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H6i chitng tim mach — thin — chuyén hia & nhitng con s6 biét nii

Hoi chirng tim mach — than — chuyén héa (CKM)

Binh nghia tir AHA 2023:

“Héi chirng tim mach-than-chuyén hoa (CKM) duoc dinh

ARDIOVASCULAR
DISEASE

nghfa la mét réi loan sirc khoe co lién quan dén béo phi, tidu >

duong, bénh than man tinh (CKD) va bénh tim mach (CVD),

bao gém suy tim, rung nhi, b&nh mach vanh, dét quy va bénh

déng mach ngoai bién. Hai chieng CKM bao gém nhitng J

ngudi c6 nguy co mic bénh tim mach va nhirng ngui da ﬁ,’;’;ﬁ:’:Kﬂ
(CKD).

mac bénh tim mach.”

Ndumele et al. Circulation. 2023;148:1606-1635

So’ db khai niém hoi chirng Tim mach — Than — Chuyén héa
Kh&i nguén tir tich lily mé mé va tinh trang viém
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» CKM syndrome results in
excess morbidity and
mortality beyond the sum
of its parts

» Metabolic risk factors
cause end-organ damage in
the heart, kidneys, and
vasculature

» Mechanisms of end-organ
injury are hemodynamic,
metabolic, inflammatory
and fibrotic

Circulation. 2023;148:1636-1664
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5i lien hé mat thiét cta chudi tim mach — than — chuyén hoa AHA 2023: 5 giai doan cua hoi chirtng CKM
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1. Einarson TR et al. Cardiovasc Diabetol 2018;17:83; 2. Murphy D et al. Ann Intern Med 2016;165:473; 3. Thomas MC et al. Curr Cardiol Rev 2016;12:249; 4. Lovre D et al.
Endocrinol Metab Clin North Am 2018;47(1):237-257. 5. Ahmed A, et al. Heart Fail Clin 2008;4(4):387-399

Ndumele et al. Circulation. 2023;148:1606-1635

Ganh nang lam sang chong |éE Ganh nang trén bién c6 & kinh té y té cua bn tim mach - than —
cac roi loan tim mach — than — chuyén héa s ia

Patients With Type 2 Diabetes and CV Disease Had Higher Healthcare Utilization and Costs®
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CAN THIEP SOM giup phong ngtra tién trien ciia bénh
va giam ty Ié ttr vong cho bénh nhéan
Death
Multiple CV risk factors: Increasing risk of: Event: Complications:
Smoker hHF Cardiorenal® Repeated hHF
Overweight CKD or Progressive renal
5 Hypertension Atherosclerotic complications Atherothromaotic functional
= Dyslipidaemia decline
§ Post MI
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5 Eo Bwoc tién nén tang cua SGLT2i trong linh vwc tim mach — than -
E chuyén hia
—%/_—”/‘ Years
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Tién trién cua bénh, nguy co gap cac bién chirng va cac bién cb
q P 5 “ A P \ ~ . S on @ 5 e ~ A . .
SGLT2i - Qf trinh pHt trién tAnh 1 thubc ha dwdng huyét SGLT2i - co ché€ kiém st dwdng huyét DUY NHAT khong phu thudc insulin
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Dapagliflozin cho thdy 1¢i ich d@ng k& vé chuyén hia

[ | 1 \
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; weight pressure i pressure
-
' |
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-0.80 kg ! N -0.2 86 0.1
. 5,1 mmHg mmHg
mmHg

Hiéu qua trén NAFLD/NASH

11 Giam acid uric
trén chuyén héa

« Hiéu qua trén lipid mau: Giam LDL-C nho, dam dac (sd LDL-C)

Dapagliflozin dugc chi dinh vdi lieu 10mg dé digu tri DD tip 2, Suy tim va Bénh than man, khuyén cdo khdi tr véi eGFR >= 25 ml/phit/1.73m2 da. Vui Ing tham khdo thém théng tin ké toa cua

thudc tai Viét Nam.
L Clin Endocrinol Metab, March 2012,57(3):1020~1031; 2. Jang H, et al. JAMA Intern Med. 2024 Feb 12:0238029.; 3 Diabetes Obesity and Metabolism - August 2017 DO
Bailey C, et al. 3BMC Med. 2013;11:43. 10.1111/dom.13101;4 Diabetes Obesity and Metabolism - August 2017 DOI:10.1111/dom,13101; 5 ff Jor s o 7015 1 350356

