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PIEM TIN CUC QUAN LY DUOC-BO Y TE

PIEM TIN CUC QUANLY DUQC -BO Y TE

Thu hoi thude lwu hanh trén thi truong d6i véi cac thudc chira rosuvastatin
40 mg do c6 chong chi dinh cho ngudi chau A

Ngay 19 thang 4 nam 2022, Cuc Quan 1y Duoc c6 Quyét dinh s6 186/QP-QLD
vé viéc thu hdi Gidy dang ky luu hanh thudc, thu hdi thude luu hanh trén thi trudng.
Theo 6, Cuc Quan 1y Duoc thu hdi gidy ding ky lwu hanh thuée, thu hdi thude luu
hanh trén thi trudng dbi véi cac thude chira hoat chét rosuvastatin 40 mg tai cac danh
muc sau:

Rosuvastatin (dudi dang  Vién nén

L ReiEsian Rosuvastatin calci) 40mg  bao phim VAN
- : Vién néen
2 Lipidorox 40mg Rosuvastatin 40 mg b . VD-1507-06
ao phim
Rosuvastatin Vian nén
3 Crestor (Rosuvastatin calcium) . VN-8438-09
bao phim
40mg
4 Avitop 40 Rosuvastatin (dudi dang ~ Vién nén VN-19620-16

Rosuvastatin calci) 40mg bao phim
Ly do: Thuoc chira hoat chat rosuvastatin 40 mg da c6 chong chi dinh cho
nguoi Chéu A.

Cap nhat chi dinh diéu tri suy tim caa thudc Dapagliflozin

Ngay 28/3/2022, cong van sé 2111/QLD-DK ngay 28/3/2022 cua Cuc Quan ly
dugc Viét Nam vé viéc thay doi noi dung to huéng dan st dung ddi véi thude
Forxiga. Cu thé, Cuc Quan 1y Dugc Viét Nam da phé duyét thém 2 chi dinh méi cho
dapagliflozin (mot thude diéu tri dai thao duong nhém SGLT2-i):

- Giam nguy co nhap vién do suy tim ¢ bénh nhan truong thanh bi dai thao
duong type 2 va c6 tién sir bénh ly tim mach hoac nhiéu yéu té nguy co tim mach.

- Giam nguy co tir vong tim mach va nhap vién do suy tim ¢ bénh nhan truéng
thanh bi suy tim (phan loai NYHA 11-1V) véi phan suat téng méu giam.

Ngoai thdng tin vé chi dinh, to& huéng dan sir dung caa Forxiga con thay doi
va’hoic bo sung mot sb thdng tin khac nhu liéu dung, chéng chi dinh, canh béo va
than trong khi ding thudc (nguoi bénh suy than), tac dung khéng mong muén, dic
tinh duoc luc hoc, thay di mot sb thuat ngit chuyén maon.

Trude do, Cuc quan ly duoc Viét Nam da phé duyét chi dinh cta dapagliflozin
dé kiém soat duong huyét & bénh nhan dai thao duong type 2.
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NHO'NG PIEM MO TRONG DIEU TRI SUY TIM THEO ACC/AHA/HFSA 2022

NHU’'NG PIEM MO1 TRONG DIEU TRI SUY TIM THEO

ACC/AHA/HFSA 2022

Huéng dan AHA / ACC / HFSA 2022 vé Quan 1y Suy tim” thay thé “Hudng
dan ACCF / AHA 2013 vé Quan 1y Suy tim” va “Cap nhat trong tam ACC / AHA
/ HFSA 2017 ciia Huéng din ACCF / AHA 2013 dé Quan Iy Suy tim”. Huong
dan nay nham cung cap cac khuyén cao Iiy bénh nhan 1am trung tdm cho cac béac
sT 1am sang dé ngan ngira, chan doan va quan ly bénh nhan suy tim. Nhiing diém
méi dang cha ¥ trong huéng dan duoc luoc dich va tong hop tai dy:

Chuy:
e Class khuyén c4o va mirc d§ bing chirng dwoc sir dung trong bai:

Class (sitc manh) cia khuyén cdo — COR Mire d§ (chat lwong) biang chieng - LOE

Class 2a (TRUNG BINH)
Loi ich >> Nguy co

Level B-NR (Khong ngau nhién)
Bang chiing chat lugng trung binh tir >1 nghién ciu
khéng ngau nhién dugc thyuc thi, thiét ké tét, cac
nghién ctru quan sat/ dang ky; Cac phan tich gop tir
cac nghién ciru trén

Level C-LD (Tu liéu han ché)
Céac nghién ciru quan sat/ dang ky ngau nhién hoic
khong ngau nhién véi han ché vé thiét ké va thuc thi;
Céc phan tich gop tir cac nghién ctru trén; Cac nghién
cliu Vé sinh 1y hay co ché hoc trén ngudi.

Level C-EO (Y kién chuyén gia)
Dbong thuan cua céc chuyén gia dya trén kinh nghiém
lam sang
e Chir viét tit trong bai:
ACEi Thuoc wc ché enzym chuyén | HFFrEF | Suy tim phan suat tong mau giam
angiotensin
ARNi Thudc tc ché thu thé angiotensin- | CRT Liéu phap tai dong bo co tim
neprilysin
ARB Thudc chen thy thé angiotensin | GDMT | Liéu phap diéu tri theo khuyén
() cao
AF Rung tAm nhi ICD May khir rung tim cay ghép
HF Suy tim MCS Hd tro tuan hoan co hoc
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NHO'NG PIEM MO TRONG DIEU TRI SUY TIM THEO ACC/AHA/HFSA 2022

HFimpEF | Suy tim phan suat tong mau cai | MRA | Chat doi  khang thu thé
thién mineralocorticoid

HFmrEF | Suy tim phén suat tong mau giam | NSR Nhip xoang binh thuong
nhe

HFpEF | Suy tim phan suat tong mau bao | QALY | SO nam song duge diéu chinh
ton theo chat lugng cudc song

1. Diéutrindi khoa tdi uu cho bénh suy tim phan suat téng mau giam (HFrEF)
hién bao gdm 4 nhém thude, trong d6 c¢6 thudc e ché kénh dong van chuyén
natri-glucose 2 (SGLT2i).

Hinh 1. Piéu tri suy tim phan sudt téng mau gidm giai dogn C va D

Buoc 5 Buwoc 6
va. Banh gia lai Xem xét cham soc
mdy  triéu ching, chisb suy tim dac biét

© xétnghiém, tinhtrang  nhu liéu phap
sirc khoé va LVEF b sung

NYHA IV &
BN nguoi My
gdc Phi

v

NYHA 1II; | Suy tim dai ddng | |

» LVEF £35% 5
sbng >1 nam ki
LVEF =40% x
HFFEF én dinh céh‘J’YHA -V,
(GD C) cuu ag IV Cac trigu chimg
> h\éERF ;3398% dugc cai thién
=150 ms voi LBES
LVEF >40%
HFimpEF ia ca
(Gg‘é) Tham gia cac
Z> = thwe nghigm
didu tra*

2. SGLT2i duoc khuyén cio mirc do 2a trong diéu tri suy tim phan suat tong
mau giam nhe (HFmrEF). ARNi, ACEi, ARB, MRA va thuéc chen beta duoc
khuyén c&o yéu hon SGLT2i trong diéu tri HFmrEF (2b).
Bdang 1: Khuyén céo cho suy tim phan sudt téng mau gigm nhe
LOE C4c khuyén céo
1. O NB HFmrEF, SGLT2i cd thé hitu ich trong viéc giam
sb 1an nhap vién do HF va ti vong do tim mach
2. Trong sé cac NB trude day hoac hién ta i ¢d triéu chiing
HFmMrEF (LVEF 41% - 49%), cd thé can nhac st dung
thudc chen beta dya trén bang chang, ARNi, ACEi,
ARB va MRAS dé giam nguy co nhap vién va ti Ié tu

COR
2a
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NHO'NG PIEM MO TRONG DIEU TRI SUY TIM THEO ACC/AHA/HFSA 2022

COR | LOE Cac khuyén céo
vong do tim mach, dac biét & cac NB cé LVEF ¢ muc
duai trong khoang nay.

3. Cac khuyén céo méi cho diéu tri suy tim phan suat tong méau bao ton
(HFpEF) bao gom viéc sir dung SGLT2i (COR 2a), MRA (COR 2b) va ARNi
(COR 2b). Mot sb khuyén cdo trude day da dugc thay doi bao gom diéu tri ting
huyét 4p (COR 1), diéu tri rung nhi (COR 2a), sir dung ARB (COR 2b) va tranh
st dung thuong quy nitrat hoac chat tc ché phosphodiesterase-5 (COR 3: Khong
¢6 loi).
Bdng 2: Khuyén cao cho suy tim phan sudt téng mau bdo ton
LOE Céc khuyén céo Ghi chu
Bénh nhan c6 HFpEF va ting huyét &p
nén duoc diéu chinh thudc dé dat duoc
muc tiéu huyét a4p phd hop véi céc
huéng dan thye hanh 1am sang da duoc
cdng bd dé ngin ngura bénh suat.
O bénh nhan HFpEF, SGLT2i ¢ thé c6
loi trong viéc giam s6 lan nhap vién do
HF va ty I¢ tir vong do tim mach.
O bénh nhan HFpEF, quan Iy AF c6thé | Khuyén céo
hitu ich dé cai thién cac triéu ching. dugc thay doi
O cac bénh nhan HFpEF, MRA c6 thé
dugc can nhic dé lam giam sb 1an nhap
vién, dac biét l1a ¢ nhirng bénh nhan co
LVEF & muc thap hon trong khoang
nay.
O mot s6 bénh nhan HFpEF, viéc sir
dung ARB c6 thé duoc can nhic dé lam
giam s lan nhap vién, dic biét 12 o
nhitng bénh nhan c6 LVEF & muc thap
hon trong khoang nay.
3. O mot s6 bénh nhan HFpEF, ARNi
c6 thé duoc xem xét dé giam sé lan
nhap vién, dac biét & nhirng bénh nhan
c6 LVEF & muc thap hon trong khoang
nay.
O nhitng bénh nhan bi HFpEF, viéc sir
dung thudng quy nitrat hoac chat e ché
phosphodiesterase-5 dé ting hoat dong
hodc chat luong cudc séng 1a khong
hiéu qua

COR

Khuyén céo

e duoc thay ddi

Khuyén céo
maoi

Khuyén céo
maoi

Khuyén céo
dugc thay doi

Khuyén céo
maoi

Khuyen céo
dugc thay doi
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4. “LVEF cai thién” duoc st dung dé chi nhitng bénh nhan ¢ tién st HFrEF
nhung hién c6 LVEF > 40%. Nhitng bénh nhan nay nén tiép tuc diéu tri nhu truong
hop HFrEF.
Bdng 3: Khuyén céo cho suy tim phan sudt téng mau cdi thién

COR LOE Céc khuyén céo
O nhitng bénh nhan HFimpEF sau khi diéu
tri, nén tiép tuc GDMT dé ngan ngtra tai phét
HF va ri loan chtrc ning that tréi, ngay ca &
nhitng bénh nhan c6 thé khong cd triéu
chang.

5. Cac tuyén bd gid tri dugc dua ra cho mot s6 khuyén céo cé cac nghién ciu
chat luong cao, dat chi phi - hiéu qua vé liéu phap can thiép da dugc xuat ban.
Bdng 4: Tong hep cac tuyén bé gia tri

O nhitng bénh nhan co cac triéu ching trude day hoac hién tai
Cao cua HFrEF man tinh ma ARNi khéng kha thi, diéu tri bang
ACEi hoic ARB mang lai gia tri kinh té cao

O nhitng bénh nhan HFrEF c6 triéu chimg man tinh, diéu tri
bang ARNi thay vi ACEi mang lai gia tri kinh té cao

O bénh nhan HFrEF, vai céc triéu chang hién tai hodc trudc
do, liéu phap chen beta mang lai gia tri kinh té cao

O cac bénh nhan c6 céc triéu chiing HFrEF va NYHA tir IT d&én
IV, liéu phap MRA mang lai gi4 tri kinh té cao

Ddi vai cac bénh nhan tu nhan minh 13 ngudi My goc Phi voi
NYHA loai III dén IV HFrEF dang duoc diéu tri noi toi vu voi
ACEi hoic ARB, thudc chen beta va MRA, su két hop cua
hydralazine va isosorbide dinitrate mang lai gia tri kinh té cao
May khtr rung tim cay qua dudng tinh mach mang lai gia tri
kinh té cao trong viéc phong ngira dot tir tim tién phat, dac biét
khi bénh nhan c¢6 nguy co tir vong do réi loan nhip that duoc
coi la cao va nguy co tir vong khong loan nhip (hoac do tim
hoic khong do tim) duoc coi 1a thap dya trén ganh ning bénh
tat di kém va tinh trang chirc nang cua bénh nhan

Dbi voi nhitng bénh nhan c6 LVEF < 35%, nhip xoang, block
nhanh trai véi thoi gian QRS 1a > 150 ms, va cac NYHA 11, 11
hoac IV luu dong tri€¢u chung trén nén GDMT, liéu phap tai
d6ng bo tim cdy mang lai gia tri kinh té cao

O nhitng bénh nhan HFrEF mén tinh c6 triéu chang, liéu phéap
SGLT2i mang lai gi4 tri kinh té trung binh

Cao

Cao

Cao

Cao

Cao

Cao

Trung gian
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NHO'NG PIEM MO TRONG DIEU TRI SUY TIM THEO ACC/AHA/HFSA 2022

O bénh nhan HF giai doan D (tién trién) mac di GDMT, cay

Trung gian ghép tim cung cip gia tri kinh té trung gian
Vi gia niém yét nam 2020, tafamidis mang lai gia tri kinh té
Thip thap (> $ 180,000 cho mdi QALY thu dugc) & bénh nhan vei
HF do bénh amyloidosis tim transthyretin kieu hoang da hoac
bién thé
O nhitng bénh nhan HFrEF tién trién cd cac triéu chung NYHA
Khong chic | 1V mic du GDMT, cac dung cu hd trg tuan hoan co hoc bén
chan vitng mang lai gia tri kinh té tir thap dén trung binh dya trén chi

phi hién tai va két qua

Khéng chic

O nhitng bénh nhan HF NYHA 111 ¢6 HF nhap vién trong vong
nam trudc, theo ddi khong day ap luc dong mach phdi bang

chan may theo doi huyét dong dugc cay ghép cung cap gia tri khong
chac chan
6. Bénh amyloidosis tim c6 nhitng khuyén cao méi vé diéu tri bao gom: sang

loc huyét thanh, dinh lwong cac chudi nhe don dong trong mau va nudc tiéu, xa
hinh xwong, giai trinh ty gen, liéu phap 6n dinh tetramer va chong dong méu.

7. Bang chiing ung ho tang ap luc d6 day (filling pressures) 1a dau hiéu quan
trong dé chan doan suy tim néu LVEF >40%. Bang chiing nay c6 thé thu duoc tir
cac xét nghiém khdng xam 1an (ndng do peptid loi niéu Natri, chirc ning tim truong
trén hinh anh) hoac xam lan (do huyét dong).

Bdng 5: Phdn loai HF dwa vao LVEF

Phéan loai HF theo

LVEF

Tiéu chi phan loai

HFrEF (HF voi EF LVEF <40%

giam)

HFimEF (HF v6i LVEF trudc d6 <40% va lan do tiép theo LVEF> 40%
EF dwoec cai thién)

HFmrEF (HF véi LVEF 41% —49%

EF giam nhe)

Bing chirng vé viéc ting ap lwe d6 diy LV tu phat hodc
bi kich thich (vi dy, peptide bai ni¢u natri tang cao, do huy¢t
dong khong xam lan va xam lan)

HFpEF (HF v6i EF LVEF >50%

bao ton)

Bang chirng vé viée ting ap lwe do diy LV ty phat hoac
bi kich thich (vi du, peptide natri 1g1 ni€u tang cao, do huyét
dong khong xam 1an va xam lan)
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NHO'NG PIEM MO TRONG DIEU TRI SUY TIM THEO ACC/AHA/HFSA 2022

8. Nhitng bénh nhan suy tim tién trién (hay suy tim giai doan cudi - advanced
HF) vai ky vong kéo dai thoi gian séng nén dugce chiam soc bai doi ngii chuyén khoa
vé suy tim. DPoi ngii chuyén khoa vé suy tim xem xét viéc quan 1y suy tim, danh gia
tinh phl hop cua cac phac do diéu tri suy tim tién trién va cung cap dich vu chim
s6¢ giam nhe bao gdm céc thude co bop tro tim (palliative inotropes) pht hop Véi
muc tiéu cham so6c nguoi bénh.

COR LOE

Khuyén céo
O céc bénh nhan suy tim tién tricn, khi pht hop véi
Muc ti€u chdm soéc cua bénh nhan, nén chuyén tuyén
kip thoi dén chuyén khoa vé suy tim dé xem xét viéc

S quan ly va danh gia sy phu hop véi cac liéu phap suy
tim tien trién (vi du: thict bi trg giup that trai, ghep tim,
cham soc giam nhe, va thuoc co bop tro tim inotropes).

9. Nhiing nguoi c6 nguy co suy tim (giai doan A) hoic tién suy tim (giai doan

B) can dugc dy phong nguyén phat. Cac giai doan cua suy tim da duoc sta doi dé
nhan manh cac thuat ngir méi 1 “cé nguy co mac suy tim” doi voi giai doan A va
“tién suy tim” ¢ giai doan B.

