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Home / News / By 2024, the 65-and-over age group will outnumber the youth group: new WHO report on healthy ageing

Veseliga novecosana

Pasaules veselibas organizacija zino, ka lidz ar
2024. gadu 65 gadu vecu un vecaku cilveku skaits
pasaulé parsniegs jauniesu skaitu (jaunaki par 15
gadiem), Sitendence nakotné saistita ar jauniem
izaicinajumiem socialaja, ekonomiskaja un
veselibas aprupes joma
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Paredzams, ka populacijai novecojot
pieaugs ari Hroniskas nieru slimibas
prevalence, kas bus vera nemams
izaicinajums veselibas apripes sistémai gan
resursu nodrosSinasana, gan efektiva
arstéSanas metozu izvéle
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Fig. 3| Therate of population ageing correlates with the increasein CKD (CKD) prevalence in various world regions between1990 and 2016. Data on CKD
prevalence between 1990 and 2016. The rate of population ageing, defined prevalence were obtained from the Global Burden of Disease Study’® and data
astheincrease in the percentage of the population aged >65 years, strongly on population ageing were obtained from the United Nations population
correlates with the percentage increase in crude chronic kidney disease projections using the ‘medium scenario’ (ref. 3).
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Global, regional, and national burden of chronic kidney
disease, 1990-2017: a systematic analysis for the Global
Burden of Disease Study 2017

GBD Chronic Kidney Disease Collaboration*

» Katram 10 pasaules iedzivotajam ir hroniskas nieru slimibas pazimes

* letekmé kopé€jo pasaules mirstibu gan tiesi, gan pastarpinati ka nozimigs
kardiovaskulara riska faktors

* HNS ir arstéjama un novérsama

« ArstéSanas izmaksas btiski pieaugusas péc 1960, gada, lidz ar nieru
aizstajterapijas plasu pieeajmibu —dzivibu glabjosa, ilgstosa, darga

* Nieru aizstajterapijas pacientu skaits sasniedzis 2,5 miljonus, prognozejams, ka
2030 gada dubultosies - 5,4 miljoni

* Nieru aiztajterapijas nepieejamibas dél priekslaicigi mirusi 2,3-7,1 mlj.
pieauguso

* Etiologiskie faktori butiski atSkiras pasaules konteksta: hipﬂerten_si{_a un cukura
diabetes attistitas valstis, HIV un smago metalu intoksikacija attistibas valstis



Slides no Gbstudy par prevalences
pleaugumu vecuma grupas
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@ Prevalence of KRT —eo— 18-44 years —e— 45-64 years
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ASV visstraujak augosa incidento
dializes pacientu grupa ir 75+ gadu
vecuma

Kanada >50% no tiem ks uzsak dializi
ir vecaki par 65 gadiem



Struktualas izmainas nierés novecosanas procesa
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”Veseliga” novecosana un HNS

* Veseligi nevecojot vidéji GFA mazinas par 0,75 mlU/min/gada
(Baltimore Longitudinal study of Aging)

* Samazinas efektiva asinsplusma nieres 10% 10 gadu laika pec 30
gadu vecuma g.k. skarot kortikalo slani

* Tubularo funkciju novecosanas rezultata samazinas natrija
ekskrécija,koncentrésans defekts, pieaug niktarija

* Svarigi!
- Frailty- samazinata fiziologiska kapacitate

- Farmakokinétika - aGFA augstaks sarkopénijas dél, medikamentu
pardozesSana!



HNS diagnostiskie kritériji novecojot

« Zems aGFA un albumingrija ir neatkarigi mirstibas un HNS
progresijas riska faktori visas vecuma grupas.

* aGFA 45-59 ml/min/1,73m?2, bez proteinUrijas senioru populacija -
Hroniskas nieru slimibas hiperdiagnostika

Diskusija: Vai ir nepieciesami vecumam pielagoti HNS diagnostikas
Kritéeriji?

KDIGO 2024. gada vadlinijas saglabajas GFA < 60 ml/min/1,73m?2
ka HNS diagnostiskais kriterijs visas vecuma grupas



aGFA kreatinins-cistatins senioru populacija?