Loi ich ngdi mong doi cfia SGLT2i t¥n Tim mach ¥ Than

Giam dwoc két cuc MACE/HHF/Than tir 3 nghién clru dw hau I&n trén cac phan ting nguy co

Cardiorenal Efficacy of SGLT2 Inhibitors
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Diabetesand
multiple risk factors

Nguy co’ thap hon

N EnglJ Med 2017;377:644-57.
N Eng | Med 2018; DOI: 10.1056/NEJMoa1812389

N Engl J Med 2015,373,2117-28,
N Engl ) Med 2016;375:323-34.
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DECLARE TIMI 58 (2018): Phing nglta ¢ Gidm k€t cuc Tim — Théan
cho phé rong BN PTP tgp 2
Ta vong TM/
DECLARE e Nhap vién Nhap vién
do suy tim do suy tim Than
0 - _
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Cac nghién ctru trén suy tim caa SGLT2i

Co6 hay Ko ¢6 BDTD C6 hodc Ko c6 BDTD C6 BDTD
EF <40% EF >50% All EF
DAPA-HF ~ EMPEROR-Reduced ~EMPEROR DELIVER SOLOIST-WHF
Tiéu chi -Preserved
(Dapaglifiozin)  (Empaglifiozin) ~ (Empaglifiozin) ~ (Dapaglifiozin)  (Sotaglifiozin)
N . 18% Not Not Not Not
Tizvong|tim/mach p=0.029 significant significant significant significant
T vong do moi 17% Not Not Not Not
nguyén nhan p=0.022 significant significant significant significant
Nhap vién 30% 30% 29% 23% 36%
(Ian dau & tai nhap vign) p=0.00003 p=0.003 P<0.05 P<0.05 P<0.05
Thay déi KCCQ KCCQ +2.8 | KCCQ +1.7 |KCCQ +2.4 | KCCQ +1.3 | KCCQ +4.1

1. Volume 133, Issue 25, 21 June 2016, Pages 2671-2686; 2. N Engl J Med 2011; 364:11-2; 3. N Engl J Med 2014; 371:993-1004
4. https://dol.org/10.1161/CIRCULATIONAHA.116.023518; 5. doi.org/10.1016/S0140-6736(10)61198-1. 5 N Engl J Med 2021;384:117-28.

D ligu tir céc nghién ciru doc 1ap, khong dung dé so sanh tryc tiép
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KDIGO 2024: Cac nhém thuéc nén tang
trong diéu tri bénh than man
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5V i - SGLT2i, RASI, Statin cwong
do trung binh hoac cao

Masgehypergycemia | Usens MRAIn Dibydropyridineccs. Antplateer Manage anemia,
wperthekDIGO | proplewithdabetes  andiordurelci agentfor KD MeD,ocidoss
Taroeted therapies  Dabetes Gkl “da ndcation nesded oachiove dincal ASCVD. and potusiun
for complications inclding seof for ui indiidulized Sbrormaltes, ®
L1 RA where dcted % B here ndcated

Cac liéu phap thir phat:

| S - GLP1-RA, NS-MRA, CCB, nhém
@ T thudc gén kali moi...
A

a5inpeoplewilhout CKD

A

Kidney Disease: Improving Global Outcomes (KDIGO) CKD Work Group. KDIGO 2024 Ciinical Practice Guideline for We Evaluation and Management of Chronic Kidney Disease.

Kidney Int. 2024:105(4S): $117-S314.

RASi c6 nguy co cao ting kali mau va suy than cap - Can

theo doi kali mau va eGFR
sau khéi tri ACEi/ARB

Pacice
Pont155. ARB

e = [

Cansider arsnty stopping A diog sk s

Khoi tri ACEI/ARB ]

