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Héi chirng tim-than trong HFrEF va vai tré ctua thudc e ché 9
SGLT2 ACROSS

Két néi hé théng tim-than trong thuwe hanh Iam sang diéu tri
HFrEF man tinh

Hiéu qua SGLT2 va cac liéu phap khac trén héi chirng tim than

Téng két
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Cac giai doan cta bénh than man ACROGE

Chén doan bénh thin man theo theo eGFR va mirc do albumin niéu

Phan loai cac mirc dd albumin niéu kéo dai

Mé ta va pham vi

Al A2 A3
Eém;ﬁ:i;g Tang vira phai Tang manh
<30 mg/g 30-300 mg/g =300 mg/g
<3 mg/mmol 3-30 mg/mmol =30 mg/mmol
G1 Binh thuwérng hodc cao =90 4‘}"
G2 Giam nhe 60-89

G3a  Gidm nhe dén trung binh 45-59

Giam mtrc do vira dén

Mirc 46 GFR
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Gab nghiém trong 044
G4 Giam nghiém trong 15-29
G5 Suy than <15
B Low risk* Maoderately increased risk High risk B very high risk

Kidney Digease: Improving Global Outcomes (KDIGO) CKD Work Group. Kidney Int Suppl 2020;98:51

Dinh nghia chirc nang than xau di (WRF) trong bénh ly suy tim 9

ACROSS
HF

Cac dinh nghia khac nhau vé chirc nang than xau di trong lam sang :

Dinh nghia dwa trén

binh nghia dwa trén GFR

DPinh nghia dwa trén creatinine

Cystatin C
) WRF - Giadm =20% - Giam >0.3 mi/dl = Tang =0.3 mg/di
Giam =25% = Tang =0.3 mg/dl va tAng >25%
trong - ; . )
2 = Giam =5 mi/min/1.73 m = Tang =0.5 mg/d
suy tim hang nam - 1.5xmirc nén

Tang >25% + >2.0 mg/dl

Gia WRF_ «  WRF xay ra trong giai doan suy tim cap tinh (AHF).
trong suy tim | . WRF xay ra do didu tri véi mét sé thubc.

GFR, glemerular filiration rate; WRF, worsening renal function
Mullens W et al. Eur J Heart Fail 2020;22:584 4
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Bénh than man phé bién hon gan bén lan 5o
& nhirng bénh nhan suy tim man so vé&i trén dan sé chung ACROSS
Dan sé chung Dan sé suy tim man tinh

Uéc tinh ty I& mac
bé&nh thdn man (%)

'

1. Jager KJ ef al. Nephrol Dial Transplant 2019;34:1803; 2. Damman K ef al. Eur Heart J 2014;35:455 5

Bénh than man va chirc ning than xau di (WRF) & bénh nhan &)
suy tim c6 thé dan dén viéc gia ting ty Ié tir vong ACROSS
Phén tich téng ho'p cic bién ¢é ti¥ vong do moi nguyén nhan & bénh nhan suy tim, c6 hodc khéng cé bénh thin man

hoac WRF

P A C6 bénh théan Khdng co bénh than
Tong cac bien co tr vong do moi nguyén man man
nhan theo phdn nhom suy fim* - v

S0 bien co/tong dan so OR (95% CI) OR (95% CI)
Suy tim cip 27,998/277 499 28,483/534,640 2.39(2.25 2.54) ¢
Suy tim man 26,336/64 967 54 701/198,998 226 (2.08, 2.47T) i *
1 1 2 S B 7 D T U2 05 1 Z q
— —
No CKD CKD
Téng cac bién ¢ tir vong do moi WRF Khéng WRF
nguyé&n nhan theo phan nhom T N —
suy tim* S0 bien co/tong dan so OR (95% CI) OR (95% CI)
Suy tim cap 337B/BT05 10,762/29,898 1.75(147,2.08) -
Suy tim man BOTI2TT 1539/8516 1.96 (1.48, 261) i
0.25 05 1 2 4
— —>
Mo WRF WRF
AHF, acute heart failure; CKD, chronic kidney disease; WRF, worsening renal function
Damman K et al. Eur Heart J 2014:35;455 6
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Pé déc suy giam eGFR ro rét hon & nhirng bénh nhan suy tim 9
so v&i nhirng ngwéi khéng mac suy tim ACROSR

Chtrc néng than theo théi gian: bénh nhan cé va khong méc suy tim

135 —
120
105 —
90 — S|
75—
60 —
45 -
30 —
15 -

HF-start (acute event)

Suwr suy giam eGFR hang ndm & b&nh nhan khéng mic suy tim
1 ml/min/1.73 m?

Suy giam eGFR hang ndm & bé&nh nhén suy tim
2-3 ml/imin/1.73 m?

eGFR (ml/imin/1.73 m?)