* Cistatins C mazak specifisks nieru mazspejas markieris salidzinot
ar kreatininu (™ aptaukosanas, iekaisums, asinsvadu bojajums)

* Cistatina C veidosanos veicina eksogénie un endogénie GKS
» aGFA neatkarigs riska markieris (Cistatina C biologiskas ipatnibas)



HNS arstesana vecu cilveku populacija

* ArstéSanas stratégijai vecu cilvéku populacija nevajadzétu atdkirties no
visparejas populacijas

* Primarie merki kardiovaskulara riska samazinasana un HNS
progresesanas aizkavésana

* Trukst randomizetu petijumu vecaka gadagajuma populacijas

* Medikamentu efektivitate (ipasi jauno)un drosiba nav pilniba izpétita
* ArstéSanas mérku pielago$ana ”Trausliem” pacientiem

* Multiplas komorbiditates

* |saks paredzamais dzives ilgums

 ArstéSanas mérku maina: no dzives ilguma uz dzives kvalitati!



Famakologiska terapija gados veciem
ne dializes pacientiem

Arteriala asinsspiediena kontrole
- RAAS blokatori — Efektivi kardiovaskulara riska mazinasana (65-89 g.v.)

- Nav datu par ietekmi uz HNS progresésanu

- Atcelot 73 g.v. ar HNS IV-V novéroja GFA pieaugumu

- Samazinajas vajadziba péc NAT atcelot RAAS

- BET pieauga mirstiba un kardiovaskularie notikumi

- I Hiperkaliemijas risks, ANM risks vecakiem hipovolemijas rezultata

- Kombinacijas ar diuretikiem un NSPL pieaug ANM risks



Famakologiska terapija gados veciem
ne dializes pacientiem

Glikozes limena kontrole
- SGLT2 inhibitori - ieguvumi visas vecuma grupas
- DAPA-CKD >75 gadiem — effektivi visas “Trausluma” grupas, mazak SAE ka

placebo grupa

- Var veicinat dehidrataciju un sarkopeniju!!

- Uzlabojas kognitiva funkcija un 5 mintsu ieSanas tests (Mone et.al)
- GLP-1 agonisti — kardiovaskulara riska ieguvumi ari péc 65 g.v. (LEADER, SUSTAIN post hoc)
- SGLT2 vs GLP-1 - SGLT2 mazak hospitalizaciju sirds mazspéjas dél

- SGLT2 mazak ANM

- SGLT2 vairak UCI, kaju amputacijas, ketoacidozes

- SGLT2 un GLP-1 kombinacijas — papildus kardiovaskulara un HNS progresésanas riska
samazinasana



Table 1| Effects of SGLT2 inhibitors and GLP-1RAs in older adults

Study Medication Population studied Key findings Refs.
EMPA-REG OUTCOME Empagliflozin Adults aged above or below 65 years No significant difference in CV or renal outcomes between age 91
groups
DECLARE-TIMI Dapagliflozin Patients with HF; various age groups Consistent efficacy in reducing CV death or hospitalization across 92
including <65, 65-75, >75 yearsofage ~ age groups
DAPA-HF Dapagliflozin Patients with HF, various age groups Uniform CV benefits across younger (<65 years) and older 85,93
(>65 years) cohorts
Taiwan Study SGLT2 inhibitors  Patients with T2DM and advanced CKD . Safe with reduced risks of dialysis initiation, HF hospitalization, 94
(eGFR <20 ml/min/1.73 m?) acute myocardial infarction, diabetic ketoacidosis and AKI
DAPA-CKD Dapagliflozin Older populations with CKD, including 'Reduced risk of renal outcomes, CV events, and all-cause mortality 95
frail or aged >75 years across all frailty levels
VERTIS CV Ertugliflozin Adults aged 75 or older Risk-benefit profile in older patients aligns with that for younger 96
cohorts
LEADER Liraglutide Patients with T2DM and high CV risk; 34% risk reduction in MACE and 29% in expanded MACE in patients §/
60-74 years and >75 years aged >75 years compared with placebo
SUSTAIN-6 Semaglutide Patients with T2DM; 43% aged 65 years Reduced risk of first occurrence of MACE across all age subgroups 107
or older

AKI, acute kidney injury; CKD, chronic kidney disease; CV, cardiovascular; GLP-1RAs, Glucagon-like peptide 1 receptor agonists; HF, heart failure; MACE, major adverse cardiovascular events,

SGLT2, Sodium-glucose cotransporter-2; T2DM, type 2 diabetes mellitus.



