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ABSTRACT

Rifampicin concentration in plasma of re-treated pulmonary tuberculosis
patients at the Can Tho Tuberculosis and Pulmonary Disease Hospital was
determined by high performance liquid chromatography (HPLC) method. Thirty
five patients were investigated in this study to understand factors which are
related to the drug concentrations in plasma of re-treated pulmonary
tuberculosis patients compared to the standard concentration recommended by
the national program for anti-tuberculosis disease. Cross-sectional descriptive
study (a study in a certain period) was conducted with 70 plasma samples. The
samples were taken at two events: 2 hours and 3 hours after swallowing.
Average concentrations of rifampicin in plasma at 3 hours (4.2345.21 ug/ml)
was signicficantly higher (with p <0.05) than that of rifampicin in plasma at the
time of 2 hours (2.6773.32 g/ ml). Only 8.6% of patients at the time of 2 hours
and 22.9% of patients at the time of 3 hours lined between the therapeutic
concentrations range (8-24 ug/ml). There is a significant relation between
concentrations of rifampicin in plasma of re-treated pulmonary tuberculosis
patients with therapeutic doses and the age of patients (p<0.05).

TOM TAT

Dung phwong phdp sdc ky long dé xdac dinh nong do thuoc rifampicin trén
bénh nhan lao phoz tdi dleu tri tai Bénh vién Lao va Bénh phéi Thanh phé
Can Tho. Ti im hiéu cdc yeu 16 lién quan dén viéc nong do thuoc dat hay
khong dat nong dé chudn trong huyét twong bénh nhdn mdc lao phoz tdi
diéu tri. Nghién ciru mo ta cdt ngang dwgc tién hanh véi 70 mau huyét
twong dwoc ldy ¢ 2 thoi diém 2 gio va 3 gio sau khi uong thuéc rifampicin
(RMP) ciia 35 bénh nhdn lao phéi tai diéu tri dem phdn tich bang sdc ky
long (HPLC). Két qua chi rang nong dé RMP huyét twong trung binh ¢
thoi diém 3 gio (4.2345,21 ug/ml) cao hon so véi & thoi diém 2 gic
(2,6743,32 ug/ml) voi p<0,05. Chi co 8,6% bénh nhan ¢ thoi diém 2 giova
22,9% bénh nhdn & thoi diém 3 gio dat pham vi nong d¢ diéu tri (824

ug/ml). Co moi twong quan thudn chiéu giita nong do RMP huyét tiong
véi liéu diéu tri va voi tuéi ciia nhém bénh nhdan nghién ciru (p<0,05).

1 GIOI THIEU

Bénh lao 1 mdt trong ba bénh truyén nhiém
gdy tir vong cao nhat & cac nudc dang phat trién.

Néam 2011, Viét Nam xép thir 12/22 Quéc gia ¢6 s6
bénh nhan nhiém lao cao nhét thé gidi, xép thu
14/27 nudce c6 ganh nang bénh lao da khang thudc
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cao trén toan cau (WHO, 2012). C6 rat nhiéu
nguyén nhan din dén tinh trang lao khang thudc va
ndéng d6 thudc chéng lao trong mau thap 1a mot
trong nhiing nguyén nhén dan dén kha nang dap
{mg diéu tri kém ctia bénh nhan. Thudc rifampicin
dugc phat hién vao nim 1963 va cho dén nay thude
van gitt vai tro cha yéu trong viéc diéu tri bénh lao.
Thudc duge hip thu tét qua duong tiéu hoa va
chuyén hoa qua gan. Trong mau, ndng do thudc
duogc xem la dat pham vi diéu tri trong khoang 8-
24 ng/ml (Peloquin CA, 2002)

