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Tém tit
Mouc tiéu: Phan tich két qua trién khai hiéu chinh liéu vancomycin dya trén gid
tri AUC (dién tich dudi duong cong nong d6 - thoi gian) udc dodn bang phuong
phap Bayesian theo quy trinh theo ddi nong do thudc trong mau (therapeutic drug
monitoring - TDM) vancomycin dp dung trén bénh nhin (BN) Hoi strc than kinh.
Doi twong va phwong phdp: Nghién ciu tién ctu trén 62 BN st dung
vancomycin tai Khoa Noi hdi sttc Than kinh, Bénh vién Hitu nghi Viét Dtc tr
thang 3 - 12/2022 thong qua hoat dong chuyén mon phdi hop giita duoc si 1am
sang, bac si diéu tri va cdc diéu dudng. Dua trén két qua dinh luong ndéng do
thudc vancomycin trong méu ctia BN, gi tri AUC dugc uéc dodn theo phuong
phdp Bayesian trén phan mém SmartdoseAl. Mirc li¢u vancomycin duoc hiéu
chinh nham dat dich AUC 400 - 600 mg.h/L. Két qud: Ty 1& BN st dung ché do
lidu duy tri ban dau ding voi khuyén cdo khd cao (64,5%) nhung chi c¢6 25,8%
bénh nhén c6 gid tri AUC nam trong khoang 400 - 600 mg.h/L. Sau khi hiéu
chinh liéu, ty 1€ BN dat dich dugc dong hoc/ dugc luc hoc (PK/PD) da tang 1é€n
61,3%. Kha nang udc doan gid tri AUC khi stt dung md hinh dugc dong hoc ban
dau 1a twong dbi thap (d6 léch 42,7%) nhung di dugc cai thién déng dé khi dp
dung udc dodn Bayesian dua trén dit liu néng d6 thude trong mau (do 1éch 6,0%).
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Két lugn: Trién khai TDM vancomycin gitip ning cao kha ning dat dich AUC.
Phuong phdp Bayesian c¢6 kha ning u6c dodn gid tri AUC tuong ddi chinh xéc,
mang lai nhiéu thun tién va phu hgp véi thuc hanh 1am sang trén BN hdi strc
than kinh. Can tiép tuc tdi wu héa ché d6 liéu ban dau dé gitip BN dat dich ndng
dé vancomycin sém hon.

* Tw khod: AUC; Bayesian; Bénh vién Hitu nghi Viéet Duc; Hoéi sitc than kinh;
TDM; Vancomycin.

OPTIMIZE VANCOMYCIN DOSE THROUGH AUC-GUIDED
THERAPEUTIC DRUG MONITORING USING BAYESIAN ESTIMATION:
INITIAL RESULTS AT VIET DUC UNIVERSITY HOSPITAL

Summary

Objective: To analyze the impact of therapeutic drug monitoring (TDM)
protocol by the area under the concentration-time curve (AUC) Bayesian
estimation in optimizing vancomycin dose regimen for neurosurgery patients.
Subjects and methods: In a prospective study on 62 patients using vancomycin,
data were collected daily through clinical practices of clinical pharmacists,
doctors, and nurses at the Department of Neurology and Neuro Intensive Care,
Viet Duc University Hospital, from March to December 2022. AUC was
estimated based on vancomycin level and patient characteristics in the
SmartDose Al software with the Bayesian method. Vancomycin dosage was
adjusted to achieve the AUC target range 400 - 600 mg.h/L. Results: The
percentage of patients receiving appropriate dose regimens is relatively high
(65.8%), but only 25.8% of patients achieved a therapeutic range. After adjusting
dose regimens, the rate of target PK/PD attainment increased to 61.3%. While the
priori AUC-estimation performance with the population pharmacokinetics model
was low (42.7% bias), the posteriori AUC-estimation performance improved
significantly (6% bias) with the vancomycin concentrations included.
Conclusion: Vancomycin dose optimization using TDM increased the
probability of AUC target attainment in neurological patients in the Department
of Neurology and Neuro Intensive Care. The estimated AUC by Bayesian
method was relatively accurate and convenient for clinical practice. Further
pharmacokinetic studies are needed to optimize the maintenance dose to achieve
the vancomycin target concentration early.

