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Tém tit:

Muc tiéu: Rifampicin c¢6 vai tro chinh trong diét khuin va ngin ngira tai phat. Nghién ctru nay nham xac dinh cac
dic diém dwoc dong hoc (PK) va dwge lwe hoe (PD) ciia Rifampicin ¢ bénh nhan lao phéi khong da khang thudc
va ty 1 bénh nhan dat dich AUC/MIC. Phwong phap: miu mau tinh mach & nhirng thoi diém x4c dinh ké tir sau
khi uéng Rifampicin dworc ldy ¢ 135 bénh nhan lao phdi méi hoic tai tri, khong da khang thudc, dwgc didu tri bang
thudc chong lao hang mdt vao ngay 10-14 sau khi bat dau diéu tri dé dinh lrong nong do thudc trong huyét twong
bi“mg HPLC-MS/MS. D("ing thoi, mAu dom ciia bénh nhan trude thoi diém diéu tri dwoe thu thap aé phan 13p chiing
M. tuberculosis giy bénh nham xac dinh gia tri MIC véi Rifampicin. Mé hinh dwogc dong hoc quin thé dwoc xir Iy
trén ph?m mém Monolix 2018; thong s6 AUC dworc tinh trén g6i ph?m mém Simulx thudc R. MIC dwoc xic dinh
bang phuwong phap vi phién ty 18, sir dung méi trwomg M7H11. Ty 18 AUC/MIC ciia mdi c4 thé dwoc so voi gia tri dich
AUC/MIC>271. Két qua nghién ciru cho thz"iy, mo hinh dwge dong hoc quz‘in thé ciia Rifampicin xay dung dugc 1a mo
hinh mdt ngin, gia tri AUC trung binh va trung vi 1a 50,565 va 45,99 mg.h/l dya trén nong dd Rifampicin do dwoc.
MIC ciia Rifampicin xdc dinh dwgc ¢ 123 bénh nhan hau hét trong khoing 0,25-1 ug/ml. Chi c6 16/123 bénh nhén
dat dich PK/PD véi AUC/MIC>271, ty 1¢ dat dich rit thap & MIC>0,25 pg/ml; khi MIC>1 pug/ml 0% dat dich PK/
PD. Két luin: dic diém PK va PD ciia Rifampicin c6é sy bién thién 16n giira cac ca thé. Cé mot ty 1¢ 16n khong dat chi
s6 dich PK/PD t6i wu. Do d6 can c6 hiéu chinh liéu Rifampicin hién tai dé niang cao hiéu qua diéu tri cho bénh nhén.

Tir khéa: bénh lao, dwge dong hoc, dwge lwe hoc, MIC, Rifampicin.
Chi s6 phén logi: 3.4

Rifampicin 1a mot thuc quan trong trong cac phac dd
diéu tri lao. Pac diém cua Rifampicin la sy bién thién rat 1on
vé céc thong s6 duge dong hoc giira cac ca thé [4-6], mat
khac cac chung vi khudn lao gdy bénh c6 tinh dap g khac
nhau giita cac bénh nhan, vi vay, nghién ctru dic diém duoc
dong hoc - dugce lyc hoc (PK/PD modeling) cua Rifampicin
& bénh nhan 14 co s¢ dé dy kién liu diéu tri t6i wu.

Dat van de

Bénh lao 1 nguyén nhan gay tir vong phd blen trén thé
gidi, mac du tir vong do lao c6 thé tranh khoi néu duoc chan
doan sém va diéu tri phu hop. Hién nay, trén toan ciu, cong
tac phong chong bénh lao van con nhiéu thach thirc, nhu sy
khac biét gitra cac qudc g1a trong kinh phi dau tu; cham phat
trién cac phuong phap chan doan, diéu tri, phong ngira moi
[1] va su gia tang tinh trang vi khuan khang thudc. Chién
lugc diéu tri bénh lao 4p dung phéac dd phdi hop nhiéu thube

