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LOI CAM ON
Loi dau tién, toi xin giri 101 cam on chan thanh dén PGS.TS. Nguyén Ha
Thanh, Vién truéng Vién Huyét hoc — Truyén méau Trung Uong, ngudi da diu dat,
chi dan va ho tro cho toi trong qua trinh thuc hién dé tai, 1a nguoi da luon dong vién,

khich I¢, tao di€u kién cho cac dugc silam sang trong qua trinh lam viéc tai Vién.

T6i xin bay t6 sy kinh trong va long biét on sau sic dén PGS.TS. Vii Pinh Hoa,
Phé Giam dbc Trung tam DI & ADR Quéc gia, Giang vién bd mén Duoc 14m sang,
ngudi Thay di tryc tiép hudng dan va tan tinh chi bao toi trong qué trinh thuc hién
dé tai.

T6i xin giri 16i cam on chan thanh va sdu-sic-dén PGS.TS. Nguyén Hoang
Anh, Giam déc Trung tam DI & ADR Qudc-gia, ngudi Thay da ludn tan tam véi toi,
da dinh hudng va cho t61 nhitng nhan xét quy.bau trong qua trinh thyc hién luén van

nay.

T6i xin chan thanh cam on TS.DS: Vi Duy Hong — Truong Khoa Duoc, DS.
CKII. Nguyén Duy Tén, DS. Tran Duy Anh, DS. Tran Thi Thu Ha, cic Dugc si
trong Bo phian Duogc 1am sang cing nhu tip thé Khoa Dugc — Vién Huyét hoc —
Truyén mau Trung Uong d luon tng ho, tao diéu kién va hd tro cho toi trong qua

trinh hoc tap va thuc hién nghién ctru.

T6i xin chan thanh cam on ThS.BS. Nguyén Quéc Nhiat — Pho Truong khoa
Diéu tri hoa chat H7 cing cac bac si, diéu dudng, hoc vién dang 1am viéc va nghién
cuu tai khoa, 1anh dao va cac can bo nhan vién Khoa Hoa sinh, Vién Huyét hoc —

Truyén méu Trung Uong d3 tao diéu kién dé nghién ctru dugc tién hanh thuan loi.

Tbi xin chan thanh cam on DS. Nguyén Thi Ciic, DS. Hoang Hai Linh va cac
anh chi chuyén vién — Trung tim DI & ADR Qudc gia, 12 nhitng ngudi di ludn

dong hanh, gitip d& t6i trong sudt qué trinh thyc hién nghién ciru.
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To1 xin guri 101 cam on to1 Ban Giam hiéu Truong Pai hoc Dugc Ha N6i, Phong
Sau dai hoc, cac Thay, Cé cac chuyén nganh di ludn tao diéu kién va truyén dat

kién thirc, k¥ ning cho cong viéc chuyén mon qua chuong trinh dao tao tai Truong.

Cuoi cung, to1 xin bay to long cam on sau sdc tdi gia dinh va ban bé, 1a nhitng

nguoi da luon dong vién giap do toi trong sudt qua trinh hoc tap va trong cudc song.
To1 xin chan thanh cam on!

Ha N¢i, ngay 28 thang 3 nam 2024

Hoc vién

L& Thi Hong Anh
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DANH MUC CAC KY HIEU, CHU VIET TAT

95% ClI 95% confident interval — Khoang tin cay 95%
ABVD Adriamycin, Bleomycin, Vinblastine, Dacarbazine
AKI Ton thuwong than cap (Acute Kidney Injury)
AKIN Phan loai mirc d6 ton thuong than cap
(Acute Kidney Injury Network)
AML Lo x& mi tay cap (bénh bach cau cap dong tay)
(Acute myelogenous leukemia)
ALL Lo xé mi lympho cap (bénh bach cau cap dong lympho)
(Acute lymphoblastic leukemia)
ASHP Hoi Duoc sy trong hé thong Y-té Hoa Ky
(American Society of Health-System Pharmacists)
ARC Tang thanh thai than (Augmented renal clearance)
AUC Dién tich dudi duong cong (Area Under the Curve)
AUCan Dién tich dudi dudng cong 24 gio
AUC/MIC Ty sb giira dién tich dudi dirdng cong trén nong do tc ché ti thiéu
BCTT Bach cau trung, tinh
BEACOPP Bleomycin,  Etoposide,  Adriamycin,  Cyclophosphamide,
Vincristine, Procarbazine, Prednison
BMD Phuong phéap canh thang vi pha loang (Broth microdilution)
BMI Chi s6 khdi co thé (Body Mass Index)
CML Lo xé mi tay man (bénh bach cau man dong tay)
(Chronic myeloid leukemia)
CLL Lo x& mi lympho man (bénh bach cau man dong lympho)
(Chronic Lymphocytic Leukemia)
ClLcr Do thanh thai creatinin (Creatinine Clearance)
CLvan Do thanh thai vancomycin (Vancomycin Clearance)
CMML Lo x& mi tay - mono man (bénh bach cau man dong tay - mono)