Lé Thi Luyén, 2006 da nghién ctru sinh kha
dung cua rifampicin trén nguoi tinh nguyén va
noéng do rifampicin trong huyét twong bénh nhan
lao phoi, két qua chi ra rang sinh kha dung trong
vién hén hop 2-FDC va 3-FDC trén ngudi tinh
nguyén mic du dugc udng cing mot lidu va do &
cung thoi diém c6 nong d6 RMP trong huyét twong
khéac nhau gilta cac ca thé, con trén nhém bénh
nhan c6 91,3% bénh nhan & thoi diém 2 gio va
84% bénh nhan ¢ thoi diém 3 gio co ndng d6 RMP
thdp hon so v&i ndng d6 pham vi diéu tri.
Nguyén Thi Kiéu Anh va ctv. (2007) da xay dung
mot qui trinh dinh lugng déng thoi rifampicin va
pyrazinamid trong huyét tuong bang phwong phap
sac ky long hiéu nang cao, phuong phap nay da
duogc thim dinh day du vé céc tiéu chuan ciia FDA
qui dinh vé& phuong phap phan tich thudc trong
dich sinh hoc vdi d0 tin cdy cao dugc ung dung
danh gia tinh sinh kha dung cia thudc ciing nhu
gidm sat ndng do rifampicin huyét twong ctia bénh
nhan trong qua trinh diéu trj dé tir 4o giup cac bac
sT ¢ thé diéu chinh lidu diéu trj rifampicin kip thoi
va han ché tinh trang khang thudc.

Ching t6i 4p dung qui trinh dinh luong
rifampicin trong huyet tuong bang phuong phap
sdc ky 1ong cia Nguyen Thi Kiéu Anh va ctv, 2007
nham thyc hién dé tai “Khao sat néng do thudc
khang lao rifampicin trén bénh nhan lao phdi tai
diéu tri tai bénh vién Lao va Bénh phdi Thanh ph
Can Tho” nham hai muc tiéu: (1). Dung phuong
phap HPLC dé xac dinh nong d6 thudc rifampicin
trén bénh nhén lao phéi tai diéu tri tai Bénh vién
Lao va Bénh ph01 Thanh pho Can Tho. (2). Tim
hiéu cac yéu t6 lién quan dén viéc ndng do thudc
dat hay khong dat ndng do chuan trong huyét
teong bénh nhan mic lao phéi tai diéu tri.

2 POI TUQNG VA PHUONG PHAP
2.1 Déi twong

Ba muoi lam (35) bénh nhén da duoc chén
doan xac dinh la lao phdi tdi di€u tri tai Bénh
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vién Lao va Bénh phéi Thanh phé Cin Tho, duoc
béac si chi dinh diéu tri theo phac dd 2SHRZE/
IHRZE/5H3R:;Es, Day la phac d6 chuan theo
chuong trinh chéng lao Qudc gia qui dinh (Bo Y
Té, 2009), thoi gian thuc hién tir thang 3/2012 dén
thang 5/2013.

2.2 Phwong phap
Phwong phap mé ta cit ngang.
2.2.1 Thiét bi va héa chdt thi nghiém

Bao gdm hé thong mdy HPLC (Shimadzu
SPD-10 Avp), may lic co hoc, may siéu 4m dudi
khi, mdy ly tdm, can phan tich 4 s6 1¢. Hoa chat
gdm Methanol, Acetonitril, Kali dihydrophosphate
(Merck), rifampicin chuan, huyét tuong tring,
thudc dang vién c¢6 chua rifampicin bénh nhén
dang uong va huyét trong cua bénh nhén sau khi
ubng rifampicin. Thubdc uong Tuberzid viét tit
RHZ 1a dang thudc nén hdn hop ba thanh phan (3-
FDC) bao gom Rifampicin 150 mg; Isoniazid 75
mg; Pyrazinamid 400 mg, hodc Turbe viét tit RH,
1a dang thudc nén hdn hop hai thanh phan (2-FDC)
bao gdbm Rifampicin 150 mg va Isoniazid 100 mg,
ca 2 loai thuéc déu do nha san xudt Cty c6 phan
Dugc phim Nam Ha (Nam Dinh-Viét Nam)

2.2.2  Phwong phap dinh luong rifampicin
trong huyét twong

a. Cdch ldy mau

Qué trinh 14y miu dugc tién hanh theo cac
budc sau (i) Cac bénh nhan tham gia déu dwoc
ubng vién thudc khang lao dang hdn hop 2 hodc 3
thanh phan khi tién hanh nghién ctru. Thudc dwoc
ubng luc 6-7 gid sang voi 200 mL nudce dun soi dé
ngudi (i) mdi bénh nhan dwoc ldy 2 miu mau tai
céc thoi diém 2 gio va 3 gio sau khi udng thude.
Tai mdi thoi diém 2,5 mL mau tinh mach dugc cho
vao Ong nghiém c6 chira chit chéng dong
(Heparin), mau dugc bdo quan lanh, ly tam (4000
vong/phut) ldy 1 mL huyét tuong. Phan huyét
trong nay dugc bao quan -20°C cho dén khi dinh
lugng cung lic 70 mau

