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trong cudc sdng. Cam on Anh - ngudi thuong cua t6i, ngudi di danh cho t6i tinh cam
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BICc
BMD
BMI
BN
BSV
CL
CrCl
CLCG

CLSI

Chpeak
Cirough
ICU
IDSA

Ke

DANH MUC CAC KY HIEU, CHU VIET TAT
-2 Log likelihood
Piém Akaike information criterion
Tén thuong than cip (Acute kidney injury)
Téng thanh thai than (Augmented renal clearance)
Hi¢p hoi Duogc si bénh vién Hoa Ky
Dién tich dudi dudong cong (Area under the curve)
Dién tich dudi duong cong trong 24 gid (Area under the curve 24h)
Diém Bayesion information criterion
Piém corrected Bayesian Information Criteria
Phuong phép vi pha loang
Chi s6 khoi luong co thé (Body mass index)
Bénh nhan
Bién thién giita cic ca thé
D0 thanh thai (Clearance)
D¢ thanh thai creatinin (Creatinin clearance)
D¢ thanh thai creatinin tinh theo cong thirc Cockcroft-Gault

Vién Tiéu chuan 1am sang va xét nghiém Hoa Ky (Clinical and
Laboratory Standards Institute)
Nong d6 dinh

Nong d6 day
Pon vi hoi sirc tich cuc (Intensive Care Unit)
Hiép hoi cac Bénh truyén nhiém Hoa Ky

Hang s toc do thai trir
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MRSA
PBP
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PK
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SCR
SD

SE
SIDP
TDM
T
VRSA
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Log likelihood

Kiém dinh Likelihood ratio (Likelihood ratio test)

Nong d6 diét khuén tdi thiéu

Nong d6 trc ché tdi thiéu

Nong d6 trc ché téi thiéu su phat trién cta it nhat 90% sé ching vi khuan
Tu ciu vang nhay cam véi methicillin

Tu cau vang khang methicillin

Protein gan penicillin (Penicillin binding protein)

Duogc luc hoc (Pharmacodynamics)

Hiép hoi Bénh truyén nhiém Nhi khoa

Dugc dong hoc (Pharmacokinetics)

Sai s6 chuan tuong d6i

Nong d6 creatinin huyétthanh

Do 1éch chuan

Sai s6 chuan

Hiép hoi Dugc si trong linh vuc Bénh truyén nhiém Hoa Ky
Giam sat nong d6 thudc trong mau (Therapeutic drug monitoring)
Thoi gian ban thai

Tu ciu vang khang vancomycin

Tu ciu vang dé khang trung gian di chung voi vancomycin
Tu ciu vang dé khang trung gian v4i vancomycin

Thé tich phan b6

Trung tdm DI&ADR Quéc gia - tai liéu chia sé tai CANHGIACDUOC.ORG.VN va facebook CANHGIACDUOC



DANH MUC CAC BANG

Bang 1.1. So sanh cac khuyén céo trong huéng dan dong thuan TDM vancomycin nim

2009 VA NAM 2020 ...eieieniieiieieeieeieet ettt ettt ettt ettt ettt et e et enneene e 15
Bang 1.2. Pac diém mot sd nghién ctru duge dong hoc quan thé ciia vancomycin trén
DENN THRAN CAO TUO. .o e e e e e e e e eeee e eeeeeeeeeen. 25
Béang 2.1. Phan loai mtrc d0 doc tinh trén than theo ti€éu chi RIFLE ......................... 37
Bang 3.1. Pic diém bénh nhan trong NEHiN CUU .........veveveeeeeeeeeeee e, 38
Béng 3.2. Pic diém bénh 1y nhiém khuan dugc chi dinh vancomyein........................ 41
Bang 3.3. Pic diém bién cb trén than trong mau nghién clu ..........ooevveeveeeeeeeeeeeenen. 41
Bang 3.4. Két qua vi sinh ghi nhan trong mau nghién ciru.............oocovvvevivieeeeeeenans 42
Bang 3.5. Pic diém sir dung vancomycin trong mau nghién ciu...............cceveeen..... 43
Bang 3.6. Pic diém gidm sat ndng do vanComyCin.......... . weeewereeeeeeeeeeeeereeneeean. 44
Bang 3.7 Két qua khép mo hinh dugc dong hec CAt trlC ......bveevveeeeeeeeeeeeeeenn. 47
Bang 3.8 Két qua danh gia cac mo hinh mo ta-saisd dwdoan............coccovvvvvevenenne, 47
Bang 3.9 Cac thong s quan thé udc tinh tir mo hinh coban ...........cc.coeovvvvvevennnnn, 48
Bang 3.10 Két qua danh gia cac chi s6.phan anh chirc nang than...............ccccceveeee... 49
Bang 3.11 Két qua danh gid chi S0 CAN NANG ... ..ovveeeeceeeeeeeeeeeee e 49
Bang 3.12 Két qua kiém tra tinh'cong tuyén.ctia cac cip yéu to lién tuc..................... 50
Bang 3.13 Két qua kiém-ra tinh cong tuyén cia cac yéu té lién tuc - phan hang ....... 50
Bang 3.14 Két qua thong s6 MO hinh cudi CUNE ..........vvveieeeeeeeeeeeeeeeeeeeeeeee e, 51