End-stage kidney disease

‘r":)un-gI age IC}Idt-:~'r age

Adapted from: Mullens W ef al. Eur J Heart Fail 2020,22:554 T

H6i chirng tim-than trong HFrEF va vai tro tiém nang cua thuéc D
trc ché SGLT2 ACROSS

Két néi hé théng tim-than trong thuc hanh 1am sang diéu tri
HFrEF man tinh

Hiéu qua SGLT2 va cac liéu phap khac trén héi chirng tim than

Téng két
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9

Sinh ly bénh cua suy tim va suy giam chirc nang than ACROSS

Tinh trang viém
Viém
Thiéu mau
Chét t& bao HE giao cam + duding ra
Xo hoa / tai cau tric
Ap lye finh mach trung tdm cac Biéu tri ndi khoa Cung lwgng tim thap (suy giam ti€p ndi)
{Suy giam ngwoc) y /‘\__\. )
Ve Chat (rc che hé RAAS Lo tieu .___\\
Yéu td nguy cor Ap luc trong & bung cao x. Gian tidu dong mach di
- Tudi . I ___,_.——"""J X \\_\__ﬁp sudt thap trong tiéu dong mach di
- —?;E Apsuit cao trén bao Bowman Lucfng nulél+ t|é‘u mép j )

Bénh Iy xo viFa \A ’

Hé giao cam + dudng ra

Figure adapted from Filippatos ef al. SU)JI giém chirc néng thE:‘In
RAAS, renin—angiotensin—aldosierone system
Filippatos G ef al. Eur Hearf J 2014;35:416 9

Trong suy tim, sw r tré tuan hoan tinh mach la nguyén nhan ‘9

- - - r r ~ mss
chinh lam suy giam chirc nang than HF
M@ai trong quan cua ap lwc tinh mach trung tam véi ty [é hién nhiém WRF

100 -
80
g 60 4
L
o
= 40 4
20 4
0 4
CWVP <8 mmHg CVP 816 mmHg CWP 16-24 mmHg CVP =24 mmHg
Scr=1.640.9 mg/di Scr=1.6+0.8 mg/dl Scr=1.7+0.8 mg/dl Scr=2.1+1.1 mg/dl
CWP, ceniral venous pressure; 3Cr, serum creatinine; WRF, worsening renal funcfion
Mullens W et al. J Am Coil Cardiol 2009;53:589 10
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Héi chirng tim-than trong HFrEF va vai tré tiém ning cua thuéc o
trc ché SGLT2 ACROSS

HF

Sinh Iy bénh

Két néi hé théng tim-than trong thuc hanh |am sang diéu tri
HFrEF man tinh

Hiéu qua SGLT2 va cac liéu phap khac trén héi chirng tim than

Téng két

Chirc nang than nén dugc danh gia thwong xuyén véi bénh nhan t9
suy tim ACROSS
Panh gia chirc nang than giap:

Hiéu rd hon vé sinh ly co ban cta tim-than

Cai thién viéc bat dau, thich (rng hodc tiép tuc cac liéu phap diéu tri HF
dua trén bang chirng

Phan tAng bénh nhan cé nguy co cao

PHneE’

Xac dinh sw hién dién cla cac bénh hé thc"')ng hodc sw cung tén tai cua
bénh than doc lap

Mullens W et al. Eur J Heart Fail 2020;22:584 12
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Chirc nang than xAau difting kali mau la moét trong nhirng ly do ‘?

chinh dan dén viéc giam liéu phap y té theo guidelines ACROSS
Ly do dwoc ghi nhan Cac ly do xudt vién dwoc ghi nhin khi

vé viéc xuét vién do xung huyét khong cé hodc giam liéu phap ACEi/ARB

100 - 100 =

a0 . 804
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E 1o 5% 4% 4% 10 4 1%

o 4
Renal Patient Hypotension Low Best chnical Plan for Other® Hypodension WRF Inotropic Hospice Mot
dysfunction  resistance! albumin compromise/  outpatient hyperkalaemia  therapy/ recorded
noncompliance chronic diuresis cardiogenic
oedema shock

WRF, worsening renal function
Gilstrap LG ef al. J Am Heart Assoc 2018;7-e008789 13

Loi ich cia mét s6 thudc diéu tri chwa thé xac dinh & bénh nhan
suy tim c6 bénh CKD mac kém do thiéu bang chirng mipc cao  across