b.  Dinh heong rifampicin huyét irong bang HPLC

(i) Chiét RMP: hut chinh xac 1 mL huyét twong
c6 chira RMP va 1,5 mL acetonitril cho vao cung 1
dng nghiém c6 nip day, lic k§ bang may lic trong
1 phat va ly tim dung dich ndy bang may ly tim
v6i toe do 3500 vong/phit trong 30 phut dé dugc
phan dung dich hitu co ¢6 chira RMP (Nguyén Thi
Kiéu Anh, 2008). Dung bom tiém ImL hut phan
dich trong sau d6 bom tir tir qua mang loc 0,45um
dé duogc dich chiét RMP. (i) Thé tich m3u tiém 1a
30 pL. Sy hién dién cta rifampicin va ham lugng
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clia nd trong mau huyét trong duoc xdc dinh dya
vao thoi gian luu cua rifampicin chuén va duong
chuan cua rifampicin dugc thi€t 1ap ¢ cac nong do
3 pg/mL, 7.5 pg/mL va 15 pg/mL (R?=0.9963).
c. Phwong phdp xir Iy s6 liéu trong nghién citu
~ Dung phan mém théng ké SPSS 18.0 dé xir Iy
s0 li¢u thu thép

3 KET QUA

3.1 Dic diém nhém bénh nhan nghién ciru

3.1.1 Tudi, giGi tinh va cdn ning

Trong tong sd 35 bénh nhan nghién ctru 29
bénh nhan 1:21 nam (82,9%), c6 6 bénh nhép nir
(17,1%). Tuoi cua nhom nghién cuu tir 25 dén 72
tudi, trung binh 49,89+11,73. Pa s6 cac bénh nhan
(74,3%) thudc nhoém céan nang 40-55 kg, can nang
trung binh 48,3+7,8 kg.

3.1.2 Pdc diém lam sang va cdn lam sang ciia
nhom bénh nhdn

Co 34/35 bénh nhén’cé,biéu hién triéu chimng
ho khac dom (97,1%), ké dén la mét moi (65,7%),
sut can (60%), ran phoi (54,3%), sot nhe vé chiéu
(42,’9%), cac triéu chﬁ:ng dau nang nguc va kho thd
chiém ty 1¢ kha thap (<32%). Céac bénh nhan
déu dugc soi dam tryc tiép trudce khi tién hanh diéu
tri voi ty 1€ duong tinh 1a 91,4%, 100% bénh
nhan ¢6 hinh anh ton thuong trén phim X-quang
phoi chuan.
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3.1.3 Tién sir bénh va thoi gian tdi phat

Trong tong s6 35 bénh nhén tham gia nghién
ctru, chung t6i ghi nhan da so bénh nhan c6 thoi
gian tai phat >5 nam.

3.2 Liéu diéu tri rifampicin theo cAn ning

Nhan xét: Liéu diéu tri thuéc RMP trung binh
ciia bénh nhan trong nhom nghién ctru theo cén
ning 13 9,42+0,82 mg/kg. TAt ca cac bénh nhan déu
dugc diéu tri theo dung khuyén cao ciia chuwong
trinh chéng lao Qubc gia (CTCLQG).

Bang 1: Liéu diéu tri RMP theo cn ning

Liéu diéu tri thyc té
(mg/kg) n =35
Lidu TB+ Thip nhit
(mg/kg) [1] SD - Cao nhit

8-12 9424082  8,10-10,98

3.3 Néng d¢ rifampicin huyet tuong thoi
diém 2 gio va 3 gio' sau khi uong thude

Liéu khuyén cdo
ciia Chwong trinh
chong lao Quoc gia

Nhan xét: Ty 1€ bénh nhan dat pham vi néng do
diéu tri thap, 8,6% & thoi diém 2 gio, 22,9% & thoi
diém 3 gio. Phan 16n bénh nhan (77,1% & thoi
diém 2 gio, 68,5% & thoi diém 3 gid) c6 nong do
RMP huyét trong dudi 4 pg/ml. O ca 2 thoi diém,
khong c¢6 bénh nhan nao vuot ngudng ndng do
RMP trong huyét twong (> 24 ug/ml).