* Keywords: AUC; Bayesian; Viet Duc University Hospital; Neurosurgery
patients; TDM; Vancomycin.
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PAT VAN DPE

Hién nay, vancomycin la lga chon
vu tién diéu tri cdc nhidm khuin nghi
ngd hodc xdc dinh do vi khuan gram
(+) khdng thudc, dic biét 1a S.aureus
khang methicillin (MRSA) hodc cho
nhimg BN c6 chéng chi dinh hay
khong dung nap voi khang sinh beta-
lactam. Trong nhitng nim gan day, ty
1¢ nhiém MRSA gia ting trén toan thé
gidi lam cho viéc diéu tri cdc nhiém
tring do vi khuan nay trd nén khé khan
hon va tbi uwu héa ché do lidu
vancomycin dya trén TDM la giai
phép gidp dam bao hiéu qua va dong
thoi giam thiéu doc tinh cua thude [1].
Nam 2020, Hi¢p hoi Dugc si Bénh
vién Hoa Ky, Hi¢p hdi Bénh truyén
nhiém Hoa Ky, Hiép hoi Bénh truyén
nhiém Nhi khoa va Hiép hoi Dugc si
trong linh vyc bénh truyén nhiém Hoa
Ky da dua ra déng thuan vé viéc theo
doi diéu tri vancomycin st dung gid tri
AUC/MIC (dién tich dudi duong cong
trén ndng do trc ché téi thicu) thay cho
khuyén cdo sir dung ndng do ddy trude
day. Trong d6, phuong phdp duogc uu
tién st dung la wdc tinh AUC dua trén
udc dodn Bayesian nham tao thuan tién
cho viéc 1dy mau va tinh toan gid tri
AUC trén BN [2].

Bénh vién Hiru nghi Viét Duc Ia
Bénh vién chuyén nganh Ngoai khoa
tuyén cudi cta ca nudc. Nam 2021,

dua trén cic khuyén cdo cip nhat trén
thé giéi va két qua khao sét tai bénh
vién, Hoi déng thubc va diéu tri tai
bénh vién da ban hanh quy trinh gidm
sit nébng do6 vancomycin trong mau
dua trén dich AUC & nguoi bénh
truong thanh [3]. Pon vi Hoi stre than
kinh 12 noi diéu tri cdc BN c6 bénh ly
thin kinh ning véi ty 1& BN chéan
thuong so ndo va ph?lu thuat so nao
cao. Pay 1a d6i twong BN dic thi gdy
anh huong dang ké dén duoc dong hoc
va nong do cta vancomycin, do d6 can
t6i wu lidu dé dam bao hiéu qua diéu tri
cta thudc. Trong bdi canh d6, nghién
ctru duogc thuc hién nhiam: Phdn rich
két qua trién khai hiéu chinh liéu
vancomycin thong qua gidm sdt n(;ng
dé thuoc véi dich AUC dua trén wée
dodn Bayesian o BN nguoi lon tai
Khoa N¢i Héi stk than kinh, dong thoi
ddnh gid kha nang woc dodn AUC cua
phirong phdp Bayesian trén qudn thé
BN hoi sirc than kinh véi nhiéu ddic
diém sinh 1y bénh riéng biét.

POI TUQONG VA PHUONG PHAP
NGHIEN CUU
1. P6i twong nghién ctiru
* Tiéu chudn lva chon: 62 BN co6
chi dinh st dung vancomycin va cé it
nhat mot miu dinh luong néng do
vancomycin trong mau (theo quy trinh
hiéu chinh liéu dya trén AUC theo uéc
dodn Bayesian di duoc phé duyét) diéu
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tri tai Khoa Noi HOi stc than kinh,
Bénh vién Hitu nghi Viét Puc tir thang
03 - 12/2022.

* Tiéu chuan logi trir: BN < 18 tudi,
BN duoc chi dinh liéu phép thay thé
than nhin tao hodc c6 can thi¢p thay
huyét twong (PEX), liéu phdp oxy héa
mang ngoai co thé (ECMO) trong qud
trinh st dung vancomycin, BN c6 thoi
diém 1ay mau khong theo huéng dan
cua quy trinh.

