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Abstract

INTRODUCTION—Concern exists over the subsequent development of hypertension after use of
shock wave lithotripsy (SWL) for the treatment of symptomatic urolithiasis. Referral bias and lack
of long-term follow-up has been a limitation of prior studies.

METHODS—We identified all Olmsted County, Minnesota residents with a diagnosis of
urolithiasis from 1985 to 2008. The charts were electronically queried for hypertension and
obesity by diagnostic codes and use of SWL by surgical codes. All patients first diagnosed with
hypertension before or up to 90 days after their first documented kidney stone were considered to
have prevalent hypertension and excluded. Cox proportional hazards models were used to assess
the association of SWL with a subsequent diagnosis of hypertension.

RESULTS—We identified 6,077 incident urolithiasis patients with greater than 90 days follow-
up. We excluded 1,295 (21.3%) of the population for prevalent hypertension leaving 4,782
incident urolithiasis patients for analysis. During an average follow-up of 8.7 years, new-onset
hypertension was diagnosed in 983 (20.6%) of the cohort at a mean of 6.0 years from index stone
date. Only 400 (8.4%) of the cohort received SWL therapy. There was no significant association
between SWL treatment and the development of hypertension in univariate (P=0.33) and
multivariate modeling controlling for age, gender, and obesity (Hazard ratio [95% CI1] =1.03[0.84,
1.27], P=0.77).

CONCLUSION—In a large population based cohort of kidney stone formers, we failed to
identify an association between SWL and the subsequent long-term risk of hypertension.
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Introduction

The initial successful treatment results achieved with shock wave lithotripsy (SWL) for
symptomatic renal and ureteral calculi led to widespread dissemination of this minimally
invasive technology in 19851, Since its introduction, SWL has become one of the most
widely utilized surgical treatments for urolithiasis. It has been generally perceived that SWL
is non-invasive and safe, and that multiple treatments can be applied without risk. In fact, an
early misconception of SWL was that shock waves did not produce injury and passed
harmlessly through the body.2 However, although SWL is indeed well-tolerated clinically,
multiple studies have demonstrated shock waves do not merely pass through the body
without consequence, but rather can produce acute tissue damage to the kidney and
surrounding organs.3-°

Since the kidney can potentially experience significant damage secondary to SWL, the
development of new-onset hypertension after SWL has been a significant concern. However,
this is a controversial topic since several studies have reported a link between SWL and
hypertension®-12 with one noting a dose dependent relationship,!1 while other studies have
not demonstrated this association even at long-term follow-up.13-18 Past studies were
generally small cohorts, based on stone patients seen in urology referral practices, and in
some cases relied on patient self-report of hypertension. The objective of this study was to
evaluate the long-term risk of clinician-diagnosed hypertension in a large population based
cohort of symptomatic kidney stone formers.

Materials and Methods

After institutional review board approval, baseline data on the diagnosis of stone disease
was obtained through the Rochester Epidemiology Project (REP). This unique resource
contains the linked medical records of all health care providers for all residents of Olmsted
County. Diagnostic codes (manually or automatically coded from the final diagnoses in
clinical notes) dating back to 1935 are indexed and linked among virtually all Olmsted
County providers through the Rochester Epidemiology Project.1® We have successfully used
this resource to identify associations of nephrolithiasis with other chronic conditions such as
chronic kidney disease.20 Residents with urolithiasis events between 1985 and 2008 were
identified using International Classification of Diseases (ICD)-9 codes 592, 594, and 274.11.
The first stone event documented in Olmsted County in the 1985 to 2008 period was defined
as the “index stone.”

Olmsted County residents who did not have Minnesota Research Authorization, those with
documented urolithiasis episodes prior to 1985, and those without 90 days or more of
follow-up were excluded. The remaining individuals were used to study the risk of
hypertension after SWL. Dates of SWL (first available for use in 1985) were identified by
querying surgical codes available in the REP. Dates of the first diagnosis of hypertension
were identified by ICD-9 codes 401.0, 401.1, and 401.9. These codes have been used
previously to successfully identify hypertensive patients in the REP.2! Patients with
prevalent hypertension before the “index stone” were excluded. Since there is the possibility
that more medical care is received at the time of diagnosis and follow-up of a symptomatic
kidney stone we excluded residents with hypertension diagnosed in the first 90 days after the
index stone as likely having prevalent hypertension. Adjustments were made for possible
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confounding factors including age, gender, and presence of obesity based on ICD-9 codes
259.9, 278.0, 278.01, and 783.1. Follow-up was censored at last health care contact, death,
or hypertension.

