12/5/2024

Bénh than man & ngw®i cao tubi
An toan va hiéu qua cua SGLTi

EM-VN-103682

TS.BS Bdng Anh Pao
Khoa Néi thdn — Néi tiét
Bénh vién Ba Ndng

0 €
Qe

4

Disclaimer:

«  Information provided in this educ 7 may contain re outside the
approved labeling of the drugs under discussion. It is intended to provide healthcare professional audience
with pertinent scientific data to form your own conclusions and make your own decisions. This information is
not intended to be promoting or recommending any indication, dosage or other claims not covered in the

licensed prescribing information. Please refer to the VN MoH-approved prescribing information for these

therapies for a complete list of approved indications and dosing, ications and warnings.

«  This presentation has been independently prepared by the speaker for scientific update purpose only. The
views and opinion expressed herein are those of the speaker and do not necessarily reflect the views of any

entities that are involved in the organization of event.
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Epidemiology of chronic kidney disease: an update 2022
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Kovesdy, 2022 CONCLUSION
Chronic kidney disease (CKD) occurs frequently and has devastating conseq This should prompt
major efforts to develop preventative and therapeutic measures that are effective. The aim of these
measures should be lowering the incidence of CKD and slowing its progression.
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Ty 1é CKD tang dén 3x lan & nhém ngwi cao tudi, 60% CKD giai doan 3

8énh than man (CKD) & ngudi cao tui 14 mot vn d& o
toan cau, dnh hudng dén khodng 40% nhirng ngudi
trén 60 tudi 12!

16 hién méc bénh than man ting cao dén 39,4% & nhig nguoi tré
60 tudi, so vdi [an luot 12,6% va 8,5% & 0 tudi 40-59 va 2039 tuong img !
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Elderly patients*

Strongly growing population from a medical point of view

Older people ﬁ Prevalence of CKD

(4‘ Quality of life often more
important than survival

« Multimorbidity Heart failure, T2D

«Polypharmacy Higher prevalence of

« Frailty Advanced CKD & cognitive deficits in

+Cognitive renal replacement older people with CKD
impairment therapy &

+Geronto- — high relevance of
psychiatric Majority of dialysis repeated patient
disorders inifiation > 75 years Q interviews

[Trectmerr in old age is complex and requires an interdisciplinary approach. ]
In this context, the preservation of a good quality of life is lso increasingly coming info focus.

“The KDIGO senes peopl > 0 o od oge.
KD, chionic. Ko as201s; K01GO, Kaney Diease: Impraving
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Céc thay ddi ciu tric va chirc ndng than & ngudi cao tudi

‘ ‘ CKD IN ELDERLY PEOPLE
CKD

RENAL AGING

Structural changes
Lostof renal parenchyma

Decreased nephron numbers

Glomerulosclerosis

Functional changes
Decreased capacity of urine
concentration: Less Na reabsorption
Nasoconstrition: Less production of
NO and other renal vasodilators
Decreased levelsof Klotho

o,

Acceleeton
ofogan ageing

Y i
Boceleraton
of i
organand

Aging nutssen
g

Chronic inflammation
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Int. J. Environ. Res. Public Health 2021, 18(15), 8044
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Thay ddi murc loc cau than theo tudi

Nam 55 tudi, creatinin HT 112 pmol/l (1.27
mg/dl), uACR A1, khéng c6 bang chirng tén
thwong than

eGFR-CKD.EPI: 67 ml/phit/1.73m2
Non CKD

Nam 76 tudi, creatinin HT 112 pumol/l (1.27,
mg/dl), uACR A1, khong c6é bing chirng ton
thuong than

eGFR: 59 ml/phit/1.73m2

CKD 3a-A1

Bénh thin man & ngudi cao tudi

CKD versus normal kidney aging

(0} ‘ Aging kicey

Nitrogen waste products in the blood Increased Normal

Albuminuria Present Absent
Anemia Present (erythropoietin deficiency) May be present (nutritional anemia)

Acid-base balance Metabolicacidosis Normal
Hypocalcemia decreased active vitamin D, Possible hypocalcemia, normal PTH,