Hinh 2: Cdc giai dogn suy tim

GIAI DOAN A: GIAL m c:
C6 nguy co’ suy tim swum e&mm
Bénh nhan cé nguy co Bénh nhan hién tai va
suy tim nhung trudc day trudc day khéng cé cac Bénh nhan hién tai hodc
va hién tai khéng c6 cac triéu chirng/ ddu hiéu trurde day cb cac
triéu chirng/ ddu hiéu clia suy tim nhung c6 triéu chirng/ dau hiéu
clia suy tim va khéng mét trong nhirng cda suy tim
méc bénh tim ciu tric/ bang chirng sau:
chirc nang hodc cac dau T
hiéu sinh hoc bét thudmng Eéoiin cad aiic
Béng chirng vé viéc ting
ap lyc dé day

Bénh nhan ting huyét
ap, bénh tim mach, dai
thdo dudng, béo phi,
tiép xtc véi cac tac nhan
gdy déc cho tim, bién thé
di truyén, cé bénh co
tim/ tién str gia dinh mac
bénh co tim

Cac yéu t6 rdi ro va

- Tang peptide natri lgi
niéu hodc

- Troponin tim tang
lién tyc trong truong
hgp khéng cé chin doan
nghi ng&r khac

10. Céc khuyén céo cu thé dugc cung cp cho ngudi bénh suy tim c6 bénh di
kém: thiéu sit, thiéu mau, tang huyét &p, réi loan giac ngu, PTD typ 2, rung nhi,
bénh dong mach vanh va bénh ac tinh.
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Hinh 3: Khuyén céo cho bénh nhan suy tim c6 bénh méc kém

Khuyén cdo cho bénh nhan suy tim cé bénh mac kém

Liéu phép b8 sung & bénh nhan suy tim c¢6 bénh méc kem

thé sit
Bénh nhén suy tim Bénh nhan HFrEF i
kém tang huyét ap kém thiéu sat (2a)
BN AF va LVEF £50% |
néu chién luge kiém | Cét bd nat
; Bénh nhan suy tim soat nhiqthét pai/ | o  nhithdtva cdy
i kém DTO type 2 khong hiéu qua va CRT
i nhip that nhanh sau| (2a)
iC khidadiéutri |
i Mat s6 BN suy tim, T
i LVEF <35%, d DA DAY
3 RN s suy tim c6 cac triéu —» Cét a6t rung nhi
diém giai phau ¢ (2a)
g A chirng do AF
¥ mach vanh phu hep
'g Mt 53 BN suy tim Bénh nhan o
7 do hé van tim hogc suy tim ngung thé —» (23)
§ diéu trj ung thu khi ngl do tic nghén|
Bénh nhan bénh
M&t s8 BN suy tim | co tim khong trigu | ARB, ACEl,
kém AF* chirng, lién quan téi| chen beta
liéu phép trj ung thu| (23)

TAI LIEU THAM KHAO

1. 2022 AHA/ACC/HFSA Guideline for the Management of Heart Failure: A Report of the
American College of Cardiology/American Heart Association Joint Committee on Clinical
Practice Guidelines.

Ban tin Théng tin thudc & Dugc |Am sang - Bénh vién Noi tiét TW



BENH GAN NHIEM MO KHONG DO RU'QU (NAFLD) & NGU'O1 BENH DAI THAO DU'ONG TYPE 2(NON-
ALCOHOLIC FATTY LIVER DISEASE)

BENH GAN NHIEM MO’ KHONG DO RUQU
(NAFLD) O NGUO'| BENH DAl THAO PUONG TYPE 2
(NON-ALCOHOLIC FATTY LIVER DISEASE)

Non-alcoholic fatty liver
Healthy liver Y

1. Pinh nghia va dich t& hoc ciia NAFLD

Bénh gan nhiém m& khong do ruou (NAFLD) dugc Hiép Hoi nghién cau
bénh ly gan Hoa Ky (AASLD) nam 2018 dinh nghia nhu sau:
= Nhiém m& > 5% té bao gan trén mé hoc hay gan nhiém m& trén hinh anh
hoc va
= Khong c6 nguyén nhan tha phét caa tich tu mé tai gan nhu: sir dung ruou
qua muc, sir dung thube gay nhiém ma (corticosteroids, methotrexate. ..)
hoac cac réi loan chuyén héa ma di truyén [1].

Ty 1€ méc NAFLD trén toan cau duoc ude tinh 1a 25%, ty 1€ cao nhét dugc
bao céo tir Nam My va Trung Pong, tiép theo 1a Chau A, Hoa Ky va Chau Au.
Ty 1& luu hanh cao hon dang ké ¢ nguoi dai thdo duong type 2 va béo phi co
lwong mé& tang cao. Trong s6 nhig ngudi béo phi, ty 16 mac NASH 1a tir 25% -
30%, trong khi khoang 30% - 40% nguoi dai thdo duong mic NASH. NAFLD
1a mot trong nhitng nguyén nhan quan trong nhat giy ra bénh gan trén toan thé
giGi va c6 thé s& tro thanh nguyén nhan hang dau cia bénh gan giai doan cudi
trong nhirng thap ky tdi [2], [4].

2. Dién tién tw nhién cia NAFLD
NAFLD bao gdm NAFL va NASH [1]:
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BENH GAN NHIEM MO KHONG DO RU'QU (NAFLD) & NGU'O1 BENH DAI THAO DU'ONG TYPE 2(NON-
ALCOHOLIC FATTY LIVER DISEASE)

NAFLD

/\.

NAFL NASH

Gan nhiém mé& Gan nhiém m& kém hién twong viém
Khéng tén thwong té bao gan tén thwong té bao gan & tao seo

Bénh gan nhiém m& khong do ruou (NAFLD) dién tién tham lang. Gan
khoe manh két hop voi cac yéu té nguy co chuyén thanh NAFL véi ty 18 mac
moi 3-4%/mam. Tuy nhién, 60% cé thé phuc hoi lai binh thuong bang thay d6i
16i séng, 25% NAFL bat dau c6 viém, tién trién thanh NASH. NASH gom cac
murc do Viém cua té bao gan, cang phéng va xo hoa (F1-F3). Khoang 20% - 25%
nguoi benh bi NASH F1-F3 c6 thé tlen trlen thanh xo gan (F4). Muc d§ xo hoa
1a mot yéu to du doan manh mé vé mdi tuong quan giita su tién trién cia
NAFLD véi cac bién chimg de doa tinh mang. Mdi giai doan tién trién xo hoa
cia NAFLD kéo dai trong vong 7 nim, tuy nhién néu kém cac bénh 1y khéc thi
c6 thé dién tién nhanh hon. Sau khi d tién trién thanh xo gan, 1-4%/nam tiép
tuc tién trién thanh ung thu biéu mé TB gan (HCC). Ngoai ra, NASH c6 thé
chuyén truc tiép thanh HCC ma khong qua budc tién trién thanh xo gan [3], [5].

NASH/NAFLD Spectrum

NAFL NASH NASH NASH Hepatocellular
Normal Liver (steatosis) w/0 fibrosis + fibrosis fibrosis + cirrhosis carcinoma
- - @ 'V} < @ J)
- - > i
| [ [ ]
BN . 32BM 67M 35M 6.3M 34M 2M 13M 70-200K
PROGRESSION TO CANCER
WITHOUT CIRRHOSIS I —9
e e B

Dién tién tw nhién cia NAFLD
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BENH GAN NHIEM MO KHONG DO RU'QU (NAFLD) & NGU'O1 BENH DAI THAO DU'ONG TYPE 2(NON-
ALCOHOLIC FATTY LIVER DISEASE)

3. Céc yéu té nguy co cia NAFLD

Yéu t6 nguy co thwong gap Yéu t6 khic
Pai thao dirong type 2 Suy giap
Beéo phi HC ngung tho khi ngu
Ré&i loan lipid mau Suy tuyén yén
Hoi chitng chuyén hoa* Suy sinh duc
Hoi chitng budng trimg da nang Cat boé khoi ta trang - tuy
T.-?'fiy nén

* Khi c6 = 3 chi s6: (1). Vong eo = 102 cm & nam gidi va 88 cm & nit; (2). TG =
150 mg /dL; (3). HDL =40 mg / dL. & nam gidi va 30 mg / dL & phu oif; (4). HATT
= 130 mum Hg hodc HATTr = 85 mm Hg; (5). Glucose man lic doi = 110 mg / dL
(6.1 mmol/L) [1]

4. Chan doan NAFLD

Mire khuyén céo

Khuyén cio ciia Hi Noi tiét 1am sang Hoa Ky 2022 e« -
Mirc bang chirng

Bac si 1am sang nén cin nhic nhiing ngudi bi béo phi
va/hodc c6 cac dic diém cua hoi ching chuyén hoa,
nhitng ngudi mac bénh tién dai thao dudng hodc dai thao
dwong type 2 va nhitng ngudi bi gan nhiém mé trén bat B

ky phuong phap hinh anh hoc ndao va/hodc néng d6| Trung binh/Cao
aminotransferase huyét twong ting cao lién tuc (trén 6
thang) 1a “nguy co cao” va can sang loc NAFLD va xo
hoa tién trién.

O nhitng nguoi méac bénh dai thao dwdng type 2, cac béac
si lam sang nén xem xét sang loc muc d0 xo hoa (giai B

doan F2-F4) bang cach sir dung chi sé xo hoa (FIB-4)*,| Trung binh/Cao
ngay ca khi men gan binh thuong.

* FIB-4: chi Sé’ dé wée tinh nguy co xo gan duwgc tinh tuw viéc tinh todan tuoéi,
aminotransferase huyét tuwong (AST va ALT) va so luong tiéu cau (PLT):

Diém FIB-4 = tudi (ndm) x AST (U/L)/[PLT (109/L) x ALT 1/2 (UIL).

Sinh thiét gan 1a “tiéu chuan vang” dé chian doan NASH, tuy nhién khdng
nén str dung nhu mot phuong phap sang loc dé chan doan NAFLD do day la mot
tha thuat xam 1an, c6 thé xay ra 15i khi dién giai va kho 4p dung cho quan thé
l6m.
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BENH GAN NHIEM MO KHONG DO RU'QU (NAFLD) & NGU'O1 BENH DAI THAO DU'ONG TYPE 2(NON-
ALCOHOLIC FATTY LIVER DISEASE)

Chan doan NAFLD dua trén nhimng tiéu chi sau:

= CO gan nhiém mé trén hinh anh hoc;

= Khong ubng nhiéu rugu: nam < 21 ly tiéu chuan/tuan, nit < 14 ly tiéu
chuan/tuan (1 ly = 14 g rugu nguyén chat);

= Loai trir cAc nguyén nhan khac gay nhiém m& gan: viém gan virus, viém
gan tu mién, roi loan chuyén héa mé di truyén...[1] [4]

5. Piéu tri NAFLD ¢ ngwoi bénh dai thao dwong type 2

Management Algorithm for NAFLD — Overview

High-risk groups
for the development
of NAFLD

—

Predi abolas

Prevention of

Cardiovascular Management of
Disens. 1. O it
2. Diabetes
” N AFLDS/ 3. Hypertension
and/or S5 s \ Prevention o' 4. Atherogenic
22 cardiometabolic 4 thosu dyslipidemia
risk factors?
Hepatic steatosis ul Ib'DSIS Risk Stratification
(on lmaf_iny) 3 \

# AST or ALT . i

Sau khi chan doan NAFLD, phai phan tang nhung nguoi c6 nguy co X0 gan
va bénh tim mach va phéi hop theo cach tiép can da nganh (tiy thudc vao mirc
d6 nghiém trong ctia bénh) dé kiém soat bénh béo phi, dai thdo duong, ting
huyét ap va rdi loan lipid méau [4].

Piéu tri NASH can bt dau tir diéu chinh ché d6 an va 16i séng: giam can,
giam luong calo nap hang ngay va tap thé duc [1].

Viéc st dung thudc nén can nhic & nhitng nguoi bénh bi NASH, dac biét
d6i voi nhitng ngudi bi xo héa nhiéu (giai doan F2 tro 1én). Nhitng bénh nhan
mic bénh it nghiém trong hon, nhung c6 nguy co tién trién manh (vi du: dai
thao dwong, hoi ching chuyén hoa, ALT ting lién tuc, viém hoai tir ning) c
thé can nhic sir dung thudc dé ngin chin su tién trién ctia bénh [B1] [6].

Hudng dan diéu tri cta Hiép Hoi nghién cau bénh ly gan Hoa Ky
(AASLD) nim 2018 thdng nhat véi dong thudn trong hudng dan thyc hanh 1am
sang cua Hiép Hoi nghién ctru vé gan/dai thdo duong/béo phi chau Au (EASL-
EASD-EASO) niam 2016 vé diéu tri NASH bang thube [1], [6]:

Pioglitazone gilp cai thién md hoc gan ¢ nhitng nguoi bénh NASH mic va
khong mic dai thao dwong type 2

Vitamin E 800 1U/ngay giup cai thién mé hoc gan ¢ nhitng nguoi bénh NASH
khong mic dai thao duong type 2

Ban tin Thong tin thudc & Dwgc 1dam sang - Bénh vién Néi tiét TW



BENH GAN NHIEM MO KHONG DO RU'QU (NAFLD) & NGU'O1 BENH DAI THAO DU'ONG TYPE 2(NON-
ALCOHOLIC FATTY LIVER DISEASE)

Nam 2022, Hoi Nai tiét 1am sang Hoa Ky ban hanh Huéng dan thuc hanh
lam sang trong chan doan va quan ly NAFLD. Déi véi diéu tri bang thude, Hoi
Noi tiét 1am sang Hoa Ky khuyén cao nhu sau [4]:

Khuyén cdo ciia Hoi Noi tiét 1am sang Hoa Ky 2022 errc kbuyen ?ao
Mire bang chirng
Pioglitazone va GLP-1 RA dugc khuyén nghi cho nhiing A
nguoi bénh dai thao dwong type 2 mac NASH da duogc C
, . N . e ao
chirng minh bang sinh thiét
Can nhic diéu tri dai thao dwong type 2 bang
pioglitazone va/hodac GLP-1 RA & nguoi bénh c6 kha A
nang cao méic NASH dva trén né)ng do aminotransferase Cao
huyét trong ting cao va cac xét nghiém khong xam lan.
Vitamin E c6 thé dugc can nhéc dé diéu tri NASH &
nhimg ngudi bénh khong mic dai thao duong type 2, B
nhung hién tai khong co du bang ching dé khuyén nghi Cao
cho nhitng nguoi bénh dai thdo duong type 2 hoac xo hoa
tién trién
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STATIN: LIEU DUNG KHUYEN CAO & NGU'O1 CHAU A

STATIN: LIEU DUNG KHUYEN CAO O NGUOI
CHAU A

Mot s6 nghién ciru da ghi nhan cac chung toc cd dap tmg khac nhau véi cac
thudc nhom statin. Vi bénh nhan ngudi Nhat Ban, liéu statin thap hon da chimg
minh giam nguy co tuong di mac bién cb tim mach tuong ty so v6i nguoi Chau
Au str dung statin liéu cao hon. Trong thuc hanh 14m sang, liéu t6i da atorvastatin
tai Nhat Ban duoc khuyén cdo 1a 40 mg/ngay, trong khi muc liéu nay tai Hoa Ky 1a
80 mg/ngdy. Co quan Quén 1y Thuc pham va Dugc pham Hoa Ky (FDA) ciing
khuyén céo giam liéu rosuvastatin & bénh nhan nguoi Chau A vi cac nghién ctu
dugc dong hoc cho thiy ndng d6 thudc trong méau & ngudi Chau A cao gap 2 1an so
v6i ngudi da trang khi str dung cing mirc lidu rosuvastatin. Liéu tdi da cac statin
hién c6 tai Nhat va cac nudc phuong Tay dugc mo ta trong bang 1.

Bang 1. Liéu t6i da ciia cac thudc nhém statin tai Nhat Ban va Hoa Ky

Nhat (mg) 20 4 40 20 20 60
Hoa Ky 40 4 80 80 80 80
(mg)

Chuong trinh DISCOVERY dugc thuc hién nham xac dinh kha nang giam
bién c6 tim mach khi str dung rosuvastatin, bao gém mot loat cac thur nghiém trén
14.000 bénh nhan tai mot sd quéc gia. Ngoai ra, hi¢u qua lam sang trong mot $6
nhéom quan thé khac nhau va dap ung cta lipid huyét voi rosuvastatin va
atorvastatin gitra nguoi Trung Qudc va nguoi da tring ciing duoc phan tich. Nghién
clru ndy so sanh ty 18 thay d6i LDL-C khi st dung rosuvastatin va atorvastatin &
bénh nhén ting lipid mau loai ITa hodc IIb gitta nguoi Trung Qudc va ngudi da
trang, duoc thuc hién bang cic nghién ctru nho nhu DISCOVERY-Hong Kong,
DISCOVERY-Chau A, DISCOVERY-Alpha, DISCOVERY-Netherlands,
DISCOVERY-PENTA, DISCOVERY-UK, DISCOVERY-Triple Country, va cac
co s¢ dit liéu khac. Muc gidam LDL-C véi rosuvastatin (10 mg) & bénh nhan nguoi
Trung Qudc 16n hon dang ké so voi ngudi phuong Tay (-52,8% so véi -40,9 dén -
49,7%) trong khi khong c6 su khac biét dang ké khi sir dung atorvastatin (10 mg).
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STATIN: LIEU DUNG KHUYEN CAO & NGU'O1 CHAU A

Két qua tir mot phan tich gop cho thay twong quan giita lidu statin va dap ung giam
LDL-C cua rosuvastatin va atorvastatin twong tu & nguoi phuong Tay va nguoi
Chau A, trong khi liéu statin & ngudi phuong Tay cao hon ngudi Chau A tir 3-4
lan. Trong bao céo ndy, dé giam > 40% LDL-C can sir dung atorvastatin liéu 80 mg
hodc rosuvastatin liéu 40 mg & ngudi phuong Tay, trong khi dé dat két qua tuong
tu d6i v6i nguoi Chau A thi mic lidu tuong tmg 13 18,9 mg hodc 14,1 mg. Ngoai
ra, thoi gian can sir dung statin dé ha lipid mau ¢ ngudi phuong Tay dai hon dang
ké so voi nguodi Chau A. Cu thé, thoi gian st dung rosuvastatin dé giam LDL-C
dén muc muc tiéu & nguoi Chau Au so véi nguoi Chau A 1an luot 1a 24,0 va 10,3
thang. Thoi gian nay véi atorvastatin 1an lugt 13 22,0 va 7,8 thang (Bang 2).

Bang 2. So sanh dap trng vai rosuvastatin hoac atorvastatin giira

nim‘)’i Chau A va niu’(‘)’i ﬁhu’()’nﬁ Tﬁi

Nguoi Nguoi Nguwoi Nguoi
Chau A  phuong Tay p Chau A phuong Tay p
(N=304) (N=869) (N=366) (N=772)
LDL-C 123,1 + 124,1 +
ban dia 146 124,2+5,1 0,93 127 129,8+14,2 0,61
LDL_(,: 67,2+138 61,9+0,9 0,64 (I 73,1+4,1 0,97
sau do 14,2
Ty 1€ giam 407 +
LDL-C 440+4,8 499+26 0,22 T 43,0£2,1 0,60
55
(%)
Lieustatin 1,1 .49  400+00 0006 9%  g00+00 <0001
(mg) 2,9
Thoi gian 78+
dieutri = 10,3%37 24,0+0,0 0,016 2 2_ 220+28  <0,001
(thang) ’

Tac gia Yang va cong su di phan tich gop 36 thtr nghiém ngiu nhién dé
kiém tra twong quan gitra dép tmg giam LDL-C véi liéu luong ciia rosuvastatin &
cac chung toc khac nhau. Két qua cho thay khong c6 su khac biét dang ké vé moi
lién quan giita liéu luong va dap tmg giam LDL-C bang rosuvastatin & nguoi
phuong Tay va nguoi Chau A. Pdi véi atorvastatin, duge dong hoc cia thude
khong co6 su khac biét giita ngudi phuong Tdy va nguoi Chau A. Péi véi
simvastatin, thir nghiém Intervention Lipid tai Nhat Ban ghi nhan LDL-C gidm
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STATIN: LIEU DUNG KHUYEN CAO & NGU'O1 CHAU A

26,0% khi stir dung simvastatin liéu 5 mg. Trong khi d6, nguoi phuong T4y chi dat
mirc giam LDL-C twong ty khi sir dung simvastatin liéu cao hon (20-40 mg/ngay).