(Chronic Myelo-Monocytic Leukemia)
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Cpeak

Nong d6 dinh (peak concentration)

Ctrough Nong d6 day (trough concentration)
IDSA Hoi Truyén nhiém Hoa Ky
(Infectious Diseases Society of America)
ECOG Diém danh gid mirc d6 hoat dong co thé
(Eastern Cooperative Oncology Group)
FC Fludarabine, Cyclophosphamide
FCR Fludarabine, Cyclophosphamide, Rituximab
Hyper Cyclophosphamide, Methotrexate, Doxorubicine, Vincristine,
CVAD Dexamethasone, Cytarabine
KDIGO Hoi Than hoc quéc té
(Kidney disease: Improving Global Outcomes)
MIC Nong d6 uc ché toi thieu (Minimum-inhibitory concentration)
MIPD Binh liéu chinh x4c theo mé hinh
(Model-informed precision dosing)
MRSA Tu cau vang khang methicillin
(Methicillin resistant ‘Staphylococcus aureus)
MRSE Staphylococcus epidermidis khang methicillin
PK Dugc dong hoc (Pharmacokinetics)
PK/PD Chi s6 Duoc dong hoc/ Dugc luc hoc
RIFLE Pénh gia mac do suy than: Nguy co, ton thuong, suy, mat chic
nang, giai doan cudi (Risk, Injury, Failure, Loss of kidney function,
and End-stage kidney disease)
Scr Nong do creatinin huyét thanh (Serum creatinine)
SIDP Hoi Duoc s¥ trong linh vuc cac bénh truyén nhiém Hoa Ky
(Society of Infectious Diseases Pharmacists)
TDM Giam séat nong d6 thube trong mau (Therapeutic Drug Monitoring)
VRE Cau khuan rudt khang vancomycin

(Vancomycin resistant Enterococci)
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PAT VAN DE

Vancomycin 1a khang sinh thuéc nhém glycopeptid duge chi dinh trong diéu tri
nhiéu loai nhiém khuédn gy ra boi cac ching vi khuan Gram dwong, dic biét 1a tu cau
vang khang methicillin (MRSA). Bén canh d6, vancomycin dugc chi dinh bd sung
nhu mat liéu phap diéu tri theo kinh nghiém ddi véi cac bénh nhan c6 st giam bach
ciu trung tinh [1]. Cho t&i nay, vancomycin da dugc trién khai nghién ctru rong rai
trén nhiéu quan thé nguoi bénh khac nhau théng qua giam sat ndong do thude trong
mau (TDM). Bénh nhan mac bénh méau 4c tinh hoic c6 sbt giam bach cau trung tinh
trong qua trinh diéu tri, thanh thai vancomycin c6 xu huéng ting cao [2]. Do vdy, ché
d6 liéu thong thudng c6 thé khong di dé dat muc tiéu va hiéu qua 1am sang trén nhom
bénh nhan nay, can dé xuat chién luogc hiéu chinh licu pht hop. Tuy nhién, sir dung
lidu cao vancomycin c6 thé gia ting nguy co xuat hién doc tinh cia thudc. Dé dam
bao can bang giita hiéu qua dat dugc va harr'ché nhitng 4nh huong bat loi, giam sat

noéng do va hiéu chinh liéu cho bénh nhan déng vai trd rat quan trong [2].