Statistical Analysis

Results

Standard survival analysis methods (Kaplan-Meier, log-rank test, proportional hazards
models) were used to analyze time from incident nephrolithiasis diagnosis to development
of hypertension. As SWL may be an initial treatment or given later in response to
recurrence, it was analyzed as a time-dependent covariate in the Cox proportional hazards
model. Hazard ratios and 95% confidence interval estimates were reported for the effect of
SWL treatment on subsequent hypertension. Potential confounders such as age, gender, and
obesity were controlled for in multivariate modeling. The landmark method?2 was used to
display the effect of prior SWL (time-dependent covariate) on subsequent hypertension.
This was done by stratifying on the use of SWL in the first two-years after stone diagnosis,
and then plotting (K-M plot) rates of hypertension after year two. All tests were two-sided
with significance level 0.05, and performed using SAS 9.1 (SAS, NC).

From January 1, 1985 through December 31, 2008 we identified 7,202 Olmsted County
residents with a diagnosis code for nephrolithiasis. A stone diagnosis prior to the 1985 was
identified in 704 (9.8%) patients and these patients were omitted leaving 6,498 incident
nephrolithiasis patients. Four hundred and twenty-one patients had less than 90 days follow-
up after index stone date and they were also omitted leaving a total of 6,077 incident
nephrolithiasis patients for the analysis (Figure 1).

Of the 6,077, mean (£SD) age at index stone diagnosis was 45.4 + 17.5 years (median 44,
interquartile range (IQR) 32) and 56.4% were male. During the follow-up (mean 8.4 years,
range 0.33 to 25 years), SWL was performed on 478 (7.9%) of the nephrolithiasis patients.
Of the 6,077 patients, pre-existing hypertension was present in 1,295 (21.3%) (Table 1).
Among the 4,782 patients without pre-existing hypertension at time of stone diagnosis, new-
onset hypertension diagnosed greater than 90 days after the index stone was found in 983
(20.6%), at a median of 6.0 years after stone diagnosis (Table 2). Mean follow-up for the
subgroup of urolithiasis patient without hypertension was also 8.7 years (range 0.3 to 25
years).

Of the 4,782 patients without pre-existing hypertension, 400 (8.4%) underwent SWL (78
patients treated with SWL had pre-existing hypertension and were thus excluded), 48
receiving SWL for the index stone event (Figure 2). One SWL was performed in 339
patients, two SWLs in 44 patients, three SWLs in 14 patients, four SWLs in 1 patient, and
five SWLs in 2 patients. The timing of SWL and the diagnosis of hypertension is
summarized in Table 2. Ignoring the timing of SWL, risk of hypertension by 15 years was
35% for both the SWL and non SWL groups (Figure 3a). For those without hypertension at
2 years, risk of hypertension (landmark method) at 15 years was 36% and 32%, for SWL
and no SWL respectively (Figure 3b). When comparing those urolithiasis patients who never
received SWL to those that ever received SWL we found no significant differences in age
(P=0.12), sex (P=0.26), or baseline obesity (P=0.16). Specifically comparing those patients
receiving SWL for the index stone (defined as SWL within 1 year of index stone), to all
other index stone patients we found no significant difference in gender (P=0.50) or baseline
obesity (P=0.77); however, patients who received SWL within 1 year of the index stone
were significantly older than those who did not receive SWL within one year of index stone,
mean (standard deviation) 44.1 (14.7) vs. 41.2 (16.0) years, respectively (P=0.002).
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After considering the timing of SWL in the analysis, we still found no significant increased
risk of new-onset hypertension after SWL among these incident stone formers (Hazard ratio
[95% CI] 1.11 [0.90, 1.37], P=0.33). Furthermore, multivariate analysis controlling for age,
gender and baseline obesity again found no significant association (P=0.77) between SWL
and subsequent development of hypertension (Table 3). Analysis in a subgroup who were
possibly at higher risk for hypertension (age older than median: men >43 years and women
>35 years) also did not demonstrate an association between SWL and hypertension (p=0.71
and p=0.40, respectively) (Table 3). Furthermore, analysis limited to patients greater than
age 60 at index stone again did not demonstrate an increased risk of hypertension after SWL
therapy (Hazard ratio [95% CI] 1.10 [0.74, 1.65], P=0.64).