Bang 2: Ty 1¢ bénh nhén theo khoang nong do & 2 thoi diém

Thoi diém 1dy mAu sau uéng RMP

Khoing nong d9 RMP (ug/ml) 2 gitr 3 giv
S6 bn Ty 18 (%) S6 bn Ty 18 (%)
<4 27 77,1% 24 68,5%
4 -<8 5 14,3% 3 8,6%
8 —24 3 8,6% 8 22,9%
> 24 0 0,0% 0 0,0%
Tong cong 35 100% 35 100%

Bang 3: So sanh ndng do RMP huyét twong & 2
thoi diem

Nong d) RMP Thoi diém

huyét twong 2 gio 3 gio P
(ng/ml) (n=35) (n=35)

Trung binh 2,67 4,23

Trung vi 1,37 1,51

Do lach chudn 3.32 so1 0013

Pham vi nong 46 0,00-15,88 0,00—-18,06

Nhan xét: Nong d6 RMP trung binh & thoi diém
2 gior 14 2,67+3,32 pg/ml, con & thoi diém 3 gio 1a
4,23+521 pg/ml. Do léch chuan 16n cho thay c6 su
dao dong rat nhiéu vé& ndng do trong huyét twong
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giita cac ca thé. Do d6, chung toi dung kiém dinh
Wilcoxon cho phan phdi khong chudn dé so sanh
ndng d6 RMP tai hai thoi diém 2 gio va 3 gid sau
khi udng thudc, két qua cho thiy ndng d6 RMP &
thoi diém 3 gio cao hon so voi ¢ thoi diém 2 gid va
su khac biét nay co ¥ nghia théng ké véi p<0,05
(Z=-2,424,n=135, p—0015)

3.4 Mabilién quan giira nong do rifampicin
huyét twong véi mdt sb yeu t6

3.4.1 Lién quan gitta nong do rifampicin huyet

twong véi liéu diéu tri theo can ndng va véi tudi
cua nhom bénh nhdn nghién cuu

Khi phén tich twong quan don bién cho thiy &
cung 1 thoi diém c6 sy tuwong quan thudn chicu
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murc do yéu giita ndng 46 RMP huyét twong voi
lieu di{:u tri theo cén nang voi p<0051r=034¢
thoi diém 2 gio, r= 0,4 & thoi diém 3 gio.
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Hinh 1: Lién quan giira ndng do RMP trong
huyét twong ¢ thoi diem 2 gio voi lieu dieu tri
theo cin ning
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Hinh 2: Lién quan giira ndng d9 RMP trong
huyét twong ¢ thoi diem 3 gio voi lieu dieu tri
theo cin ning
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3.4.2 Lién quan giita nong dg rifampicin toi
da trong huyét twong véi tuéi bénh nhan

Qua phan tich trong quan don bién va qua
Hinh 3 cho thiy c6 su twong quan thuan chiéu mirc
d6 yéu giita ndng d6 RMP t5i da trong huyét twong
va tudi ciia nhom bénh nhan tham gia nghién ctru
(r=0,34, p <0,05).
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Hinh 3: Lién quan giira ndéng d9 RMP tdi da
trong huyét twong véi tudi cia nhém bénh nhan
nghién ctru

3.4.3 Lien quan gitta nong dé RMP huyét
tuong voi cac yeu to khac

Nhan xét: Khong c6 su lién quan gitra ndng do
RMP huyét tuong véi gidi tinh, thoi gian tai phat
va ngay lay mau (p>0,05).

Bang 4: Lién quan giira nong do RMP véi giéi, thoi gian tai phat, ngay ldy mau

Nong dd RMP huyét twong

Yéu to khao sat Trung binh+SD Trung vi P

i Nam (n=29) 476551 3,14
Gioi Nit (n=6) 3.0041.77 1.71 0,793
Thei atan i S | nam (1=7) 3,6745,77 1,19