Ca-P metabolism o
increased PTH normal active vitamin D

Daniela Radulescu , Diagnosis of Chronic Kidney Disease in the Elderly -~ A Challenge for the Practitioner

Romanian Journal of Miltary Medicine
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Biang chirng vé nguy co gia ting bénh than man déi véi ngwdi cao tudi
Chronic Kidney Disease: a call for

eGRerand cGFRer-cysand an age-adapted definition
hazard ratio UACR <10 mg/g “ UACR <10 mg/g
all-cause mortality 13 17 Di ligu dich t& hoc chira Current CKD d Age adapted GFR thresholds
v mortality 14 19 sg|pdayicaléinnimajbsoh - = | ¢
T nhan cao tudi khdng c6 Ew
_Renal replacement therapy B &5 albumin nigu dang ké voi O | | rien 5.
Acute kidney disease 35 39 eGFR <60 ml/phat/1,73 m2, L 2"
hospitalization 13 13 nguy co tuong ddi cia bién i [% - . 2
Coronary artery disease. 14 16 c6 bét lgi tang 1én. §
Stroke 14 16 Q[ . ™ igunt
Heartailure 15 15 . e i
= Literature review shows e
Atrial fibrillation 12 13 1. Noinereased risk of mortalty for
_— elderly with GFR between 4sand  CONCLUSION
PAD 15 25 60 ml/min per 1.73m2. Albuminuria categories should remain unchanged. However, an age adapted GFR
Structural differences between threshold for Chronic Kidney Disease:
CKD and aging in renal biopsies. +  takes into account the physiological age-related decline in GFR;
- T — 3 oy - — 5 : . Lower GFR at higher age in healthy + fits with reference distributions of GFR in healthy subjects; and
O tinh trang strc khoe tng quat kém, chang han nhu suy nhuoc hoac thiéu co, muc creatinine huyét thanh rat Kidney donors. B e e
thép s& lam sai léch y nghfa ca viéc tinh toan st dung eGFRcr.
doi: 10.1681/ASN.2019030238 J AS N
9 G chon. sy, . e ok i s, e A G, ol oG, AD it 7l s ACR. s o

Lién quan giita giai dogn CKD, eGFRcr-cysC, uACR va
cdc bién chirng ¢ ngwoi cao tudi-KDIGO 2024 KDIGO 2024 - Chién lworc quan ly ding thudc va khong diing thuéc
s 4 o ¢ = ? Thay dsil6i séng
[ Diéu tri dau tay:
- SGLT2i, RASi, Statin
e EEER CZED SR EE @ caclieuphapdieutribien chung:
o ) © 8 goe - GLP1-RA, NS-MRA, CCB, nhém
: e, | | thuéc gén kali méi...
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@> Ché ) in protein-KDIGO 2024
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+ Recommendation 3.3.1.1: ching t6i d& nghi duy tri lwgng protein in
vao 0.8 g/kg BW/ngdy & CKD G3-G5 (2C).

* Practice Point 3.3.1.1: tranh lucmg protein an vao > 1.3 g/kg
BW/ngay ¢ CKD c6 nguy co tién trien.

* Practice Point 3.3.1.2: & CKD c6 khi nang, va nguy co suy than
xem xét ké don va gidm sat chat ché do an rét thap protein 0.3-0.4
g/kg BW/ngay duge bd sung a.a thiét yéu hoic ketoacid analogs
(up to 0.6 g/kg body weight/d).

« Practice Point 3.3.1.3: khong ké don ché do an thép hodc rat thap
protein & bénh nhan CKD c6 tinh trang chuyén hoa khong on dinh.