Farmakologiska terapija gados veciem ne
dializes HNS pacientiem

Anemijas kontrole
* Anemija prevalenta vecakiem pacientiem: 30% >85 gadi

* Augstaks kardiovaskularais risks, mirstiba, samazinata dzives
kvalitate

* Arstéjama!
HIF inhibitori - nav parliecinosu datu par pielietojumu vecaku
pacientu terapija.

Dislipidemijas kontrole
Statini - Nav aktivi rekomendeéjami primara profilakse pacientiem
ar HNS vecakiem par 75 gadiem



Targeted Deprescribing in an Outpatient
Hemodialysis Unit: A Quality Improvement Study to
Decrease Polypharmacy

Caitlin Mcintyre ', Rory McQuillan 2, Chaim Bell 3, Marisa Battistella #

Polifarmacija

* Vienaliciga 5 un vairak medikamentu lietoSana
* Pieaug medikamentu blakusparadibu risks

* Samazinas lidzestiba

* Neefektiva medikamentoza terapija

* 70% HNS pacientu sanem 5+ medikamentus

* HNSV stadija 10-12 medikamenti

* Koncepts: polifarmacijas mazinasana
saglabajot efektivu arstésanu (Deprescribing
tools — 57% pacientu samazinajas lietoto
medikamentu daudzums)



Medikamenti kas lietojami ar piesardzibu

“Triskarsais trieciens” — augsts akutas nieru mazspéjas risks vecakiem
pacientiem (1,82 reizes pieaug ANM risks 30 dienu laika, Lapi et al.)

1. Nesteroidie pretiekaisuma lidzekli
2. Diuretiki
3. AKI/ARB

Protonu sukna inhibitori

Metaanalize RR 1,44. Videjais vecums 74-75 gadi (Nochaiwong et al.)

Pacientiem ar indikacijam medikamenti ir jasanem:Riska/ieguvuma attieciba
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Nefarmakologiska
terapija

* Papildina farmakologisko

e Mazina “Trauslumu” un uzlabo
kognitivas spéjas

- Pastaigas ka primara fizisko aktivitasu
forma samazinaja mirstibu (2,7 vs
5,4/100 personas gadiem) un attalinaja
NAT uzsaksanu (22 vs 32,9/100
personas gadiem) Kina veikta péetijjuma
6,363 HNS 3-5 pacientiem (vidéji 70
gadi), Chen et al.

- LIFE pétijums ASV

70-89 gadus veci populacijas individi —
lenaks GFA kritums — 0,96
ml/min/1,73m2 2 gadu laika

- Fiziskas aktivitates= Nefroprotekcija



Nefa rmakologisfé \
...~ terapija: Uzturs

* Vispareja rekomendacija >65 gadiem 1,2-
1,5 g/kg olbaltumvielu diena

* HNS olbaltumvielu ierobezosana aizkave
HNS progreseésanu: MDRD 0,58 g/kg diena
zsaflzﬂaZInaja GFA kritumu par 10% 3 gadu

alka

* Mazina intraglomerularo spiedienu un
vazokonstrikciju

* RISKS: Sarkopeénija, olbaltumvielu
energijas truksme

* !1'Vecakiem pacientiem naves risks
augstaks ka HNS progresijas risks

e Alternativa: Aminoskabes, augu valsts
olabtumvielas

Low protein foods
(protein %)




Dialize

* 2010. gada NAT veica 2,6 mlj. Pasaules iedzivotaju
* 93% no tiem dzivo valstis ar augstu ienakumu limeni
* Lielaka prevalentu pacientu grupa Eiropa ir vecuma virs 65 gadiem