Tai Viét Nam cho dén nay, cac dir li€éu nghién ctru vé
dugc dong hoc cling nhu dugce luc hoc ctia Rifampicin con

ddng thoi trong mot thoi gian hop 1y dé dam bao khoi bénh
va tranh tinh trang khang thudc. Tuy vay, phac do diéu tri
thudng quy chu yéu dua vao kinh nghiém lam sang, trong
khi hiéu qua con chwa cao nhur mong doi, doc tinh cua thude
cao, thoi gian diéu tri kéo dai Va chi ph1 cao [2]. Ben canh
tang cuong nghién ciru phat trlen thuoc moi, nhu cau trong
diéu tri lao dit ra hién nay la can tbi vu hoa hiéu qua diéu tri
vé6i cac thube chdng lao hién co [3].
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rat han ché, va dic biét chua c6 nghién ctru dugc dong hoc
qu?in thé, cling nhu chua c6 phan tich dugc dong hoc - duoc
luc hoc cua Rifampicin trén bénh nhan lao. Do d6, ching t6i
thuc hién phan tich dac diém duoc dong hoc - dugc lyc hoc
cua Rifampicin ¢ bénh nhén lao phéi vo1 muc tiéu: xac dinh
dac diém duge dong hoc - duoc luc hoc cua Rifampicin va
khao sat ty 1¢ dat dich dugc dong hoc - dugc luc hoc trong
quan thé bénh nhan lao phoi.
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Abstract:

Objectives: Rifampicin is a key drug to kill M. tuberculosis
and prevent recurrence in tuberculosis management. This
research aims to determine pharmacokinetic (PK) and
pharmacodynamic (PD) properties of Rifampicin in non-
multidrug-resistant tuberculosis (non-MDRTB) patients
and the proportion of patients who achieve the proposed
target of AUC/MIC.

Methods: venus blood samples were collected at certain
time points of 135 new cases or retreatment non-MDRTB
patients to measure the concentration of Rifampicin in
plasma by HPLC-MS/MS. In addition, patients’ sputum
samples were collected to isolate M. tuberculosis strains
for the determination of MIC to Rifampicin. Population
pharmacokinetic model and estimated individual parameter
values were built by Monolix2018R1 and the R package
Simulx. The MIC was determinated by proportional 48-well
microplate in Middlebrook 7H11. Finally, individual AUC/
MIC were compared with the target of AUC/MIC>271.

Results and conclusions: one-compartment population PK
model characterised by transit compartment absorption was
built. The mean and median AUC values of population were
50.565 and 45.99 mg.h/l, respectively. The MIC values of 123
patients were almost in range of 0.25-1 pg/ml. Only 16/123
patients achieved the proposed target of AUC/MIC>271;
the ratio lowered significantly in patients with MIC over
0.25 pg/ml and dropped to 0% in those with MIC of
1 pg/ml and higher. PK and PD properties of Rifampicin
showed large variability between patients; however, the
exposure can be deemed as suboptimal, thus leading the
need to adjust dose and regimen of Rifampicin in pulmonary
tuberculosis treatment.

Keywords: MIC, pharmacodynamic,
Rifampicin, tuberculosis.
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Déi tugng va phuong phap nghién ciu
Déi twong nghién ciru

Nghién ctru dugce thuc hién trén 135 bénh nhan lao phéi
m&i hodc tai tri duoc didu tri bé‘lng phac dd c6 Rifampicin
va céac thube chéng lao hang m¢t khac. Bénh nhan dugc thu
dung tai ba dia diém nghién ctru: Bénh vién Phdi Ha Noi,
Bénh vién Phdi Trung wong va Bénh vién 74 Trung uong
trong thoi gian 2017-2018.

Tiéu chuan lva chon: bénh nhan tr 16 tudi tré 1én, chan
doan lao phdi AFB (+) méi hoic tai tri; khong méc lao da
khang (MDR-TB), xac dinh bang két qua GenXpertMTB+/
RIF-); dugc chi dinh diéu tri bang thudc chng lao hang mot
theo hudng dan ctia Chuong trinh chéng lao quéc gia.

Tiéu chudn logi trir: phu nit c6 thai va cho con bu; khong
xac dinh dugc cac thong s6 dugc luc hoc; bénh nhan suy
gan, suy than nang, thiéu mau ning (Hb<6 g/dl); tinh trang
1am sang qua trdm trong co nguy co tur vong; ngung diéu tri
do tac dung khong mong muon; khong tuan thu diéu tri; két
qua khang sinh d6 thudc chong lao hang mot cho thiy khang
Rifampicin va Isoniazid.