Tong quan hé thong Cochrane vé két qua*

Mo. of participants (studies) RR (95% CIjt RR (95% CI) Quality of evidence!
Death (any cause) 4 N\ N
Beta-blocker 336 (4) 0.69 (0.60, 0.79) g Moderate
MRA 34 (2) 0.61 (D.06, 6.59) 4 & » Very low
ACEIVARB 5003 (4) 0.85(D.70,1.02) i Low
CV death
Beta-blocker 2287 (3) 0.53(0.35, 0.81) —— Low
MRA - NR
ACEIVARB 1368 (2) 0.81 (0D.64, 1.01) — Low
Hospitalisation (any cause)
Beta-blocker 1583 (2) 0.75 (0.52, 1.08) —— Low
MRA - NR
ACEIVARB - NR
HHF
Beta-blocker 2287 (3) 0.67 (0.43, 1.05) —— Low
MRA - NR -
ACEIVARB 1368 (2) 0.90 (D43, 1.90) . i Very low
02 1 ]
*In patients with acute or chronic, left or right ventricular dysfunction; TCompared with placebo; €
:See slide notes. ACE, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; Favours active agent  Favours placebo
CKD, chronic kidney disease; CV, cardicvascular, HHF, hospitalisation for heart failure;
MRA, mineralocorticoid receptor antagonist; NR, no reported; RR, nsk ratio
Lunney M ef al. Cochrane Database Syst Rev 2020;2:CD012466 14
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Hoi chirng tim-than trong HFrEF va vai tro tiém ning cda 9
thuéc trc ché SGLT2 ACROSS

Sinh ly bénh

Két néi hé théng tim-than trong thwe hanh 1am sang diéu trj

HFrEF man tinh

Hiéu qua SGLT2 va cac liéu phap khac trén hdi chirng tim than

Téng két

Cho dén nay, nhiéu can thiép diéu tri & bénh nhan suy tim man chi cé 9
tac dung khiém tén ddi véi dd déc eGFR ACROSS

Empaglifiozin cho théy hiéu qua I&n nhat déi véi dé doc eGFR so véi cac bién phap can thiép khac
trong phén tich tong hop RCT vé tien trién CKD

Intervention Disease Treatment effect on chronic eGFR slope (95% Cl)
Empagliflozin Diabetes —@—
Allopurinol CKD @

RAASI v control CKD, diabetes, glomerular disease ——
RAASIv CCB CKD, diabetes @
Albuminuria targeted protocol CKD @
Intensive blood pressure control CKD, diabetes —8—
Nurse care CKD e
Low protein diet CKD, glomerular disease —r—
Immunosuppression Glomerular disease &
Simvastatin + ezetimibe CKD —@—
Intensive glucose Diabetes @

Sulodexide Diabetes . @

-2 -15 -1 0.5 1] 05 1 15 2
Comparison of studies should be interpreted with caution due to differences in stu
d&si:n, populations and methodology ay Favours control <—_ ) —P_ Fa'l.rozurs treatment
Values are based on single studies under empaglifiozin, allopurinol, albuminuria targeted protocol, Mean difference in m/min/1.73 m
simvastatin'ezetimibe, intensive glucose, sulodexide; values for the rest are based on group of studies under each level
CCB, calcium channel blocker; CKD, chronic kidney disease; eGFR, estimated glomerular filiration rate;
RAASI, renin-angiotensin-aldosterone sysiem inhibitor; RCT, randomised clinical trial. Inker LA et al. J Am Soc Nephrol 2019;30:1735 16
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Uc ché hé RAAS khéng cai thién eGFR & bénh nhan suy tim mz

HF
Chtrc nang than theo thoi gian: khi s&r dung thém chat rc ché hé RAAS
90 — HF slope
¥ eGFR decline (average patient with HF)
75 2-3 ml/min/1.73 m2 per year
E Start RAAS inhibitor
:
:E. 45 —
E
14
L
S 154
End-stage kidney disease
0 77 I
e5FR, estimated glomerular filtration rate; RAAS, renin—angiotensin—aldosterone system O|der 399
Figure adapted from: Mullens W ef al. Eur J Heart Fail 2020;22:584
1. Damman K et al. JACC Hearf Fail 2018;6:489; 2. Mullens W ef al. Eur J Heart Fail 2020;22:584 17

B6 sung ARNi lam cham t8c d6 suy giam eGFR & bénh nhéan (9
HFrEF ACROSS

Chirc ning than theo th&i gian: tac dung cta viéc bé sung ARNi

HF slope
60 —~4_start RAAS inhibitor eGFR rate of decline in PARADIGM-HF!
Sacubitrilvalsartan: -1.61 ml/min/1.73 m? per year
Enalapril: -2.04 ml/min/1.73 m? per year

& _ Proposed eGFR slope

£ 45 after initiation of ARNi? Between-group difference:

2 0.43 mi/min/1.73 m2 per year

- {p<0.001)

=

g 30+

E

1

[T

Qo 154

1]