* Australija 2022 gada lielaka prevalento NAT pacientu grupa bija
vecuma no 75-84 gadiem

* Lidzigi rezultati ir ari Taivana un Japana >70% pacientu ir vecaki
par 65 gadiem

* Dialize — pagarina dzivildzi, tomer saistita ar butiskiem fiziskiem,
psihologiskiem iun sociali ekonomiskiem izaicinajumiem

* Pacienti vecaki par 80 gadiem zaude pasaprupes sp€jas



Dializes partrauksana

* Pec USRDS datiem 16,1 % visu naves gadijumu 2021. gada saistiti
ar dializes partrauksanu

* TreSais biezakais dializes pacientu naves iemesls
e Pacientiem, kuriem péc uzsaksanas dzives kvalitate neuzlabojas

* 6 petijumu metaanalizé noveroja butisku mirstibas pieaugumu
pec dializes partrauksanas: 1996. gada 3/1000 pacientu gadiem

2010. gada 48,6/1000 pacientu gadiem
* Arvien pieaug paliativas aprupes un dzives kvalitates nozime



Dialize gados veciem pacientiem

* Paredzamais dzives ilgums isaks ka jauniem individiem

* Vairak blakus slimibu ar multiorganu iesaisti

* Augstaka mirstiba pirmajos 3-6 menesos DOPPS dati

e 75+ vecuma grupa mirstiba 4x lielaka ka atbilstosa vecuma grupa
vispareja populacija

* Biezak hospitalizacijas, atrasanas intensivas terapijas nodala,
nave ITN salidzinot ar lidziga vecuma, pamatdiagnozes ne dializes
pacientiem

* INDIVIDUALA PIEEJA - DZIVES KVALITATES VERTEJUMS VS
VECUMS



Hemodialize vai Peritoneala dialize

 Petijumaar 7,771 pacientiem
no 6 valstim tika secinats, ka PD
pacienti izjut ka mazaku slogu
ikdiena, ipasi lielakas vecuma
grupas, Brown et al.,2021

* Dzivildze pec USRDS datiem
neatskiras HD un PD grupas

* |llgstosiizmantojot PD mirstiba
varetu pieaug

* Trukst randomizetu petijumu

Aspect Haemodialysis Peritoneal dialysis Refs.
Prevalence Most widely used Less common, 204,205
globally, 323 per 21 per million
million population  population
Preservation of Less effective More effective; 206
residual kidney lower physical
function burden
Disease burden Higher Lower; especially 192,207
score beneficial for older
patients
Home treatment Less common More common, 208
advantageous for
older patients
Quality of life No significant No significant 209-21
differenceinolder  differencein older
patients patients
5-year survival rate 21.5% 20.5% 186
(75+ years, 2017
cohort)
Mortality risk in Lower Higher (HR1.10, 95% 212,213
patients 56+ years CI1.01-1.20 and HR
117, 95% Cl1.10-1.25)
Early mortality risk No difference No difference 214

factors post-dialysis

in short-term
outcomes with free
treatment choice

in short-term
outcomes with free
treatment choice




Nieru transplantﬁcija\ \

senioriem

Box 1| Benefits of kidney transplantation * Transplantacija pacientiem péc 60 gadu vecuma '
in older patients sniedz papildus 4 dzives gadus, Oniscu et al., 2004

* ASV 90,000 pacientu gaidiSanas saraksta 26%
vecaki par 65 gadiem

e Extended life expectancy compared with remaining on dialysis.
¢ Improved survival rates over dialysis, particularly for patients

over 60 years of age. * Aktuals jautajums par organu izmantoSanu no

¢ Potential to adapt surgical care and immunosuppressive dziviem donoriem vecuma virs 60 ga diem
treatment to suit older patients.