Vin dé dao dirc trong nghién cvru y sinh hoc: nghién ctru
dugc trién khai sau khi dugc Hoi dong dao dirc trong nghién
cuu y sinh hoc Khoa Y dugc - Pai hoc Quéc gia Ha Noi xét
duyét ho so va chap thuan. Hoi dong dao dirc trong nghién
ctru y sinh hoc néu trén c6 ma s hoat dong IRB-VN01016
(do B9 Y té cap) va IRB0001047 School of Medicine and
Pharmacy VNU (do HHS-OHRP Hoa Ky cép). Bénh nhan
tuyén chon vao nghién ctru déu duoc thuc hién day du quy
trinh 14y chap thuan tham gia nghién ctru va ky ban chép
thuén tham gia nghién ctru.

Phuwong phap nghién ciru

Thu thap thong tin lam sang tir bénh nhan diéu tri: bénh
nhan duogc ghi nhan cac thong tin 1dm sang bao gdm: tudi,
gidi tinh, chidu cao, can ning, thé lao, cac chi sO sinh hoa
(AST, ALT), tinh trang bénh mic kém (HIV, tiéu dudng) va
loai thude chdng lao dang st dung.

Thu thdp mau mdu va phan tich dwoc dong hoc: mau
mau tinh mach duoc léy vao ngay diéu tri tha 10-14. Bénh
nhan dugc udng thude vao budi sang nhu didu tri thuong
quy sau khi dn sang 2h trudc sy ching kién cta nghién ciru
vién ldy miu mau. Thoi diém 1y mau duoc phan bd dudi 2
nhém theo 2 ché d6 khac nhau: (1) trude khi ding thudc va
1, 4, 6 h sau dung thudc; va (2) trudce khi dung thudc va 2,
5, 8 h sau khi dung thudc (mdi mau 3 ml mau). Thoi diém
lay mau trude khi dung thude (0 h) trung véi thoi diém udng
thudc cua ngay trude d6 dé dam bao thoi diém 0 h tring
v6i thoi diém 24 h sau khi udng thude ciia 1 ngay trudc liy
mau. Mau mau dugc bao quan lanh ngay sau khi lay va ly
tam trong vong 15 phit sau khi lay dé tach huyét twong. Cac
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mau huyét twong dugc dan nhin c6 mi sb theo ting bénh
nhan va dugc bao quan trong ti lanh sau -70°C. Thoi diém
ubng thudc cia ngay ldy miu méau va ngay trude ldy miu
duogc ghi nhan chinh xac thoi gian thuc vao phiéu thong tin
lay mau duoc dong hoc. Nong do thude trong huyét tuong
dugc dinh lugng tai Vién Kiém nghiém thudc Trung wong
bang ky thuit LC-MS/MS, phuong phap dinh luong da
duoc chung t6i xdy dung va tham dinh céc tiéu chuin theo
quy dinh cua FDA [7].

Thu thap mau dom va phan tich dwoc luc hoc: mau dom
6 thoi diém trude diéu tri ciia timg bénh nhan dugc thu thap
(theo quy trinh huong dan ctia Chuong trinh chéng lao qubc
gia) dé nudi cdy vi khuén lao bang MGIT tai céac khoa vi
sinh cta timg bénh vién, cic miu c6 két qua duong tinh
duoc chuyén vé Bénh vién Phoi Trung wong dé dinh danh,
phan 1ap vi khudn M. tuberculosis va lam khéng sinh dd
(tai Labo vi khuan lao chuén quéc gia - Bénh vién Phdi
Trung wong). Cac chung M. tuberculosis phan lap dugc cua
ting bénh nhan dugc chuyén vé Labo vi khuén lao cua Vién
Vé sinh Dich t& Trung wong dé xac dinh ndng do e ché
t6i thiéu (MIC) cua Rifampicin v6i M. tuberculosis. Gia tri
MIC Rifampicin trong khoang nong do tir 0,03125-32 pg/
ml xac dinh bang k¥ thuat vi phién ty 1& 46 giéng trong moi
truong M7HI11.

Xdy dung mé hinh duwoc dong hoc quan thé ciia
szamplcm trén co sd dir li€u nong do leamplcln trong
huyet trong cua cac bénh nhan ¢ cac thoi diém sau udng
thuéc, mo hinh dugc dong hoc quan thé dugc xdy dung
dua trén md hinh anh hudng hon hop phi tuyén (non-linear
mixed effect model) bang phan mém Monolix 2018R1; gia
tri AUC dugc tinh bang phan mém R di kém véi Monohx
la Simulx.