* Nguoi cao tudi:
+ Practice Point 3.3.1.5: & ngudi cao tudi c6 tinh trang tiém an nhu &

bi ton thuong va thiéu co xem xét ché do an nhiéu protein va calo
hon (1.0-1.2g/kg/ngay)

Kidney Disease: Improving Global Outcomes (KDIGO) CKD Work Group. KDIGO 2024 Clinical Practice Guideline for the
Management of t Int. 2024;105(45): 5117-5314.
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TIEP CAN QUAN LY TOAN DIEN BENH THAN MAN VO1 RASI VA SGLT2I
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1B 3.6.1: We recommend starting renin-angiotensin-system inhibitors
(RAS:I) (angiotensin-converting enzyme inhibitor- ACE- or angiotensin
Il receptor blocker- ARB) for people with CKD and severely increased
albuminuria (G1-G4, A3) without diabetes (1B).

2C  3.6.2:We suggest starting RASI (ACEi or ARB) for people with CKD
and moderately increased albuminuria (G1-G4, A2) without

m diabetes (2C).

1B 363 We recommend starting RASi (ACEi or ARB) for people with

CKD and moderately to severely increased albuminuria (G1-G4, A2
” and A3) with diabetes (1B).

o
KDIGO-CKD 2024: RAASi chi sir dung trong bénh than man giai doan G1-4

2B 3.4.1: We suggest the adults' BP targets of <120 systolic mmHg, when

tolerated, using star i office BP 1t (2B).

@o Blood Pressure Control
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Practice Points
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Hwéng dan cia KDIGO 2024 vé SGLT2i trong bénh than

Khuyén céo st dung SGLT2i cho bénh nhan dai thao d

n mac bénh than man co
va AIC niéu 2 200 mg/g

énh than man va

Khuyén céo s dung SGL

Khuyén cdo s dung SGLT2i cho ngudi Ién méac bénh than man kém
uy tim, bat k& mic albumin niéu

St dung SGLT2i cho bénh nhan truéng thanh véi eGFR 220 dén 45
ml/ph/1.73 m? va A/C niéu < 200 mg/g

Kidney International (2024) 105 (Supp! 4S), S117-S314
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nal Outcomes : A comparison of RCTs

Infographic by-: Priti Meena, M.D ¥ @Priigss

CREDENCE

Double-bling, Placebo-controlled,
Mulicentric RCT

(N-a401)

Inclusi

EMPA-KIDNEY
ple-b w

€GFR: 230-

50 50
and UACR: >300-55000 mg/g With or without DM
& Canaglifiozin VS placebo {€ Dapaglifiozin VS placebo Empaglifiozin VS placebo
L]
[ 2019

Median follow-up: 2.62 yrs.

Renalspecific composte of ESKD,
2+, Cr or death from renal causes:
HRO.66; (0.53 t0 0.81)

€V death, Ml or stroke:

HR0.80 (0.67-0.95)
Hospitalization for heart failure:
HRO.61; (047 0 0.80)

SGLT2i gitip giam nguy co ¢ y nghia tién trién
bénh than man va bénh than giai doan cudi

Hazard Ratio for CKD progression and ESKD among SGLT2 inhibitors

Empagliflozi Dapagliflozin Canagliflozin
(N = 647) (N=730) ( 21)

e 9 CKD HR 0.70 HR 0.56 HR 0.44
. (95% C10.55, 0.89) (95% €10.42,0.75) (95% C10.28,0.68)

Progression p=0.003 p<0.001 p<0.001

! HR0.12 HR0.83 HR0.51
ESKD (95% C10.03, 0.49) (95% C10.29, 2.34) (95% C10.18, 1.41)

wﬁ p<0.003 p=0.722 p=0.194

y i i according
1 Adusted for age, gender, eficity, HDA1C, bassline oGFR, ACR and use of RAS aniagoniss.
LiuAYL etal. Cliical Kidney Journal. 2022; 16(7):1403-1414.