2. Phuong phap nghién ciru

* Thiét ké nghién ciru: Nghién ctu
tién ctru.

* C6 mdu: 62 BN,

* Tién hanh nghién civu:

BN dugc chi dinh st dung vancomycin
truyén ngit quing theo “Quy trinh
gidm sit nong do thudc vancomycin
trong mau & nguoi bénh trudng thanh”
do Hoi déng thudc va diéu trj cia Bénh
vién phé duyét vao thang 8/2021. Theo
d6, can nhic st dung liéu nap 25
mg/kg, 1am tron dén 250 mg va tdi da
khong qua 3g. Licu duy tri 15 - 20
mg/kg mdi 1an ding, khoang cdch dua
liéu dugc hiéu chinh dua trén chic
nang than cua nguoi bénh (can ctr trén
do thanh thai creatinin tinh theo cong
thitc Cockcroft & Gault). Mau dinh
lugng vancomycin dugc 1ay tai thoi
diém bt ky trong khoang thoi gian sau
khi két thiic truyén lidu duy tri 1 gid va
truée khi bat dau lidu tiép theo. Dugc
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s 1am sang st dung phin mém
SmartDoseAl dé wdc tinh theo phuwong
phdp Bayesianian dé hiéu chinh liéu,
trong d6 d4p dung mdt md hinh dugc
dong hoc vancomycin da dugc xay
dung trude d6 lam md hinh Bayesian
ban dau [4]. Cdc BN dugc giam sat
néng do va hiéu chinh liéu vancomycin
theo dich AUC muc tiéu la 400 - 600
mg.h/L, sau d6 c6 thé dinh lugng lai dé
danh gia kha ndng dat dich AUC sau
chinh liéu.

Két qua trién khai quy trinh duoc
phan tich théng qua ché do lidu
vancomycin da st dung cho nguoi
bénh so v&i khuyén cdo va ty 1¢ dat
dich AUC trong lan dinh lwong dau
tién va sau cédc l1an hiéu chinh liéu
trong thoi gian st dung khang sinh.
Kha nang udc dodn gia tri AUC cua
mod hinh dugc dong hoc quan thé dugc
danh gid dya trén gid tri AUC trudce va
sau khi c6 két qua dinh lugng lan thir
1; kha nang udc dodn gid tri AUC cua
phuong phdp Bayesian dugc danh gid
dua trén gid tri AUC tinh todn sau khi
c6 két qua dinh luong nong do thude
th 2. Nghién ctu st dung théng sd
d4nh gid 12 d6 léch tuwong ddi (rBias)
va d0 chinh xdc twong ddi (rRMSE)
voi cong thirc nhu sau. Cong thic
dugc dé xuat béi Sheiner&Beal (1981)
va dugc dp dung tuong d6i rong rii
trong nhiéu nghién ctru danh gid hiéu
suat do luong [5]:
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AUC wive dodngpge — AUC rive dodng g,

(AUC e 08N qpge + AUC wive dodn g,/ 2

rBias = %{E‘l x 100 (%)

RMSE = J%EE (AUC wic A0aN gpge — AUC wde dodn g, )* x 100 (%)

L ((AUC wée dodn 5, + AUCrEe dodngg,)f2)?

Trong d6, AUC ys¢ doan tuse V& AUCy6c dodn sau lan luot 1a AUC trudc va sau khi
c6 két qua TDM [5].

* Phirong phdp thu thdp va xi 1y s6 liéu:

- S6 liéu thu thap trén bénh 4n tién ciru.

- Phin tich va xtr Iy s6 liéu theo phuong phdp thdng ké sinh hoc bing cdc phan
mém Microsoft Excel, SPSS Statistic 25. Cdc bién lién tuc duoc trinh bay dudi
dang trung binh (X + SD) véi phan phéi chuén hoic trung vi (t& phan vi) véi
phan phdi khong chuan. Cac bién rdi rac dugc biéu dién dang gid tri tuyét ddi va
phan tram.

KET QUA NGHIEN CUU
1. Pic diém chung cia BN
Nghién ctru da thu thap $6 liu trén 62 BN théa man céc tiéu chuin Iwra chon

va loai trur, cac dac diém chinh vé nhan khau hoc va bénh hoc

Bang 1: Dic diém chung cia BN trong mau nghién ctru.