Co ché cu thé vé sw khac biét trong dap wng véi statin giira nguwdi Chau
A va ngwoi phwong Tay chwa dwoc lam siang té6 diy di. Pén nay, mot sé
nghién ciru di bao cdo yéu té di truyén c6 lién quan dén sw khac biét trong
dap wng vo6i statin va phéan Gng c6 hai ciia cac thudc nay, diéu nay co6 thé giai
thich s khac biét vé chiing toc giira nguwdi Chau A va nguoi phuwong Tay. Mot
nghién ctru trén toan bd bo gen & bénh nhan duogc diéu tri béng simvastatin da phat
hién duwoc mdi lién quan dang ké giita cac da hinh don nucleotid (SNP) nam trong
gen SLCOIBI trén nhidm sic thé s 12 va phan tmg c6 hai trén co cua statin.
SLCO1B1 mi héa polypeptide van chuyén anion hiru co 1B1 (OATPIBI1) duoc
biéu hién trén mang ddy cua té bao gan va co thé tao diéu kién cho gan hap thu mot
sb loai thudc nhu céc statin ngoai trur fluvastatin.

Pa hinh SLCO1B1 bao gdm hai SNP (388A>G, 521T>G) va bdn haplotype
(SLCO1B1*1a, SLCO1B1*1b, SLCO1BI1*5, SLCO1B1*15). SLCO1B1*1a la loai
nguyén thuy, SLCO1B1*1b c6 1 SNP (388A>@G), SLCO1B1*5 ¢6 mot SNP khéc
(521T>G) va SLCO1B1*15 c6 ca hai loai SNP. Hoat dong van chuyén tai té bao
gan tdng & nguoi c6 SLCOIB1*1b va giam ¢ nguoi c6 SLCO1B1*5. Hoat dong
van chuyén giam dang ké ¢ ngudi mang bién thé gen SLCO1B1*15. Tan suat 4
kiéu halotype khac nhau giita cac ching toc, didu nay c6 thé anh huong dén dap
ung v&i statin cia cac chung toc khac nhau (Bang 3).

Bang 3. Su khac biét va tan suat 4 halotype trong gen van chuyén thudc
¢ cac chung toc khac nhau

Nhat Ban Ngudi My gbec Chau Au ~ Ngudi My gbc

Phi
SLCO1B1*1a 0,33 0,61 0,22
SLCO1B1*1b 0,47 0,25 0,76
SLCO1B1*5 0 0,02 0
SLCO1B1*15 0,17 0,14 0,01

Yéu tb di truyén chinh quyét dinh dén dugc dong hoc cua rosuvastatin 1a da
hinh 421C>A trong gen van chuyén thubc ABCG2. Nhiing ngudi mang alen bién
thé c6 néng do rosuvastatin trong huyét twong cao gp 2 lan so v6i nhiing ngudi
mang kiéu gen nguyén thiy (wild-type). Tac dung giam LDL-C cua rosuvastatin
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cling bi anh hudng boi bién thé di truyén. Pa hinh ABCG2 ¢ ngudi Pong A phd
bién hon nguoi phuong Tay, didu ndy dan t6i sy khac biét vé duoc dong hoc va dap
ung giam lipid khi st dung rosuvastatin gitra hai ching toc.

Mot phan tich di truyén quy mé 16n trén 148 SNP trong 10 gen tham gia vao
qua trinh sinh tong hop cholesterol, van chuyén cholesterol va chuyén hoa statin ¢4
dugc thuc hi¢n [1]. Phan tich danh gid muc giam lipid khi st dung pravastatin &
1.536 nguoi tham gia, cac chung toc nay c6 2 SNP (SNP 12 va SNP 29) trong gen
ma hoa enzym HMG-CoA reductatse lién quan dang ké dén hiéu qua giam LDL-C
cua pravastatin. O c4c bénh nhan c6 alen hiém & ca 2 SNP, hiéu qua ha cholesterol
toan phan giam 22% va LDL-C giam 19% so v&i cac bénh nhan khac.

Hau hét phan Gng c6 hai cta statin déu lién quan dén liéu dung. Trong do,
bénh nhén c¢6 nguy co t6n thuong co 16n hon khi sir dung statin lidu cao hon. Cu
thé, ty 1& viém co ghi nhan duoc trong cac thir nghiém l1dm sang cua simvastain lan
luot 14 14 0,02%; 0,07% va 0,3% khi str dung thude véi cac mac lidu 20 mg/ngay,
40 mg/ngay va 80 mg/ngay. Tinh an toan cua rosuvastatin da dugc chirng minh
trong mot thir nghiém ¢ 17.802 ngudi truong thanh khée manh. Két qua nghién ctru
cho thiy doc tinh trén co cta rosuvastatin véi liéu 20 mg/ngay twong tu gia duoc.
Tuy nhién, truong hgp bénh nhan bi tiéu co van khi sir dung rosuvastatin liéu cao
(40 mg) d3 duoc bao cio, dic biét & bénh nhan cb nguy co mic bénh co. FDA
khuyén cdo nén can nhic khoi dau diéu tri rosuvastatin & mic 5 mg/ngay, dong
thoi chi str dung lidu 1én dén 20 mg/ngay khi chua dat muc tiéu diéu tri LDL-C véi
cac muc lidu thip hon & bénh nhan nguoi Chau A. To Thong tin san phim cla

rosuvastatin luu hanh tai Anh ciing chong chi dinh sir dung liéu 40 mg véi bénh
nhan nguodi Chau A. Gan day, Cuc Quan 1y Duoc Viét Nam ciling dd c6 quyét dinh
s6 186/QD-QLD ngay 19/04/2022 vé viéc thu hoi Gidy ding ky luu hanh thubc, thu
hoéi thudc Iuu hanh trén thi truong cac thude chira hoat chat rosuvastatin 40 mg.
Khuyén cdo chan doan va diéu tri lipid mau ctia Ho1 Tim mach hoc Viét Nam 2015
hudéng dan liéu dung cua mot s6 statin theo mirc 36 ha LDL-C duoc trinh bay trong
Béng 4.

Bang 4. Liéu ding statin

Ha LDL-C 30% dén <
50%
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Atorvastatin 40 mg Atorvastatin 10 - 20 mg Simvastatin 10 mg
Rosuvastatin 20 mg Rosuvastatin 5 — 10 mg Pravastatin 10 — 20 mg
Simvastatin 20 — 40 mg Lovastatin 20 mg
Pravastatin 40 mg Fluvastatin 20 — 40 mg
Lovastatin 40 mg Pitavastatin 1 mg

Fluvastatin XL 80 mg
Fluvastatin 40 mg
Pitavastatin 2 -4 mg
Phan tmg c6 hai lién quan dén co cua statin van 14 phan Gng c6 hai quan
trong — mot trong nhimg nguyén nhan chinh dan dén khong tuan thu va/hodc ngimg
diéu tri, gbp phan gy ra bién c¢6 tim mach. Céac hoi chung lién quan dén co khi st
dung statin bao gém dau co, viém co, yéu co, ton thuong co. Khi xuat hién triéu
chtmg trén co, co thé danh gia mdi lién quan gitra thudc va phan tng c6 hai dua
vao thang diém SAMS-CI (Statin-Associated Muscle Symptom Clinical Index). Dé
XU tri phan tmg cin nglmg sir dung statin, danh gia cac nguyén nhan khac cé thé
dan t6i phan Gng va xem xét thoi gian cai thién phan tmg. Tuy thudc vao sé diém
SAMS-CI va tinh trang hoi phuc sau khi ngimg thudc, c6 thé khoi dau lai bang
statin dd sir dung voi liéu thap hon, st dung ché do liéu cach ngay hodc chuyén
sang loai statin khac.
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Luwa chon Statin:
Tong quan hwéng dan trong thuc hanh lam sang

Tém tit

Statin 14 mot trong nhiing loai thudc dugc ké don rong rai nhét trén thé gidi
va duoc chimg minh c6 hiéu qua trong viéc giam céc bién cb tim mach va ty 16
tr vong. Tuy nhién, nhiéu nguoi bénh gip tac dung khong mong mudn din dén
gian doan diéu tri. Bai tong quan ndy cung cip cac thong tin gilp ca thé héa
diéu tri bang statin, xem xét hiéu qud doi véi giam nguy co tim mach va dp an
toan, trong Cac truwong hop bénh Iy cu thé, dé giam thiéu tic dung khong
mong mudn Va cdi thién tUan thii diéu tri. Bai viét cung cip bang ching cu thé,
c6 thé gitp bac si 1am sang lwa chon céc statin trong cac bénh canh khac nhau,
chang han nhu nguy co mic bénh dai thdo duong méi, bénh than man tinh, bénh
gan, suy tim va ngudi cao tudi.

Mé dau

Theo Trung tdm kiém soat va phong ngtra dich bénh (CDC), tai My, hon
25% nguoi trén 40 tudi st dung statin. Hiéu lwe va hiéu qud ciia statin di dwoc
chirng minh twong déi ré rang. Thudc 1am giam 1y 1é tir vong va cac bién cé
tim mach cho nguwoi bénh cé nguy co tim mach thdp, trung binh va cao. Tuy
nhién, nhiéu ngwoi ding gdp Cic tic dung khéng mong muén cia thube
(ADR) din dén viéc diéu tri bi gian doan. Pay duoc coi 1a rdo can trong viéc
duy tri tudn tha diéu tri statin 1au dai. Miac du nguy co gip ADR duoc bo céo
trong céc thtr nghiém 14m sang ngau nhién 1a khoang 1- 4/10.000 nguoi bénh/5
nam, ty 1é mic cac tridu chimg co lién quan dén statin trong thuc té 16n hon rat
nhiéu, ttr 10% -20%. Su khéc biét ndy c6 thé 1a két qua tir sy thién 1éch trong lwa
chon nguoi bénh tham gia vao thir nghiém 1am sang khi chi nhirng nguoi bénh
tuan tha diéu trj tét hon duge dua vao nghién ciru pha tiép theo. Thay doi loai
statin va liéu luong sau mot thoi gian ngan hiéu chinh liéu thuong duge khuyén
nghi dé giam thiéu tinh trang khong dung nap statin. Tuy nhién, lwa chon statin
mot cach hop Iy cé thé 13 mét chién lwoc tét hon dé giam tic dung khéong
mong muén Va dé cdi thién sw tudn thii. Dé dat dugc nhimg diéu nay, fong
quan nday nham muc dich hop 1y héa viéc diéu tri bing statin, xem xét ho so
riii ro tim mach, sw hién dién ciia cdc bénh di kém ding ké, ciing nhw twong
tic thudc véi thuéc.

STATIN VA PAI THAO PUONG (PTP) MOI MAC

Statin c6 thé giy ra bénh PTD khong?

Ban tin Théng tin thudc & Dugc |1Am sang - Bénh vién Noi tiét TW



LU'A CHON STATIN: TONG QUAN HUONG DAN TRONG THU'C HANH LAM SANG

Khao phat DTD typ 2 ¢ ngwoi bénh dung statin dwoc chirng minh trong
nhiéu thir nghiém [am sang. Thi nghiém JUPITER (thtr nghiém danh gia vai
tro du phong cua rosuvastatin), 17.802 nguoi khong c6 tién st DTD hodc bénh
tim mach dugc chi dinh dung rosuvastatin 20 mg hoac gia dugc va thoi gian
theo déi trung binh 1a 1,9 nim. Ty 1é mic moi DTD cao hon 25% & nhém
rosuvastatin (ty 1€ rai ro (HR) 1,25, khoang tin cay 95% (ClI) 1,05-1,49, p=0,01).
Nguy co mic méi PTP lién quan dén tuéi cao, ting glucose mau luc doi, va
héi chitng chuyén héa. Gan day hon, mot phan tich tong hop bao gom 14 thir
nghiém 1am sang ngiu nhién vai tong sé 94.943 ngudi tham gia. Trong s6 nay,
4.599 truong hop khoi phat DTD trong thoi gian theo doi 4 nam (OR 1,11; 95%
C11,0-1,2; p=0,007). Nhu vay, udc tinh khoang 10% -11% nguoi bénh s& méc
DTD tip 2 do sir dung statin.

Statin gdy ra bénh PTP nhu thé nao?

Statin c6 thé gy ra DTD tip 2 thong qua nhiéu co ché khac nhau.

Cic co ché cé thé: o , ,

1) Lam giam bai tiet insulin do lam bién doi h¢ thong kénh canxi trong te
baoe beta tuyén tuy ) ) )

2) Gidm sw chuyén vi cia chat vin chuyén glucose logi 4 (GLUT-4)
trong cac ¢ bao dich; ) ) )

Hodc 3) Giam cac sin pham cuéi cung ciia cholesterol (chang han nhw
nhw coenzyme QI10, farnesyl phosphate, geranylgeranyl pyrophosphat va
dolichol), do do gmm tin hiéu ngi bao Céc nghién ctru cling c6 dé xuat giam
mirc adiponectin va leptin va biét hoa té bao ma.

Nhirng statin nao c6 nguy co gay khaoi phat DPTD cao hon?

N6i chung, statin cang manh thi nguy co gdy mdc PTP tip 2 cang lon.
Trong phén tich dudi nhém ciia mot phén tich gop, céc statin manh nhat,
atorvastatin va rosuvastatin, c6 mbi lién quan chit ch& nhat véi nguy co mac
bénh BDTD tip 2 (OR 1,29; p = 0,042 va OR: 1,17; p = 0,01, twong ung). Ngoai
ra, statin hiéu lwc thip, chang han nhw pravastatin va pitavastatin, cé thé cé it
tac dpng trong qud trinh chuyén héa glucose hon. Mpt phén tich tong hop
khac cho thdy pravastatin cdi thién dang ké dj nhay ciia insulin. Pitavastatin,
khi so sanh véi gia dugc, khong anh hudng dén do nhay insulin & gan hay toan
bd co thé. Tuy nhién, nguy co mic DTD phai can nhic vdi nguy co gip bién cb
tim mach va t vong. Trong mot phan tich tong hop gém 5 thir nghiém véi
32.752 nguoi tham gia, liéu phép statin tich cuc ¢d lién quan dén viéc ting nguy
co mic DTD so voéi liéu phép statin trung binh (OR: 1,12; 95%CI 1,04-1,22).
Tuy nhién, s6 ngudi bénh can diéu tri dé xay ra mot ca gy hai (NNH — number
needed to harm) ddi voi liéu phép statin lidu cao gdy khoi phat DTD 13 498
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ngudi mdi nam, trong khi s6 ngudi bénh can dugc diéu tri (NNT) dé ngin ngira
1 ca bién cb tim mach 1a 155. Do dé, khéng nén tranh cac statin cé hiéu luc
cao vi e sg' gdy ra PTD 6 nhitng nguwoi bénh cé nguy co tim mach cao va rit

Ccao.

Hinh 1. Nguy co mic PTD ¢ ngwoi bénh ding statin
Statin cé thé anh hwéng dén viéc kiém soat dwong huyét ¢ ngwoi bénh PTD?

Mot phan tich tong hop céc thir nghiém 1am sang ngau nhién véi 6.875 ngudi
bénh DTD, so sanh statin v6i gia dugc. Két qua phén tich cho thiy atorvastatin co
thé gy tang HbAIc (Do 1éch chuan trung binh (SMD) 0,12%, 95% CI 0,06-0,18;
p = 0,000). Tuy nhién, khong cé6 sw khac biét voi rosuvastatin, lovastatin,
pravastatin va fluvastatin so véi gid dwee. Mot phan tich tong hop véi 23 thu
nghiém, 2.703 ngudi bénh cung cap bang chirmg manh mé khi so sanh tac dong cua
cac chién luoc statin khac nhau 1én kiém soat duong huyét & ngudi bénh DTD tip
2. Nhin chung, statin d4 lién quan dén mirc HbA I¢ ting hon so voi gia dugc. Tuy
nhién, atorvastatin cuong do cao lam xau di dang ké két qua kiém soat duong
huyét, trong khi pitavastatin cuong do trung binh lam giam dang ké HbAlc va mirc
duong huyét luc d6i & ngudi bénh BTD tip 2. Pitavastatin cé thé 13 mot luwa chon
10t hon, néu chi xem xét viéc kiém sodt bénh DTD. Tuy nhién, diéu quan trong
la phdi xem xét nguy co tim mach ciia ngwoi bénh. Nguy co tim mach cang lon,
cang can sir dung statin cwong dp cao, mdc di khd ning kiém soét dwong huyét
tro nén kho hon.

STATIN VA BENH THAN MAN (CKD)

Ty 1€ tir vong do tim mach cé tang ¢ ngwoi bénh CKD?

Ngwoi bénh CKD co nguy co gia tang tir vong tim mach, nguy co nay ty ¢
thudn véi toc dp giam dp loc cau thin wéc tinh (eGFR) va sw gia ting albumin
nigu. Mot phan tich tong hop bao gom 105.872 ngudi tham gia trong 14 nghién
ctru cho thdy HR cho ## vong do moi nguyén nhan va tir vong do tim mach
khong déi khi eGFR va ty Ié albumin/creatinine trong pham vi binh thwong. Tuy
nhién, né d4 tang 1én dan khi eGFR thap dan. Khi so sanh v&i nhitng nguoi bénh
c6 eGFR binh thuong, HR cho ty 1€ tor vong do moi nguyén nhén ¢ nguoi bénh &
eGFR 60, 45 va 15 mL/phat/1,73m2 lan luot 12 1,18 (95% CI 1,05-1,32); 1,57
(95% ClI 1,39-1,78) va 3,14 (95% Cl 2,39-4,13). Két qua tuong tu véi nguy co tir
vong do tim mach. Tuy nhién, khi bat dau chay than, ty I¢ tr vong do bénh ly tim
mach va khong do bénh 1y tim mach ting 1én lan luot gap 8,8 (95% CI, 8,6-9,0) va

Ban tin Théng tin thudc & Dugc |1Am sang - Bénh vién Noi tiét TW



LU'A CHON STATIN: TONG QUAN HUONG DAN TRONG THU'C HANH LAM SANG

8,1 (95% Cl, 7,9-8,3) lan trong dan s néi chung.

