OPIOIDS AND KIDNEY DISEASES
Illicit Drug Use Linked with Disease Progression and
Early Death in Kidney Disease Patients

A

dding to previous studies suggesting that
illicit drug use is associated with the development of chronic kidney disease (CKD),
new research indicates that it may also put
patients with established CKD at elevated risk of disease
progression and early death.

In the Clinical Journal of the American Society of
Nephrology study, researchers assessed whether behavioral risk factors—including tobacco, alcohol, and illicit
drug use, all of which may exhibit direct or indirect
nephrotoxic effects—have an impact on the outcomes
of patients with CKD.
They found that persistent use of hard illicit drugs
was linked with a 25% higher risk for CKD progression
and a 41% higher risk of dying compared with non-use
of drugs.
For their analysis, the investigators examined information from the Chronic Renal Insufficiency Cohort
Study, a prospective longitudinal cohort study including 3939 participants with CKD in the United States.
Self-reported information on tobacco smoking, alcohol
drinking, marijuana use, and hard illicit drug (cocaine,

Cognitive Impairment
Affects Transitions from
CKD to ESRD Care

O

ne out of every five patients with non–
dialysis-dependent CKD has some form
of cognitive impairment. A new study
finds that these individuals may experience important differences in their transition to
dialysis compared with patients without cognitive
impairment.
Patients with advanced CKD are at risk for cognitive impairment, which is commonly underdiagnosed in clinical practice. It is unknown how cognitive deficits may affect planning and preparation for
progression to ESRD, so the authors of the American
Journal of Kidney Diseases study set out to investigate.
The retrospective study included 630 patients
enrolled in the Chronic Renal Insufficiency Cohort
(CRIC) Study. The patients underwent cognitive
assessment during late-stage chronic kidney disease

heroin, or methamphetamine) use was obtained at the
start of the study and at annual follow-up visits.
“We hypothesized that each of the substances would
be associated with higher risk of both CKD progression and death. Our hope was to identify important
and preventable lifestyle risk factors implicated in the
progression of CKD and death among patients with
CKD,” said senior author Jiang He, MD, PhD, Chair
of Epidemiology at Tulane University School of Public
Health and Tropical Medicine.
The team modeled substance use exposures using 3
approaches: baseline time-fixed exposure, time-updated
most-recent exposure, and time-updated cumulative
average exposure.
Over a median follow-up of 5.5 years, 1287 participants experienced CKD progression and 1001 died.
Baseline proportions of hard illicit drug use, tobacco
smoking, alcohol drinking, and marijuana use were
12%, 13%, 20%, and 33%, respectively. Compared
with non-use of hard illicit drugs throughout followup, persistent drug use was linked with a 25% higher
risk for CKD progression and a 41% higher risk of premature death.
The other factors did not have significant associations with CKD progression, although persistent tobacco smoking was linked with an 86% higher risk of dying, while persistent alcohol drinking was linked with
a 27% lower risk of dying. Compared with non-use of
marijuana throughout follow-up, persistent marijuana
use was not significantly linked with risk of CKD progression or dying.
“The US is in the midst of an opioid epidemic,
which has led to increases in the use and abuse of heroin. Additionally, efforts for the decriminalization and
legalization of illicit drugs, especially marijuana, are
gaining traction—for example, more than half of US
states currently allow medicinal and/or recreational use
of marijuana,” He said. “It is important to try to quantify the long-term health consequences of substance
use, especially among vulnerable populations such as
patients with chronic conditions like CKD, who are at
high risk for poor health outcomes.”

(CKD), defined as an estimated glomerular filtration
rate of 20 mL/min/1.73 m2 or less. They later initiated maintenance dialysis therapy.
Nineteen percent of patients met study criteria for
predialysis cognitive impairment, which was defined
as a Modified Mini-Mental State Examination (3MS)
score less than previously defined thresholds for age.
Associations with cognitive impairment were assessed
for four patient outcomes: peritoneal dialysis (PD) as
initial modality, preemptive permanent access placement, venous catheter avoidance at dialysis initiation,
and preemptive waitlisting for a kidney transplant.
Overall, 16% of patients had PD as their initial
modality, 75% had preemptive access placement,
45% avoided venous catheter use at dialysis initiation, and 20% were preemptively waitlisted for kidney transplantation.
The investigators found that predialysis cognitive
impairment was independently associated with a lower likelihood of two of the four outcomes on adjusted
analysis. Adjusted odds ratios were 0.22 for PD as
initial modality and 0.58 for catheter avoidance at
dialysis initiation. There was no significant difference

Contaminants a consideration?
Additional research is needed to determine how illicit drugs
may affect kidney health.
The authors note that nephropathies of varying etiology—including glomerulonephritis, secondary amyloidosis,
and heroin-specific nephrotic syndrome—are associated with
heroin use, yet the incidence of heroin nephropathy has declined despite an increase in prevalence of heroin abuse.
Leal Herlitz, MD, Director of Medical Kidney Pathology at the Cleveland Clinic, noted that it will be important to consider the possibility that contaminants or other
factors associated with consumption of these drugs are the
driving factors behind the increased risk of CKD progression and mortality.
Herlitz, who was not involved in the study, also stressed
that until this research was published, there was virtually
nothing but anecdotal evidence regarding risk of CKD and
use of marijuana or hard illicit drugs.
“It is notable that a third of respondents reported marijuana use . . . and that there was no increased risk for either
CKD progression or all-cause mortality with marijuana use,”
she said. “This is important information to have as marijuana
is increasingly legal in the United States and it is likely that
nephrologists will be seeing increasing numbers of patients
who engage in either recreational or medical use marijuana.
This study would suggest that marijuana use is far less dangerous to our patients than use of tobacco, cocaine, or heroin.”
Concerning alcohol, the protective effect on mortality
may relate to the postulated cardioprotective effects of mild
to moderate alcohol consumption.
“With the low proportion of patients reporting alcohol
use, this study was not able to refine the difference between
patients who engage in heavy alcohol consumption with either moderate or mild consumption,” Herlitz said.
Finally, not surprisingly, this study adds to the evidence
that continued tobacco use is bad for your health.
“An increased risk of CKD progression was not found
[for tobacco use], though this may be due to the relatively
small proportion of patients who reported ongoing tobacco
use and the fact that the increased mortality risk may eclipse
the progression of CKD,” Herlitz noted.

in preemptive permanent access placement or venous
catheter avoidance at dialysis initiation.
On analysis using a threshold 3MS score of less
than 80, predialysis cognitive impairment was present
in 14% of patients. Initial associations with all four
outcomes became nonsignificant on adjusted analysis.
These CRIC Study data suggest that a substantial proportion of patients with advanced CKD have
predialysis cognitive impairment. Such patients have
lower use of initial PD therapy and higher use of venous catheters at dialysis initiation.
“Typical approaches to ESRD preparation, which
rely heavily on patients to drive the process forward,
may not be equally effective for patients with cognitive impairment,” the researchers write. They call for
further study of interventions to mitigate the effects of
cognitive impairment on the transition to ESRD.
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