Pic diém Gia tri (n = 62)
Tudi (ndm) 50,5 (33,5 - 63,0)
Can nang (kg) 60 (54 - 70)
Gidi tinh nam 45 (72,6%)
Piém APACHE II 10 (6 - 13)
Piém SOFA 3(2-3)
BN thd méy 50 (80,6%)
BN c6 can thiép phﬁu thuat 50 (80,6%)
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Pac diem

Gi4 tri (n = 62)

Loai can thi¢p ngoai khoa

- Phau thuat so ndo 39 (62,9%)
- Phau thuat xuwong khdp 3 (4,8%)
- Khic (phau thuat ham mit, phin mém, dit dan luu ...) 8 (12,9%)
Do thanh thai creatinin nén (mL/phut) 107.0
(88,0 - 134,0)
Khoang d6 thanh thai creatinin tai thoi diém bat dau ding
thudc (mL/phut)
20 < Cler < 60 2(3.2)
60 <Clecr<90 14 (22,6)
90 < Cler < 130 27 (43,5)
Cler> 130 19 (30,6)

Thoi gian nam vién (ngay)

34,0 (23,0 - 50,0)

Tinh trang BN khi ra vién
- Khoi/do

- Ttr vong ndi vién/nang xin vé voi tién lugng tr vong

50 (80,6%)
12 (19,4%)

* Két qud trinh bay & dang sé BN (ty 1é %), trung vi (khodang tir phdn vi) hodc
X +SD. Piém APACHEII: Hé thong bang diém ddnh gid sinh 1y cdp tinh va ddanh

gid sitc khoe man tinh. Diém SOFA: Piém ddnh gid suy co quan tudan tu.

BN trong nghién ctru chu yéu 1a nam gidi (72,6%) vai tinh trang bénh ndng
(diém APACHE c6 trung vi 10 diém va diém SOFA c6 trung vi 3 diém). Ty 18
BN c¢6 can thi¢p thd may cao (80,6%). C6 80,6% BN thuc hién ph?lu thuat, trong
d6 ¢6 62,9% BN phau thuit so ndo. BN trong nghién ctru c6 chirc nang than tot

v6i d6 thanh thai creatinin nén & mic 107 mL/phiit va 30,6% BN c6 tinh trang

tang thanh thai than (ARC).
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2. Pac diém sir dung va giam sat nong d§ vancomycin

Bang 2: Pac diém sur dung vancomycin va gidm sat nong do vancomycin.

Pic diém Két qua
Ché dd liéu, n = 62
C6 chi dinh liéu nap 47 (75,8)
Liéu nap trung binh theo cin niang (mg/kg) 28,1 £3.3
Liéu duy tri ban diu (mg/kg/ngay) 40,1 £8.9
Tong liéu duy tri hang ngay ban dau (g) 2,5+0,6
T6ng lidu duy tri hang ngay hiéu chinh 1an 1 (g) 3,0£0,8
Ty 1€ BN dugc chi dinh licu nap phit hgp voéi huéng dan 45 (72,6)
Ty 1€ BN dugc chi dinh licu duy tri phit hop voi huéng dan 40 (64,5)
Tong s6 mau mau dinh luong 110
Phén bb gid tri AUC & 1an dau dinh lugng, n = 62
<400 mg.h/L 37 (59,6)
400 - 600 mg.h/L 16 (25,8)
> 600 mg.h/L 9 (14.,5)
Phén b gié tri AUC sau hiéu chinh lan 1, n =34
< 400 mg.h/L, 14 (41,2)
400 - 600 mg.h/L 17 (50,0)
> 600 mg.h/L 3(8.,8)
Ty 1é tich ity dat dich AUC sau khi hiéu chinh liéu 1an 1 33 (53,2)
Ty 1 BN c6 it nhit 1 1an dat dich AUC 38 (61,3)

Ty 16 BN c6 sir dung liéu nap trong nghién ctru dat 75,8% véi mirc liéu nap
trung binh 12 28,1 mg/kg. Ty 1¢ sir dung liéu nap phit hop véi hudng dan la
72,6% va ty 1é st dung liéu duy tri phit hop véi huéng din 1a 64,5%. Nghién ciru
thu dugc 110 mau mau dinh lugng (62 mau dinh lwong ban du, 34 mau dinh luong
lan 2 va 14 mau dinh luong 1an 3). Ty 1& BN dat dich AUC trong lan dau tién
dinh luong 1a 25,8% (16/62). Trong 34 BN duoc dinh lugng lan 2, ¢6 50,0% BN
dat dich AUC. Ty 1€ BN tich iy dat dich AUC trong ca qua trinh theo doi 1a 61,3%.