Trung tdm DI&ADR Quéc gia - tai liéu chia sé tai CANHGIACDUOC.ORG.VN va facebook CANHGIACDUOC



DANH MUC CAC HINH VE

Hinh 1.1. Cau tric hda hoc clia VANCOMYCIN. .........vvveeeeeeeeeeeeeeeeeeeeee e 3
Hinh 1.2. M6 hinh dugc dong hoc 2 ngan clia vanComycCin..........cceeevvveeeeeeeieeeeseeeeneenne. 5
Hinh 1.3. Chi s6 PK/PD dic trung cho cac loai Khdng Sinh............cocooeveeveveuevecnnnnen. 10
Hinh 1.4. So d6 quy trinh theo di ndng d6 vancomycin trong diéu tri Bénh vién Thong
Nhét ban hanh thang 3 NAM 2021 .........ouveieeieeeeeeeeeeeeeeee e 30
Hinh 2.1. Quy trinh thu thap dit liéu tir hd S0 bENh AN......ovovvveveeeeeee, 31
Hinh 3.1 So d0 Iyra chon mAu NEHIGN CTU ..........veveeeeeeeeeeeeeeeeeeeee e, 38
Hinh 3.2 Tuong quan gitta tong liéu duy tri 24 gid va do thanh thai creatinin........... 43
Hinh 3.3 Dic diém ndng d0 VanCOMYCIN .........v.oveveeeeeeeeeeeeeeeeeeeeeeeeeeeee e, 46

Hinh 3.4 Khép nong d6 du doan ctia thong s6 quan thé (bén trai) va thong sb ca thé (bén

phai) - nong do quan sat cia MmO hinh CUBH ...........Zrveevee S 52
Hinh 3.5 Biéu dd Prediction-corrected Visual Predictive checks (pc-VPC)................ 53
Hinh 3.6 Biéu d6 theo thoi gian, theo néng do.dw'doan va biéu dd phan bd cia PWRES,
IWRES, NPDE ..ottt abishee e ettt 54

Trung tdm DI&ADR Quéc gia - tai liéu chia sé tai CANHGIACDUOC.ORG.VN va facebook CANHGIACDUOC



PAT VAN PE

Vancomycin 1a mot khang sinh glycopeptid duoc phat hién lan dau tién vao
nhitng nim 1950 va duge Co quan quan Iy Dugce pham va Thuc pham Hoa Ky (FDA)
phé duyét sir dung trong diéu tri vao nam 1958. Ngay tir dau, nhiing lo ngai vé doc tinh
dd 1am han ché viéc sir dung vancomycin, dac biét 1a ddc tinh trén than [1]. Vi¢c tinh
ché vancomycin trong nhitg nim sau khién thudc it doc tinh hon. Trong nhitng nim
1980 va 1990, viéc st dung vancomycin di ting 18én rat nhiéu do sy xuat hién cta ching
Staphylococcus aureus khang methicillin (MRSA) [2]. Sau hon 60 ndm, vancomycin
hién van 1a Iya chon hang dau ddi v6i cac truong hop nhidm tring ning do MRSA nhu
ap xe ndo, viém mang ndo, nhiém khuan xwong khdp, nhiém khuin da, viém noi tim
mac nhiém khuan, viém phoi, viém phic mac do thim phan mang bung luu dong lién
tuc va nhiém khuan huyét [3], [4]. Viéc t6i wu hoa'sir dung vancomycin yéu cau giam
sat ndng do thudc trong mau (therapeutic drug monitoring - TDM) dé diéu chinh liéu
ding phu hop [5]. Ty 16 AUC/MIC 1a thong s6 PK/PD dé toi'uru hoa hiéu qua diéu tri va
giam thiéu tac dung khong mong muén trén than va thinh giac. TDM vancomycin dic
biét can thiét trong nhing truonghep vi khuan giamnhay cam hodc trén d6i tugng bénh
nhan déc biét, c6 nguy co cao bi ddc tinh cua thude [6]. Theo Hiép hoi Dugce si Hoa Ky
(ASHP), viéc sir dung vancomyein khong dat néng do tri licu gop phﬁn gay ra dé khang
va that bai diéu tri, trong khi qua licu vancomycin co thé giy ra doc tinh cho bénh nhan
[7].

