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Dear Editors,

The recent Kidney Disease Improving Global Outcome

(KDIGO) guideline recommends incorporating a ‘mul-

ti-parameter’ prediction tool to quantify the lifetime

end-stage kidney disease (ESKD) risk for living kidney

donor candidate (LKDC) assessment [1]. Three such

risk calculators with different limitations are now avail-

able [2–4] (Table 1). Only the calculator by Grams

et al. [2] provides lifetime (albeit predonation) ESKD

risk estimates and is endorsed by KDIGO. We read with

interest the publication by Gaillard et al. [5], having

recently reported similar findings from Australia [6].

Like Gaillard et al., we observed higher predonation 15-

year risk but similar lifetime ESKD risk in declined

compared with accepted LKDC using the Grams calcu-

lator. In contrast to Gaillard et al., only 1% of our

accepted versus 15% of declined LKDC exceeded a 1%

predonation lifetime ESKD risk threshold, suggesting

the utility of the calculator for risk stratification. In

both studies, however, there remained a significant

overlap in risk estimates between accepted and declined

LKDC cohorts.

We wish to emphasize the need for cautious use of

the Ibrahim calculator [3] to estimate lifetime risk and

highlight the paradoxical effect of donor age. Gaillard

et al. [5] reported higher 15-year but similar 40-year

postdonation risk in their declined versus accepted

LKDC using the Ibrahim calculator. As the median age

was 10 years older in their declined LKDC, they were

likely disadvantaged when 40-year postdonation risk

was used to compare their long-term risk with accepted

LKDC. In fact, the 30-year postdonation risk of ESKD

or eGFR <30 ml/min/1.73 m2 in younger, accepted

LKDC was 2.5-fold higher compared with the 20-year

risk in their declined LKDC (Table 1). More impor-

tantly, Gaillard et al. did not explain the exclusion of 10

of their 27 declined LKDC for the 40-year risk estima-

tion. The Ibrahim calculator does not provide 40-year

risk for male LKDC age over 61 (as donors were unli-

kely to have lived beyond 100 years of age), the likely

explanation for the exclusion of their 10 declined

LKDC. Furthermore, with a median age of 59 and an

average life expectancy of 82 years in France [5], any

risk estimation beyond 25 years would be inappropriate

for the majority of their declined LKDC. In our cohort

[6], we employed an alternative approach by reporting

the postdonation risk at age 78–82 as a surrogate for

lifetime risk. Interestingly, while the 15-year risk was

statistically higher (but unlikely clinically relevant) in

declined versus accepted LKDC, the lifetime risk was

paradoxically lower (Table 1). The shorter life expec-

tancy of older, declined LKDC and consequent lower

postdonation ESKD risk is the likely explanation [7,8].

However, interpretation of our findings requires caution

as the Ibrahim calculator was derived from a single-cen-

tre cohort of accepted donors with no obesity, no (pre)-

diabetes and no hypertension (unless controlled on a

maximum of a single antihypertensive without end-

organ damage). The validity for estimating risk in

declined LKDC with clear contraindications is therefore

questionable, highlighting its limitation in the assess-

ment of medically complex LKDC.

As acknowledged by KDIGO, risk calculators have

limitations and should be used with care. Prediction

tools, developed from relatively short-term follow-up,

are particularly unreliable in providing lifetime ESKD

risk estimates for younger LKDC. Uncaptured risk fac-

tors cast uncertainties on their broader utility. 61% of

our declined LKDC were declined for universally

accepted risk factors that were not part of the Grams
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algorithm [6]. Although KDIGO has proposed projec-

tion of postdonation risk by multiplying predonation

risk estimates by 3.5- to 5.3-fold [2], the lack of precise

donation-attributable risk estimation adds further com-

plexity in communicating the risk to LKDC. Further-

more, other investigators have reported donation-

attributable risk to be 8- to 11-fold based on actual

ESKD events [9,10]. To put this in context, the vast

majority of accepted donors in both studies had a lower

predonation lifetime risk than the risk of death (0.9%)

from a traffic accident in the United States [11]. What

remains unclear is the postdonation risk, on which

LKDC’s decision-making is based for informed consent.

All LKDC should be made aware that precise individual-

ization of lifetime risk remains a challenge for their altru-

istic act, despite recent advances in risk stratification.
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