Nam 2020, hudéng dan déng thuan cap nhat vé TDM vancomycin cua cac hi¢p
hoi chuyén mén Hoa Ky (AHSP.— IDSA < SIDP) da khuyén cdo st dung théng sd
dién tich dudi duong cong nong do - thoi gian trén ndng do we ché tdi thiéu
(AUC/MIC) thay cho khuyén cdo ndng do day (Ctrough) trudc day lam can ctr dé
hiéu chinh liéu [3]. Theo d6, dich AUC/MIC dugc xac dinh trong pham vi tir 400 —
600 dé dam bao hiéu qua diéu tri dong thoi han ché nguy co gip doc tinh trén than
[3]. Huéng dan ciing chi ra viéc tinh toan AUC nén dugc vu tién 4p dung theo phuong
phap Bayes v6i wu diém chi cin mot mau dinh luong va khong can doi dén trang thai
can bang gitp hiéu chinh liéu sém cho bénh nhan [3]. Phuong phap udc tinh ndy ciing
dugc dé xuat nhat quan trong cac hudng dan cta Hiép hoi duge 1y Trung Qubc nam
2020, Hiép hoi tri licu va TDM Nhat Ban nam 2022 [3], [4], [5]. Tai Viét Nam,
phuong phap nay da duoc trién khai 4p dung rong rii tai nhiéu don vi nhu Bénh vién
Bach Mai, Bénh vién Hiru nghi Viét btc gop phén dua ra nhiing dé xuét t6i vu cho
viéc sir dung thube hop 1y trén cac quan thé bénh nhan da dang tiy theo dic thu cia

tung bénh vién [6], [7].
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Vién Huyét hoc — Truyén mau Trung Uong 1a bénh vién chuyén khoa dau nganh
vé linh vuc huyét hoc va truyén méu. Tai bénh vién, cac khoa Diéu tri hoa chat, khoa
Ghép té bao géc, khoa Bénh mau tré em, noi tap trung nhiéu bénh nhan nang, suy
giam mién dich va c6 nguy co cao mic cac nhidém tring tai bénh vién 1a cac khoa
dugc ghi nhan c6 muce do st dung vancomycin twong ddi cao. Vi vay, dung trudc nhu
cau can t6i wu héa str dung vancomycin cho d6i trgng bénh nhan tai cic khoa nay
noi riéng cling nhu tai bénh vién no1 chung, Ho1 déng Khoa hoc k¥ thuat mé rong cua
Vién d3 phé duyét vé ban hanh quy trinh giam sat nong do thuc vancomycin trong
mau trén bénh nhan trudng thanh tir thang 12/2022. Dé gdp phan tbi vu ché do lidu
vancomycin & bénh nhan c6 bénh mau ac tinh thong qua hoat dong ctia Duogc sy 1am
sang, chiing t6i thuc hién nghién ctru: “Phdn tich-két-qud trién khai quy trinh hiéu
chinh liéu vancomycin théng qua gidm sit nong-dé thuoc trong mdu tai khoa Piéu

tri héa chit H7, Vién Huyét hoc — Truyén mdu Trung Uong” véi 2 myc tiéu:

1. Phan tich dic diém bénh nhan, dic diém sir dung thude va hiéu chinh liéu
vancomycin trén bénh nhan nguoi 1on tai’khoa Piéu tri hoa chat H7, Vién Huyét hoc
— Truyén méau Trung Uong thong qua giam' sat ndong do thude trong mau dya trén

AUC theo udc doan Bayes.

2. Phan tich cac yéu td anh huong dén kha ning dat dich AUC ciia vancomycin

khi &p dung quy trinh TDM theo Bayes.
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KET LUAN VA PE XUAT
KET LUAN

Qua trinh trién khai hiéu chinh liéu vancomycin thong qua giam sat ndng do thudc
trong mau dua trén AUC theo udc doan Bayes thuc hién trén 120 bénh nhan nguoi 16n
v6i 197 mau dinh lugng vancomycin dugc ghi nhén tai Vién Huyét hoc — Truyén mau
TW trong thoi gian tir thang 07/2023 dén hét thang 01/2024, chung t6i rat ra mot sb két

luan nhu sau:

1. Phan tich dic diém bénh nhan, dic diém st dung thuéc va hiéu chinh liéu
vancomycin trén bénh nhan nguoi 16n tai khoa Diéu tri héa chat H7, Vién Huyét hoc —
Truyén méau Trung Uong thong qua giam sat nong d6 thudc trong mau dya trén AUC

theo udc doan Bayes.