Roi loan lipid méu ciing 13 mét yéu t6 nguy co chinh déi véi bénh tim mach
& nguoi bénh CKD. Mjt sé co ché 1am ting nguy co tim mach, chang han nhw
hoat héa qué trinh gy viém qua tin higu té bdo, bénh xo viva ndi thin va suy
gidm té bao ¢ vi mach.

Statin c6 lam giam cac bién c¢6 tim mach va ty 18 tir vong ¢ ngudi bénh
suy than khong loc mau?

O nhitng nguoi bénh CKD khéng loc mau, statin lam giam céc bién cd tim
mach chinh ty 1¢ thuan véi muce giam LDL-c. Trong thir nghiém SHARP (nghién
ctru vé bao vé tim va than) - mot thir nghiém mu doi ng?tu nhién, bao gém 9.270
ngudi bénh CKD tir trung binh dén ning khong c6 tién str nhdi méu co tim hoic tai
théng mach vanh. Nguoi bénh duoc chi dinh ding mét trong hai thudc (simvastatin
20 mg hodc ezetimibe) hoac gia dugc. Sau thoi gian theo doi trung binh 4,9 nam,
nhom diéu tri dat dwoc mire LDLc thap hon 33 mg/dL, gitip gidm 17% ty 1é bién c6
xo vita dong mach chinh, giam 25% dét quy khéng xudt huyét (RR 0,75, KTC 95%
0,60- 0,94, p =0,01).

Phan tich tong hop dit liéu riéng 1& voi 183.419 ngudi bénh tir 28 thir nghiém
d4 danh gia tic dong cua statin ddi véi bién ¢ mach mau 1on (nhdi méu co tim
khong tr vong, tir vong do bénh mach vanh, dot quy, hoac ti thong mach vanh) &
nhitng ngudi bénh dugc phan tang theo eGFR. Dicu tri bang statin giam nguy co
bién c6 mach méu I6n lan dau 21% trén méi mmol/L giam LDLc (p <0,0001). Loi
ich giam khi eGFR giam, dac biét 1a & nhiing nguoi bénh eGFR < 30 mL/phat/1,73
m2 va nguoi bénh dang loc mau. Hicu img ndy ciing dwoc quan sat thdy doi véi
Céc bién c6 mach vanh Ién (p = 0,01) va tir vong do bénh mach vanh (p = 0,03).

Mot phan tich tong hop khac danh gia bién cd tim mach chinh, tir vong do tat
ca nguyén nhan va tr vong do tim mach. Nghién ctru nay bao gdm céc nghién ctru
so sanh 2 ché do statin & nguoi bénh CKD khong loc méu, va cac nghién ctru So
sanh statin voi placebo. Trong nghién ciru nay liéu phép statin ngan ngira nhat
quan cdc bién co tim mach l6n (RR 0,72, KTC 95% 0,66-0,79), tu vong do moi
nguyén nhan (RR 0,79, KTC 95% 0,69-0,91) va twr vong do tim mach (RR 0,77,
KTC 95% 0,69- 0,87) va nhéi méu co tim (MI) (RR 0,55, KTC 95% 0,42-0,72)

Statin nao lam giam protein ni¢u?

Khong phdi tit cd statin déu lam giam protein nigu. Trong nghién ciru
PLANET 1 (d4nh gié tién ctru vé protein niéu va chirc ning than ¢ ngudi bénh
DTP c6 bénh than tién trién) - mot nghién ctru ngau nhién, mu déi, phan nhém
song song danh gia tdc dung trén than cta atorvastatin 80 mg va rosuvastatin 10
hodc 40 mg ¢ nguoi bénh dai thao duong va protein niéu. Nhom atorvastatin,
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protein niéu giam 18% (p = 0,003) trong 52 tuan ké tir liic ban dau, nhung
khong ghi nhdn dwoc 0 nhom rosuvastatin, mdc du giam 54% trong LDLc.
Trong phén tich hau ky, eGFR van 6n dinh v&i nhom dung atorvastatin, nhung
giam déang ké trong nhom dung rosuvastatin (p = 0,036). Ngoai ra, phan tich tong
hop RCTs & nguoi bénh CKD ¢ ching minh rang pitavastatin va pravastatin co
thé giam albumin niéu so voi gia dugc.

Statin cé thé Jam chim qua trinh mit chirc ning than khong?

Tac dung ciia statin trong viéc bdo ton chirc ning thin chwa dwoc chirng
minh rd rang va dwong nhw khac nhau véi tieng loai statin sir dung. Trong
nghién ctru PLANET 1, nguoi bénh 18 tudi, DTD tip 1 hodc 2 c6 kém protein niéu
dang dung thudc e ché enzym chuyén dang angiotensin (ACE), thudc chen thu thé
angiotensin Il (ARB) hoic str dung ca hai thudc. Nhitng nguoi tham gia dugc chi
dinh dung atorvastatin 80 mg, rosuvastatin 10 mg, hodc rosuvastatin 40 mg moi
ngay trong 52 tuan. Tiéu chi nghién ctru chinh 1 sy thay doi vé gia tri trung binh ty
1¢ protein/creatinin nuéc tiéu tir thoi diém ban dau dén tuan tha 52 & mdi nhom
diéu tri, va tiéu chi nghién ctru phu 12 eGFR. Nghién ctru thu nhan 353 ngudi bénh.
Mirc eGFR trung binh tai thoi diém 52 tuan tuwong tu nhu thoi diém ban dau ¢
nhém dung atorvastatin 80 mg, dao dong trong khoang 68-73 mL/phat/1,73 m2.
Trong thoi gian theo ddi, trdi voi sy bao ton eGFR ¢ nhém ding atorvastatin 80
mg, eGFR giam dang ké & nhom dung rosuvastatin 10 mg va rosuvastatin 40 mg.
Do d6, atorvastatin chir khong phdi rosuvastatin cé thé cé tac dung bdo vé thin
0 nguwoi bénh CKD.

Mit khac, nghién ciru SHARP khong bao cao tic dung hiép dong cua sy két
hop gilra simvastatin va ezetimibe trong vi¢c ngan ngua giam chic nang than.
Trong mdt phan tich dudi nhém duoge chi dinh trude, két qua chinh than 14 bénh
than giai doan cudi, dugce dinh nghia la bat diu loc mau hodc ghép than; phan tich
nay cho thiy viéc sir dung simvastatin 20 mg cong véi ezetimibe 10 mg hang ngay
1a ¢6 lgi. Viéc giam LDLc xudng 38 mg/dL trong vong 5 nam, & 6245 ngudi méc
CKD khong dugc loc méau, khong 1am chdm qua trinh tién trién cta bénh than.

Statin c6 hi¢u qua trong viéc ngiin ngira bién c¢6 tim mach & ngwoi bénh
dugc loc mau?

Hiéu qua cia statin trong phong ngtra cic bién cd tim mach & ngudi bénh loc
MA&u van con nhiéu tranh c&i. Thir nghiém 4D - mot thir nghiém ddi ching véi gia
dugc - bao gdm 1.255 ngudi bénh dai thdo duong tip 2 c¢6 chay than nhan tao. Két
qua nghién ciru cho thay atorvastatin 20mg 1am giam muac LDL-C xudng 42%,
nhung khong c6 su giam dang ké tiéu chi gop (ty 1é tir vong do tim mach, nhodi
mau co tim va dot quy). Piéu ky la 1, t&r vong do dot quy ting & nhém ding
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atorvastatin (RR, 2,03; 95% CI 1,05-3,93; p = 0,04). Mot thtr nghiém 1dm sang
ngau nhién khdc (AURORA), v&i ddi tugng nghién ctru 14 c4c ngudi bénh tir 50-80
tudi, duoc loc mau it nhat ba thang, so séanh rosuvastatin 10mg voi gia duoc. Tiéu
chi chinh ciia nghién ciru 13 thoi gian xay ra céc bién c¢b tim mach 16n (MACE).
Vao cubi nghién ciru, 396 nguoi bénh trong nhdm diéu tri va 408 nguoi bénh trong
nhoém gia dugc ¢ xuét hién bién c¢d tim mach 16n (9,2 va 9,5 bién cb trén 100
ngudi bénh/nam, 0,96; 95% CI 0,84-1,11; p = 0,59). Ca hai nghién ctru nay dua ra
bang chimg manh mé cho thiy ngudi bénh d4 chay than khong dat duoc loi ich gi
khi bat dau diéu tri bang statin. Tuy nhién, huwdng din ciia Brazil vé phong ngiva
bénh tim mach ¢ ngwoi bénh PTP khuyén céo khong nén tam ngirng diéu tri
bing statin Khi bdt ddu chay than & nhitng ngwoi bénh da sir dung statin. Trong
mot nghién ctru thuan tap hoi ctru véi 14.298 nguoi tham gia, ngudi bénh dang
diéu tri statin va tiép tuc str dung thudc trong it nhat sdu thang trong nam dau loc
méau giup giam 28% nguy co ti vong (HR, 0,72; 95% CI 0,66-0,79) va giam 18%
nguy co gip cac bién cb tim mach gy tir vong (HR da diéu chinh, 0,82; 95% CI
0,69-0,90) trong 12 thang tiép theo so v4i nhitng ngudi bénh nging st dung.

Statin cé an toan & ngwoi suy than khong?

Hau hét cac statin phu thudc vao qué trinh bai tiét qua thin. O mot mic do
ndo do, suy gidm chirc ning than cé thé din dén ting phoi nhiém toan than véi
doc tinh ciia thude. Tuy nhién, hau hét cac statin c6 ty 1& bai tiét qua than thap,
ngoai trir pravastatin. C4c statin dugc dung nap t6t trong bénh than man, va diéu
chinh liéu theo chirc ning than can duoc tudn thu dé trdnh céc bién cb bat loi
(Bang 1).

Bang 1. Liéu khuyén cdo ciia statin theo eGFR

Statin eGFR mL/min/1.73 m2

Atorvastatin
Lovastatin

Pitavastatin

Pravastatin

Rosuvastatin

Simvastatin

Fluvastatin

Simvastatin/ ezetimibe

Mau xanh: khong can chinh liéu. Mau vang: Liéu t6i da khuyén cdo (mg)
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STATIN VA SUY TIM (HF)

Céc kiéu hinh khac nhau cia suy tim (HF) va statin

Suy tim (HF) thudng c6 hai kiéu hinh chinh: suy tim véi phan sudt tong
mau bdo ton (HFPEF) Va suy tim véi giam phan sudt tong méu giam (HFrEF).
HFpEF lién quan chit ché dén qua trinh 130 hoa va céc tinh trang bénh 1y gay ra,
bao gdm cdc tinh trang ton thuong viém vi mach va hé théng, chang han nhu PTD,
béo phi va tang huyét 4p, 12 nguyén nhan chi yéu. Trong kiéu hinh ndy, khéi luvgng
m& thuong tdm mac ting 1én va 1a mot ngudn gdy viém va ton thuong 16p dudi co
tam that, 1am suy yéu do dan hoi cua co tAm that. Qua trinh viém nay dudng nhu 13
co ché sinh 1y bénh chinh ciia HFpEF, do d6, statin c6 thé ¢ loi ¢ nhiing ngudi
bénh nay, dua trén cc dic tinh chéng viém cta thube. Nguogc lai, sy mat va cing
cta té bdo co tim duong nhu 1a nguyén nhan chinh cta HfrEF, trong khi viém
khong kiém soat co thé khong phai nguyén nhan sinh 1y bénh chinh. Hau hét céc
khuyén céo khong tung ho viéc bat dau sir dung statin & nguoi bénh HF khong thiéu
mau cuc bg; tuy nhién, tiép tuc diéu tri nén dugc duge can nhic cho nhirng ngudi
da sur dung statin cho phong ngira bénh mach vanh.

Statin c6 giup cai thién két cuc ¢ nguwoi bénh HFrEF?

Hai nghién ctru mang tinh budc ngoat CORONA va GISSI-HF — hai thir
nghiém ngiu nhién c6 ddi chimg véi quy mé 16n — danh gié sir dung rosuvastatin &
nhitng nhém nguoi bénh HF véi giam chirc nang tam thu, phan loai NYHA II-1V.
Thir nghiém CORONA bao gém 5011 nguoi tham gia, tir 60 tudi trd 1én c6 HFFEF
do thiéu mau cuc bd. Nguoi bénh duogc dung rosuvastatin 10 mg/ngay hodc gia
dugc. Tiéu chi chinh 1a tong hop thoi gian tir vong do nguyén nhan tim mach, nhdi
mau co tim cap tinh khong tir vong va dot quy khong tir vong. Trong thoi gian theo
déi 32,8 thang; LDL-c giam 45%, nhung khong c6 su khéc biét trong tiéu chi
chinh hoac ty 1€ tir vong. Tuy nhién, trong cac phén tich nhém phu cta thir nghiém
CORONA, rosuvastatin duong nhu c6 1oi vdi giam nguy co tai nhap vién do HF va
nhap vién do moi nguyén nhan. Nghién ctru GISSI-HF thu nhan 4574 nguoi bénh
HF tir 18 tudi tré 1&n v&i bat ky can nguyén nao. Rosuvastatin 10 mg/ngay da dugc
S0 sénh vai gia dugc trong thoi gian theo doi trung binh 46,8 thang. Tiéu chi chinh
la tong hop cua thoi gian tir vong va thoi gian tr vong hodc nhap vién vi bénh ly
tim mach. Rosuvastatin lai khong anh huéng dén két qua 1am sang & nguoi bénh
suy tim man do bat ky can nguyén ndo. Nhu vay, c6 bang chimg twong d6i rd rang
rang ¢ nhimg nguoi bénh mic HFrEF, statin ¢ thé khong hiru ich. Tuy nhién,
cling c6 bang ching cho thiy rang statin c6 thé 1am giam hoat dong than kinh giao
cam cua tim va ngan nglra téi tao tim & ngudi bénh HE. Trong mot phén tich tong
hop RCTs chi ¢ nguoi bénh HFrEF,
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vién vi tién trién bénh, mdc di khéng lam gidm ty 1é dot tir do tim. Tuy nhién,
nhitng div liéu ndy van can dwoc xdc nhdn trong céc thir nghiém 1am sang ngau
nhién.

Statin ¢6 1am giam két cuc tim mach & ngudi bénh suy tim véi phén suat
tong mau bao ton (HFpEF)?

Loi ich trén tim mach cua statin & nguoi bénh HFpEF c¢6 vé hira hen hon
HFrEF. Nghién ctru TOPCAT ban dau 12 mot thu nghiém mu déi, ngau nhién, co
d6i chig voi gia duoc, bao gdbm 3.378 ngudi bénh c6 EF > 45%, dé so sanh tac
dung cua spironolacton véi gia dugce. Tiéu chi nghién ctru chinh la tir vong do
nguyén nhan tim mach, ngtrng tim va nhap vién vi HF trong thoi gian theo doi la
3,3 ndm. Trong mdt phan tich dudi nhom, cac téc gia dd cb gang danh gia sy tuong
téc gitta viéc sir dung statin va tién str bénh tim thiéu mau cuc bo. Piac biét o ddi
tugng nguodi bénh ndy, tir vong do moi nguyén nhan thip hon dang ké trong nhém
duogc diéu tri bﬁng statin so v&1 nhom khong dung statin (HR 0,79, 95% CI 0,63-
0,99, p = 0,04), mot hiéu qua doc 1ap voi su hién dién cia bénh tim thiéu méau cuc
bo.

Dit lidu quan sat tir 9.140 ngudi bénh HF véi phan suit tong mau bao ton
(hon 50%) tir Nghién ctru tién ctru vé suy tim cua Thuy Pién cho thiy khoang
37,5% ngudi bénh dd dugc diéu tri véi statin va su twong tac giira viéc st dung
statin va tiéu chi chinh (tr vong do moi nguyén nhan) va tiéu chi phu dugc danh
gia. Liéu phap statin c6 lién quan dén cai thién két cuc: thoi gian song thém 1 nam
cao hon (HR 0,80, 95% CI 0,72-0,89; p <0,001); gidam tir vong do tim mach (HR
0,86, 95% CI 0,75-0,98; p = 0,026), va tiéu chi gdp (tr vong do moi nguyén nhan
hodc nhap vién do bénh 1y tim mach) (HR 0,89, 95% CI 0,82-0,96; p = 0,003).
Mic du statin c6 vé hiva hen trong HFpEF, bang chitng con chwa ré rang va
can dwoc xac nhdn trong cac thir nghiém nglu nhién.

Statin c6 an toan ¢ ngwoi bénh suy tim khong?

Céc thir nghiém chinh dénh gié statin & nguoi bénh suy tim chirng minh hi¢u
qua an toan twong tu & nhom diéu tri placebo, tham chi & nhém ngudi bénh ning
hon, khang dinh lai rang statin an toan & nhém din sé nay. \/\ ngwoi bénh suy
tim sir dung dong thoi nhiéu thuéc, bdc si nén chii y dén cdc twong tic cé thé
xdy ra.

Lua chon nhom statin quan trong ¢ ngud¢i bénh suy tim?

Sw khdc bigt giita statin thdn nwéc va statin thin diau cé thé quan trong
trong lwa chon statin 0 ngwoi bénh suy tim. Trong khi statin thdn nwoc
(pravastatin va rosuvastatin) vé ban chit la chon loc 0 gan, thi cdc statin wa mo
(atorvastatin, simvastatin, fluvastatin, pitavastatin va lovastatin) co xu hwong it
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chon loc hon déi véi gan va cé mivc phoi nhiém cao hon ¢ cdc mé ngoai gan.

Mot phan tich tong hop ¢6 13 thir nghiém RCT so sanh gian tiép statin than
dau (chu yéu 1a atorvastatin) véi statin than nudc (rosuvastatin) lién quan dén két
qua & nguoi bénh méc HF. Atorvastatin vuot troi so v&i rosuvastatin vé ty 1€ tu
vong do tim mach [OR 0,62 (KTC 95% 0,25, 0,99); p = 0,04], tinh trang HF x4u di
dan dén nhap vién (OR 0,48, KTC 95% 0,13-0,83, p = 0,00005) va tir vong do moi
nguyén nhan (OR 0,50, KTC 95% 0,13-0,87, p = 0,0003). Statin duong nhu khong
¢6 hodc cé it lgi thé trong HFYEF, nhung cé thé cdi thién mét so két cuc lim
sang, bao gom tir vong do moi nguyén nhin, ¢ ngwoi bénh HFpEF. Céc thir
nghiém 1am sang dic biét & nguoi bénh HF va EF bao ton 1a can thiét.