Mic du di c6 bang chimg vé su thay d6i cac nguyén nhan hang dau gy tir vong
& nguoi cao tudi tir bénh truyén nhiém sang bénh man tinh, nhung nhiém khuan van la
mot nguyén nhan quan trong gy tir vong & nhém déan sb nay [8]. S6 ca nhap vién tai
khoa Cap ctru lién quan dén cac bénh nhiém khuan da dugc ghi nhan ting cao theo do
tudi [9]. Mot s6 yéu té gop phan 1am ting nguy co nay bao gom hé thong mién dich suy
yéu, ty 1¢ bénh méc kém tang, sb lugng thu thuat chan doan xam lan tang va giam du
trit sinh 1y dé chdng lai nhidm khuan [10], [11]. Bénh nhén cao tudi tai cac co s¢ diéu
tri c6 nguy co nhiém khuan va nhiém tring do MRSA sau d6 cao gap 5 1an so v6i nhiing
nguoi tré tudi, din dén ting nhu cdu st dung cac khang sinh chéng tu ciu nhu
vancomycin [10], [12]. Bénh nhan cao tudi c6 nhitng dic diém riéng khién cho viéc

dung vancomycin trd thanh thach thirc trong diéu tri, chang han nhu ting thé tich phan
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bd (Vd) va giam chirc nang than. Mic du da c6 nhiéu khuyén céo cu thé vé liéu dung
cho d6i tugng tré em, nhung chua c6 khuyén cédo nao danh riéng cho ngudi cao tudi,
ngoai viéc dung thudc dya trén d6 thanh thai creatinin cua timg bénh nhan. Vi vay, diéu
quan trong 13 can xem xét cac yéu to duoc dong hoc cé thé bi thay doi trén nhitng bénh
nhan nay [13]. Dé téi wu hoa ché do lidu, huéng tiép can phu hop hién nay 1a 4p dung
dugc dong hoc qu?m thé nham xac dinh gia tri cua cac thong s6 dugc dong hoc quén thé
ctia thudc trén bénh nhan cao tudi, xac dinh céc yéu td du doan c6 thé giai thich dugc
su bién thién cia thong s6 duogc dong hoc gitra cac ca thé bénh nhan.

Bénh vién Théng Nhit 1a bénh vién tuyén trung wong truc thudéec Bo Y té. Hién
nay, bénh vién da phat trién quy moé hon 1000 giwong va trd thanh mot trong nhiing
trung tdm Lao khoa 16n nhét ca nudc [14]. Phén 16n bénh nhan kham chita bénh tai bénh
vién déu tir 50 tudi trd 1én, mic nhiéu bénh 1y phirc tap, bao gém cac bénh 1y nhiém
khuan. Do d6, viéc ké don thude khéng sinh tai bénh vién 1a rat phé bién, trong d6 co
vancomycin. Bénh vién Thong Nhat da tién hanh TDM vancomycin dya trén AUC tinh
toan tir hai diém néng dd tir nhidu nam nay. Vao thang3 nam 2021, bénh vién da ban
hanh mét quy trinh theo ddi ndng:dd-vancomycin trong diéu tri nham gitp cac bac si,
dugc si va diéu dudng chuan hoa viéc TDM vancomyecin.