Discussion

More than 20 years have passed since the introduction of SWL for the treatment of human
urolithiasis.2324 Its initial high success rates and minimally invasive nature have made SWL
one of the most widely used treatments for symptomatic urolithiasis, and 80-90% of calculi
are currently considered to be amenable to SWL.1> Although clinical and experimental
studies have demonstrated the safety of SWL,2527 clear evidence also suggests SWL can
cause acute tissue damage and long-term renal scar formation.? In fact, almost every
abdominal organ has been reported to be injured during clinical SWL treatment.3->
Therefore, since the kidney can potentially experience significant damage secondary to
SWL the potential for development of long-term renal dysfunction and new-onset
hypertension after SWL has been a significant concern. No studies to date have provided
strong evidence that the risk of chronic kidney disease is increased after SWL treatment.®
However, there are multiple conflicting studies on the role of SWL in the development of
new onset hypertension in urolithiasis patients.1-2 6-18

Our study attempted to identify an association between SWL and new-onset hypertension in
a large community based cohort of urolithiasis patients. By focusing on all stone patients in
a geographically defined community setting, we attempted to limit referral bias, which can
occur in a high volume referral center. Over a 23 year period, we identified 6,077 incident
stone formers living in Olmsted County with greater than 3 months follow-up. New-onset
hypertension after the index stone was diagnosed in 21% of the cohort. We found no
statistically significant associations between SWL and the risk of hypertension in the
community setting, even after adjusting for age, gender, and obesity or limiting the analysis
to older men and women.

The first study to note an increase in systemic blood pressure after SWL was by Peterson
and Finlayson in 1986.12 Since this initial report multiple investigators have evaluated the
association between SWL and hypertension.1-3: 6-18. 23 janetschek and colleagues found
that patients over 60 years of age were at risk for SWL induced elevated renal resistive
indices measured by ultrasound. In the 26 month follow-up study elevated resistive indices
(45% of patients) were noted almost exclusively in patients over the age of 60 years with a
rate of new onset hypertension of 17.5%.% Our study failed to demonstrate such an
association in the older patient population, even when focusing only on those patients
greater than 60 years of age at time of stone diagnosis.

In 2006 we studied all patients (not just Olmsted County residents) treated with SWL at our
institution in the year 1985 for long-term sequelae via mail survey. At 19 years of follow-up
this study identified an increased risk of developing hypertension in stone patients treated
with SWL compared to patients treated with conservative management. The risk for
hypertension was also associated with bilateral SWL. Sato and colleagues have subsequently
evaluated their long-term SWL results.13 They compared patients treated with SWL for
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renal calculi to those undergoing SWL for ureteral calculi and noted no increase in HTN in
the renal SWL treatment group at 17 years follow-up.

There are several possible reasons why an increased risk of hypertension with SWL is not
evident in the community setting, but is evident in studies of urology referral patients at a
tertiary care centers. Evaluating stone formers in the community setting should theoretically
capture the “typical” stone former, whereas focusing on patients treated at a tertiary care
facility is likely to capture more severe stone disease or more complex patients with a higher
number of comorbidities who might be at increased risk for hypertension. There may also be
a detection bias between patients with and without past SWL treatments regarding self-
reporting of medical conditions such as hypertension. It is also possible that patients with
large stone burden who underwent multiple treatments with SWL at referral centers were
more likely to incur the amount of parenchymal damage necessary to induce hypertension.
Another possible explanation is differences in study design. The prior study focused on chart
review and patient self reporting, while the current study relied on diagnosis codes to assess
outcomes. Both designs are subject to error: patients may over or under self report
conditions and diagnosis codes may also over or under represent conditions. Of note the
current study included over 6,000 urolithiasis patients, and although only a minority of
patients received shock wave therapy, 400 without prior hypertension, it is still one of the
larger SWL cohorts analyzed to date with long-term follow-up. With a larger cohort we
would expect to more easily observe associations between treatment and different outcomes
such as hypertension. However, the follow-up for the current community based study is
shorter than our prior study (mean of 8.7 years vs. 19 years), thus it is possible that post-
SWL hypertension requires longer follow-up to be detected.