Bén canh viéc xay dung m6 hinh dugc dong hoc, mdt sb
yéu t6 du doan ddi voi cac tham sb duoce dong hoc duoc dua
vao khao sat anh hudng, bao gdm: tudi, gidi tinh, can nang,
can ning trir m& (Fat-free mass - FFM), thé lao (m01 hodc
tai tri), tinh trang nhiém HIV, tinh trang mic tiéu dlrong,
loai thudc sir dung. Yéu t6 FFM anh huong toi thé tich
va d6 thanh thai duoc dua vao mo hinh, theo 1y thuyét vé
“allometric scaling” cua Anderson va Holford [8]. Tom tat
két qua mo hinh duoc dong hoc quan thé cua Rifampicin
xdy dung dugc nhu sau:

M5 hinh dugce dong hoc quan thé phu hop nhat voi dir
lidu nong d¢ - thoi gian 1a mé hinh mot ngan. Cac tham s6
dugc dong hoc tuan theo phan phdi log chuan; mé hinh sai
s6 phit hop nhat 1a mé hinh sai s6 ty 16. Anh huong cia FFM
d6i voi tham s6 thé tich (V) va do thanh thai (CI) thé hién
thong qua phuong trinh:

Log V = log Vyey*B_V_FFM . log (2o8) +nV

Log C1 = log Clyy+_CI_tFFM . log (-oy+nCl
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HOA HOC

ONG NGHE I} Nam 61(9) 92019

Khoa hoc Y - Duoc n——

trong do: gia tri p_V_tFFM va p_Cl tFFM duoc cb dinh
lan lugt & muc 1 va 0,75 theo 1y thuyét cua Anderson va
Holford. Vi V2 Cl oo la thong s6 thé tich phan b6 va do
thanh thai dal dién cho c4 thé co FFM =41,10 kg trong quan
thé. Trong nghlen ciu nay, V=311 1 va Cl oo 10,1 1/h.
nV la he so dao dong clua the tich phan bd ca thé so véi
thong s6 quan thé; nCl 12 hé sé dao dong cia do thanh thai
thudc ca thé so voi thong s6 quan thé.

Phdn tich ty 1¢é dat dich dwoc dong hoc - duoc luc hoc
ciia Rifampicin ¢ quan thé bénh nhan: trén co so dit lidu
dugc dong hoc va dugc lyc hoc, gia tri AUC va MIC cua
timg bénh nhan dwoc dwa vao dé tinh ty 1¢ phan trim sd
bénh nhan dat muc ti€u dich dugc dong hoc - dugc luc hoc
la AUC/MIC >271 [9].

Két qua nghién ciiu

Diic diém mdu nghién ciru

Dic diém cua 135 bénh nhan nghién ctru dugc trinh bay
trong bang 1.

Bang 1. Pac diém miu nghién ciu.

Dic diém S6 bénh nhén (%)
Gi6i tinh Nam 99 (73,3%)
Nit 36 (26,7%)
Tudic 46 [33-58]; 16-93
Can nang* 49 [44-55]; 32-73
. 18,68 [16,81-20,34];
LR 10,82-24,30
X 41,10 [35,03-46,17];
HHRI 25,30-57,21
p Lao méi 80 (59,3%)
jibcloo Lao tai tri 55 (40,7%)
) HIV(+) 1(0,7%)
Bénh mac kém
Tiéu dudng 16 (11,9%)

3FDC(RMP150+INH75+PZA400 mg) 110 (81,5%)

Loai thud
?Zl Hoe 2FDC (RMP150+INH 100 mg) 24 (17,8%)
104 n, ,
sang Vién don hoat chat (RMP 150 mg) 1(0,7%)
300 mg 9 (6,7%)
Ché do lidu 450 mg 90 (66,7%)
RMP mg/nga 525 mg 1(0,7%)
S 600 mg 34 (25,2%)
750 mg 1(0,7%)

Trung binh lidu theo can nang (mg/kg)° 9,69+0,92; 7,89-11,54

2 bién lién tuc trinh bay dudi dang: trung vi [khodng td phan vil; gia tri
nhd nhat - gia tri 16n nhat; " bién lién tuc trinh bay dudi dang: gia tri
trung binh+d léch chudn; gia tri nhé nhat - gié tri 16n nhat.