STATIN VA BENH GAN

Statin c6 thé gAy bénh gan khong?

Tang alanin aminotransferase lién tuc hon 3 lin mirc giéi han trén binh
thwong xdy ra voi cac statin ¢ mirc d¢ khac nhau va &y Ié tir 0,5- 3% Cac truong
hop [1]. Poc tinh trén gan cla statin rar hiém va khong thé doén truée, ty Ié mic
lien quan dén licu lwong thuéc. Poc tinh thuong chi yéu xdy ra trong 3 thang
diu st dung thude va thuong phu thudc vao lidu ding [1]. Rat hiém triweong hop
ton thwong chivc ning gan ning va c¢6 1 nghién ctru goi ¥ rang tac dung khong
mong mudn thuong xay ra 3 dén 4 thang sau khi bat dau st dung statin va thuong
trong khoang 1 thang dén 10 nam [1]. Trong cac phan tmg ADR ghi nhan duoc tai
My tir ndm 1988 dén 2010, 73 cac truong hop ton thuong gan do thude cé lién
quan véi statin, twong ung véi 1,2 truong hop/100.000 nguoi st dung. Statin co
thé lam ting aminotransferase huyét thanh va thwong khong cé tridu chirng,
xdy ra trong nim dau tién diéu tri v thwong tw hoi phuc. Ting alanin
aminotransferase lién tuc hon 3 14n mirc giéi han trén binh thudng xay ra voi céc
statin & murc 6 khéc nhau va ty 18 dudi 3% cac trudng hop. Tdt ci cac statin dwoc
dAo thii qua gan, v mirc dp bai xudt phu thujc vao tinh than lipid ciia tirng
statin. Statin c6 tinh than lipid cao nhét (simvastatin va lovastatin) hodc trung binh
(atorvastatin va fluvastatin) c6 mac do bai xuat qua gan 16n hon, trong khi nhiing
loai thdn nudc (pravastatin va rosuvastatin) chil yéu thai trir qua than. Mot phan
tich tong hop cho thdy nguy co twong déi véi ting transaminase do statin than
nwde cuwong dp cao gip 3,54 lin (95% CI 1,83-6,85) so vdi statin than nwéc
cwong dp thdp. Mit khéc, khi so sanh statin than lipid cwong dé cao véi statin
cuwong dé thip, khong cé méi lien hé ndo vdi dé ting ciia transaminase. FDA d3
stra d6i khuyén céo vé do an todn cua statin va coi ching la an toan cho gan.
Khéng khuyén nghi theo déi transaminase trong qua trinh diéu tri bang statin.

Statin c¢é giam bién c¢6 tim mach & ngudi bénh gan nhiém mé& khong do
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ruou (NAFLD) va Viém gan nhiém mé khéng do ruou (NASH) khong?

Nguwoi bénh NAFLD/NASH thuwong bi roi loan lipid mdu do xo viva cé thé
lam ting nguy co tim mach. Mot nghién ctru quan sat cia Thuy Pién (70) cho
thay ty 18 tir vong gia ting trong thoi gian theo ddi 28 nam. 7 vong & nguwoi bénh
NASH/NAFLD chon statin dwoc chitng minh bang sinh thiét di ting 69% so véi
din sé néi chung va nguyén nhén tir vong chinh (30%) la bénh tim mach (70).

Mot phan tich hau kiém trong nghién ciru GREACE (71) d danh gia hiéu qua
cua atorvastatin ddi v&i két cuc tim mach & nguoi bénh NAFLD. Pay 1a mot
nghién ciru sinh ton tién ctu, ngau nhién, nhan mo, dé so sanh tac dung cua statin
d6i v6i két qua tim mach ciia nguoi bénh CAD va men gan thay doi, vi LDLc >
100 mg/dL va triglyceride < 400 mg/dL.

Nghién ctru thu nhan 1.248 nguoi bénh, ¢ do tudi < 75, mic bénh tim mach
vanh. Trong s ndy, 880 ngudi nhin dugc statin va 720 ngudi khong nhan dugc
trong ba nim. Sau thoi gian theo ddi, ¢é 112 bién ¢6 tim mach, 13% ¢ nhém
statin va 25% & nhom khong statin, v6i mirc giam nguy co twong ddi 1a 49%,
p < 0,0001.

Statin c6 cai thién Bénh gan nhiém mé khéng do ruou (NAFLD)?

Dit liéu lien quan dén tic dung thudn li cia statin doi véi cdi thién
NAFLD vin con han ché. Mot tong quan hé thdng cta Cochrane (72) da chi ra
rang men gan va két qua hinh anh c6 thé cai thién véi statin, nhung nhiing cai thién
vé mé hoc cia NASH van chua c6 két luan. Mot nghién ctru thi diém tién ctru, kéo
dai 1 nam, khong kiém soat da danh gia rosuvastatin (10 mg) va 16i séng & nhimng
nguoi bénh mac NASH. NASH duoc giai quyét 1d rang ¢ 19 trong s6 20 nguoi
bénh duoc chimg minh bang sinh thiét mic hoi chimg chuyén hoa va rdi loan lipid
mau, nhitng nguoi da dung rosuvastatin (73). Men gan tr¢d lai binh thuong va siéu
am cho thay khong c6 gan nhiém mé khi két thic nghién ciru.

Hon nfra, trong phan tich phu cta nghién ciru GREACE (71), c6 227 nguoi
bénh c¢6 nong d6 alanine transaminase (ALT) ting cao do NASH, nhiing nguoi nay
d3 dung statin. Khi két thic nghién ctru, nhém dung statin cho thiy ALT giam
dang ké 35% (p < 0,001), trong khi, nhém khong dung statin cho thiy ALT
tang 12% (p <0,01)

Cé lgi ich gi khi sir dung statin cho bénh gan man?

Quan sar gan day chi ra ring statin cé thé l1am giam mirc ting &p lwc tinh
mach cira. biéu nay da mo lai cudc tranh luan vé kha nang xem x¢&t vi¢c st dung
statin trong bénh gan man tinh. Simvastatin c6 thé cai thién huyét dong tinh mach
ctra bang céch giam gradient &p lyc tinh mach gan va cai thién tuéi mau gan &
ngudi bénh bi xo gan. Statin c¢é thé ngdin chin tién trién ciia xo gan va cac bién

Ban tin Théng tin thudc & Dugc |1Am sang - Bénh vién Noi tiét TW



LU'A CHON STATIN: TONG QUAN HUONG DAN TRONG THU'C HANH LAM SANG

chirng, chang han nhw nhw ting ap lwc tinh mach civa, mdt bii ¢ gan va ung thuw
biéu mé té bao gan. Simvastatin cai thién qua trinh tong hop oxit nitric & gan va
rdi loan chirc nang ndi md gan & chudt bi xo gan, giam gradient tinh mach cira gan
(HVPG), va cai thién tudi mau gan ¢ nguoi bénh xo gan. Trong mot thir nghiém
bao gdm 59 nguoi bénh xo gan co ting &p luc tinh mach ctra, nguoi bénh dugc
chon ngiu nhién cho simvastatin 20-40 mg/ngay hoic gia dugc trong mot thang,
doc lap véi viéc nguoi bénh co6 dang dugc diéu tri béng thudc chen beta-
adrenergic hay khong. Simvastatin lam giam dang ké HVPG so véi gia dugc,
khéng phu thudc vao viée sit dung dong thoi thude chen beta va khong lam thay
d6i huyét 4p toan than. Chi mot ngudi bénh trong mdi nhom co ting cac enzym
gan. Hon nita, nhimg dir liéu ndy d duoc cing cd boi nhitng nghién ctru chi ra
réng simvastatin ¢ thé 1am giam ty I¢ tr vong v6i bénh gan man tinh. Mot thu
nghiém song song, da trung tdm, ngau nhién, mu d6i, duoc thuc hién trén 158
nguoi bénh xo gan Child-Pugh A hoic B dugc du phong dé chong tai xuat huyét
theo liéu phép tiéu chuan. Nghién ctru ndy da danh gia liéu viéc thém simvastatin
vao liéu phép tiéu chuan co thé giam tai xuat huyét va tir vong sau khi khac phuc
chay méu ¢ ngudi bénh xo gan. 17 (22%) nguoi bénh & nhom gia dugc tir vong so
V6i 6 (9%) ngudi bénh & nhom simvastatin. Diéu tri bang simvastatin c6 lién quan
dén viéc giam 61% nguy co tuong dbi cua ty 1é tir vong so véi gia duge (HR 0,39,
95%Cl: 0,15-0,99, p <0,030). Viéc bd sung simvastatin vao liéu phép tiéu chuan co
lien quan dén cai thién tién luong tir vong trong 24 thang, mic du tai xuat huyét 1a
tuong ty gilta cdc nhom. Nhitng dit liéu ndy cho thay rang simvastatin c6 kha ning
hitu ich trong viéc ngin ngira cc bién chimg trong xo gan. Tuy nhién, sit dung
statin trong bénh gan man tinh nén dugc xem xét hét strc can than. Statin dd duoc
nghién ctru trong mot thir nghiém bao gdm ca nhiing nguoi bénh xo gan mat bu.
Nghién ctru vé LIVERHOPE-SAFETY la mot thir nghiém 1am sang ngau nhién &
ngudi bénh Child-Pugh B hoic C. Cic ngudi bénh dugc phdn ngau nhién vao
nhom diung simvastatin 40 mg vdi rifaximin 1.200 mg, simvastatin 20 mg véi
rifaximin 1200 mg, hodc gid dugc. Sir dung simvastatin 40 mg & ngudi bénh xo
gan mat bu cé lién quan dén sy gia ting dang ké céc phan tng bat lgi dan dén
ngimg diéu tri, dac biét 13 tiéu co van, so véi simvastatin 20 mg. Bénh gan man
tinh ldu niam dwoc coi 13 mét chong chi dinh cho viéc siv dung statin. Mic du
khong nhat thiét phai loai trir liéu phép statin, xo' gan mdt bii va suy gan cip vin
con 1a chong chi dinh chinh thirc véi statin.
STATIN VA NGUOI CAO TUOI
Statin cé lam giam ty 1¢ tir vong & ngwoi cao tudi khong?

Higu qud ciia statin ¢ nguoi cao tudi it dwoc 1am rd trong cac nghién ciru
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ngdu nhién, nhung div liéu gian tiép cho thdy ho c6 thé dwoc hwéng loi tiv statin.
Phén 16n bang ching dén tir cac két qua thir cap va tir phan tich phu cua cac thir
nghiém. Mot phan tich tong hop bao gdm 28 thir nghiém ngau nhién véi 134.537
ngudi bénh, chia thanh 6 nhom tudi khac nhau, tir 50 tudi dén trén 75 tudi. Chi 8%
s6 nguoi tham gia trén 75 tudi. Nhin chung, bién ¢b tim mach giam 21% nguy co
tuong ddi twong Umg véi mdi mmol/L cua giam LDLc (RR 0,79, 95% CI 0,77-
0,81). Bang chd y la nguy co cang cao thi co hdi hudng lgi cang 16n, dac biét ¢
nhimng ngudi bénh dd xac dinh c6 bénh tim mach. Statin dugc nghién ctru nhiéu
nhat & nhitng ngudi bénh nguy co cao la atorvastatin liéu cao. Atorvastatin 80 mg
da duoc stir dung trong thir nghiém PROVE IT TIMI 22, thir nghiém SAGE va thir
nghiém SPARCL, tat ca cac thir nghiém ndy déu co sd luong dang ké nguoi cao
tudi. PROVE IT TIMI 22 d4 so sénh atorvastatin 80 v4i pravastatin 40 mg & 4162
nguoi bénh sau hdi chimg mach vanh cdp. Trong s6 d6, 634 ngudi trén 70 tudi
dugc dua vao mot phén tich phu. Giam nguy co tuong d6i & nguoi cao tudi cao
(khoang 40%) va giam thiéu nguy co tuyét dbi 1a 8%, voi NNT 1a 80 trong hai
nam.

Thir nghiém SAGE ciing so sdnh atorvastatin 80mg v4i pravastatin 40 mg &
ngudi bénh cao tudi (65-85 tudi) véi tién sir thiu méu cuc bd co tim. Tong cong
893 nguoi bénh bénh dong mach vanh cip duoc dwa vao nghién ciu. Két qua
chinh vé hiéu qua (tong thoi gian thiéu méu cuc b & thang thir 12 so voi ban dau)
d4 giam déang ké ¢ ca nhom ding atorvastatin va nhom ding pravastatin & thang
thir 3 va thang thir 12 (p <0,001 cho mdi nhém diéu tri) sy khac biét khong co ¥
nghia gitra c4c nhom. Piéu thi vi 1a két cuc thir cap (tir vong do moi nguyén nhan)
da giam ¢ 77% nguoi bénh (HR 0,33, 95% C1 0,13-0,83, p = 0,014.

Nghién ciru SPARCL lya chon ngau nhién 4,731 ngudi bénh ¢6 LDLc 100-
150 mg/dL, tién st do6t quy, hodc con thiéu mau cuc bd thoang qua (TIA), dung
atorvastatin 80 mg hodc gia dugc. Mot phan tich phu chia ngudi bénh thanh 2
nhom (nhé hon hodc 16n hon 65 tudi), c6 1.153 ngudi bénh trén 65 tudi ding
atorvastatin 80 mg. Mac du, khéng ching minh dugc lgi ich trén tiéu chi chinh
(d6t quy gay tir vong hodc khong tir vong), atovastatin 80mg cho thdy hiéu qua
quan trong trong giam Céc bién cb nghiém trong nhu dot quy va TIA (HR 0,79,
95% IC 0,66- 0,95, p = 0,01); céc bién c6 mach vanh (HR 0,61, 95% CI 0,45-0,81,
p = 0,006) va tai thong mach (HR 0,55; 95% CI 0,40-0,77, p <0,0005). Cac murc
d¢ loi ich & ngwoi cao tudi phu thudc phan lon vdo mive dé giam LDLc, twong tw
nhw 6 doi twong tré. Tuy nhién, 0 nguwoi cao tuéi, loi ich co thé gidm din do sw
hién dién ngdy cang tang ciia céc bénh Iy mdic kém, ching han nhw HF, thuwong
xudt hién va khong dwoc hwong loi tir statin.
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Statin c6 an toan ¢ ngudi cao tudi khong?

Nguwoi cao tudi dé gap cac tic dung khong mong muén cia thuéc. Sw suy
gidam sinh Iy, mdc kém nhiéu bénh va sw hién dién ciia cic bénh mic kém
nghiém trong gop phan lam ting nguy co gdp céc bién cé bit lpi lién quan dén
thudc. Pic biét lién quan dén siv dung dong thoi nhiéu thuéc, dwoc dong hoc
ciia thudc phu thudc vao thanh phén co thé, nong dé albumin, chuyén héa qua
gan va sw dao thdi thubc, tit cd déu thay déi theo tuéi tac. Piéu ndy cé thé din
dén sw gia ting nong dp thuéc, ting nguy co gdp tic dung khéng mong muén,
ddc bigt 1A Cac tridu chipng trén co lién quan dén statin - tic dung khéng mong
muon dwoc bao céo phé bién nhit trong thwe hanh 1am sang - xdy ra trong
khodng 7% - 29% ciia ngwoi dung statin.

Cac thir nghiém 1am sang d4 chimg minh ring statin c¢6 thé duoc dung nap
tuong ty nhau ¢ ngudi 16n tudi va tré tudi. Mot phan tich tong hop 16n tir céc thir
nghiém ngau nhién c6 ddi chimg danh gié tinh an toan va kha ning dung nap cta
liéu phép statin trong phong ngira tién phat & nguoi trén 65 tudi. Ho da thu thap
dugc 11 thir nghiém, bao gdom 18.192 nguoi tham gia, trén 65 tudi (tudi trung binh
73,7, 43% la nir). So vai gia dugce, statin khong tang nguy co gap cac phan ng
trén co hodc cac tac dung khong mong mudn nghiém trong khac. B4o c4o vé cac
ADR trén co ¢ nhom statin va gia dugc 1an luot 12 7,7% va 7,5%. Hon nita, statin
khong lam ting nguy co méc cac triéu chimg lién quan dén co (RR 1,01; 95% CI
0,90-1,12) va khong lién quan dén ngung diéu tri vinh vién. Khong co bang chimg
vé su di biét & bat ky két qua ndao va khong vuot qua ty 1é ngimg sir dung statin &
nhom placebo trong quan thé.

Maic dit cac tic dung khong mong muon cé thé xdy ra, statin dwec coi 13 an
todn & nguoi cao tudi, cac tic dung khong mong muén thwong nhe va hiém khi
gdp cdc tic dung khéng mong muén nguy hiém. Pon thuéc nén dwoc xem xét
chii yéu dwa trén nguy co tim mach (nhw statin manh cang cé thém loi ich),
nhitng han ché trong viéc sir dung statin do khong dung nap chii yéu lién quan
dén twong tac thudc - thuoc (DDI) nén dwoc danh gia kj lwéng. Tuy nhién, bac
si 1am sang nén can nhdc viéc trdnh ding statin ¢ nhitng ngwoi gid yéu cé kha
ning khéng mang lai loi ich do suy giam siec khée hodc tudi tho han ché.

Luwa chon statin & ngudi cao tudi dung nhiéu thudc?

Su khéc biét trong chuyén hda statin c6 ¥ nghia trén 1dm sang va co thé xac
dinh mic d6 tuong tac thudc. Isoenzyme CYP3A4 cua cytochrome P450 1a chat
XUc tac chinh cho chuyén héa ciia nhiéu loai thudc, bao gdm phan 16n céc statin.
Nguy co gip twong tic thudc thip voi pravastatin vi sy chuyén hoa ctia thude doc
1ap v6i P450 va voi fluvastatin, chii yéu chuyén hoa qua CYP2D9. Sy tic ché canh
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tranh gitra céc thudc ¢ cip do enzym c6 thé 1am ting ndng do thudc trong huyét
tuong va dan dén nguy co xay ra céc bién cb bat loi cao hon, vi du nhu nhiém doc
gan va céc triéu chung trén co. Mit khéc, chat cam timg CYP450 c6 thé 1am giam
ndng do statin trong huyét twong.

