuéc trung binh bénh nhan si
dung:

Lieu trung binh thuc té
bénh nhéan sur dung

Liéu t6i uu cla
WHO (mg/kg)

Tén thudc

(mg/kg)
Isoniazid (H) 4-6 6,27 +1,07
Rifampicin (R) 8-12 9,32 +£1,71
Pyrazinamid (Z) 20 - 30 30,61 + 4,95
Ethambutol (E) 15-20 16,05 +4,24
Streptomycin (S) 12-18 15,97 +1,95

Trong s6 5 thudoc chéng lao ducdc si dung:
streptomycin, ethambutol, rifampicin c6 liéu trung
binh nam trong khoang liéu t6i uu cia WHO!", nhung
isoniazid va pyrazinamid cé liéu trung binh hgi tng
so V@i liéu t6i uu quy dinh.

2. Su bién doi cac chi sé transaminase (SGOT,
SGPT)

Cac thudéc chdéng lao rifampicin, isoniazid,
pyrazinamid déu c6 tac dung khéng mong muodn la
gay viém gan. Trong nghién clu nay, tat ca nhing
bénh nhan dudc luva chon vao nghién clu déu c6 cac
chi s6 sinh hoa trong gigi han binh thudng trudc khi
diéu tri bang thuéc chéng lao. Su bi€n ddi clia cac chi
s6 SGOT, SGPT, bilirubin (cac chi sé dudgc st dung
dé danh gia tén thuong gan) trong thang dau bénh
nhan dung thudc chéng lao dugdc trinh bay trong bang
2 va 3.

Bang 2: Miic d6 bién d6i cac chi sé SGOT, SGPT
so v@i truge khi diéu tri:

Mrc Sau 1 tuan diéu tri Sau 1 thang diéu tri
a6 SGOT SGPT SGOT SGPT
ién | S [ Ty [ S6 ] Ty | S6 [ Ty | S6 [ Ty
doi bn | 16% | bn | 1% | bn | 16% | bn | €%
Tang
o | 31802331 (170 |0
Zazrﬁ 47 | 783 | 46 | 767 | 50 | 833 | 48 | 80.0
Khdn
g |10 [167]121] 2 | 9 [150] 12 | 200
tang
Tong | o0 1 100 | 60 | 100 | 60 | 190 | g0 | 190,
sO 0 0

Sau mot tuan diéu tri, > 80% bénh nhéan cé tang
SGOT va SGPT, nhung da s6 bénh nhan (>70%) co
muc tang men gan <2N. C6 3 bénh nhan tang SGOT
>2N va 2 bénh nhan tang SGOT >2N. Sau mét thang
diéu tri s6 bénh nhan cé men gan tang so vdi trudc
khi diéu tri van chiém ty 1& cao nhu sau mét tuan diéu
tri (85% va 80%). Tuy nhién, chi con 1 bénh nhan c6
SGOT > 2N. Pbiéu nay chiing to sau mét thang diéu tri
thuéc chéng lao van anh hudng dén men gan nhung
mlc dd6 anh hudng da giam di so véi thdi diém sau
mot tuan diéu tri.

3. Su bién doi chi s6 bilirubin toan phan

Bilirubin toan phan ciling 1a mét trong nhing chi sé
duoc dung dé danh gia chiic nang gan. Trong thang
dau diéu tri bang thuéc chdng lao, miic d6 bién déi clia
chi s6 bilirubin toan phan dudc thé hién qua bang 3



Bang 3. Mirc d6 bién déi chi sé bilirubin toan phan
so v§i truge khi diéu tri:

Mirc d6 Sau mét tuan diéu tri Sau mot thang diéu tri

bién doi S6 bn Ty & % S6 bn Ty & %
Tang > 2N 0 0 0 0
Tang < 2N 29 48,3 35 58,3
Khong tang 31 51,7 25 41,7

Tong s6 60 100,0 60 100,0

6. Nhitng tac dung khong mong mudn cuta thubc
bi€u hién trén Idm sang.

Trong s6 60 bénh nhan nghién clu, tac dung
khéng mong mudn cla thuéc chdng lao biéu hién trén
lam sang trong thang dau diéu tri gap vdi ty 1é 33,3%.
Cac triéu chiing biéu hién va tan xuat gap nhu sau:

Bang 6. Tac dung khéng mong mudn cuta thudc
bi€u hién trén lam sang  thang dau diéu tri:

Sau mét thang diéu tri, s6 bénh nhan c6 bilirubin
toan phan tang Ién so véi trude khi diéu tri chiém ty 1&
cao hon so véi thdi diém sau mét tuan diéu tri (58,3%
so vGi 48,3%) nhung tri sé bilirubin van nam trong giéi
han binh thuong.