Trong s6 135 bénh nhan, nam chiém 73,3%; d6 tudi
trung vi 46 tudi (46 tudi nho nhét 14 16 va 16n nhat 12 93). Pa
s6 bénh nhan udng Rifampicin liéu 450 mg (90/135 bénh
nhan); muc liéu t6i da ghi nhan dwoc 13 750 mg (1 bénh
nhan). Mitrc lidu trung binh theo can nang la 9,69 mg/kg
(lidu thap nhit 7,89 va cao nhét 11,54 mg/kg).
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Dac diém dugc dong hoc quén thé ciia bénh nhan lao

Trén co s6 m6 hinh dugce dong hoc quén thé xdy dung
dugc tir ndng d6 Rifampicin do dugc cua tung ca thé tai cac
thoi diém khac nhau, cac thong sé PK cta quan thé dugc
tinh toan. AUC la thong s6 PK dugc phan tich trong nghién
ctru nay (bang 2).

Bang 2. AUC ciia quan thé bénh nhan va cac nhém bénh nhan
trong nghién ciu.

Trung binh AUC Trung vi

Hhininhony [95% CI] (mgh/)  (mghn P¥20e
Téng (n=135) 50,56 [46,12-55,00] 45,99
e Nam (n=99) 48,62 [43,33-5391] 44,69
G i Nit (n=36) 55,91 [47,68-64,15] 48,03 ClcE
25-39 kg (n=10) 46,39 [2909-63.69] |
Khoangcan  40-54 kg (n=88) 46,40 [43,03-49.78] 00 0.091
ning 55-70 kg (n=36) 6146 (47737518 (4] !
>70 kg (n=1) 66,32%+ 0
<42, (n=68) 51,99 [47,01-56,97] 47,13
HEL 422 (n=67) 1241615663 4206 0P
R Lao méi (n=80) 50,23 [43,88-56,63] 44,95
AT Lao tai trj (n=55) 51,01 [45,04-56,98] 46,31 0,395
Bénh tiéu Mic tiéu dutng (n=16) 42,90 [33,94-51,85] 42,26 Ao
duong Khong tiéu duong (n=119) 51,59 [46,70-56,49] 46,14 :
Loai thubc ¢ 3FDC (n=96) DO [61-S4TT] o
Rifampicin st 2FDC (n=23) 5163 [44,10-59.16] o 0,133
dung Vién don hoat chét (n=1) 121,25%* ?

Note: p-value dugc ki€m dinh Mann-Whitney va kiém dinh Kruskal-
Wallis; **: gia tri cia mot ca thé (phan nhém chi c6 1 ca thé).

Dic diém dwoc luc hoc ciia M. tuberculosis doi vii
Rifampicin 6 bénh nhén lao

MIC déi véi Rifampicin cia ting chung M. tuberculosis
phan 1ap dugc tir ddm ctia mdi bénh nhan trudc diéu tri
1a thong s dugc luc hoc duge phan tich trong nghién ciru
duogc dong hoc - dugce luc hoc. Trong sé 135 bénh nhén lao,
dit liéu MIC thu dugc cua 123 bénh nhan. Phan bd MIC cua
cac chung M. tuberculosis thé hién & hinh 1.

50

40
20
10
1 0 1
. — —

00625 0125 02 05 2 4 8
Gid trj MIC-RMP (uglml)

S6 lworng bénh nhan

Hinh 1. Phan b MIC clia cac ching M. tiberculosis phan lap
tr mau dom.
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Hau hét ching M. tuberculosis phan 1ap tir mdu dom cua
bénh nhan ¢6 MIC ddi véi Rifampicin<l pg/ml; trong dé,
phan 16n MIC 14 0,5 ug/ml (50/123 ching) va 0,25 pg/ml
(39/123 chung). Mac du da loai tru nhiing truong hop
khang Rifampicin bang GenXpertMTB/RIF va khang
sinh d6 nhung 2 bénh nhan c6 ching M. tuberculosis MIC
Rifampicin>1.

Ty I¢ dat dich dwoc dong hoc/dwoc lyc hoc

Muc tiéu cta chi sé6 PK/PD la dat dich AUC/MIC>271.
Phan b ty 1¢ dat dich nhu trong hinh 2.