Céc béc si 1am sang nén danh gia can than vé kha niang tuong tac thudc khi ké
don statin cho ngudi bénh dang dung nhiéu loai thudc, xem xét duogc dong hoc
khac nhau giira cac statin dé ca thé hoa diéu tri, cAn nhéc giira loi ich 1am sang so
v6i nguy co rai ro khi thém mot statin. Bang 3 khuyén céo liéu ciia mot sb loai
thudc thuong ding ¢ ngudi cao tudi voi céc loai statin khac nhau.

Bdng 2. Thuéc ¢ ché va thuéc cam #ng chuyén héa qua gan cia

statin
Enf ym' Statin Thudc e ché Thudc cam vng
chuyén hoa
Fluvastatin; | Fluvoxamin, gemfibrozil, Rifampicin
Cyp2Cs pitavastatin | Ketoconazol, trimethoprim
Fluvastatin; | Amiodaron, cotrimoxazol, Carbamazepin,
CYP2C9 Pitavastatir_l; quvoxgmin, ketoconazol, rifampic_in,
Rosuvastatin | metronidazol, oxandrolon, Fenobarbital,
Voriconazol phenytoin,
Atorvastatin; | Alprazolam, amiodaron, Barbiturates,
Lovastatin; | amlodipin, azithromycin, carbamazepin,
Simvastatin cilostazol, cimetidin, cyclophosphamid,
ciprofloxacin, corticosteroid,  dexa- methason,
CYP3A4 clarithromycin, fluo_xetin, omeprazc_)l,
fluconazol, tamoxifen, phenobarbital,
warfarin, ranitidin, phenytoin, piogli-tazon,
tacrolimus, cyclosporin, | prednison, rifampicin
danazol, chéng trim cam 3
vong
Atorvastatin;
Lovastatin; | Cyclosporin, itraconazol,
MDRP Pitavastatin; | erythromycin, ketoconazol, Rifampicin
Pravastatin; verapamil, ritonavir
Simvastatin
Tatcacac Clarithromycin, cyclosporin,
OATP1B1 statin Gemfibrozil, rifampicin,
ritonavir
Atorvastatin;
UGT Iovastatip; Cyclosporin, gemfibrozil Rifampicin
pravastatin;
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Bang 3. Khuyén cdo dir dung statin két hop véi mét sé thude

Clopidogrel
Diltiazem, Prasugrel Fenofibrat,
Verapamil |Amiodaron| \warfarin | Ticagrelor |Dabigatran Gemfbrozil|Bezafibrat,
Amlodipin Apixaban Ciprofibrat
Edoxaban

Rivaroxaban

Atorvastatin

Lovastatin

Pitavastatin

Pravastatin

Rosuvastatin

Simvastatin

Fluvastatin

Ghi chu:

Khong can di€u chinh lieu

Hiéu chinh liéu can than va dung liéu thip nhat c6 thé

Str dung ddng thoi khong dugc khuyén cao

Két luan, tat ca statin déu 1am giam LDLc va c6 thé c6 hiéu qua tuy thudc vao
hiéu luc cua chung va nguy co tim mach cua nguoi bénh. Tuy nhién, Iya chon
statin mot cach hop 1y c¢6 thé giam thiéu tac dung khong mong mudn Va cai thién
su tudn tha diéu tri ciia ngudi bénh. Khi ké don statin, truée tién nén can nhic lgi
ich vé giam thiéu nguy co tim mach, va diéu chinh cho phi hop véi cac tinh
trang 1am sang dwa trén dic tinh an todn cia thuéc. Bang 4, tom tit cic goi ¥
cho ting tinh huéng 1am sang dugc xem xét k§ ludng trong danh gia nay.

Bdang 4. Khuyén céo lwa chen statin cho ting tinh huéng I1am sang cu thé

Statin ggi y
Tinh trang benh Iy Du phong nguyén phat | Du phong thir phat
Tang nguy co PTD méi mac  Pitavastatin Statin manh
Bénh than man Atorvastatin Atorvastatin
Loc mau Khong bat dau statin®  Khong bat dau statin®
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Statin ggi y
Tinh trang benh 1y Du phong nguyén phat| Duw phong thir phat

Ghép than Fluvastatin Statin manh®

Ghép tim Pravastatin Statin manh®

Suy tim phan suat tong mau  Atorvastatin® Atorvastatin®

bao ton

NASH/NAFLD Bat ki Statin manh

Xo gan mat bu Tranh statin Tréanh statin

Nguoi cao tudi Pravastatin Statin manh

b Tiép tuc sir dung statin, néu da sir dung. © Tranh néu sir dung véi cyclosporine.

d Dir lidu so bg. EF: phdn sudt tong mdau; NASH: Bénh viém gan thodi héa mé
khéng do rieou; NAFLD: bénh gan nhiém mé khong do rwou

Tai liéu tham khao

1. https://www.uptodate.com/contents/statins-actions-side-effects-and-
administration?search=statin%20side%?20effect&source=search_result&selecte
dTitle=2~136&usage_type=default&display rank=1#H2882353898

2. Choosing statins: a review to guide clinical practice. Arch Endocrinol Metab.
2020;64/6

Ban tin Thong tin thudc & Dwgc 1dam sang - Bénh vién Néi tiét TW


https://www.uptodate.com/contents/statins-actions-side-effects-and-administration?search=statin%20side%20effect&source=search_result&selectedTitle=2~136&usage_type=default&display_rank=1#H2882353898
https://www.uptodate.com/contents/statins-actions-side-effects-and-administration?search=statin%20side%20effect&source=search_result&selectedTitle=2~136&usage_type=default&display_rank=1#H2882353898
https://www.uptodate.com/contents/statins-actions-side-effects-and-administration?search=statin%20side%20effect&source=search_result&selectedTitle=2~136&usage_type=default&display_rank=1#H2882353898

DANH MUC TUO'NG TAC THUOC CHONG CHi DINH TAI BENH VIEN NOI TIET TW

DANH MUC TUONG TAC THUOC

CHONG CHI PINH TAI BENH VIEN NOI TIET TW
(Theo quyét dinh 5948/0D-BYT ngay 30/12/2021 ciia By trwong Bo y té)

Ngay 30/12/2021, Bo truong Bo y té da ban hanh Quyét dinh 5948/QDb-
BYT vé danh myc twong tac thuéc chdng chi dinh trong thuc hanh 1am sang tai
cac co so kham bénh, chira bénh.

Bén canh d6, mot cong cu tra ciu dién to tai duong link:
https://tuongtacthuoc.ehealth.gov.vn/Home/CSDLTuongTacThuoc da dugc xay
dung dua trén danh muc nay dudi su phéi hop cua Trung tim Ung dung cong
nghé thong tin y té - Cuc Cong ngh¢ thong tin, Trung tam DI & ADR Quéc gia
va Truong Dai hoc Dugc Ha Noi dé hd tro can bd y té tra ctru nhanh tuong tac
thudc chong chi dinh (CCD) cua 1 hoat chat bat ky hoac kiém tra twong tac
thudc CCP giita cac thude trong don.

Don vi Thong tin thudc — Dugc lam sang da tong hop Cac cap tuong tac
thudc CCP ¢6 thé gip tai Bénh vién Noi tiét TW dua trén Quyét dinh 5948/Qb-
BYT va Danh muyc thudc dang sir dung tai Bénh vién dé cac bac si, diéu dudng,
nhan vién y té tham khao. Cdc twong tic dwoc dwa vao danh muc la cdc tuwong
tic ¢ mirc dp chéng chi dinh, nhin chung khéng khuyén cdo sir dung dong
thoi cdc thudc nay trén bénh nhéin do nguy co vwot tréi li ich thubc cé thé
dem lgi cho nguwoi bénh. Tuy nhién, tity theo tinh hudng lim sang cu thé, bac
s c6 thé tham khdo thong tin va cin nhéc danh gid lpi ich/nguy co trén tirng
bénh nhin dé dwa ra quyét dinh ké don phit hop.

Luuy:

> Cac cdp tuong tac c6 hoat chat duoc in dam la:

- Céc cip tuong tac chi chong chi dinh trong mot s6 bdi canh 1am sang.

- Hoac trén mot s6 doi tuong bénh nhan cy thé.

- Hoiic nhin chung t6t nhat nén tranh phdi hop,

Tuy nhién, trong mot s6 tinh hudng nhat dinh, khi khong con lya chon
thay thé va bat budc sir dung dong thoi, ph01 hop thude van ¢o thé duoc can
nhac sau khi dugc bac si diéu tri can nhac, danh gia can than can bang loi
ich/nguy co.

» Cac cap tuong tac khong duoc in dam (cac tuong tac con lai) la cac
tuong tac can dugc chong chi dinh trong tat ca cac tinh hudng 1am sang va trén
tat ca cac doi tugng bénh nhan khac nhau.
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BANG 1. DANH MUC TUONG TAC THUOC THEO TUNG HOAT CHAT

1. Chéng chi dinh st dung acid
tranexamic diéu tri rong kinh ¢ bénh nhan
dang dung thuc tranh thai chua
Nguy co huyét khéi khi drospirenon.
Acid . st dung drospirenon Tang nguy co bién c¢b huyét 2. Véi cic chi dinh khic cia acid
1 . Drospirenon N . . X &
tranexamic tang 1én khi phdi hgp khoi tranexamic, c6 thé st dung & nguoi dang
v6i acid tranexamic dung thudc tranh thai nhung can dic biét
than trong.
Luu ¥y cac yéu td ting nguy co: béo phi,
hut thude 14, dic biét & ngudi trén 35 tudi.
1. Chong chi dinh sir dung acid
tranexamic diéu trj rong kinh & bénh nhan
dang dung thudc tranh thai chia
Nguy co huyét khéi khi noregestrel.
Acid sit dung norgestrel ting Tang nguy co bién c¢b huyét 2. Véi cic chi dinh khic cia acid
2 . Norgestrel . ; ¢ o 2 A S X iy
tranexamic lén khi phoi hop vé1  khoi tranexamic, c6 thé st dung & nguoi dang
acid tranexamic ding thudc tranh thai nhung can dic biét
than trong.
Luu ¥ cac yéu td ting nguy co: béo phi,
hut thude 14, dic biét & nguoi trén 35 tuoi.
1. Chéng chi dinh phéi hop & cac bénh
nhan c¢6 hodi chiung QT kéo dai do di
truyén hodc mac phai.
Tang nguy co kéo dai 2. Trén cac dbi tugng bénh nhan khac, tot
khoang QT, xodn dinh nhit nén tranh phdi hop cac thudc nay.
Trong trudng hop can thiét phdi hop, can
danh gia can than nguy co/lgi ich va
lugng giad cac yéu to nguy co trén ting

3 Amiodaron Moxifloxacin Hiép ddng tang tac dung
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4

5

6

Amiodaron

Amiodaron

Aspirin

Fluconazol

Colchicin

Ketorolac

Hiép dong tang tac dung

Amiodaron trc ché P-gp
lam giam thai tru
colchicin.

Hiép dong tac dung kich
ung dudng ti€u hoa

Tang nguy co keo dai
khoang QT, xoan dinh

Tang nong do colchicin
trong huyét thanh, ting nguy
co tac dung doc tinh (tiéu
chay, noén, dau bung, sot,
xuat huyét, giam ca ba dong
té bao mau, cac ddu hiéu doc
tinh trén co nhu dau co, méi
co hodc yéu co, nudc tiéu
sam mau, di cam, truong
hop ning c6 thé giy suy da
tang va tir vong).

Tang nguy co xudt huyét
tiéu hoa nghiém trong (st
dung dong thoi ketorolac véi

Ban tin Thong tin thudc & Duwoc 1dam sang - Bénh vién Néi tiét TW

bénh nhén, dic biét 1a roi loan dién giai
(ha kali mau, ha magie mau, ha calci
mau), nhip tim cham, nr giéi trude khi
quyét dinh ké don.

1. Chéng chi dinh phdi hop & cac bénh
nhan c6 hoi chung QT kéo dai do di
truyén hodc mac phai.

2. Trén cac ddi tuong bénh nhan khac, t6t
nhat nén tranh ph01 hop cac thude nay.
Trong tru:(mg hop can thiét phdi hop, can
danh gid can than nguy co/lgi ich va
luong gia cac yéu t6 nguy co trén ting
bénh nhan, dic biét 1a rdi loan dién giai
(ha kali mau, ha magie mau, ha calci
mau), nhip tim cham, n&r giéi trude khi
quyét dinh ké don.

1. Chéng chi dinh ¢ bénh nhan suy gan
hodc suy than.

2. O bénh nhan chirc ning gan, than binh
thuong: nén tranh phdi hop. Néu phdi
hop: giam liéu colchicin. Dung lidu tiép
theo cua colchicin sau 3 ngay. Theo doi
nguy co ddc tinh cia colchicin.

Chédng chi dinh phéi hop. Can dic biét luu
y nguy co twong tac trong truong hop

giam dau hau phau.
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7

8

9

Carvedilol Colchicin

Clarithromycin = Fluconazol

Simvastatin/

Clarithromycin L ovastatin

Carvedilol trc ché P-gp
lam gidm thai tro
colchicin.

Hiép dong tang tac dung

Clarithromycin tc ché
CYP3A4 manh Ilam

1 NSAID khac lam tang
nguy co xuat huyét tiéu hoa

gap 5 lan so véi phdi hop 2
NSAID khéac)

Ting ndng do colchicin
trong huyét thanh, ting nguy
co tdc dung ddc tinh (ti€u
chay, non, dau bung, sbt,
xuit huyét, giam ca ba dong
té bao mau, cac ddu hiéu doc
tinh trén co nhu dau co, moi
co hodc yéu co, nuéc tiéu
sam mau, di cam, truong
hop ning c6 thé giy suy da
tang va tr vong).

Tang nguy co keo dai
khoang QT, xoan dinh

néng d0  cua
trong  huyect

Tang
simvastatin
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1. Chéng chi dinh & bénh nhén suy gan
hoac suy than.

2. O bénh nhan chirc ning gan, than binh
thuong: nén tranh phdi hop. Néu phdi
hop: giam liéu colchicin. Dung lidu tiép
theo cua colchicin sau 3 ngay. Theo doi
nguy co doc tinh cuia colchicin.

1. Chéng chi dinh phdi hop ¢ cac bénh
nhan c6 hoi chung QT kéo dai do di
truyén hodc mac phai.

2. Trén cac dbi tuong bénh nhan khac, tdt
nhat nén tranh phdi hop cac thudc nay.
Trong truong hop can thiét phdi hop, can
danh gia can than nguy co/loi ich va
luong gia céac yeu t6 nguy co trén tung
bénh nhan, dac biét 1a ro1 loan dién giai
(ha kali mau, ha magie mau, ha calci
mau), nhip tim cham, nir gidi trudc khi
quyét dinh ké don.

C}léng chi dinh Phéi hop. Céan nhic thay
doi sang cac thuoc nhom khéac c6 cung chi
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giam chuyén héa cua
simvastatin

Clarithromycin tc ché
manh CYP3A4 va uc

Clarithromycin = Colchicin ché P-gp lam giam
chuyén hoa va thai tru
colchicin.

Clarithromycin tc ché
CYP3A4 manh lam
giam chuyén héa cua
ivabradin

Clarithromycin  Ivabradin

thanh, tdng nguy co bénh co
hoac ti€u co van cap

Tang ndéng dd colchicin
trong huyét thanh, ting nguy
co tdc dung ddc tinh (ti€u
chdy, nén, dau bung, s6t,
xuat huyét, giam ca ba dong
té bao mau, cac ddu hiéu doc
tinh trén co nhu dau co, méi
co hoic yéu co, nudc tiéu
sam mau, di cam, truong
hop ning c6 thé gy suy da
tang va tr vong).

Tang ndng do ivabradin
trong huyét thanh, ting nguy
co kéo dai khoang QT va
cham nhip tim
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dinh va it c6 nguy co tuong tac hon:

- Trong truong hop bt bude st dung
khéang sinh macrolid, thay clarithromycin
bang azithromycin HOAC

- Trong trudng hop bét budce sir dung dan
chét statin, thay simvastatin bang cic dan
chat statin khac (lvu y lidu pravastatin
khong vuot quéd 40 mg/ngay, fluvastatin
khong vuot qua 20 mg/ngay, than trong
khi phdi hop véi atorvastatin).

1. Chéng chi dinh & bénh nhan suy gan
hodc suy than.

2. O bénh nhan chirc ning gan, than binh
thuong: nén tranh phdi hop. Néu phdi
hop: giam lidu colchicin. Dung lidu tiép
theo cua colchicin sau 3 ngay. Theo doi
nguy co doc tinh cua colchicin.

Chéng chi dinh phdi hop. Can nhic thay
d6i sang cac thudc nhom khéac c6 cling chi
dinh va it c6 nguy co tuong tac hon:
Trong truong hop bat budc sir dung khang
sinh macrolid, thay clarithromycin bang
azithromycin.
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12

13

14

15

Clarithromycin

Clarithromycin

Colchicin

Diclofenac

Tolvaptan

Felodipin

Diltiazem

Ketorolac

Clarithromycin tc ché
CYP3A4 manh lam
giam chuyén héa cua
tolvaptan

Clarithromycin tc ché
CYP3A4 manh lam
giam chuyén héa cua
felodipin

Diltiazem trc ché P-gp
lam giam thai tro
colchicin.

Hiép ddng tac dung kich
ung dudng ti€u hoa

Tiang ndng do tolvaptan
trong huyét thanh, ting nguy
co tdc dung khong mong
mudn (ting ndng do natri
huyét thanh, da niéu, khat
nuwéc, giam thé tich tuin
hoan...)

Ting ndng do felodipin, tang
nguy co ha huyét ap nghiém
trong

Tang ndéng dd colchicin
trong huyét thanh, ting nguy
co tac dung doc tinh (ti€u
chdy, ndén, dau bung, sot,
xuat huyét, giam ca ba dong
té bao mau, cac ddu hiéu doc
tinh trén co nhu dau co, méi
co hoic yéu co, nudc tiéu
sam mau, di cam, truong
hop ning c6 thé gy suy da
tang va tur vong).

Tang nguy co xudt huyét
tiéu hoa nghiém trong (st
dung dong thoi ketorolac véi
1 NSAID khéac lam tang
nguy co xuit huyét tiéu hoa
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Chdng chi dinh phdi hop. Can nhéc thay
d6i sang cac thudc nhom khéac c6 cung chi
dinh va it c6 nguy co tuong tac hon:
Trong truong hop bat budc sir dung khang
sinh macrolid, thay clarithromycin bang
azithromycin.