4. Su bién doi chi sé creatinin mau

Hau hét cac thudc chdéng lao déu dudc dao thai
qua than. Creatinin mau phan anh tuong déi chinh
xac kha nang loc cla than. Chang t6i theo déi su bién
doi cta chi sé creatinin mau qua cac lan xét nghiém
va thu dudc két qua sau:

Bang 4. M(ic d6 bién ddi clia chi s creatinin mau
trong qua trinh diéu tri so véi truGc diéu tri:

M d6 bién déi | Sau mét tudn didu tri | S2u MO! ttgang dieu
creatinin mau SO bn Ty & % SO bn | Ty & %
Tang creatinin 3 51,7 32 53,3

Khong tang 29 48,3 28 46,7
creatinin
Té’ng sO 60 100,0 60 100,0

Sau khi dung thuéc mét tuan va moét thang, >50%
s bénh nhan cb creatinin mau tang so vdi truéc diéu
tri. Tuy nhién trong cac lan xét nghiém, khéng cé
bénh nhan nao ¢o6 creatinin mau tang vuot qua gia tn
binh thudng cua labo.

5. Su bién déi chi sé acid uric.

Trong cac thudc chdéng lao, pyrazinamid (ic ché
bai tiét urat qua than, gay tang acid uric mau. Theo
doi su thay déi ndng d6 acid uric mau trong thang dau
diéu tri két qua thu duoc nhu trong bang 5.

Bang 5: M(ic d6 bién ddi néng dé acid uric mau so
v@i truge diéu tri:

Mitc 46 bién dé Sau mot t.ué‘n Sau mot thang
ncid UFic ’ diéu tr ’ diéu tr
Sobn | Tylé% | S6 bn | Tylé %
Ta | trong gia tri bt 19 31,7 18 30,0
ng > gia tri bt 24 40,0 27 45,0
Khong tang 17 28,3 15 25,0
Tong s6 60 100,0 60 100,0

Sau moét tuan diéu tri, s6 bénh nhan co tang acid
uric mau so vdéi truéc khi diéu tri chiém ty 1é cao
71,7%. Sau moét thang diéu tri ty 1&é nay c6 tang lén
(75%) nhung mlc dé tang khéng dang ké. S6 bénh
nhan c6 ndong dd acid uric mau vugt qua gia tri binh
thudng chiém > 40% qua cac lan xét nghiém.

L S6 | Tylé A S6 | Tyle
Triéu ching on | o Treuchimg | ' | o
Vgrg d% 0 0% E)lec,r nghe 0 0%
vang mat kém
Budn ndn, non, Hoi chimg da 183
dau bung, ia 2 | 33% | (manngtra, | 11 o
chay phat ban) ’
Daucackhop | 6 18’0 Giamthilge | 1 | 1,7%
0
\(lem day.thﬁn 3 | 50% Gan to 0 0%
kinh ngoai bién
Utai,chongmat | 1 | 1,7% Sét 3 | 50%

Cac tac dung khéng mong mudn cula thudc trén
lam sang nhin chung biéu hién & mirc d6 nhe. Biéu
hién hay gap nhat la nglra. Trong s6 11 bénh nhan c6
triéu chiing nay, 3 bénh nhan néi ban do khip ngudi
sau khi dung thuéc chong lao ngay trong nhiing ngay
dau diéu tri, phai tam ngimng cac thudc chong lao dén
khi hét cam giac ngra; c6 3 bénh nhan phai nging
han streptomycin trong qua trinh diéu tri. S& bénh
nhan con lai chi thdy nglra nhe ngay sau khi dung
thudc vai gid va hét dan trong nhimg lan dung thudc
tiép theo.

SO bénh nhan bi dau cac khdp chiém 10%, tuy
nhién mic d6 bi€u hién nhe, thudng gap trong 2 tuan
dau dung thuéc.