89



TAP CHI Y DUQC HQC QUAN SU SO 4 - 2023

Su twong quan gitta muc liéu duy tri ban dau va muc lidu hiéu chinh sau khi
c6 két qua TDM lan 1 dugc thé hién trong hinh 1.

5,004

4,004 =

3,004

2,00 ‘

1,009

Téng lidu duy tri vancomyein hang ngay (g)

oo T T
Ligu ban dau Ligu higu chinh sau TDM 1&n 1

Hinh 1: Tong liéu duy tri hang ngay ban dau va sau hiéu chinh.

Sau khi c¢6 két qua dinh luong ndng d6 vancomycin, da s6 BN can duoc ting
liéu, do d6 muc liéu duy tri trung binh cua quan thé nghién ctru da tang tr 2,5 +
0,6 g/ngay tai thoi diém ban dau Ién muc 3,0 £ 0,8 g/ngay sau khi hi€u chinh liéu
dua trén két qua dinh luong.

3. Két qua danh gia kha ning wéc doan gia tri AUC dya trén md hinh
dwgce dong hoc va dua trén phwong phap Bayesian

Béang 3: Kha nang udc dodn gia tri AUC duya trén mo hinh dugc dong hoc va

phuong phdp Bayesian thong qua D0 1éch twong doi (rBias) va d§ chinh xac

tuong doi (rRMSE).

. . . P Do léch Do chinh xac
So sanh kha nang wéc doan gia tri AUC (% rBias) (% rRMSE)
U6c doédn dua trén mo hinh dugc dong hoc 427 5.4

Udc doédn dya trén phuong phdp Bayesian
(bao gom md hinh dugc dong hoc va nong 6,0 3,1
do thudc trong mau)

So véi gid tri AUC tinh todn sau khi c¢6 két qua dinh lugng ndng d6 thude thir 1,
gid tri AUC dugc wéc dodn tir mo hinh duge dong hoc quan thé c6 do léch
(% rBias) 1én t6i 42,7%. Tuy nhién, gid tri AUC tinh todn dua trén udc dodn
Bayesian c6 do 1éch (% rBias) giam Xuéng chi con 6,0%.
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BAN LUAN

Mic du da duoc dua vao st dung
trén lam sang té1 65 ndm, vancomycin
van déng vai trd quan trong trong diéu
tri cdc truong hop nghi ngd nhiém
khuan hodc x4c dinh do vi khuan Gram
(+) gay ra, dac biét cac chung MRSA.
Thong s6 duoc dong hoc/duoc luc hoc
(PK/PD) phan 4nh kha ning diét khuan
clia vancomycin vdi tu cau vang dugc
dé xuat 1a gid tri AUC/MIC (dién tich
dudi dudng cong trén néng do tic ché
tbi thiéu), véi muc tieu AUC24h/MIC
> 400 nham dam bao hiéu qua diét
khuan. Phuong phip TDM truyén
thong sir dung gid tri nong do ddy
(Ctrough) nham thuén tién trong thuc
hanh. Tuy nhién, cdc nghién ctru gin
day cho thdy viéc TDM theo phuong
phdp truyén thong khong con phii hop
do: Mot la, Ctrough thuong dugc xéc
dinh tai trang thdi can bﬁng, sau 3 - 4
lan dung thudc. Hai 1a, Ctrough khong
thuc sy phan anh duoc gid tri AUC va
khong dam bdo dugc hiéu qua va an
toan [2]. Nam 2020, ban ddng thuin
cap nhat cua Hi¢p hoi Duogc si hé
thong Y té Hoa Ky, Hiép hoi bénh
Truyén nhiém Hoa Ky, Hiép hoi Bénh
truyén nhiém Nhi khoa va Hiép hoi
Duogc si trong linh vuc bénh truyén
nhiém Hoa Ky di théng nhat khuyén
cdo theo doi viéc diéu tri vancomycin
sir dung gid tri AUC/MIC thay thé cho