Chéng chi dinh phdi hop. Can nhéc thay
d6i sang cac thudc nhom khéac c6 cung chi
dinh va it c6 nguy co tuong tac hon:
Trong truong hop bat budc sir dung khang
sinh macrolid, thay clarithromycin bang
azithromycin.

1. Chéng chi dinh & bénh nhan suy gan
hodc suy than.

2. O bénh nhan chirc ning gan, than binh
thuong: nén tranh phdi hop. Néu phdi
hop: giam lidu colchicin. Dung lidu tiép
theo cua colchicin sau 3 ngay. Theo doi
nguy co doc tinh cua colchicin.

Chéng chi dinh phéi hop. Can dic biét luu
y nguy co twong tac trong truong hop
giam dau hiu phau.
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16

17

Diltiazem

Fentanyl

Ivabradin

Linezolid

Diltiazem  @c  ché
CYP3A4 lam gidm
chuyén hoa cua
ivabradin va hiép dong
tac dung lam cham nhip
tim cua ivabradin

Hiép ddng tic dung
serotonin

gp 5 lan so véi phdi hop 2
NSAID khac)

Ting ndéng do ivabradin
trong huyét thanh, ting nguy
co kéo dai khoang QT va
cham nhip tim

Tang nguy co hoi ching
serotonin (sdt cao, rdi loan
nhan thire, tang phan xa, mét
phéi hop, rung giat co, cing
co, co giat, nhip tim nhanh,
ting huyét 4ap, ting than
nhiét, v md héi, ao gidc,
kich dong hodc bon chon...)
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Chéng chi dinh phdi hop

1. C6 ging tranh st dung dong thoi
linezolid va fentanyl. T6t nhat cac thudc
nay nén sir dung cach nhau 2 tuan. Cén
nhic thay d6i sang cac thudc nhom khac
c6 cung chi dinh va it c6 nguy co tuong
tac hon. Trong trudng hop bat budc st
dung opioid, c6 thé ddi sang cac opiod
khac khong c6 hoat tinh trc ché thu hoi
serotonin (morphin, codein, oxycodon,
buprenorphin)
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1. Chéng chi dinh phdi hop & cac bénh
nhan c¢6 hoi ching QT kéo dai do di
truyén hodc mic phai.
2. Trén cac d6i tugng bénh nhan khac, tbt
nhit nén tranh phdi hop cac thudc nay.
Ting nguy co kéo dai  Trong trudng hop can thiét phdi hop, can
khoang QT, xo4n dinh danh gia can than nguy co/lgi ich va
luong gia cac yéu t6 nguy co trén ting
bénh nhan, dac biét la roi loan dién giai
(ha kali mau, ha magie mau, ha calci
mau), nhip tim cham, n&r giéi trude khi

18  Fluconazol Ondansetron Hiép dong tang tac dung

quyét dinh ké don.
Gemfibrozil ¢ ché
CYP2C8 lam  giam .
chuyén hoa cia Tang nong do repaglinid ) )
19  Gemfibrozil Repaglinid repaglinid, gemfibrozil trong huyet thanh, ting nguy ~ Chong chi dinh phoi hop

cling e ché OATPIBI  co ha duong huyet
lam gidam van chuyén
gemfibrozil vao gan.

Ting nguy co xuit huyét

tiéu hoa nghiém trong (st

dung dong thoi ketorolac véi  Chéng chi dinh phdi hop. Can dic biét luu
1 NSAID khac lam tang ¥y nguy co tuong tac trong truong hop
nguy co xudt huyét tiéu hoa  giam dau hau phau.

gap 5 lan so véi phdi hop 2

NSAID khac)

Hiép dong tac dung kich

20 Ketorolac Meloxicam , . a1,
ung dudng ti€u hoa
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21

22

Linezolid

Linezolid

Sertralin

Pethidin

Hiép ddng tic dung
serotonin

Hiép dong tic dung
serotonin

Tang nguy co hoi ching
serotonin (sot cao, 16i loan
nhan thure, tang phan xa, mét
phéi hop, rung giat co, cing
co, co giat, nhip tim nhanh,
ting huyét 4ap, ting than
nhiét, v md héi, 4o gidc,
kich dong hodc bon chon...)

Tang nguy co hoi ching
serotonin (st cao, réi loan
nhan thuc, ting phan xa, mat
phdi hop, rung giét co, cling
co, co giat, nhip tim nhanh,
taing huyét ap, ting than
nhiét, v& md hdi, ao gic,
kich dong hodc bon chon...)
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1. C6 ging tranh sitr dung dong thoi
linezolid va sertralin. TSt nhat cac thude
nay nén st dung cach nhau 2 tuin. Can
nhic thay dbi sang cac thudc nhém khac
co cung chi dinh va it c6 nguy co tuong
tac hon.

2. Trong hop khéng thé tri hodn diéu tri
duoc 2 tudn, bit budc st dung dai ngay
hodc khéan cap bang linezolid va khong co
thudc khac thay thé, can bang loi ich va
nguy co xay ra hoi chimg serotonin. Néu
loi ich vuot troi nguy co, van co thé st
dung dong thoi nhung can gidam sat chat
ché chat ché bénh nhan, dac biét trong
thang dau tién sir dung dong thoi 2 thude.
1. C6 gang tranh st dung dong thoi
linezolid va pethidin. Tét nhat cac thudc
nay nén sir dung cach nhau 2 tuan. Cén
nhic thay do6i sang cac thuéc nhoém khéac
€O cung chi dinh va it ¢c6 nguy co tuong
tac hon. Trong trudong hop bat budc st
dung opioid, c6 thé doi sang cac opiod
khac khong c6 hoat tinh trc ché thu hoi
serotonin (morphin, codein, oxycodon,
buprenorphin)

2. Trong hop khong thé tri hodn diéu tri
dugc 2 tudn, bat budc sir dung dai ngay
hodc khan cap bang linezolid va khong c6
thuc khac thay thé, can bang loi ich va
nguy co xay ra hoi chimg serotonin. Néu
loi ich vuot trdi nguy co, van co thé su
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dung dong thoi nhung can giam sat chat
ché chat ché bénh nhan, dac biét trong
théng déu tién str dung dong thoi 2 thude.
1. C6 ging tranh su dung dong thoi
linezolid va tramadol. T4t nhat cac thudc
nay nén sir dung cach nhau 2 tuan. Cén
nhic thay dbi sang cac thudc nhém khac
co cung chi dinh va it c6 nguy co tuong
tac hon. Trong truong hop bat budc sir
dung opioid, c6 thé ddi sang cac opiod
khac khong c6 hoat tinh tc ché thu hoi
serotonin (morphin, codein, oxycodon,
buprenorphin)

2. Trong hop khong thé tri hodn diéu tri
dugc 2 tudn, bt budc st dung dai ngay
hodc khéan cap bang linezolid va khong co
thudc khac thay thé, can bang loi ich va
nguy co xay ra hoi ching serotonin. Néu
loi ich vuot troi nguy co, van co thé s
dung dong thoi nhung can giam sat chat
ché chat ché bénh nhan, dac biét trong
thang dau tién sir dung dong thoi 2 thudce.

Tang nguy co hdi ching
serotonin (st cao, réi loan
nhan thic, tdng phan xa, mét
Hiép ddong tic dung phdi hop, rung giat co, cing
serotonin co, co giat, nhip tim nhanh,
ting huyét ap, ting than
nhiét, vi md héi, 4o giac,
kich dong hodc bon chon...)

23  Linezolid Tramadol

Ban tin Théng tin thuéc & Dwgc |am sang - Bénh vién Noi tiét TW
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BANG 2. DANH MUC TUONG TAC THUOC THEO NHOM PAC TiNH DUQC LY

Cac thuoc wce
ché monoamine

L oxidase (IMAO)
(linezolid...)

Céc thudc trc ché
9 monoamine

oxidase (IMAO)
(linezolid...)

Opioid: pethidin,

tramadol, fentanyl,
dextromethorphan,

methadon

Methyldopa

Hiép ddng tac
dung  serotonin.
Tac dung Gc ché
MAO cua
furazolidon do
chat chuyén hoa
cia thudc, xuét
hién cham sau 5 -
10 ngay.

Chua 10. Téc dung
rc ché MAO cua
furazolidon do
chat chuyén hoa
cia thudc, xuét
hién cham sau 5-
10 ngay.

Tang nguy co hoi
chiung  serotonin
(sét cao, rdi loan
nhan thue, tang
phan xa, mat phdi
hop, rung giat co,
cung co, co giat,
nhip tim nhanh,
tang huyét ap, ting
than nhiét, v md
hoéi, 4o giac, kich
dong hoic  bon
chédn...)

Tang nguy co xuét
hién con ting huyét
ap (dau dau, danh
trbng nguc, cing
cd)

Ban tin Thong tin thudc & Duwoc 1dam sang - Bénh vién Néi tiét TW

1. C6 gang tranh sir dung dong thoi cac thuée IMAO va cac
thudc 1am ting ndéng do serotonin. Tét nhat cac thudc nay nén
sit dung cach nhau 2 tuan (hodc 5 tudn véi fluoxetin). Can
nhic thay doi sang cac thubc nhém khac co cung chi dinh va
it c6 nguy co twong tac hon. Trong truong hop bat budc sir
dung opioid, c6 thé ddi sang cac opiod khac khong c6 hoat
tinh (¢ ché thu hdi serotonin (morphin, codein, oxycodon,
buprenorphin)

2. Trong hop khong thé tri hodn diéu tri duoc 2 tudn, bat budce
su dung dai ngay hodc khan cép béng cac thude IMAO va
khong c6 thude khac thay the can bang loi ich va nguy O Xdy
ra hoi chtng serotonin. Néu loi [ch vuot troi nguy co, van co
thé sir dung dong thoi nhung can giam sat chit ché chat ché
bénh nhan, dic biét trong thang dau tién str dung dong thoi 2
thuoc.

Chéng chi dinh phdi hop.
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Thudc chéng
viém khong cé
cAu tric steroid

(NSAID)?

Thubc cén
quang iod?

Ketorolac

Metformin

Hiép ddng tac
dung kich Ung
duong ti€u hoa

Nguy co suy than
cap lién quan dén
cd metformin va
thudc can quang
iod. Suy than cap
lam ting nguy co
nhiém toan lactic.

Ting nguy co xuat
huyét tiéu hoa
nghiém trong (st
dung dong thoi
ketorolac  v&i 1
NSAID khéac lam
ting nguy co xut
huyét tiéu hoa gip
5 lan so véi phdi

hop 2 NSAID
khéac)
Tang nguy co

nhiém toan lactic
va suy than cap

Ban tin Thong tin thudc & Duwoc 1dam sang - Bénh vién Néi tiét TW

Chong chi dinh phdi hop. Can dac biét luu ¥ nguy co twong
tac trong truong hop gidm dau hau phau.

1. Bénh nhan c¢6 MLCT > 30 ml/phit/1,73m? va khong co
bang ching tén thwong thin cap, dwoc chi dinh tiém thube
can quang duong tinh mach hodc tiém thudc can quang duong
dong mach tiép xuc v6i than thir cdp (vi du: bom thube vao
tim phai, dong mach phéi, dong mach canh, dong mach dudi
don, dong mach vanh, dong mach mac treo hay dong mach
dudi dong mach than): tiép tuc st dung metformin nhu binh
thuong.

2. Bénh nhan (1) MLCT < 30 ml/phit/1,73m? tiém thudc can
quang duong tinh mach, duong dong mach tiép xuc véi than
thir cap, hodc (2) Bénh nhén tiém thudc can quang duong
dong mach tiép xtic v6i than dau tién (vi du: bom thude vao
tim trai, dong mach chu nguc, dong mach chu bung trén dong
mach thén hodc dong mach than) hoac (3) Co ton thuong
than: Ngimg metformin trudc hodc tai thoi diém tién hanh tha
thuat chan doan hinh anh va khong dugc diung lai cho dén it
nhat 48 gio sau d6. Sau 48 gio, chi str dung lai metformin sau
khi chtrc nang than dugc danh gia lai va cho théy on dinh.

*Luuy:
46



DANH MUC TUO'NG TAC THUOC CHONG CHi DINH TAI BENH VIEN NOI TIET TW

5

6

Dan cht statin
(simvastatin,
lovastatin)

Colchicin

Thudc e ché manh
CYP3A4
(clarithromycin,
erythromycin,
itraconazol,...)

Thudc e ché
manh CYP3A4
hoic e ché P-gp
(verapamil,
amiodaron,
carvedilol,
diltiazem,..) hoac
ca hai
(clarithromycin,

Céc thudc trc ché
manh CYP3A4
lam giam chuyen
hoa cua dan chat
statin

Cac thudc trc ché
manh CYP3A4
va/hoic trc ché P-
gp lam giam
chuyén hoa va thai
trir colchicin.

Tang nong do cua
din  chat statin
trong huyét thanh,
tang nguy co bénh
co hodac tiéu co van
chp

Tiang nong o
colchicin trong
huyét thanh, ting
nguy co tidc dung
doc tinh (ti€u chay,
ndn, dau bung, s6t,
xuat huyét, giam ca
ba dong t& bao
méu, cac dau hiéu

Ban tin Thong tin thudc & Duwoc 1dam sang - Bénh vién Néi tiét TW

- Céc yéu t6 nguy co: suy than, suy tim, khong du dich hodc
thiéu dich, sir dung lidu cao thudc can quang hodc st dung
dong thoi cac thude doc tinh trén than khac.

- Khuyén céo vé twong tac nay khong ap dung trong truong
hop bom thudc can quang iod dé chup X-quang tir cung - VoI
trung.

Chéng chi dinh phdi hop.

1. Chi bét dau str dung simvastatin/lovastatin sau khi ngtrng
itraconazol it nhat 2 tuan HOAC

2. Can nhic thay ddi sang cac thuéc nhom khac c6 cung chi
dinh va it c6 nguy co tuong tac hon.

- Trong truong hop bat budc sir dung dan chét statin: thay
simvastatin/lovastatin bang cac dan chét statin khac (luu y vé
gidi han vé liu cta cac dan chat statin nay khi phdi hop véi
céc thude trc ché CYP3A4 manh).

- Trong trudng hop bét budc st dung thude khang nam azol:
thay itraconazol bang fluconazol (nhung tranh dung liéu cao,
c6 tac dung trc ché manh CYP3A4).

- Trong truong hop bat budc st dung khang sinh macrolid:
thay erythromycin, clarithromycin bang azithromycin.

1. Chéng chi dinh & bénh nhan suy gan hoic suy than.

2. O bénh nhén chirc ning gan, than binh thuong: nén tranh
phdi hop. Néu phdi hop: giam liéu colchicin. Dung lidu tiép
theo cua colchicin sau 3 ngay. Theo doi nguy co doc tinh cua
colchicin.
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8

DAn cht statin
(simvastatin,
lovastatin,
atorvastatin,
fluvastatin,
pravastatin)

Dung dich chira
calci (calci
glubionat, calci
clorid, calci
gluconat) sir
dung duwong tinh
mach va dich
truyén chira
calci (dung dich
Ringer lactat,
dung dich nudi
dwdng duwong
tinh mach...)

erythromycin,
itraconazol,..)

Gemfibrozil

Ceftriaxon

Gemfibrozil trc
ché OATPIBI lam
giam van chuyén
cac dan chit statin
vao gan.

Hinh thanh taa
calci - ceftriaxon
tai mo phéi va than
khi ding dong thoi
duong tinh mach &
tré so sinh

doc tinh trén co
nhu dau co, moi co
hodc yéu co, nudc
tiéu sdm mau, dj
cam, truong hop
ning c6 thé gy suy
da tang va to
vong).

Tang ndng do
simvastatin  trong
huyét thanh, ting
nguy co bénh co
hoac ti€u co van
s

Tao két tha tai phoi
va than, co thé dan
dén tr vong o tré
so sinh

Ban tin Thong tin thuéc & Dwoc ldm sang - Bénh vién Néi tiét TW

Chéng chi dinh phdi hgp. Trong truong hop bat bude sir dung
dan chat fibrat, thay thé gemfibrozil bang fenofibrat nhung
can than trong khi phoi hop.

1. Chéng chi dinh sir dung ddng thoi ¢ tré so sinh (< 28 ngay
tudi).

2. O cac dbi tuong khac, khong tron 1an calci va ceftriaxon
trong cung 1 duong truyén, dung 2 thude theo 2 dudng truyén
tai 2 vi tri khac nhau hodc ding lan lugt timg thude sau d6 khi
trang rira duong truyén bang dung méi twong hop.
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Chu thich:

1 Thudc chdng viém khong cé cdu trac steroid (NSAID): aceclofenac, acid mefenamic, aspirin, celecoxib, clonixin, dexibuprofen, dexketoprofen,
diclofenac, etodolac, etoricoxib, floctafenin, flurbiprofen, ibuprofen, indomethacin, ketoprofen, lornoxicam, loxoprofen, meloxicam, nabumeton,
haproxen, piroxicam, talniflumat, tenoxicam, zaltoprofen

2 Thudc can quang iod: adipiodon, iobitridol, iodixanol, iohexol, iopamidol, iopromid, ioxitalamat natri/ioxitalamat meglumin, ioxaglic
hatri/ioxaglic meglumin

Ban tin Théng tin thuéc & Dwgc |am sang - Bénh vién Noi tiét TW




BAO CAO KET QUA KHANG SINH PO 6 THANG DAU NAM 2022

BAO CAO KET QUA KHANG SINH PO
6 THANG PAU NAM 2022

I. TONG SO MAU NUOI CAY THEO LOAI BENH PHAM
1. Téng quan

Bénh phim Miu (N=644) Bénh pham Nuéc tiéu
(N=138)

/

® Duong tinh (%) = Am tinh (%) = Dyong tinh (%) = Am tinh (%)
Bénh phim Mu (N=301) Cic loai bénh phim
khac (N=18)

/

= Duong tinh (%) = Am tinh (%)

= Duong tinh (%) = Am tinh (%)

2. Ciin nguyén phdn Igp tir Nudc tiéu

S6 chiing

. A > 1A (0
Vi khuan (N=39) Ty 1€ (%)
1 Escherichia coli 28 71.79%
2 Staphylococcus aureus 2 5.13%
Khac* 9 23.04%

*Khac: Candida tropicalis, Klebsiella pneumoniae, Acinetobacter baumannii, Enterobacter cloacae,
Acinetobacter Iwoffii, Candida glabrata, Staphylococcus saprophyticus, Aeromonas hydrophila,
Serratia plymuthica. (Mdi vi khuan phan lap duogc 1 14n).