EMPA-KIDNEY da thu nhan mét lwong Ion BN BTM véi dai rong
eGFR, c6 va khéng c6 albumin niéu

EMPA-KIDNEY, thir
nghiém DUY NHAT bao Albuminuria stage, description and range (mg/g)
g6m nhing bénh nhan Al A2 re) CREDENCE population'
6 eGFR thap ma khéng Nora I 6GFR 230 to <90 ml/min/1.73m?
¢6 albumin niéu e Moderalely | Severely increased and UACR >300 mglg

\ = =500 2800 DAPA-CKD population?
-CKD population
St \ SGLI2i CVOTs | eGFR >25 to <75 miimin/1.73m?
G2 60-89 Y I and UACR >200 mglg

A1

Low risk* Moderately increased risk High risk M Very high risk

EMPA-KIDNEY population®
@GFR 220 to <45 mi/min/1.73

€GFR 245 to <90 mi/min/1.73m?
and UACR 2200 mglg
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Phan b theo dé tudi trong cac NC cutia empagliflozin

Empagliflozin giup bao tén eGFR & nhiéu dan sé NC khac nhau

.
0. &
B e (@) A
with kidney
‘ - Population disease  Mean eGFR ECERSIoR
EMPA-KIDNEY' EMPEROR-Reduced?  EMPEROR-Preserved®  EMPA-REG OUTCOME* 20 v 32% 74 e
il High CV Risk mimins73me
e Nmberof e Nomberot e Nomberof e Numberof
(years] patients. (years) patients (years) patients (years] patients.
<60 2,252 <65 1,415 <65 1,199 <65 3,893 HFTEF 53% ’ Egu X
60-70 1,720 65-74 1316 65-74 2,214 65-75 2475
>70 2,637 275 999 75-79 1,276 275 652 61
280 1,299 HECER 50% iz R
Atotal of 5529 patients 275 years were studied in the 4 frials, of which 633 patients were 285 years.s CcKD 100% 87
LN L2 24 1312897 8045 Pt wih e rEIOMOTK et ok 97 = 4T Soaten . of ﬁﬁ".'m‘QL.‘c'?’a"w"z}ﬂ'&»?‘l“ﬁ?é‘?f?}““»ﬁ! et il Cont e o Seto 1l e IS 73T Vs 610 r et 01815715, The el R P e
L T S R S S

EMPA-KIDNEY:
Giam albumin niéu

& cac phan nhém theo Nhém tudi va Nguyén nhan

Distribution of CKD

Age! Etiology? Overall' etiologies within age
groups?
<60 260-<70 270 GN D.M.  Hyper-
. Years Overall  IgAN fension
% o
2 <60 )
=5 years
8 S
3
5 10 \
=
2 260-
5 B 260-<70 '
5 1 years
3
3 -15 16
) =5 ~
2 -20 270
8 years
ES
8 2
. 27 28 moN Hypertension

M Dicbetes  Ofher

Kha nang tri hoan th&i gian dén loc mau cia empagliflozin

N
S

@
3

&
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Empaglifiozin

eGFR (ml/min/1.73 m?)
g g

20
10 | e e
5. 208 Difference: 26.6 years 47.5
g Difference: 1.9 years
0 5 10 15 20 25 30 35 40 a5

Time to kidney replacement therapy (years)
Figure is a Hypothetical fransformation of chronic eGFR slopes
24 *time fo kidney failure is in years and is defined as eGFR 10 mL/min/1.73 m2, in the EMPA-KIDNEY frial.

1, Clinical Kidney Journal 2023 Jun 16;16(8):1187-1198. dol: 10.1093/cki/sfad082.
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Hiéu qua va an toan clia SGLT2i & ngudi cao tudi

e and deing Voume 48, bsue & November 209, Pages BSG-B66.

Hiéu qua va an toan cla SGLT2i & ngudi cao tudi

Placebo (¥=1207)

I 174 005) 2314 0 928) 1531 (018) 25043
Serous AG 164 (359) 099(346) 291 (24) 94 (416) 133 (583)
et 5G5) (0] 16(57) 730 w023)
n ofsuudy deug  200(154) 7 144) 108(233) 336 (202)
2264 706 (272) 206 304) 490 (288)
1w(14) 00 20010
203057 #00(154) o 331 (199)
1w014) s102) w2
it genital infoctiond 208 100) 97058
AB consitencvith volume depleion 509) 9507 570 115(69)
19086) ) 103(62)
1606 1) ()
201) o 201) o
14035) 1306 15(09) 100

ey 76006 e

78(30) 113 68) 26014)