End-stage kidney disease
0 7 T

Figure adapted from: Mullens W ef al. Eur J Heart Fail 2020;22:554 Older age
e5FR, estimated glomerular filtration rate
1. Damman K et al. JACC Heart Fail 2018;6:489; 2. Mullens W ef al. Eur J Hearf Fail 2020;22:584 18
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Trong cac nghién ciru vé dw hau tim mach, thuéc trc ché SGLT2 da chirng minh
nhiéu l¢i ich vé tim-than & bénh nhan mac T2D va co6 nguy co mac bénh tim
mach cao

4P p<0.05 and/or upper 95% CI <1
- Pp=0.05 and/or upper 95% Cl =1

DECLARE-
TIMI 5855
(dapaglifiozin)

EMPA-REG
OUTCOME*"2
{empaglifiozin)

VERTIS CV7
(ertuglifiozin)

CANVAS Program34

(canaglifiozin)

. - .
& , Nhap vién do
\:‘__._- suy tim

Y e B B

Comparison of studies should be interpreted with caution due to differences in study design, populations and methodology
1. Zinman B ef al. N Engl J Med 2015:373:2117: 2. Wanner C ef al. N Engl J Med 2018:375:323; 3. Neal B et al. N Engl J Med 2017:377:644: 4. Radholm K ef al. Circulafion

2018;138:458-88; 5. Wiviott SD ef al. N Engl J Med 2019;380:347; 6. Mosenzon O ef al. Lancet Diabefes Endocring! 2018:7:608; 7. Cannon CP ef al. N Eng! J Med 2020:383:1425 19
Empagliflozin 1am cham téc dé suy giam eGFR & bénh nhan HFrEF ‘9
(EMPEROR-Reduced) ACROSS

Trong EMPEROR-Reduced, toc dé giam eGFR* hang nam & nhoém empagliflozin chdm hon so véi nhém gia dwvoc

—. - iflozi
.. _{1] ‘ Placebo Empagliflozin _0.93 mUminA_73 m2
2k ] (95% C1-1.97,0.11)
S {“E?—: -3 1
EQE 4 —4.21 ml/minf1.73 m?2
E ﬁ € 54 Between-group difference: (95% Cl -5.26, -3.17)
E “E 6 1.73 mlimin/1.73 m2 per year . .
] JE £ 7 4 (95% CI 1.10, 2.37) Absolute filﬂerem:f.
g‘g 8 4 p=0.001% 33 mlimind1.73 me
-4 ¥
Baseline 4 12 32 h2 [i] 100 124 23-45 days after the
Week during double-blind treatment discontinuation of the trial regimens®
Empagliflozin Placebo
n events/N analysed (%) HR [95% Cl) HR {95% CI)
Composiekidney 1 1863 (1.6) 58/1867 (3.1) 0.50 (D.32, 0.77) ——
endpoint
025 1 25

-

>
Favours empaglifiozin  Favours placebo

See slide notes for abbreviations and footnotes

Packer M ef al. N Eng J Med 2020;3383:1413 20
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Hoi chirng tim-than trong HFrEF va vai tro tiém ning caa ‘9
thuéc trc ché SGLT2 ACROSS

Gidi thiéu

Sinh ly bénh

Két néi hé théng tim-than trong thwe hanh 1am sang diéu trj
HFrEF man tinh

Hiéu qua SGLT2 va cac liéu phap khac trén héi chirng tim than

Tong két

Tong két ACROSS

Suy gidm chirc nang than rat phd bién & bénh nhan suy tim, co tac dong dang ké dén
tién lwong va han ché viéc sir dung cac liéu phap diéu tri suy tim; HF cling lam tén

thueng thém than
Boi canh |am sang va dap (rng thudc loi tiéu cia bénh nhan nén dwoc xem xét dé xac
dinh xem bénh nhan cé suy gidm chirc nang than that hay gia

Cac liéu phap y hoc chieng ctr nén duoc thire hién & nhirng bénh nhan méac CKD va HF
man tinh; dieu tri chong sung huyét nén dwoc tiép tuc cang lau cang tot & ca suy tim cap
va man tinh

Thubdc rc ché SGLT2 da chirng minh tac dung béo vé than & bénh nhan HFrEF ciing nhw
& bénh nhan CKD

AHF, acute heart failure; CHF, chronic heart failure; CKD, chronic kidney disease; RAAS, renin—angiotensin—aldosterone system; SGLT2, sodium-glucose co-transporter-2

1. Jager KJ ef al. Nephrol Dial Transplant 2019;34:1803; 2. Damman K ef al. Ewr Heart J 2014;35:455; 3. Mullens W ef al. Eur J Heart Fail 2020;22:584; 4. McMurray J ef al.

N Engl J Med 2019;381:1995; 5. Packer M =t al. N Engl J Med 2020;383:1412; 6. Perkovic V' ef al. N Engl J Med 2019;380:2295; 7. Heerspink HL et al. N Engl J Med
2020;383:1436; 8. Damman K ef al. JACC Heart Fail 2015;6:489 22
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