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Introduction: Methamphetamine (METH) is one of the most used drugs of abuse worldwide. However,

there are few reports and series examining the toxic kidney effects of METH, and associated histopath-

ological changes are not well-described.

Methods: We retrospectively identified 112 patients with a history significant for METH abuse, of whom 62

were using METH-only and 60 were using METH plus other drugs of abuse.

Results: In the METH-only cohort, the mean age was 41 years (interquartile range [IQR]: 33–49) and most

(76%) were male. Almost all cases (97%) showed evidence of kidney dysfunction at the time of biopsy. Of

the cases, 65% had proteinuria, of which 53% were nephrotic range and 10% had nephrotic syndrome. The

most common biopsy diagnosis was acute tubular necrosis (ATN) (66%), of which 19% had myoglobin

casts; followed by focal segmental glomerulosclerosis (FSGS) in 53% (not otherwise specified [NOS] in

76% and collapsing FSGS [cFSGS] in 18%). Biopsy findings also include tubulointerstitial nephritis (TIN)

(37%), thrombotic microangiopathy (TMA) (24%), and diabetic glomerulosclerosis (DG) (31%). Glomeru-

lonephritis (GN) was identified in one-third of cases, the most common of which were infection-related GN

(IRGN) (15%) and IgA nephropathy (IgAN) (11%). Of those with GN, 64% had underlying infection. Of in-

terest, there was increased association for myoglobinuric ATN in those with concurrent ethanol-abuse (P¼
0.002). Moreover, the METH-only patients were more likely to have DG compared to those with multiple

substance-use (P ¼ 0.01). More than half of the patients demonstrated at least moderate to severe tubu-

lointerstitial scarring and marked hypertensive vascular disease.

Conclusion: Most patients with METH-use present with acute kidney injury (AKI) and often have protein-

uria associated with a wide spectrum of renal pathology.
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R
ecreational illicit drug use has been a significant
chronic public health problem in the United States

and has increased in recent years.1,2 METH is a highly
addictive psycho-active stimulant and one of the most
misused drugs worldwide. It is a synthetic derivative
of amphetamine, which is available as a prescription
medication for treatment of attention-deficit/hyperac-
tivity disorder or narcolepsy but is most frequently
produced illegally using over-the-counter medications
such as pseudoephedrine to create the popular street
drug “crystal meth.” Use of illicit or misuse of drugs is
commonly associated with kidney failure, which is
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well-described in the setting of cocaine and opiate use3-
10; however, the toxic kidney effects of METH are
infrequently reported and not well-understood.11-13 At
our institution, we have noticed an increase in kidney
biopsies from patients with AKI in the setting of METH
use. However, the kidney histopathological changes of
METH use have not been well-described. This retro-
spective study seeks to characterize METH-related
kidney pathologic findings and is one of the first and
largest kidney biopsy series describing renal pathology
specifically associated with METH use.
METHODS

We retrospectively reviewed all native kidney biopsies
accessioned at Cedars Sinai Medical Center between
January 1, 2013 and December 31, 2023. The eligibility
criterion was all native kidney biopsies from adult
patients (aged >18 years) with a history significant for
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Table 1. Demographic and clinical characteristics of patients with
METH-use undergoing renal biopsy

Characteristic

METH-use alone
(n [ 62) median
(IQR) or n (%)

METH with other drugs of
abuse (n [ 50) median

(IQR) or n (%) P-valuea

Age (yr) 41 (33–49) 40 (32–48) 0.6

Female 15 (24) 10 (20) 0.7

Male 47 (76) 40 (80)

Diabetes 20 (32) 10 (20) 0.2

Hypertension 34 (55) 23 (46) 0.4

Malignant HTN 11 (18) 14 (28) 0.3

Cardiomyopathy/HF 13 (21) 7 (14) 0.5

Infections 34 (55) 18 (36) 0.06

Serum creatinine
(mg/dl)

5.1 (2.5–7.8) 4.4 (2.7–7.3) 0.7

Hematuria 17 (27) 18 (36) 0.4

Proteinuria 40 (65) 32 (64) 1.0

Nephrotic range
proteinuria without
nephrotic
syndrome

21 (34) 11 (22) 0.2

Nephrotic syndrome 4 (6.5) 7 (14) 0.2

HF, heart failure; HTN, hypertension; IQR, interquartile range; METH, methamphetamine.
aP < 0.05.
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METH use, defined as use sufficient for the treating
physician to consider METH use as possible etiology
for the patient’s presenting symptoms with or without
a current positive toxicology result. Cases were divided
into 2 groups, namely METH-only and METH plus use
of other illicit drugs.