Certain limitations of the study should be mentioned. First, the population of Olmsted
County in 2000 comprised approximately 124,000 persons (90% white). Socio-
economically, the community resembles the U.S. white population® and findings in other
race groups may differ. The National Health and Nutrition Examination Survey (NHANES
I1) demonstrated that stone disease is more prevalent in whites compared to other racial
groups28; thus, the Olmsted County cohort should be a reasonable representative of the
majority of stone disease experienced in the U.S. population. Second, the study relied on
diagnostic codes to identify nephrolithiasis, hypertension, and comorbidities, which is
subject to misclassification. A random subset of 1097 charts has been reviewed as part of a
separate study. This chart review showed that 89% of the patients with a diagnosis code for
urolithiasis had evidence in the medical record supporting the diagnosis, and in 11% clear
evidence of stones was not present. Finally, patients were not randomized to SWL vs. other
treatment options, thus there may be unmeasured factors contributing to the results. Despite
these limitations, this is one of the largest population based studies to assess the impact of a
common stone treatment on the potential long-term complication of hypertension.

Conclusion

This study in a large population based cohort of incident stone formers failed to demonstrate
an increased risk of hypertension after SWL treatment for urolithiasis. These findings are
reassuring that the use of at least one SWL treatment does not subject most urolithiasis
patients to an increased risk of hypertension. However, it is still possible that multiple SWL
treatments may increase the subsequent risk of hypertension, or that certain subgroups (e.g.
those with chronic kidney disease) might be more susceptible.
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Olmsted County Urolithiasis Patients

Urolithiasis diagnosis n=7,202

No prior stone, n=6,498

Follow-up >90 days, n=6,077 (big circle)

Prior HTN: n=1,295 No Prior HTN: n=4,782

SWL: n=400
HTN at Follow-up:

n=983

Figure 1. Diagram of stone former selection based on diagnoses codes

Only those patients without prior stone episodes and greater than 90 days follow-up were
analyzed. All patients with history of hypertension (HTN) were excluded. Of the patients
without hypertension, 264 were treated with shock wave lithotripsy (SWL), and 126 went on
to develop hypertension.
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Distribution Time to SWL

Figure 2. Time from index stone to Shock wave lithotripsy (SWL)
Of the 400 patients treated with SWL, 72% had SWL performed within 2 years of the index
stone diagnosis.
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Figure 3. Risk of subsequent hypertension events among patients treated with and without SWL
A) Compares risk of hypertension over 15 years among patients treated with and without
SWL starting at time of incident stone. B) Compares the same risk starting at 2 years post
incident stone, stratified on SWL in first 2 years among those still at risk (landmark
method).
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Timing of the diagnosis of new onset hypertension related to index stone date in 6,077 index nephrolithiasis

stone patients in Olmsted County.

Timing of Hypertension Diagnosis Related to Index Stone | N=6,077 %
Prior to index stone 1,163 19.1
0 to 30 days after index stone 112 18
30 to 60 days after index stone 14 0.2
60 to 90 days after index stone 6 0.1
Total pre-existing hypertension 1,295 21.3
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Timing of shock wave lithotripsy in relation to hypertension diagnosis for 4,782 index nephrolithiasis patients

without pre-existing hypertension.

Diagnosis N=4,782 %
Never hypertension or SWL 3,511 73.4
SWL only 288 6.0
SWL then hypertension 99 21
Hypertension only 871 18.2
Hypertension then SWL 13 0.3
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Multivariate and subgroup analysis assessing the association between SWL and the development of a new
diagnosis of hypertension in index stone formers.

Adjustment SWL HR™ | 95%ClI P-value
No adjustment 1.11 0.90, 1.37 0.33
Age, gender 1.03 0.84,1.27 0.76
Age, gender, baseline obesity 1.03 0.84,1.27 0.77
Subgroup SWL HR* | 95%Cl | P-value
Male, Age < Median of 43 (N=1,351) 1.13 0.69, 1.84 0.63
Male, Age >=Median of 43 (N=1,307) 0.94 0.69, 1.29 0.71
Female, Age < Median of 35 (N=1,031) 1.10 0.57,2.14 0.78
Female, Age >=Median of 35 (N=1,093) 1.19 0.79,1.78 0.40

*
Estimate SWL hazard ratio for development of hypertension from Cox model with SWL analyzed as a time dependent covariate.
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