385 008)

m262)

e and fgeing. Vohume 42 bsue § Noverber 2013, Pages B53-886

EMPA-ELDERLY (BTD) —

Anh hwéng dén trong Iwgng co thé va stirc manh co bip
129 patients with T2D and >65 years, mean age 74 years - effects after 52 weeks of freatment

Body composition

Body weight
(kg) Fatmass  Total body water Muscle mass
(kg) (kg) (kg)
20
2
8
8 L
£
= i ootk
23 184kg P=0.008) P=0231
© P<0.0001
4
237kg
P <0.0001 W Placebo W Empaglifiozin

es: Referance: Yava Dt ol Dioer

00,2003 Do 2512135983548

Grip 5-time
strength sit-to-stand test
(k) (sec)

Ly

0.3kg 0.0sec
P=0.4208 P=09276

Adjusted mean & SE

Nguy co tdn thuong than cap & ngudi cao tudi

Comorbidities
* Hypertension
* Diabetes
* Ischemic heart disease

Renal hypoperfusion

Chronic kidney disease
Drug combination

* ACEI/ARB

* NSAIDS

* Diuretic -

* Antibiotic (macrolides,
aminoglycosides)

\\ High initial dose and
accumulated dose

Pharmacokinetics
» High plasma ultrafilterable cisplatin
> Lower clearance of total and ultrafilterable cisplatin

DOI10.1177/1758835920923430
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7 = 2 z a . A . a a 2 ~ A
Hwéng dan chan doan va dieu tri bénh than man va mét so
— Wi o 2 p = T~ o e q
seviewarmicie NEPHROIOGY B, wiLEY bénh ly than cta BYT Viét Nam 2024 ghi nhan vai tro SGLT2i
Practical considerations for the use of SGLT-2 inhibitors in the POYIE SONCHOXRAHOTGR NCHIAVIETN oo
Asia-Pacific countries—An expert consensus statement ‘Die 14p - Tur do- Hanh phiic
- Ding thubc e ché Konh ding vin chuyén Na-Glucose 2 (SGLT2: K
BT | X o SOLT (Eupselillozn gz, Dapaioan 1omgigy) o BN BT ke
AdrianLiew'© | Aidalydia?® | Bien ). Matawaran’ | Sé: 2388 /QD-BYT Ha Noi, ngay12 thing 8 nam 2024 Joic Kidig Lois DTD vo1 MECTo 20 phit 73 ' v tp o dine cho dén ki
Paweena Susantitaphong” © | Huong Thi Bich Tran®© | Lee Ling Lim** o
) A . ; . DID p 2. BN by BIM ¢6 MLCT 22 UACR > 200uge (-
People of advanced age defined as greater than 70 years old, Viéc str dung SGLT2i & ngwoi " M?::II: :“‘““ J— SOuug/nmob, hoge BN suy i ¢ MLCT 20mL/phte'].73 mv6i o e abasai
should similarly be considered for SGLT-2 inhibitor treatment where cao tudi thwéng an toan va “Hurémg din chin doin va didu fr bénh thin man va mot s3 bénh 1§ thin” N e e oL g N M T ML
S 101 1 JEUe LG vi diéu tr bénh thin man cb UACR < 20mg/g (< 20mg g
indicated, as they have been found to have similar benefits and effi- khéng c6 chong chi dinh dac biét I s S S i
cacy in dlinical trials. The use of SGLT-2 inhibitors in this population DKD
s B iated, with isimil dioprotecti 1210 Khuyén co sit dung SGLT2i (Dapaglifiozin 10me/nghy. Empagliflozin 10me hode CKD + HF
3 iDBEHESSOCIALET] WILTWS{milar [Eardio protective; iSUtcomes, 25mgingiy) cho BN DT 1yp 2 méc BTM co MLCT > 20mUphiv1,73m d¢ bio vé . Thude itc ché déng vin chuyén Natri-Glucose 2 (SGLI2i)
overall decrease of 0.4% in HbAlc comparable to younger age than va tim mach. Day 13 lva chon duoe wu tién cho cac BN c albumin nigu trén | | Lié diug o6 dial: Empagliiozin 10mg. Dapagliiozin 10mg
) ) i binh thiimg ninmg HA biah thion St dung SOLTS Dapagilloin,Euelifloa) o BN sy G EF i it B
groups,®® 1.4-4.0 kg weight loss and a mean reduction of 2-5 mmHg <6 DTP hay khang v c6 MLCT > 20ml/phit/1, 7307, ddc biét nhitng BN ¢ uACR
fey ol T 1 DN o o s o ppUCHD
in systolic blood pressure. KD + 12D S
The use of SGLT-2 inhibitors in elderly people are generally safe, 4532, Kiém soit Qwamg miu i i s i SGLTS & Ty 6 i i i 1 i
D = O it o i) (14
and there is no specific contraindication to the use of these drugs based Bao gom cic ligu phdp thay doi 16i song. hé 4 in. luyén tp v Nén chi dinh SGL12i (Empaglifiozin, Dapagliflozin) cho BN suy tim 1 giam nhe
s requil i - ituwi da tfomia ket bop thude c ché kel done vin chugén nati- o b o giam nivip viendo s im, it vong im maeh v i vong chng
on advanced age. However, some caution s required due to the differ- DUl oy e T il e Lo i e i, o bao n dé iam nhap ien do suy im. i vong fim mach v e vong chun:
ence in physiology and clinical presentation of diseases with ageing. - Thude itc ché SGLT2 cho BN DTD typ 2 va BTM ¢6 MLCT >20 mlphiv/1,73m* Y& va gibu vamétsh
* NePNrOIOgY. £uz3;cnia1-asu. g8 bénh Iy than”
> an . n T CWA
Chi dinh Empagliflozin tai Viét Nam .
(cap nhat ngay 04/11/2024) S Ket luan
TD tip 2 Suy tim (b4t ké EF) Bénh than man
Gidm nguy co' suy giam eGFR 1. Bénh than man thwong gap & nguwdi cao tudi kem nhiéu bénh déng mac