Demographic and clinical information at the time of
biopsy were collected from electronic medical records
and referral forms from the submitting physicians, if
available. Collected data included: age; sex; biopsy
diagnosis; history of any infections, autoimmune dis-
eases, neoplasms, other additional illicit drug (e.g.,
opiates, cocaine) or alcohol misuse; and laboratory pa-
rameters including serum creatinine, proteinuria, uri-
nalysis, and urine toxicology. All kidney biopsies were
processed using standard techniques for light micro-
scopy, immunofluorescence, and electron microscopy;
and were interpreted by 1 of 6 renal pathologists.

Statistical analysis was performed using IBM SPSS
Statistics for Windows, version 24 (IBM Corp.,
Armonk, NY). Continuous variables were expressed as
median and IQRs whereas categorical variables were
shown as frequency (%). To compare continuous
values between groups, we performed t test and
Mann-Whitney U test depending on the distribution
of the variables. To compare categorical differences,
we used Fisher exact test. This study was approved by
the Institutional Review Board at Cedars Sinai (STUDY
00002729).
RESULTS

From January 2013 to December 2023, 112 patients
with a history significant for METH use underwent
native kidney biopsy. Of those patients, 12.5% (n¼ 14)
were also using cocaine, 8% (n ¼ 9) were using heroin,
and 18% (n ¼ 20) were using marijuana. Approxi-
mately 19% (n ¼ 21) had a concurrent history of
alcohol misuse. Of the 26 patients with urine toxi-
cology screen available, 85% (n ¼ 22) were positive, of
which 50% (n ¼ 11) were positive for METH-only,
36% (n ¼ 8) for METH and other drugs, 4.5% (n ¼
1) for cocaine only, and 4.5% (n ¼ 1) for opioid only.
Excluding those with known concurrent cocaine,
opioid, and/or marijuana use, and alcohol misuse, 62
patients were reportedly using only METH (Table 1).
The mean age in this cohort was 41 years (IQR: 33–49)
and most were male (n ¼ 47; 76%).

Clinically, almost all patients demonstrated evidence
of kidney dysfunction at the time biopsy (n ¼ 60; 97%)
(Table 1). A large proportion (n ¼ 40; 65%) presented
with proteinuria, of which 53% were nephrotic range
and 10% with nephrotic syndrome; 27% (n ¼ 17) had
hematuria. The median serum creatinine was 5.1 mg/dl
Kidney International Reports (2024) 9, 2180–2188
(IQR: 2.5–7.8). There were no significant demographic,
comorbidity, or laboratory differences in those who
used METH-only or METH plus other substances,
although there was a trend to more infections in the
METH-only cohort.

Comorbid conditions in those using METH-only
included diabetes in 32% of patients (n ¼ 20). Hy-
pertension (HTN) was common and diagnosed in 55%
(n ¼ 34). Eleven patients (18%) had malignant HTN at
presentation. Approximately one-fifth of the cases (n ¼
13) had heart failure or cardiomyopathy. Infection was
present in 55% (n ¼ 34), one-third of which were
associated with more than 1 infectious agent (Table 2).
Of those cases with an identifiable bacterial organism
reported, there were 8 Staphylococcus spp., 4 of which
were methicillin-resistant Staphylococcus aureus; 5 were
Treponema pallidum; 1 was Streptococcus pneumoniae; 1
Klebsiella pneumoniae; and 1 Pseudomonas aeruginosa.
Of the 20 patients with viral infections, 12 had HIV (1
with concurrent hepatitis B virus and 1 with COVID-
19), 6 hepatitis C virus, 2 hepatitis B virus, and 2
COVID-19. One HIV-positive patient had a fungal
pneumonia due to Pneumocystis. Although an identi-
fiable bacterial organism could not be found in most
cases of METH plus other substances, the types of in-
fections were overall similar in the patients using
METH with and without additional misuse of other
substances.

The most common biopsy diagnosis (Figure 1,
Table 3) in those using METH with or without other
substances was ATN (72% and 66%, respectively), of
which 25% and 19%, respectively had myoglobin casts.
2181



Table 2. Infections in patients with METH-use, n (%)

Infections
METH-use

alone (n [ 34)a

METH with other
drugs of abuse
(n [ 20)a P-valueb

Bacterial 23 (68) 15 (75) 1.0

Staphylococcus spp. 8 (24)

MRSA 4 (50)

MSSA 2 (25)

Unknown 2 (25)

Streptococcus pneumoniae 1 (3)

Klebsiella pneumoniae 1 (3)

Pseudomonas aeruginosa 1 (3)

Treponema pallidum 5 (15) 1 (5) 0.4

Unknown/unreported 7 (21) 14 (70)

