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Silent Risk, Real-World 
Insight From an Italian 
Center: Rethinking 
Intracranial Aneurysm 
Screening in ADPKD

To the Editor: We read with great 
interest the comprehensive review 
by Borghol et al1 on the screening 
and management of intracranial an
eurysms (IAs) in autosomal domi
nant polycystic kidney disease 
(ADPKD), a topic of high clinical 
relevance and ongoing debate. Their 
work presents a balanced and thor
ough synthesis of current evidence, 
acknowledges the limitations of 
existing screening strategies, and 
outlines critical areas where future 
guidelines may evolve.

Our experience as a national 
ADPKD reference center in Italy 
with more than 500 cases managed 
through a multidisciplinary frame
work2 strongly aligns with many 
of the key messages highlighted in 
the review. In particular, we agree 

that the true burden of IAs in 
ADPKD is likely to be underesti
mated when relying solely on family 
history and that broader, more in
clusive screening strategies are ur
gently needed.

As noted in the review, the re
ported prevalence of unruptured 
IAs in ADPKD ranges from 8% to 
12%, rising to more than 20% in pa
tients with a positive family history 
and approximately 6% in those 
without. These figures are consis
tent with our cohort of 350 system
atically screened patients, in whom 
we identified 29 IAs (8.3%). Four 
of these aneurysms met criteria for 
high rupture risk and were treated 
promptly. Notably, none of these 4 
patients had a known family history 
of aneurysms or were aware of such 
a predisposition, a finding that mir
rors data cited in the review from 
Flahault et al,3 in which most aneu
rysmal ruptures occurred in pa
tients without a documented 
familial risk. This reinforces the au
thors’ concern that family history 
alone is an unreliable screening 
trigger and may fail to capture a 
substantial number of high-risk in
dividuals. Whereas the absolute 
rupture rate in ADPKD is relatively 
low, it is significantly higher than 
in the general population.1 In this 
context, we strongly support the au
thors’ implication that a broader 
and more proactive screening policy 
is essential to prevent catastrophic 
and often silent vascular events in 
these patients.

Genotype-based risk stratifica
tion is another area of significant 
clinical interest. Although the re
view correctly noted that no defini
tive causal association has been 
established between specific PKD1 
variant types and IA risk,1 several 
studies have reported a higher 

prevalence of aneurysms in patients 
with PKD1 pathogenic variants, 
particularly in those with a positive 
family history.4-6 However, these 
findings remain inconclusive, 
limited by cohort heterogeneity 
and ascertainment bias. Nonethe
less, it is well established that 
PKD1 truncating mutations are 
associated with a more severe sys
temic phenotype, including earlier 
hypertension onset, faster increase 
in total kidney volume, and more 
rapid progression to end-stage kid
ney disease.7-9 Given this recog
nized link to disease severity, it is 
biologically plausible―and increas
ingly suspected―that truncating 
PKD1 mutations may also confer 
increased susceptibility to vascular 
complications such as IAs.

Our real-world data reinforce this 
hypothesis: 22 of 29 patients with IAs 
in our cohort carried truncating 
PKD1 mutations, including 3 with 
confirmed de novo variants. Whereas 
these observations do not prove cau
sality, they support the case for 
genotype-informed screening strate
gies, particularly in patients with 
limited or absent family history. 
Other reports have described specific 
PKD1 variants (eg, c.G10086T)5 and 
mutations located in the 5′ region of 
the gene as potentially associated 
with increased IA risk.6 In addition, 
increased total kidney volu
me―more commonly seen in PKD1 
truncating carriers―has been inde
pendently associated with aneurysm 
formation.10

When universal screening is not 
feasible, we advocate strongly for tar
geted screening of all carriers of PKD1 
truncating mutations, including 
those with de novo mutations or un
known familial background. This 
approach aligns with the review’s 
suggestion that genotype-phenotype 

MAYO CLINIC PROCEEDINGS

2034 Mayo Clin Proc. n November 2025;100(11):2032-2035 
www.mayoclinicproceedings.org

https://orcid.org/0000-0001-7822-3587
https://orcid.org/0000-0001-7822-3587
https://orcid.org/0000-0001-6998-662X
https://doi.org/10.1016/j.mayocp.2025.08.003
http://crossmark.crossref.org/dialog/?doi=10.1016/j.mayocp.2025.08.006&domain=pdf


correlations, although not yet fully 
defined, may meaningfully guide 
screening decisions.

Furthermore, we endorse the 
recommendation for magnetic reso
nance angiography (MRA) to be the 
preferred screening modality 
because of its safety, accuracy, and 
noninvasive nature. In our practice, 
MRA has been well accepted by pa
tients and has not led to undue anx
iety, especially when screening is 
offered within a structured and 
informed clinical context. Patients 
often express relief in obtaining 
concrete information about their ce
rebrovascular risk, which in turn 
enhances adherence and trust.

Whereas cost considerations 
are valid, we believe that a once- 
in-a-lifetime or 5-year interval 
MRA study in a population with a 
rare but potentially devastating 
complication represents a reason
able and ethically sound invest
ment. The cost-benefit ratio 
compares favorably with the high 
morbidity and mortality associated 
with aneurysmal subarachnoid 
hemorrhage.

We commend Borghol et al for 
their thorough and thoughtful re
view. Our clinical experience and 
real-world data strongly support 
their conclusion that a broader and 
more inclusive approach to IA 
screening in ADPKD is clinically 

justified and may be ethically neces
sary to prevent avoidable cerebro
vascular events. We hope that 
future recommendations will incor
porate these insights to better pro
tect this vulnerable population.
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