Kiém soat dudrng huyét kéo dai, bénh than man giai
doan cudi, t&r vong tim mach va |
nhap vién & bénh nhan truéng
thanh mic bénh than man tinh

h, tinh trang suy dinh dwéng, méat khéi co-...

Giam nguy co tir vong tim mach

va nhap vién do suy tim & bénh

Giam nguy co' tir vong tim mach & 2 s i
BuYy 8 ? nhan truéng thanh suy tim

bénh nhén trwéng thanh BTD tip
2 va ¢6 s&n bénh Iy tim mach

2. Hiéu ro giam GFR sinh ly va CKD & nguwéi cao tudi, va cac yéu té anl
hwéng dén GFR

10 mg 1 lan/ngay =
3. C4c nhan héa céc muc tléu diéu tri cho ngu'bl cao tudi: tinh tmng dinh
dwong, huyét ap, dwong mau...

10 mg 1 Iggnlngay 10 mg 1 lan/ngay
oDt e i i

Ligu dus

Khéng khuyén oo sir dung thubc & bénh nhan c6 €GFR<30 milphit.73m2 d kidm sost dudng huyét
Céc nghién ciru vé higu qua va tinh an toan clia empaglifiozin khéng thu nhan bénh nhan c6 eGFR<20 mijpht/1.73m2 hodc loc than. Khi d& duor thu nhan

vao nghién cuu, bénh nhan trung thanh trong céc nghién ciu EMPA-REG OUTCOME, EMPEROR-Reduced, EMPEOROR-Preserved va EMPA-KIDNEY 4. SGLT2i c6 hiéu qua cai thién két cuc tim than va an toan & ngudi cdo tudi

khdng yéu cau ngung diéu tr vi 1y do eGFR giam xudng dudi 20 miiphit/1.73m2 hodc bét dau phai loc than

i huing din i dung e cpaglfoin i Vit Nam, 1112024
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CAM ON SU’ LANG NGHE CUA
QUY THAY cO VA DPONG NGHIEP