100
90
80
70
60
50
40
30
20
7,692307692
10 0 0 0 0
0

0,0625 0,125 0,25 1 2 4 8
MIC-RMP(ug/mI)

Ty 18 % dat dich

Hinh 2. Ty 1& bénh nhan dat dich PK/PD (AUC/MIC>271) déi
v6i méi nhém gia tri MIC.

Ty 1¢ dat dich AUC/MIC>271 dbi v6i nhom bénh nhan
c6 MIC 0,0625 va 0,125 pg/ml 1a 100%. Tuy nhién, ty I¢ nay
ha xudng con rat thap ké tir mirc MIC 0,25 pg/ml (7,69%)
va c6 xu huéng giam dan. Khi MIC>1, ty 1¢ dat dich 1a 0%.

Mo hinh mét ngin 1a mé hinh mé ta t6t nhat dit liéu nong
d6 thudc - thoi gian thu dugc trén bénh nhan nghién ctru.
Két qua nay phu hop voi cac nghién ciru khac vé duge dong
hoc quan thé ciia Rifampicin & bénh nhan lao phdi trén thé
gidi. M6 hinh hip thu ngin chuyén tiép mo phong qua trinh
hap thu tir diém hap thu vao ngan trung tdm thong qua nhiéu
ngan chuyén tiép gia dinh; qua d6 téc d hap thu duoc mod
phong tang dan thay vi dot ngot ting 1én tir mirc 0 [10].

Gié tri AUC ciia mdi ca thé dugc tinh thong qua goi phan
mém Simulx ctia R. So sanh giita cdc phan nhom (bang 2)
cho thiy khong c6 su khac biét co ¥ nghia théng ké giira
AUC cua mot sb phan nhém nhu: thé lao, tinh trang tiéu
duong, loai thudc sir dung va khoang can ning. Piéu nay
ddng nhit véi két qua khao sat cac yéu té anh huong t6i cac
thong s duoc dong hoc khi xay dung mé hinh. Tuy nhién,
tir két qua, chung toi ciing nhan thiy gia tri AUC ctia phan
nhom 55-70 kg cao hon so v6i hai phan nhom con lai. Thyc
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té, tinh trang luong thube trong mau cia bénh nhan cé can
ning thap thap hon so v6i nhom bénh nhan ¢ can ning cao
hon da dugc ghi nhan trong cac nghién ciru khac [11, 12].
biéu nay goiy réng ché do liéu dua theo can nang hién tai
khong cho phép luong thude trong mau tuong duong nhau
gilra cac ca thé thudc cac nhoém can nang khac nhau; cac dai
lugng khac dai dién cho kich ¢o co thé nhu can nang trr mo
(FFM) c6 mbi quan h¢ chat ch€ hon vdi do thanh thai & mot
s6 thudc thai trir cht yéu qua gan. Pong thoi, gia tri AUC &
nir cao hon nam, tuy sy chénh léch khong c6 ¥ nghia thong
ké. Anh hudng ciia gidi tinh dbi véi dic diém dugc dong
hoc ctia Rifampicin van con chua dugc thdng nhit giira cac
tai liéu khac nhau trong y vin. Nguyén nhan co thé do su
khac biét vé mot sb dic diém sinh 1y giita hai gidi (can ning,
luwong nudce, lwong mau, hoat dong cua enzym chuyén hoa...
& nam gidi c6 xu hudng 16n hon) hodc do su chénh 1éch vé
sinh kha dung dan t6i thay ddi vé CI/F va V/F [13, 14].

Gia tri MIC v¢i Rifampicin cua ting ching M.
tuberculosis phan 1ap tir mau dom ciia bénh nhan (hinh 1)
khac nhau giita cac ca thé va phan 16n c6 MIC<0,5 pg/ml.
Vi chi chon cac ching c6 két qua khang sinh do bang
phuong phap Lowenstein-Jensen nhay cam voi Rifampicin,
nén hau hét cac chung c¢6 MIC< 1, tuy nhién c¢6 2/123 ching
c6 MIC >1 pg/ml.