- Nghién ctru da thu nhan 120 bénh.nhan phu hop véi ti€u chuan lya chon va loai
trir, trong d6 chi yéu 1a bénh nhan 16 xé micap (chiém 92,5%) véi ty 18 bénh nhan

sOt giam bach cau trung tinh 1a 57,5%.

- Quﬁn thé bénh nhan trong mau nghién ctru c6 trung vi do thanh thai creatinin 81,1
mL/phut, trong d6 ¢hi'cé 6,7% bénh nhan cé tang thanh thai than (CLcr > 130
mL/phut). Pic diém nhiém khuan cta bénh nhan trong miu nghién ctru da dang,

trong d6 nhiém khuan da/mé mém chiém ty 18 16n (55,0%).

- Nghién ctru tién hanh 197 mau dinh lugng vancomycin, mau dinh lugng déu tién
duoc dinh lugng sau trung vi 2 ngay ké tir khi bat dau sir dung thude. AUC trong
1an dinh luong dau tién c6 trung vi va khoang ttr phan vi 13 436,9 (345,5 — 569,4)
mg.h/L, tuong tng ty 1€ dat dich AUC 14 45%. Ty 1€ nay tang 1én 83,3% va 97,2%
sau khi hiéu chinh lidu va dinh lugng lai & lan thir 2 va 3, thoi gian dé dat dich
AUC ¢06 trung vi 1a 3 ngay. Ty 1€ bénh nhan c6 it nhét 01 miu dinh lugng dat dich
1a 80,1%.
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2. Phan tich cac yéu té anh huéng dén kha ning dat dich AUC khi 4p dung quy
trinh TDM theo Bayes

- DG thanh thai vancomycin udc tinh cao hon trén nhém bénh nhan sbt giam bach
cau trung tinh (5,7 va 3,9 L/h, p < 0,001), bénh nhan dudi 60 tudi (5,9 va 3,5 L/h,
p <0,001) va bénh nhan c6 dd thanh thai creatinin > 90 mL/phut (6,4 so vdi 3,8
L/h, p <0,001), theo d6 gia tri AUC udc tinh trong lan dinh lugng dau tién cua
cac nhom bénh nhan nay ciing thip hon ¢ y nghia théng ké.

- Trong phan tich da bién, 3 yéu t6 dugc ghi nhan c6 lién quan dén kha ning AUC

<400 mg.h/L:

+ Nguy co AUC dudi dich diéu tri giamtrén bénh nhan > 60 tudi so v6i bénh nhan

< 60 tudi (OR 0,12 va 95%CI 0,04 0,40)

+ Nguy co AUC dudi dich diéu tri tang trén’bénh nhan c6 thanh thai creatinin nén

> 90 mL/phtt so véi nhom <90 mL/phut (OR 6,47 va 95%CI 2,06 — 20,34)

+ Nguy co AUC dudi dich diéu tri giami néu bénh nhan tang liéu duy tri trong ngay
mdi 100 mg (OR 0571.va 95%CI 0,62 — 0,80).

DE XUAT

1. Pam bao tuan thu quy trinh TDM nham nang cao kha ning dat dich som trén
bénh nhan, bao gdm sir dung mirc liéu duy tri ban dau phu hop vé6i chirc ning than, bat
dau chi dinh TDM som (trong vong 24 gid dau) sau khi khai tri cling nhu dinh luong lai

sau khi hiéu chinh liéu.

2. Nghién ciru t6i uu héa ché do lidu trén cac ddi tugng bénh nhan mac bénh mau
ac tinh c¢6 nguy co cao khong dat dich diéu tri nhu: bénh nhan khéng c6 suy giam chuc

nang than, bénh nhan tré tudi, bénh nhan c6 sot giam bach cau trung tinh.
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3. Mo rong nghién ctru, trién khai TDM vancomycin trén tat ca cac doi twong bénh
nhan nguo1 16n mac bénh mau ac tinh tai Vién, tir d6 nang cao hi¢u qua dicu tri khang

sinh trén nhdm bénh nhéan dac biét nay.
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