Ban tin Théng tin thuéc & Dugc |1Am sang - Bénh vién Noi tiét TW
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3. Can nguyén phdn ldp tir Mu

1 Staphylococcus aureus 60 43.48%
2 Enterococcus faecalis 12 8.70%
3 Escherichia coli 11 7.97%
4 Klebsiella pneumoniae 9 6.52%
5 Pseudomonas aeruginosa 6 4.35%
6 Morganella morganii 5 3.62%
7 Enterobacter cloacae 5 3.62%
8 Streptococcus agalactiae 4 2.90%
9 Proteus mirabilis 4 2.90%
10 Klebsiella aerogenes 4 2.90%
11 Klebsiella oxytoca 3 2.17%
12 Serratia marcescens 2 1.45%
13  Stenotrophomonas maltophilia 2 1.45%
14  Acinetobacter baumannii 2 1.45%
15 Proteus vulgaris 2 1.45%

16 Khac* 7 5.04%

*Khac: Citrobacter freundii, Aeromonas hydrophila, Providencia rettgeri, Candida parapsilosis
complex, Aeromonas veronii bv veronii, Enterococcus faecium, Serratia plymuthica. (Mdi vi khuan
phan lap duoc 1 lan).

4, Can nguyén phan lap tir Mau

Escherichia coli 11 16.67%

Staphylococcus aureus 10 15.15%
Klebsiella pneumoniae 9 13.64%
Burkholderia cepacia complex 6 9.09%
Staphylococcus epidermidis 6 9.09%
Burkholderia species 3 4.55%
Salmonella spp 3 4.55%

Ban tin Théng tin thuéc & Dugc |1Am sang - Bénh vién Noi tiét TW
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Streptococcus pneumoniae 2 3.03%
Klebsiella aerogenes 2 3.03%
Staphylococcus haemolyicus 2 3.03%
Staphylococcus hominis 2 3.03%
Staphylococcus haemolyticus 2 3.03%

Khac 8 12.16%

*Khéc: Burkholderia cepacia /Ralstonia pickettii, Sphingomonas paucimobilis, Enterobacter cloacae,
Streptococcus anginosus, Acinetobacter baumannii, Staphylococcus capitis, Staphylococcus equorum,
Burkholderia cepacia. (Mdi vi khuan phan lap duoc 1 lan).

5. Can nguyén phdn ldp tir cdc loai bénh phéim khdc

S6 chiing

. R > 1A (0

STT Vi khuan (N=2) Ty 1€ (%)
1 Klebsiella pneumoniae 1 50.00%
2 Pseudomonas aeruginosa 1 50.00%

II. TY LE CAC LOAI VI KHUAN GAY BENH THUONG GAP
1. Téng quan
- Téng s6 mau nudi cay: 1101
- Tong sb mau c6 két qua dinh danh & KSD: 245 (22.25%)
+ Ty 1& vi khuan Gram Am: 135 (55.10%)
+ Ty 1¢ vi khuan Gram Duong: 103 (42.04%)
+ Ty 1& lién cau khuan: 4 (1.63%)

Ban tin Théng tin thuéc & Dugc |1Am sang - Bénh vién Noi tiét TW
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2. 10 chiing vi khudn gdy bénh hang diu

10 chiing vi khudn gdy bénh hang dau (N=191)

m Staphylococcus aureus

= Escherichia coli
= Klebsiella pneumoniae
Enterococcus faecalis
6% ® Pseudomonas aeruginosa

= Enterobacter cloacae
= Burkholderia cepacia complex
= Klebsiella aerogenes

= Staphylococcus epidermidis

= Morganella morganii

3. Cdc logi vi khuén nuéi cdy tai Khoa Chim séc ban chan (N = 122)

- Staphylococcus aureus 55 45.08%
Enterococcus faecalis 11 9.02%

- Klebsiella pneumoniae 8 6.56%
Escherichia coli 7 5.74%
Pseudomonas aeruginosa 6 4.92%

Proteus mirabilis 4 3.28%
Enterobacter cloacae 4 3.28%
Klebsiella aerogenes 3 2.46%
Morganella morganii 3 2.46%
Klebsiella oxytoca 2 1.64%

- Streptococcus agalactiae 2 1.64%
- Serratia marcescens 2 1.64%
- Proteus vulgaris 2 1.64%
- Stenotrophomonas maltophilia 2 1.64%
2 1.64%

- Acinetobacter baumannii

Ban tin Thong tin thudc & Dwoc 1am sang - Bénh vién Néi tiét TW
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Khac* 9 7.38%

*Khéc: Staphylococcus epidermidis, Aeromonas veronii bv veronii, Serratia plymuthica,
Enterococcus faecium, Aeromonas hydrophila, Providencia rettgeri, Candida parapsilosis complex,
Citrobacter freundii, Staphylococcus equorum. (Mo6i vi khuan phan 1ap dugc 1 1an).

4. Cdc logi vi khudn nuéi cdy tai Khoa Piéu tri tich cwe (N = 39)

- Staphylococcus aureus 7 17.95%
- Klebsiella pneumoniae 4 10.26%
- Burkholderia cepacia complex 4 10.26%
- Escherichia coli 3 7.69%
- Staphylococcus epidermidis 3 7.69%
- Salmonella spp 3 7.69%
- Morganella morganii 2 5.13%
- Staphylococcus haemolyticus 2 5.13%
- Enterobacter cloacae 2 5.13%
- Streptococcus pneumoniae 2 5.13%
- Khac* 7 17.92%

*Khac: Klebsiella aerogenes, Acinetobacter baumannii, Burkholderia species, Pseudomonas
aeruginosa, Burkholderia cepacia /Ralstonia pickettii, Enterococcus faecalis, Staphylococcus
haemolyicus. (Moi vi khuan phan 1ap dugc 1 lan).

5. Cdc logi vi khudn nuéi cdy tai Khoa Thin — Tiét niéu (Tir Hiép) (N = 12)

STT Vi khuén S6 chiing (N=12) Ty 1& (%)
1  Escherichia coli 7 58.33%
2  Staphylococcus aureus 2 16.67%
3  Candida glabrata 1 8.33%
4  Streptococcus agalactiae 1 8.33%
5 Kilebsiella aerogenes 1 8.33%

6. Cdc logi vi khudn nuéi cdy tai Khoa Thin — Tiét niéu (Thdi Thinh) (N = 5)

1  Staphylococcus aureus 2 40.00%
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2  Escherichia coli 1 20.00%
3  Staphylococcus saprophyticus 1 20.00%
4 Acinetobacter lwoffii 1 20.00%

7. Cdc logi vi khudn nuéi cdy tai Khoa Héi sirc cip cieu (N = 10)

1 Escherichia coli 3 30.00%
2  Klebsiella pneumoniae 2 20.00%
3  Staphylococcus aureus 2 20.00%
4  Sphingomonas paucimobilis 1 10.00%
5  Staphylococcus hominis 1 10.00%
6  Streptococcus anginosus 1 10.00%

Ban tin Thong tin thudc & Dwoc 1am sang - Bénh vién Néi tiét TW
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II. TY LE PE KHANG KHANG SINH CUA MOT SO LOAI VI KHUAN
THUONG GAP
Chu thich: S: Nhay; I: Trung gian; N/A: Khéng c0 théng tin; - Khang

1. Mirc dp khang khang sinh cua Staphylococcus aureus

Vancomycin (n=72)
Trimethoprim — Sulfamethoxazole (n=72)
Trimethoprim (n=72)
Tobramycin (n=31)
Tetracycline (n=31)
Teicoplanin (n=72)
Streptomycin — Syn (n=41)
Rifampin (n=72)
Quinupristin — Dalfopristin (n=72)
Pristinamycin (n=41)
Penicillin G (n=72)
Oxacillin (n=72)
Norfloxacin (n=41)
Nitrofurantoin (n=72)
Mupirocin High level (n=72)
Mupirocin (n=72)
Moxifloxacin (n=41)
Linezolid (n=72)
Gentamicin — Syn (n=72)
Gentamicin (n=72)

Fusidic Acid (n=72)
Erythromycin (n=72)
Doxycycline (n=41)
Daptomycin (n=41)
Clindamycin (n=72)
Ciprofloxacin (n=72)
Chloramphenicol (n=41)
Cefoxitin (n=72)

Cefazolin (n=41)

Ampicillin (n=72)
Amoxicillin-Clavulanate (n=72)
Amikacin (n=31)

o
X

10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

mS (%) =1 (%) mN/A (%) =R (%)

S: Nhay; I: Trung gian; N/A: Khéng c6 théng tin; - Khang

Ban tin Théng tin thuéc & Dugc |1Am sang - Bénh vién Noi tiét TW



BAO CAO KET QUA KHANG SINH PO 6 THANG DAU NAM 2022

2. Mirc dj khang khang sinh cia Escherichia coli

Trimethoprim — Sulfamethoxazole (n=50)
Trimethoprim (n=34)
Tobramycin (n=34)

Tigecycline (n=50)

Ticarcillin — Clavulanate (n=34)
Tetracycline (n=34)

Piperacillin — Tazobactam (n=50)
Norfloxacin (n=34)
Nitrofurantoin (n=34)
Minocycline (n=16)

Meropenem (n=50)

Imipenem (n=50)

Gentamicin (n=50)

Ertapenem (n=50)
Ciprofloxacin (n=50)
Chloramphenicol (n=34)
Cephalexin (n=34)

Ceftriaxone (n=50)

Ceftazidime - Avibactam (n=16)
Ceftazidime (n=50)

Cefoxitin (n=34)

Cefepime (n=50)

Cefazolin (n=50)

Aztreonam (n=34)

Ampicillin — Sulbactan (n=16)
Ampicillin (n=50)
Amoxicillin-Clavulanate (n=34)

Amikacin (n=50)

-10% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
B S (%) =1 (%) mN/A (%) =R (%)
S: Nhay; I: Trung gian; N/A: Khdng cé thdng tin; == Khang
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S: Nhay; I: Trung gian; N/A: Khdng cd thong tin; = Khang

3. Mirc dp khang khang sinh cua Klebsiella pneumoniae
(N=20)

Trimethoprim — Sulfamethoxazole
Tigecycline

Piperacillin — Tazobactam
Minocycline

Meropenem

Imipenem

Gentamicin

Ertapenem

Colistin

Ciprofloxacin

Ceftriaxone

Ceftazidime - Avibactam
Ceftazidime

Cefepime

Cefazolin

Ampicillin — Sulbactan

Ampicillin

Amikacin

0 20% 40% 60% 80% 100%

X

mS (%) ml(%) mN/A(%) =R (%)
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4. Mirc dp khang khang sinh
cua Enterococcus faecalis (N = 12)

Vancomycin

Trimethoprim — Sulfamethoxazole
Trimethoprim

Tobramycin

Tetracycline

Teicoplanin

Quinupristin — Dalfopristin
Linezolid

Gentamicin — Syn
Gentamicin

Fusidic Acid

Erythromycin

Clindamycin

Ciprofloxacin

Cefoxitin

Amoxicillin-Clavulanate
Amikacin

0% 20% 40% 60% 80% 100%

mS(%) ®I1(%) EN/A (%) =R (%)

S: Nhay; I: Trung gian; N/A: Khdng cé thong tin; = Khang

Nguon tham khio: Tong két tir bd phan vi sinh, khoa Huyét hoc va Chan doan té bao
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PHAC DO KHANG SINH PE XUAT CHO NHIEM
KHUAN DO KLEBSIELLA PNEUMONIAE KHANG
CARBAPENEM CUA HIEP HOI VI SINH HOA KY 2018
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Khang khang sinh ¢ vi khuan gram am la mot trong nhiing méi de doa l6n
nhat d6i vai suc khoe cong dong. Ganh ning khang khang sinh cua vi khuan Gram
am ngay cang gia tang phan 16n la do R-lactamase - enzym lién két va vo hiéu hoa
cac khang sinh nhom B-lactam. Trong nhiéu nidm, carbapenem da duoc st dung
thanh cong dé diéu tri nhidm trung do Enterobacteriaceae khang thuéc nhu E.
coli va Klebsiella pneumoniae. Tuy nhién, sau d6 Enterobacteriaceae san xuét
enzym carbapenemase (CRE) da xuét hién tao ra kha ning khang rong rdi dbi voi
hau hét cac khang sinh B-lactam bao gom ca céc khang sinh carbapenem “dong
cudi”. Ty & tir vong do CRE cao va dao dong tir 18% dén 48% tly thudc vao liéu
phéap diéu tri [1]. Cac phan tich chi tiét vé loai va bo gen cua CRE da cho thay
Klebsiella pneumoniae 1 vi khuan chinh trong céc co s& chim soc dai han & Hoa
Ky, Tay Ban Nha va Dai Loan [2], [3].

Theo béo céo két qua khang sinh d6 6 thang dau nam 2022 tai bénh vién Noi
tiét Trung wong, Klebsiella pneumoniae 1a 1 trong 3 chung vi khuan gay bénh hang
dau véi ty 1é khang Ertapenem, Meropenem 1a 15%, ty I& khang Imipenem l1a 20%.
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Hiép Hoi vi sinh Hoa Ky 2018 da dé xuit phac d6 khang sinh kinh nghiém
do CRE? (trong do6 cé Klebsiella pneumoniae) gay ra nhu sau [3]:

Mitc d6 nguy co, liéu phap diéu tri va

tinh nhay cam
Nguy co Nhay cam véi beta-lactam (dung - Thudc chinh:

cao, liéu theo muc do nhay cam) +Ceftazidime-avibactam (uu ti€n)
phap hoac meropenem-vaborbactam;
phdi +Meropenem (néu MIC < 8 mg/lit)
hopb hoac ceftazidime hoac aztreonam.

- Thubc phéi hop (khéng c6 dix liu
vé diéu tri phdi hop néu ceftazidime-
avibactam hoac meropenem-
vaborbactam duoc sur dung 1am thuéc
chinh): colistin, tigecycline,
aminoglycoside hoac fosfomycin
(néu két qua phan lap 1a vi khuan dé
khéng trung gian véi thubc chinh, can
nhic sir dung 2 thudc trong sb cac
thudc nay)

Khang tat ca cac beta-lactam (ké = - Thudc chinh: colistin

ca cac chang phan 1ap c6 MIC  -Thudc phdi hop: tigecycline,

meropenem > 8 mg/lit), nhay aminoglycoside (nguy co doc than

Véi it nhat 2 thudc nhom khéc,  cao), hoac fosfomycin

bao gdm colistin

Khang tat ca cac beta-lactam va - Thudc chinh: tigecycline hoic

colistin, nhay véi it nhat 2 thubc  aminoglycoside
-Thudc phéi hop: tigecycline hozc
aminoglycoside, fosfomycin

Khang toan b hoac chi nhay Meropenem két hop véi ertapenem

cam vai 1 thude hoac ceftazidime-avibactam két hop
véi aztreonam; thém thudc con nhay
cam; can nhic cac thudc da dugc
FDA chap nhan thir nghiém trén
nguoi néu co; xem xét c4c thir
nghiém trong 6ng nghiém vé sur két
hop cho stc manh tong hop
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Mirc d§ nguy co, liéu phap diéu trj va

tinh nhay cam

Nguy co Theo tinh nhay cam Ceftazidime-avibactam, meropenem-
thap, vaborbactam, meropenem,

cdon tri ceftazidime, aztreonam, colistin,

liéu tigecycline, aminoglycoside (néu

nhay cam trung gian chon khang sinh
khac hodc dung ket hop)

a. Can theo ddi 1am sang va vi sinh chat ch&. Néu can sir dung bat ky thudc
nao dudi day, can nhac loai nhiém khuan: colistin, duoc uvu tién hon cac thudc di
kém khac trong truong hop HAP/VAP; tigecycline, chu yéu dugc xem xét cho clAl
(néu sa dung cho HAP, BSI, hoic cUTI, can nhic dung liéu gap
d61); aminoglycoside, chii yéu dugc xem xét cho cUTI (néu can cho HAP, can nhic
dung liéu cao), khuyén céo TDM; fosfomycin, cha yéu duoc can nhic cho cUTI,
nhung néu can, c6 thé 1a thuéc thir ba cho bat ky nhiém khuan nao. DBoi vai clAl,
can nhac thém metronidazole trir khi da dung meropenem va tigecycline. Nén danh
cac loai thuoc méi (ceftazidime-avibactam va meropenem-vaborbactam) cho nhitng
bénh nhan c6 nguy co cao bat cir khi nao co thé.

HAP/VAP (viém phoi mdc phdi tai bénh vién/viém phéi thé may), clAl
(nhiém trang é bung phic tap), BSI (nhiém trung huyét), cUTI (nhiém tring tiét
niéu phic tap), TDM (theo ddi nong dé thusc trong mau).

b. Nguy co cao dugc dinh nghia 1a c¢6 sé¢ nhiém tring hoic, dbi voi nhiém
trung huyét, diém tir vong (INCREMENT mortality score) >8 diém.

Bang 1: Piém tir vong (INCREMENT mortality score)

Tiéu chi biém
Nhiém tring huyét nang hoic séc khi nhap vién 5
Diém Pitt >6 4
Chi s6 Charlson >2 3
Ngudn lay nhiém khong phai duong tiét niéu hodc duong mat 3

Bang 2: Piém Pitt [4]

Tiéu chi Diém

Than nhiét <35°C hoac >40°C 2
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Tiéu chi biém
35,1 - 36°C hoac 39 — 39,9°C 1
36,1 -38,9°C 0
Huyét 4p thap | Tinh trang cap tinh va huyét ap tdm thu giam >30 2

mmHg va huyét 4p tam truong giam >20 mmHg hoic
can dung thuéc van mach hozc huyét ap tam thu < 90

mmHg
May tho 2
Tim ngung dap 4
Nhan thac Tinh tao 0
Mat phuong huéng 1
Mé man 2
Hon mé 4
Bang 3: Chi s6 Charlson [5]
Bénh mac kém Piém Bénh mac kém Piém
Nhoi mau co tim 1 Liét nra nguoi 2
Suy tim sung huyét 1 Bénh than man tinh vira 2
hoac nang
Bénh mach mau ngoai vi 1 Dai thao duong (co bién 2
ching man tinh)
Bénh mach mau ndo 1 Bat ki khéi u dic 2
Sa sUt tri tué 1 Bénh bach cau cap 2
Bénh phdi man tinh 1 U lympho &c tinh 2
Bénh mé lién két 1 Bénh gan vira hoic 3
nang
Bénh viém loét da day 1 Khdi u di can
Bénh gan nhe 1 AIDS 6
Pai thdao duong (Khdng bién 1
chung)

c. Nguy co thap dugc dinh nghia 1a c¢6 diém tar vong (INCREMENT mortality
score) < 8 diém.
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