o & 1 — 5 nam (n=9) 2,49+4,74 0,48 0,170
P > 5 nam (n=19) 5,69+4,90 3,91

= <90ngy (n=18) 4,89+5.46 3,23

Nedy ldy mau < o) o oa0 (n=17) 4014479 137 0,391

4 THAO LUAN

Tai thoi diém 2 gid sau khi uéng thudc, RMP s&
dat ndng do cao nhét trong huyét twong (Peloquin
CA, 2002) va day la thoi diém thich hop c6 thé 1ay
méau dé gidam sat ndng d6 thude trong diéu tri. Tuy
nhién, trong nghién ctru ndy ching tdi ghi nhan
nong d¢ thuéc RMP ¢ thoi diém 3 gio sau khi uéng
cao hon so véi ¢ thoi diém 2 gio va su khac biét
nay c6 y nghia théng ké véi p<0,05, diéu nay phu
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hop vé6i nghién ctru (Lé Thi Luyén va ctv (2005).
Mic du tit ca cac bénh nhén trong nhém nghién
ctru déu dwoc diéu tri ding theo liéu khuyén cao
cia CTCLQG (8-12 mg/kg) nhung tir két qua &
Bang 2 va Bang 3 cho thiy da s cic bénh nhan
déu khong dat pham vi ndng d6 diéu tri. C6 dén
91,4% bénh nhan & thoi diém 2 gio va 77,1% bénh
nhan ¢ thoi diém 3 gid c6 néng do RMP huyét
tuong dudi 8 pg/ml. Nong d6 RMP huyét twong
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diéu tri can dat la 8-24 pg/ml, néu n6ng do thép
hon 8 pg/ml thi nguy co tai phat bénh c¢6 thé xay ra
vi quan thé vi khuan gay bénh khong duoc tiéu diét
hét s& gop phan quan trong trong tai phat bénh lao.
Két qua nay kha phu hop véi nghién ctru trude day
trén dbi tugng bénh nhan mic lao méi tai Thanh
phd Can Tho sau 2 gid c6 87,5% va sau 3 gio
82,5% bénh nhan cé néng d6 rifampicin trong
huyét twong dudi pham vi didu tri (Nguyén Thi
Hong Nhung va ctv., 2012). Vi vdy, nghién ctru cua
chung téi cho thay viéc sir dung phuwong phap
HPLC dé do ndng do rifampicin trong huyet tuong
1a can thiét, c6 thé ap dung giam sat nong do
rifampicin nhdm hiéu chinh liéu mét cach phi hop
trén timg bénh nhan mic bénh lao khi s dung
thudc RMP trong diéu tri.

Tu Hinh 1 va Hinh 2 qua phan tich twong quan
don bién cho thy co mdi twong quan thuan chiéu
muc do yeu giita ndng d6 RMP trong huyét tuong
v6i lidu diéu trj tinh theo mg/kg can néng, két qua
nay phu hop véi nghién ciru cia Nguyén Thi Hong
Nhung va c#v. 2012 va S.W.Um, 2007. Ngoai yéu
t6 lidu diéu tri, ching toi ciing ghi nhén tir Hinh 3
c6 sy tuwong quan ¢ muc do yeu gitra nong do
thubc RMP v6i tudi ciia nhom bénh nhan nghién
ctru. Biéu nay ciing phu hop véi nghién ciru cua Lé
Thi Luyén (2011), tac gia cho rang khi tudi bénh
nhan cang cao thi nong d6 thudc trong huyét twong
cang lon.

5 KET LUAN

Qua nghién ctru nong do rifampicin trén 35
bénh nhan 1aqo phoi tai tri,diél‘l tri tai Bénh vién Lao
va Bénh phoi Thanh ph6é Can Tho, ching t6i dat
dugc mot so két qua sau:

— Ty 1& bénh nhan co nong do rifampicin
huyeét tuong dudi nong d6 dieu tri chiém ty 1€ cao &
ca thoi diém 2 gio (91,4%) va thoi diém 3 gio
(77,1%).

— Nbong db rifampicin huyét tuong & thoi diém
3 gid cao hon so véi ¢ thoi diém 2 gio véi p< 0,05.

- C6 su khéc’ biét rit lon vé ncfmg do
rifampicin trong huyét trong giira cac ca thé

- Go mdi twong quan thuan chidu muc do yeu
giita ndng do rifampicin huyet tuong véi liéu didu
tri theo mg/kg can nang véi p< 0,05.

— Khi tudi ciia bénh nhan cang cao thi nong
do rifampicin huyét tuong cang lon va nguoc lai.
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