¢ Transplants from older donors, including those aged 60 and * Piea ug nestandarta miruso donororgénu
above, are often viable. izmantosana

e Options are available to use non-standard deceased donor . ) ) ) ) L _
organs, thereby increasing the donor pool. * Vecakiem pacientiem, ieklaujot gaiditaju saraksta,

jaizverte “ Trausluma” indekss

« 3 ménesus péc tarnsplantacijas Sis indekss
mazinas

* Gimenes loceklu iesaiste lEmumu pienemsSana




Konservativa terapija

CKD stage

M = . -— . _d. |. " -d d
* Samazinat komplikacijas Sonzciecepencantes

* AtVIGglOt Simptomus Treatment for non-
N P ac | e nt 3 g” b 3 dialysis-dependent CKD
. e . = Patient-centred
* Psihologisks un socials shared decision making
atbalsts Advanced care planning

* Gimenes loceklu
apmaciba un iesaiste

* leguvumi: dzives kvalitate,
mazak simptomu,
hospitalizaciju, nave sava

Kidney failure Death | After

sl death

Dialysis

Introduction of dialysis
S —

Patient-centred
shared decision making

. Interruption of dialysis
—
Non-introduction End-of-life
of dialysis plan and care

e Palliative medicine and care

e Careful daily assessment and
management

e Addressing physical, psychological,
social and spiritual distress

. 4= Conservative kidney management
VI d e Decision making, medical care, interprofessional team-based support

Il Neatsat bez atbalsta un

ap rd pes Nature Reviews Nephrology | Volume 20 | September 2024 | 586-602



The prevalence of KRT is steadily increasing worldwide17,18. In the USA, for example, the number of
patients on prevalent KRT increased by 29% from 596,000 in 2010 to 808,000 in 2019 (ref. 19). Notably, this
increase was disproportionately steeper among older age groups, with patients aged 18—-44 years
experiencing an 11% increase, those aged 45—64 years experiencing a 27% increase and those aged >65
years expe- riencing a 58% increase.

The increase in KRT prevalence was driven primarily by improved survival among older patients and an
increasing incidence of KRT (Fig. 4).

In most HICs, the overall incidence of KRT has plateaued over the past two decades, but in some countries it
continues to rise in the oldest age groups20,23,24. T

The increase in KRT incidence is probably attributable to improved life expectancy, delayed progression of
CKD, a resultant increase in the average age at which individuals start KRT and more relaxed criteria for
acceptance onto dialysis23.



Compre- hensive conservative management (CCM) of kidney failure, defined as non-dialytic management
that is chosen through a process of shared decision-making, focuses on maintaining quality of life (Qol)
through

symptom management. A Global Kidney Health Atlas (GKHA) study estimated that in 2022, CCM was offered
as a treatment option in only 87 of 165 (53%) countries, whereas haemodialysis was available in 162 of 165
(98%) countries25.

However, in HICs where CCM is available, estimates suggest that approximately equal numbers of patients
with kidney failure are treated with KRT versus CCM and the odds of receiv- ing CCM instead of KRT increase
exponentially with age26,2

In Australia, in 2003-2007, more than 90% of patients aged 5-60 years with kidney failure received dialysis
or underwent transplantation, compared with only 4% of those aged >85 years26,27.

Consequently, ageing of the population is expected to lead to a greater increase in the number of patients
with kidney failure who receive CCM than those who receive KRT.



HNS diagnostika senioriem

* Diagnosing CKD in older individuals presents unique challenges. T

* he KDIGO criteria has been criticized as it defines CKD as a persistent estimated glomerular filtration rate
(eGFR) of <60 ml/min/1.73 m2, regardless of age28.

* his fixed threshold approach does not account for the normal decline in kidney function that occurs with
age?29, so could potentially lead to overdiagnosis and inappropriate treatment of CKD in otherwise healthy
older adults without disease-related kid- ney impairment.