BAN LUAN

1. Su bién doi cac chi sé transaminase,
bilirubin toan phan va biéu hien lam sang.

Poi chiéu véi nhiing tac dung khong mong muodn
bi€u hién trén I1am sang cho thay: mac du mét sé chi
sé sinh hoéa lién quan dén tén thuong gan 1a SGOT,
SGPT, bilirubin cé su bi€n déi trong thang dau diéu tri
(cO 3 bénh nhan tang SGOT >2N va 2 bénh nhan
tdng SGOT >2N) nhung chua gay ra cac biéu hién
triéu ching tén thuong gan trén 1Am sang: vang da,
vang mat, gan to. K&t qua nay c6 thé lién quan dén
nhung bénh nhan dudc lua chon vao nghién ctiiu c6
chiic ndng gan binh thudng truéc diéu tri, khi khai
thac tién s khéng thay nhimng yéu t6 nguy cd viém
gan cao nhu: tién s bénh gan, nghién rucu. Tuy
nhién, day chi la nhitng két qua trong thang dau diéu
tri, can theo déi nhitng biéu hién nay trong nhing
thang tiép theo, vi thudéc chéng lao phai diéu tri lau
dai.

2. Su bién doi chi sé acid uric mau va biéu
hien dau khdp.

Tang acid uric mau vuot qua gidi han binh thudng




chiém >40% qua cac lan xét nghiém 1a co sd dé xem
xét dén tinh trang dau khop ciia mét s6 bénh nhan
trong thadi gian diéu tri vi nguyén nhan dau khép trong
khi dung thuéc lao thudng dudc cho rang do tang
aciduric mau. Trong s6 nhiing bénh nhan c6 chi s6
acid uric mau tang cao vuct qua gia tri binh thuong
chi c6 5 bénh nhan c6 biéu hién dau khdp trén 1am
sang, trong s6 d6 2 bénh nhan da co tién sir dau
khop tir truGe khi diéu tri thuéc chéng lao, 3 bénh
nhan xuat hién dau khép va cd chi s6 acid uric cao
hon gia tri binh thudng khi diéu tri bang thudc chéng
lao. Tuy nhién, c6 2 bénh nhan mac du chi s6 acid
uric rat cao (>700 umol/ml) nhung van khéng c6 biéu
hién dau khdép, 1 bénh nhan c6 xuat hién dau khép
khi diéu tri nhung khéng cé biéu hién tang acid uric
mau. Nhu vay, chua thay c6 moi lién quan chat ché
gilta tinh trang tang acid uric mau véi biéu hién dau
khép do dung thudc chéng lao.

KET LUAN

Qua nghién cliu su bién d6i mét s6 chi sé sinh
hoa trén 60 bénh nhan lao phéi AFB (+) diéu tri bang
thuéc chdng lao trong thang dau tién, ching téi rat ra
mot s6 nhan xét sau:

- Cac chi s6 SGOT va SGPT tang ngay tur tuan
dau diéu tri 6 >80% bénh nhan va tiép tuc ting sau
mot thang diéu tri, nhimg chi s6 nay ting trong
khoang <2N.

- Bilirubin toan phan va creatinin mau it bién déng
trong thang dau diéu tri va van nam trong gidi han
binh thudng.

- Ty 1& bénh nhan c6 acid uric mau tang so véi
trudc diéu tri tai cac thdi diém sau mét tuan (71,7%)
va sau moét thang diéu tri (75%) tuong doi cao. Chua
c6 moi tuong quan ro rang gilra triéu chiing dau khdp
va muc doé tang acid uric mau.

- Phan 16n cac tac dung khéng mong mudn déu
xay 3 midc dd nhe. Hay gap nhat la nglra va dau
khdp. C6 3 bénh nhan di ing thudc phai ngiing si
dung streptomycin.

Cac két qua nghién clu trén day mdi chi danh gia
cac chi s6 sinh hoa thay déi trong 1 thang dau diéu
tri, do d6 can phai tién hanh theo déi cac chi s6 nay
trong nhitng thang tié€p theo dé phat hién nhiing tac
dung khong mong mudn cta thudc trong subt liéu
trinh diéu tri.
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