Kiém tra creatinine va kali mau (trong
véng 2-4 tun sau khi tri hoac

The most common side effects of each antihypertensive chinh liéu)
drug class for patients with CKD include: for both ACEi and — ]
ARBs, hyperkalemia as well as AKI, the latter when com- Kali mau 4 Giam 230%
. i binh eGFR.
pounded by volume depletion or renal artery stenosis; for v
diuretics, hypokalemia; for dibydropyridine CCBs, edema; for <Giém <30%
non-dihydropyridine  CCBs, constipation and  bradyar- GFR
thythmias when used in conjunction with beta-blockers;
: Al ¥ . iy Tang ||lu AGEIIARE -Rasodt cacthubc dang - Ra soat nguyén nhan gay
cough with ACEi; fatigue and limited exercise tolerance with hodic tié i dun, suy than c
beta-blockers; somnolence or dry mouth with central alpha- dung bl-iu d- au kibm sost lugng Kali - Biéu chinh thé dich
agonists; rebound hypertension if clonidine s stopped thé dung nap {rong bira &n & mietrung - T dénh gia cdo thubc
4 + S 4 ind dung kem (Ioi tidu, NSAIDs)
suddenly without taper; dizziness with alpha-blockers; hyper- - Can nhic: e et tinh trang hep
kalemia with MRA; headache with hydralazine; and edema and M h‘;'"“'i':c arbonat dong mach than
hirsutism with minoxidil, to name some examples. 7 Nhom thado e
' Giam lidu hoje dimg ACEVARB
nbucm(n Ige giam nhe khéng

Hinh 21 | Lwu d& klem tra kali mau va mirc loc cau than
wérce tinh (eGFR) sau khéi tri trc ché h¢ RAAS

Kidney Disease: Improving Global Outcomes (KDIGO) CKD Work

Group. KDIGO 2024 Clinical Practice Guideline for the Evaluation and

Management of Chronic Kidney Disease. Kidney Int. 2024;105(4S):
1175314,

Tuy nhién, RASi chwa chirng minh dc giam ti l1é t&r vong

Effect of renin—angiotensin—aldosterone system blockade in
adults with diabetes mellitus and advanced chronic kidney
disease not on dialysis: a systematic review and meta-analysis

Tonut Nistor'?, Johan De Sutter?, Christiane Drechsler™!, David Goldsmith®, Maria Jose Soler®,

Charles Tomson”, Andrzej Wiecek®, Mihaela-Dora Donciu®, Davide Bolignuano®®, Wim Van Biesen'® and

Adrian Covic'
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FIGURE2: All-qiuse mortality and CV morialty: ACEIVAREs h FIGURE 3: Non-fatal CV events: ACHI5/AR3s versus placebojother antihypertensive trectment
fonut Nistor et al.; Nephrol Dial Transplant (2018) 33: 12-22 doi: 10.1093/ndtgx072 Advance Access publication 2 July 2017

Dapagliflozin la thuéc dau tién chirng minh giam ti 1é tir vong

do moi nguyén nhan & BN BTM

DAPA-CKD'

EMPA
(282 BN Viét Nam) CREDENCE? KIDNEY?

Bién cb than HR 0.61 (0.51,0.72),; 0.70 (0.59-0.82), 0.72 (0.64-0. 82)

[Tim mach* p=0.000000028 p=0.00001 P<0.001
Nhap vién do moi NN 0.86 (0.78-0.95)
(1An Gau va tai nhap vien)  0-84 (0.75 - 0.94)¢ P=0.003

Tl vong tim
mach/ Nhap vién
do suy tim

HR 0.71 (0.55,0.92), 0.69 (0.57-0.83),
p=0.009 p<0.001

T vong do moi

HR 0.69 (0.53, 0.88),
nguyén nhan

p=0.0035

®|® @

Div ligu tir céc nghién ciu doc Iip, khong nhém myc dich so sanh.
* Outcome consisted of sustained 250% eGFR decline, ESKD, renal, or CV death in DAPA-CKD and doubling of serum creatinine, ESKD, renal, or CV death in CREDENCE;
**UACR>200 for DAPA-CKD
1. Heerspink HJL et al. New EnglJ Med 2020;383:1436; 2. Perkovic V etal. New Engl J Med 2019;380:2295; 3. The EMPA-KIDNEY Collaborative Group. [Published online ahead of
print March 3 2022] 4. Ann Intem Med. doi:10.7326/M22-2115




Thuéc trc ché SGLT2 duwoc (rng dung rdng rai

trong viéc 1am cham tién tri€n bénh than man
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Recommendation 3.7.1: We recommend treating
patients with type 2 diabetes (T2D), CKD, and an

Diéu trj lam cham tién trién cta BTM dén giai doan cudi
- @GFR 220 ml/min per 1.73 m? with an SGLT2i (14).