* To address these issues, age-adapted eGFR thresholds for CKD diagnosis have been proposed but their use is
still debated30,31. T

* |n addition to diagnosis of CKD, monitoring of kidney function in older patients is crucial, not only to guide
kidney-protective therapy, but also to optimize medication safety and efficacy by adjusting dos- ages of
renally cleared drugs36.

e Serum creatinine values depend on muscle mass, which often decreases with age owing to sarcopenia37,
potentially leading to overestimation of eGFR, particularly in older adults. The 2024 KDIGO guidelines list
specific clinical conditions in which non-GFR determinants of serum creatinine, such as reduced mus- cle
mass, may affect the accuracy of creatinine-based eGFR equations32. In these conditions, use of cystatin Cis
indicated as it provides a more accurate alternative to creatinine.



* Equations such as the Berlin Initiative Study (BIS) equation39, which was developed based on data from a
cohort of participants aged >70 years, and the European Kidney Function Consortium (EKFC) equation, which
was developed based on data from cohorts of diverse ages, have been shown to have better performance
that the CKD-EPI 2009 equation in older individuals40,41.

 The 2024 KDIGO guidelines recommend using an eGFR equation that has been validated in the population of
interest and includes the EKFC equation as one of their recommended validated equations32.



Veseliga novecosana un nieres
Ko varam macities no simtgadniekiem?

* Veseligas nieru novecosanas molekularo un celularo mehanismu
Izpratne simtgadnieku populacija var sniegt norades par to ka
apturet val mazinat nieru slimibu slogu vecaka gadagajuma
populacija

* Novecojot rodas izmainas glomerulara, intersticiala un vaskularas
nieru strukturas

* Tapat novecojot pieaug aptaukosanas, cukura diabéta,
hipertensijas un dislipidémijas biezums kas veicina HNSv attistibu

* Veciem cilvéekiem fiziologiskais novecoSanas process
mijiedarbojas ar slimibu raditajiem bojajumiem



* GFA noteik8ana var bat izaicinajums nemot véra mazu muskulu
masu, sarkopeniju.

» Formulas kuras izmanto cistatinu C aprékina zemaku GFA k3
formulas uz kreatinina bazes

* NepiecieS8ams izveidot formulu GFA precizakai aprékinadanai loti
vecu cilveku populacijas.
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The GBD data reveal a clear increase in CKD prevalence from 1990 to 2016. Increases in CKD prevalence
correlate with the rate of popu- lation ageing in different geographical regions (Fig. 3). Although the

crude global prevalence of CKD increased by one-third between 1990 and 2016, the age-standardized
prevalence remained relatively stable (increasing from 4.04% to 4.06%).

he discrepancy between changes in crude and age-standardized prevalence of CKD suggests that the
increase in global CKD prevalence is almost solely due to the ageing population. |

If interventions such as lifestyle modifi- cations and novel treatments fail to slow CKD progression, we
project that by 2050, population ageing will lead to increases in the prevalence of CKD category G3—-G5 to
>10% in high-income North America, Cen- tral Latin America, Eastern Europe, North Africa and the Middle
East, Southern Sub-Saharan Africa, Central Asia and high-income Asia Pacific regions (Fig. 2).

From 1990 to 2016, worldwide mortality due to CKD increased by 41%, from 11.4 to 16.1 deaths per 100,000
population10. |

he leading cause of CKD mortality was CKD due to diabetes mellitus

The GBD Consortium forecasts that CKD will be the fifth greatest cause of death worldwide by 2040



HNS riska faktori

* As the world population ages, the prevalence of risk factors for CKD is likely to increase. U

* Unless these risk factors are identified and miti- gated at an early stage, this increase will in turn lead to an
increase in the prevalence of CKD.

¢ Age: As people age, a complex interaction between genetic predisposition46, nephron number at birth

and environmental factors49 can contribute to a decline in kidney function even in the absence of a specific
cause of kidney disease.

* Diabetes mellitus: leading cause of CKD worldwide, The prevalence of diabetes increases with age. In 2019,
nearly one in five people (19.9% or an estimated 111.2 million) aged 65—-79 years had diabetes54. As
diabetes mainly affects older individuals59 and kid- ney damage typically occurs 5-15 years after diabetes
onset, the rise in the burden of diabetes is expected to lead to a parallel rise in the burden of CKD, unless the
implementation of preventive measures is substantially increased.

* Hypertension