khuyén cdo st dung nong do day trudc
d6. Theo khuyén cdo nay, phuong
phiap duoc khuyén khich st dung
la ugc tinh AUC theo phuong phép
Bayesian dua trén cdc phan mém tinh
todn. St dung phan mém udc dodn
theo Bayesian ding cich gitip BN dat
dugc hiéu qua diéu tri, giam chi phi
danh cho TDM, liéu lwong vancomycin
duogc tinh todn dya trén AUC déng tin
cay hon so voi Ctrough [2].

Két quéa phan tich cho thiy quin thé
BN trong nghién ctru cua ching t6i la
cdc BN ning c6 cdc bénh 1y than kinh
hodc chin thuong so ndo véi ty 1¢ phiu
thuat than kinh cao. Py 12 quan thé rat
dic biét nhiu yéu t6 1am ting thai trir
thudc qua than, ting thé tich phan bd
cua vancomycin nhu giam albumin
mau, thd may, phﬁu thuat so nao, sb¢
nhiém tring. Ngoai ra, trong nghién
citu con nhitng BN dugc chi dinh
vancomycin dé diéu tri viém mang nio
(24,2%) can dat du n6ng do dé thim
vao dich ndo tiy. Cic dic diém nay
nhan manh vai trd cia TDM, tdi wu
héa ché do liéu vancomycin nham dam
bao kha nang dat dich AUC/MIC trén
dbi twong nay [6].

Diic diém sir dung vancomycin

Nghién ctru cua ching t61 ghi nhan
ty 16 BN duoc st dung lidu nap khé
cao (75,8%) voi muc lidu trung binh
28,1 + 3,3 mg/kg, ty 1¢ phu hop voi
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khuyén céo dat 72,6%. Vi¢c su dung
lidu nap da dugc ching tdi gilp ting
dang ké kha ning dat dich sém ma
khong 1am ting nguy co xuét hién tén
thuong than cap (AKI) [2]. Ty 1& st
dung lidu duy tri phtt hop theo quy
trinh kha cao (64,5%) v61 muc licu duy
tri trung binh ban dau 1a 40,1 + 8,9
mg/kg. Viéc sir dung liéu duy tri chua
ding theo hudng dan c6 thé din toi
thiéu liéu khi cdc BN trong quin thé
cua ching t61 c¢6 kha nang thanh thai
tdt véi 30,6% tang thanh thai than [7].

Pic diém TDM vancomycin

Vé ty 1¢ dat dich AUC, khi sir dung
ché do lidu duy tri ban dau, chi c6
25,8% BN cua ching t6i c6 gid tri
AUC dat dich 400 - 600 mg.h/L. bay
1a ty 1é twong ddi thip, so v6i nghién
clru cua tdc gia Lé Thi Minh Héng va
CS c6 ty I¢ dat dich khi sur dung ché do
lidu duy tri ban dau 1a 48,39%; nghién
ciru cua tac gia Takashi va CS véi voi
ty 18 dat dich khi ldy mau ngay 1 1a
40%, ngay 2 1a 47,3% va lay mau tai
trang thai can bang 1a 54,2% [8], [9].
Sau khi hiéu chinh liéu 1an 1, két qua
dat dich tich lily c6 tang, tuy nhién
chua cai thién nhiéu (53,2%). Ty 1& BN
c6 it nhat 1 lan dat dich AUC trong
nghi€én ctru cua chuing t61 la 61,3%.
Nguyén nhédn c6 thé do quin thé BN
trong nghién ctru cua ching t61 c6 tang
thanh thai manh, nhiéu BN mac du da
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duoc ting lidu vancomycin 1én muc tbi
da theo cédc khuyén cdo hién tai nhung
gid tri AUC udc doan theo Bayesian
van thap hon 400 mg.h/L. Kim va CS
(2016) ciing ghi nhdn ndng dd
vancomycin huyét thanh trén cic BN
c6 phiu thuét than kinh thudng thip
hon sau khi ding liéu tiéu chuan so voi
cdc quan thé BN khdc. BN ICU phau
thudt than kinh c¢6 thanh thdi
vancomycin nam trong khoang 0,1 -
0,13 L/h/kg, cao hon ding ké so voi
binh thuong (khoang 0,07 = 0,025
L/h/kg) c6 thé do ddi twong nay cé thé
do chtrc ning than tot hon nhitng BN
khoéng phiu thuat than kinh [6, 10]. Do
d6, can chd y hiéu chinh liéu kip thoi
dwa trén két qua TDM nhidm ning cao
kha ning dat dich cho BN. Céc két qua
néu trén cho thiy su bién thién lén
giita cdc cd thé BN va ché do lidu ban
dau theo quy trinh con chua thuc sy
phil hop véi quan thé BN dic thu tai
khoa. Do d6, cin c¢6 céc nghién ctru
dugc dong hoc hoc quén thé dya trén
dit lidu trén BN hdi stc than kinh
nham xdc dinh muc liéu ban dau tdi vu
hon, gilip nang cao ty 1¢ dat dich ngay
tir ban dau.