Dung thudc (rc ché kénh dong van chuyén Na-
Glucose 2 (SGLT2i): Kh&i tri SGLT2i (Dapagliflozin
10mg/ngay, Empaglifiozin 10mg/ngay,) cho BN BTM Practice Point 3.7.1: Once an SGLT2: is initiated, it is
K@ hos Khén: Kem T véi reasonable to continue an SGLT2i even if the eGER falls.
em oac ong em below 20 ml/min per 1.73 m?, unless it is not tolerated
MLCT>20mi/phit/1,73 m2 va tiép tuc dung cho or KRT is initiated.
dé&n khi BN loc mau ho3c ghép than.
St dung SGLT2i cé mirc khuyén cdo 1A cho: BN mic
BT typ 2, BN bj BTM c6 MLCT >20ml/phtit/1,73 m2
va UACR > 200mg/g (> 20mg/mmol), hodc BN suy
tim 6 MLCT >20ml/phit/1,73 m2 véi moi mic
albumin niéu. Nén duing thudc (rc ché SGLT2 cho cac
BN c6 MLCT tir 20-45ml/phit/1,73 m2 va c6 UACR <
200mg/g (< 20mg/mmol) (28). ; with eGFR 20 to 45 ml/min per 1.73 m* with urine
Tam ngirng thudc khi BN phai nhin an kéo dai, phau ACR <200 mg/g (<20 mg/mmol) with an SGLT2i
thuat, hodc trong tinh trang nguy kich. (28).

Recommendation 3.7.2: We recommend treating

adults with CKD with an SGLT2i for the following

(18):

+ eGFR 220 ml/min per 1.73 m? with urine ACR 2200
maglg (220 mg/mmol), or

- heart failure, irrespective of level of albuminuria.

Recommendation 3.7.3: We suggest treating adults

Kidney Discase:

o liw é i 2, Suy tim vi Bénh thé 61 tr] v eGFR >= 25 mi/phit/1.73m2 da. Vui long tham khdo thém théng tin ké toa cda thudc tof Viét Nam

fork Group, KDIG o hronic Kidney Disease. Kidney nt, 2024;105(45)5117-5314
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NC OPTIMISE CKD: Dapagliflozin lam cham sw suy giam eGFR
trén BN bénh than man c6 UACR < 200 mg/g

. | /\ Adis

Navdeep Tangri
Anjay Rastogi

Cassandra Nekeman-Nan
Lai San Hong

Asuka Ozaki

Stefan Franzén

Tadashi Sofue

Dapagliflozin Utilization in Chronic Kidney
Disease and its Real-World Effectiveness
Among Patients with Lower Levels of
Albuminuri; the USA and Japan
& bénh nhan BTM UACR < 200mglg, khéi tri dapaglifiozin
10mg gitp han ché viéc gidm eGFR cé ¥ nghia 1am sang
50 v&i nhém khdng khi trj

Méc di cac nghién ctru truéc d6 cho thay loi ich

twong tw & nhixng nhém nhé c6 UACR < 200mg/g
khéng kem BTD, c&
danh gia hiéu qua nay mét cach chinh xac

16n hon 1a can thiét dé

eGFR trung binh & nhém khéi trj dapagliflozin 10mg tét
hon & nhém khéng khoi tri

eGFR slope difference:

mL/min/1.73m?/year

O cac bénh nhan UACR < 200mg/g khong kém DTD
(n = 275 dapagliflozin initiators and 275 matched non-initiators)

eGFR slope difference:

1.28 (95% C1 -1.56-4.12) rmumini1 73miyear

Ta Viét N, i o i Sty tm v béeh than man. K
Tangri N, et al, Adv Ther, 2024, https://doi.org/10.1007/512325-023-02773-x

“Tham ko TTKT

Hiéu qua bao vé than hién dién ré trén bénh nhin chwa cé bénh thin man

Két diém gop: giam eGFR 40%/tang gap doi creatinine mau, suy than gd cudi phai diéu tri thay thé, t& vong do than

Patients Events Eventsper1000  Weight HR HR (95% C1)
patient-years (%)
Treatment (n/N) Placebo (n/N) Treatment _Placebo

eGFR < 60
EMPA-REG OUTCOME 1196/1801 605/1801 NA NA NA 335 —_— 066 (0-41-1:07)
CANVAS Program NA/2039 NA/2039 83 114 151 396 — 33 cy 074 (0-48-115)
DECLARE-TIMI 58 606/1265 659/1265 59 89 152 270 — i 0 0.60(035-102)