Ty 1¢ dat dich AUC/MIC ctia quan thé bénh nhan (hinh
2) cho thdy: ty 1& dat dich PK/PD rat thap dbi véi cac gid tri
MIC tir 0,25 tro di, dac biét 1a 0% tai gia tri MIC=1 pg/ml.
Thong s6 AUC/MIC>271 thé hién kha ning tiéu diét 1 log
don vi khuan lac in vivo; thong s6 nay co6 y nghia trong viéc
du doan hiéu qua diéu tri ciing nhu kha nang phat sinh khang
thudc cta Rifampicin. Vi ty 1& dat muc tiéu nhu trén, co
thé thdy: ché do liéu Rifampicin hién tai cho kha ning diét
khuén t6i wu rat thap, dac biét ddi voi vi khuan c6 MIC>1.
Két qua twong tu ciing di dwoc phat hién trong nghién ciru
ctia Chirehwa va cong sy [11] trén bénh nhan lao phdi tai
Nam Phi, ciing nhu trong nghién ctru cia Goutelle [9] dbi
v6i ngudi khoe manh. Két qua nay ciing phan anh tinh trang
luong thude Rifampicin trong co thé thap dudi mirc didu
tri khi str dung ché d6 lidu hién tai, gay ra giam kha nang
diét khuan va tiét khuan trong ton thuong, dan t6i nguy co
khang thudc va tai phat bénh lao ciing nhu kéo dai thoi gian
diéu tri. Tir két qua nghién ctru nay c6 thé dé xuat ting lidu
Rifampicin dé dat két qua diéu tri tot hon. Nghién ctru ciia
Boeree (2015) [15] thuc hién trén bénh nhan lao phéi tai
Nam Phi véi cac mic lidu Rifampicin cao hon muc hién
hanh (20, 25, 30 va 35 mg/kg) da cho thiy tin hi¢u tich cuc
v6i hidu qua cao hon (thé hién & do giam luong vi khuan 16n
hon) ciing nhu kha nang dung nap tdt cia bénh nhén véi cac
mirc liéu cao néu trén.
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Khoa hoc Y - Duoc n——

Nghién cuu dugc dong hoc va dugc luc hoc cua
Rifampicin ¢ bénh nhan lao phdi khong da khang thude diéu
tri b'fmg thude chéng lao hang mot, ching t6i rat ra nhling
két luan sau:

1. M6 hinh duge dong hoc quén thé cua Rifampicin xay
dung dua trén néng do Rifampicin dinh luong dugc 1a mo
hinh mot ngan, hap thu theo chu trinh ¢6 ngin chuyén tiép,
thai trir tuyén tinh bac mot. Gia tri AUC trung binh va trung
vi la 50,565 va 45,99 mg.h/l va khong c6 su khac biét gitta
cac phan nhom.

2. MIC cua Rifampicin & bénh nhan khong da khang
thudc hau hét trong khoang 0,25-1 pg/ml, tuy nhién 2/123
bénh nhan ¢6 MIC Rifampicin 2 pg/ml va 8§ pg/ml.

3. Véi ché @6 lidu hién tai, ty 1& bénh nhan dat dich
AUC,, /MIC>271 chi ¢6 13% (16/123 bénh nhan), ty 1&

dat dich rat thap khi MIC>0,125 va ty 1¢ dat dich 0% néu
MIC>1 pg/ml.

Két qua nghién ctru nay cho thay, ché d6 lidu Rifampicin
8-12 mg/kg can ning trong diéu tri cho bénh nhan lao c6 thé
con qué thap va khong dat muc tiéu diéu tri, do d6 can hiéu
chinh liéu Rifampicin d& dam bao higu qua diéu trj va phong
tai phat sau diéu tri.

LO1 CAM ON

Nbi dung nghién ctru nay thudc dé tai nghién ciru khoa
hoc cap nha nudc, Bo Khoa hoc va Cong nghé cip kinh
phi trong Chuong trinh hop tac nghién ciru song phuong
da phuong vé khoa hoc va cong nghé dén nim 2020 va
Chuong trinh Newton Fund Vietnam (mé sé dé tai HNQT/
SPDPP/01.06). Ching t6i xin chan thanh cam on. Chung t6i
cling xin cdm on Bénh vién Phdi Trung vwong, Bénh vién
Pho6i Ha Noi va Bénh vién 74 Trung vwong, Vién V¢ sinh
Dich té Trung wong, Trung tim Danh gia Twong duwong Sinh
hoc - Vién Kiém nghiém thuc Trung wong di phdi hop
thyuc hién nghién curu.
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