Kha ning du doan gia tri AUC

M6 hinh dugc dong hoc quﬁn thé st
dung trong phan mém duoc dé xuat boi
Goti va CS, duoc coi 1a mo6 hinh thich
hop dé wéc tinh lidu cho BN nang, la
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mo hinh c¢6 dd chinh xac cao trén BN
khong ICU va chép nhan duoc vé mat
1am sang & BN ICU ngay ca voi sd
mau dinh luong han ché. C6 su chénh
lech tuong dbi 16n (% rBias la 42,7%)
khi so sanh gid tri AUC dya trén md
hinh dugc dong hoc so véi gia tri AUC
dua trén két qua TDM lan 1. Piéu nay
c6 thé do quan thé nghién ctu cua
ching t6i c6 cac doi tuong BN dac thu
(30,6% BN tang thanh thai than va
62,9% BN c6 phau thuit so ndo) lam
cho muc dd thai trir vancomycin khéc
biét so voi mo hinh duogc dong hoc san
6. Sau khi ¢6 két qua TDM lan 1, udc
dodn Bayesian cho két qua AUC kh4
chinh xéc so vd1 AUC tinh toan theo
két qua dinh luong 1an thir 2 (% rBias
giam con 6,0%). Piéu nay cho thiy
udc doan Bayesian dua trén dir li€u
nong d¢ thudc gitp da hd trg tinh todn
gid tri AUC mot cich twong ddi chinh
xdc voi do 1éch (% rBias) nim trong
gi6i han + 20% va chép nhan duoc vé
mat 1am sang [4].

KET LUAN

Quan thé BN hdi strc than kinh c6
dic thd riéng anh huéng phuc tap dén
dugc dong hoc cua vancomycin nén
viéc hiéu chinh liéu dya trén két qua
dinh luong n6ng do thudc 13 rat can
thiét. Qua phan tich két qua trién khai
hiéu chinh liéu dya trén AUC theo uéc

dodn Bayesian, nghién ctru ghi nhan cé
61,3% BN c¢6 it nhat 1 1an dat dich
AUC. Tuy nhién, ty 1€ BN dat dich
AUC 400 - 600 mg.h/L trong lan dinh
luong dau tién con & murc thép (25,8%)
cho thay can luu ¥ t6i wu héa ché do
lidu diing ban dau (liéu nap va liéu duy
tri) vancomycin danh riéng cho nhém
d6i twong nay nham nang cao kha ning
dat dich sém trén BN. Tinh todn gia tri
AUC bing phuong phap Bayesian dua
trén moé hinh dugc dong hoc quan thé
va két qua dinh luong ndng do thudc
trong mdu 13 phuong phép tiép can cho
két qua chinh x4c va chép nhan duoc
vé mit 1am sang, phit hop dé trién khai
TDM vancomycin trong thuc hanh trén
BN héi strc than kinh. Nghién ctru da
buéc dau cho thay vai trd cua viéc
trién khai TDM trong hiéu chinh liéu
vancomycin nham ning cao kha ning
dat dich PK/PD trén tung cd thé
nguoi bénh.
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