odel for eGFR <60 (p=0-0054) | - 0-67 (0-51-0-89)
eGFR 60 to < 90
EMPA-REG OUTCOME 2406/3638 1232/3638 NA NA NA 168 — 0-61(0-37-1:03)
CANVAS Program NA/5625 NA/5625 118 46 74 344 — l 44 % 058 (0-41-0-84)
DECLARE-TIMIS8  3838/7732  3894/7732 186 42 78 489 —a © 054(040-073)
Fixed effects model for eGFR 60 to <90 (p<0-0001) e 0-56 (0-46-0-70)
eGFR > 90
EMPA-REG OUTCOME 1043/1529 86/1529  NA NA NA 17 4—8—— 0.21(0:09-0-53)
CANVAS Program NA/2476 NA/2476 48 38 81 275 —_— l 56 o/ 044 (0-25-0.78)
DECLARE-TIMISB  4137/8162  4025/8162 120 25 49 608 — © 050(034-073)
Fixed effects model for eGFR 290 (p<0-0001) e 0-44 (0-32-0-59)

00 025 050 100 250

Loi ich bao vé than quan sat thay & moi phan nhém eGFR; c¢é xu hwéng hiéu qua hon khi eGFR con bao tdn

Zelniker TA 2018. Lancet; Published online November 10, 2018 htip://dx.doi.org/10.1016/S0140-6736(18)32590-X 3

SGLT2i giup giam ty lé tén thwong than cap, tang kali mau

DAPAGLIFLOZIN gitp giam nguy co’ tang kali
mau cho BN du c6 hay khéng cé str dung

DAPAGLIFLOZIN giip giam 32% nguy co’
tén thwong than cap?

MRA! o
Placebo
HR (95% Cl) .
1 HR=0.68 (95% Cl, 0.49-0.94; p=0.02)°
Dan sé chung 0.87 (0.70-1.09)
o
BN c6 sir dung MRA 0.94 (0.41-2.20)
2 DAPA
BN khong st dung MRA 0.87 (0.69-1.10) 10 mg
T T r T T T T !
o 4 8 12 16 20 24 28 32

Interaction p-value=0.96

Provenzano M etal. Kidney It Rep. 2022:7(3):436-443.
Heerspink HL et al. Kidney Int. 2022;101:174-184.

Thai gian tir phan ngdu nhién (thang)




Khéng phai tat ca BN déu cé giam eGFR khi khéi tri

Atotal of 11,769 T2D patients who were treated with SGLT2 inhibitors
from 1 June 2016 to 31 December 2018 in CGMH research database

The mean of eGFR and changes in long-term eGFR
trajectories for patients following SGLT2i treatment
according to an acute change in the eGFR

Distribution of eGFR decline after SGLT2i treatment
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Exclusion of AF patients if diagnosed before T2D
Chan YH, et al. Diabetes Obes Metab 2021 Sep;23(9):2077-2089.
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Hiéu qua cua dapagliflozin 1a déng nhat khéng phu
thudc vao liéu thuéc RASi ban dau

DAPA-CKD

[ bmereml  ['mo
95% C interaction

Patient Distribution by
ACEi/ARB Target Dose® Level

= Target

Hiéu qua cta Dapagliflozin trén tiéu
chi chinh/tiéu chi phu la thdng nhat
khéng phu thudc vao liéu thudc
RASi ban dau

Esio,
Torgetdose: s 71 —— osTa 08y 076
250 0 <100% trget doso 5 81 —— 055(0.4,073)
5010 <50% targe cose: 42 50 —— 088046, 101)
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‘Secondary outcome: eGFR decline -50%, ESKD or idney death
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Secondary outcome: Allcauso mortalty
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02 o3 us 1 2
—
Dapagitozin Boter Piaceso Beter
Maximum Targel "ACEVARB dose.
ACE:i = angiotensin-converting enzyme inhibitor; ARB = ptor blocker; CV =

disease; NC = not calculable.

€GFR = estimaled glomerular Mtration rate; ESKD= end-stage Kidney

Heerspink HJL et al. Presented at: 59" European Renal Association Congress; May 19-22, 2022; Paris, France and Virtual.
Glenn M. Chertow et al.; J Am Heart Assoc. 2023;12:€028739. DOI: 10.1161/JAHA. 122.028739

TOM TAT

*Bénh ly tim, than, chuyén hoda trén dai thdo dudng cé méi
lién hé cung yéu td nguy co can dwoc quan tam.

* Cac nghién clru da chirng minh cua vai tro SGLT2i lg'i ich
trong kiém soat da yéu td tim mach — than — chuyén héa.