Xuat phét tir thyc té 1dm sang nhu'trén, ching toi tién hanh dé tai nghién ctru
“Phén tich dwoc dong hoc quéin thé ciia vancomycin trén bénh nhén cao tudi dwa
theo dir liéu giam sat ndng @6 thudc trong mau tai Bénh vién Thong Nhat” véi muc
tiéu sau:

1. Mb ta thyc trang giam sat nong do vancomycin trong mau trén bénh nhan cao
tudi tai Bénh vién Théng Nhit.

2. Phan tich duoc dong hoc quan thé ciia vancomycin trén bénh nhéan cao tudi tai
Bénh vién Théng Nhét tir két qua dir liéu nong d6 ciia hoat dong giam sat nong
do thude.

Két qua ctia nghién ctru duoc ky vong sé cung cap dir liéu vé dic diém sir dung
cling nhu TDM vancomycin tai bénh vién, dong thoi ddnh gia dac diém cac thong s6
dugc dong hoc quﬁn thé cua nhom bénh nhan nay nham dua ra cac bién phép cai thién

ché d¢ liéu ciing nhu trién khai TDM vancomycin tai Bénh vién Théng Nht.
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KET LUAN VA KIEN NGHI
A.KET LUAN
Dé tai da dat dugc 2 muc tiéu nghién ctu, do la:
1. Mb ta thuc trang giam sat nong do vancomycin trong mau trén bénh nhan cao tudi
tai Bénh vién Thong Nht.

- Quan thé bénh nhan cao tudi st dung vancomycin va duoc giam sat nong do
vancomycin trong nghién ctru ¢6 trung vi tudi 13 72 tudi, do thanh thai creatinin
c6 trung vi 1a 51,6 mL/phut va ty 1€ bénh nhan c6 suy giam chirc ndng than (CrCl
< 60 mL/phut) d&én 63,7%. Ty 1é bénh nhan gip bién cb trén than sau khi sir dung
vancomycin dugc ghi nhan 1a 7,3%.

- Ty 16 MRSA chiém 66,0% trong s6 cac ching tu cdu phan lap dugc va 97%
MRSA c6 MIC < 1 mg/L.

- Pa s6 bénh nhan trong nghién ciru khéng st dung liéu nap va mirc lidu duy tri
thuong xuyén duoc ap dung la 1g/12 gid.

- Su bién thién néng dé vancomycin trén bénh nhan cao tudi trong nghién cuu
tuong ddi 10n, ty 1& dat dich AUCau1an 1 1&'44,4% va dat dich AUCaq4 tich lity
qua 2 1an dinh luong 13 54,0%.

2. Phan tich dugc dong hoc quan the ciia vancomycin trén bénh nhan cao tudi tai Bénh
vién Théng Nhat tir két qua dir licu néng dd cua hoat dong giam sat néng do thude.

- M0 hinh 1 ngéan, truyén tinh mach, thai trir bac 1, phan bd log chuén, sai s6 ty 1€
12 m6 hinh mo ta tot nhat dir liéu ndng d6 thube - thoi gian véi 2 thong sb dic
trung 1a CL va V.

- Théng s6 CL va V déu dao dong kha 16n giita cac ca thé. Gia tri thong s6 quan
thé wdc tinh tir mé hinh cudi cing 1a: CL = 3,30 L/h, V = 43,07 L.

- Yéu t6 anh hudng dén thong sé md hinh c6 do thanh thai ciia vancomycin duoc
du doan bdi gié tri log héa hi¢u chinh vé gia tri trung vi d§ thanh thai creatinin
theo cong thurc Cockcroft-Gault va gid tri can nang hi€u chinh vé gia tri trung vi.

- Dao dong c4 thé ctia thong s6 CL va V 1an luot 13 36,1% va 25,4%.
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B. KIEN NGHI
Tir cac két qua nghién ctru, chung toi xin dé xuat mot sb ¥ kién sau:

- Nham nang cao hiéu qua hoat déng TDM tai don vi, can luu ¥ tuan thi quy trinh
theo doi néng do thube trong diéu tri duoc bénh vién ban hanh véi sy tham gia
tich cuc cua dugc si lam sang, bao gém su dung liéu nap, lidu duy tri phu hop
v6i chlic nang than cua bénh nhan, déng thoi tién hanh dinh luong lai néng do
sau khi hiéu chinh liéu nham d4nh gia kha nang dat dich PK/PD trén bénh nhén.

- V& md hinh dugc dong hoc quan thé vancomycin, can tai thAm dinh lai mé hinh
thong qua phuong phap ngoai thim dinh, dong thoi tién hanh moé phong PK/PD

nham xac dinh ché do liéu t6i wu danh cho quan thé bénh nhan.
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