Viral 20 (59) 9 (45) 0.4

HCV 6 (18) 6 (30) 0.3

HBV 2 (6) 1 (5) 1.0

HIV 12 (35) 3 (15) 0.1

COVID 2 (6) 0 (0) 0.5

Site of bacterial infection

Cellulitis 5 (15) 5 (25) 0.4

Sepsis 7 (20) 1 (5) 0.2

Endocarditis 4 (12) 2 (10) 1.0

UTI 4 (12) 3 (15) 1.0

PNA 3 (9) 4 (20) 0.4

Osteomyelitis 1 (3) 1 (5) 1.0

HBV, hepatitis B virus; HCV, hepatitis C virus; METH, methamphetamine; MRSA,
methicillin-resistant Staphylococcus aureus; MSSA, methicillin-susceptible Staphylo-
coccus aureus; PNA, pneumonia; UTI, urinary tract infection.
aPatients may have more than 1 infection.
bP < 0.05
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The most frequent glomerular finding in both cohorts
and second most common biopsy finding overall was
FSGS (Figure 2), in the METH-only cohort present in
Figure 1. (a) Acute tubular necrosis. Proximal tubules show marked cy
Schiff, �400). (b) Acute tubulointerstitial nephritis (H&E, �400). (c) Acute
Acute tubular necrosis with myoglobin casts by immunohistochemistry (�4
chronic pyelonephritis. Cortex shows interstitial inflammatory infiltrates con
prominent neutrophilic tubulitis (Jones, methenamine silver, �400). H&E,
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53% (n¼ 33), with NOS being the most common variant
(76%, n ¼ 25) followed by cFSGS (18%, n ¼ 6). In the
METH-only patients, additional findings included TIN
(37%, n ¼ 23), TMA (24%, n ¼ 15), DG (31%, n ¼ 19),
IRGN (15%, n ¼ 9), and IgAN (11%, n ¼ 7). Of patients
with TIN 48% had acute TIN (AIN), 9% had chronic
active TIN, and 26% had chronic inactive TIN. All cases
of AIN, chronic active TIN, and chronic inactive TIN
had mononuclear leukocytic infiltrates consisting of
predominantly lymphocytes with nearly half of them
containing admixed eosinophils. Of these, 17% (n ¼ 4)
had features of active pyelonephritis (characterized by
prominent interstitial neutrophils, neutrophilic tubuli-
tis, and neutrophilic casts), 1 of which was associated
with numerous interstitial eosinophils suggestive of
superimposed hypersensitivity-type drug-induced re-
action. All of the TMA cases were acute and involved
blood vessels (93% arterioles, 73% arteries, and 67%
both). Acute changes of TMA included a combination of
endothelial cell swelling (87%), mucointimal edema
(80%), fibrin thrombi (67%), and fragmented red blood
cells (40%). One biopsy showed glomerular involvement
in the form of subendothelial widening by electron
lucent flocculent material and early double contour
formation. TMA biopsies had chronic changes in 53%,
characterized by severe luminal narrowing with
onion skin-type intimal fibrosis. Among those with
DG, 84% showed at least segmental glomerular
mesangial matrix nodules whereas 16% had only
diffuse DG.
toplasmic simplification and loss of brush borders (Periodic acid-
pyelonephritis with intraluminal neutrophil casts (H&E, �400). (d)
00). (e) Chronic tubulointerstitial nephritis (H&E, �200). (f) Acute and
sisting of lymphocytes, plasma cells, and intermixed neutrophils with
hematoxylin and eosin stain.

Kidney International Reports (2024) 9, 2180–2188



Table 3. Renal biopsy findings in 112 patients with history of
METH-use
METH-use alone (n [ 62)a METH with other drugs of abuse (n [ 50)a

ATN (41) ATN (36)

Myoglobin (8) Myoglobin (9)

Focal segmental glomerulosclerosis (33) Focal segmental glomerulosclerosis (21)

NOS (25) NOS (17)

Collapsing (6) Collapsing (2)

Tip (1) Tip (1)

Perihilar (1) Perihilar (1)

TIN (23) TIN (18)

AIN (11) AIN (3)

Chronic active TIN (2) Chronic active TIN (5)

CIN (6) CIN (7)

Pyelonephritis (4) Pyelonephritis (3)

Granulomatous TIN (1) Plasma-cell rich TIN (1)

TMA (15) TMA (16)

Vascular TMA (14) Vascular TMA (15)

Vascular & glomerular (1) Vascular & glomerular (1)

Diabetic glomerulosclerosis (19) Diabetic glomerulosclerosis (5)

IRGN (9) IRGN (7)

C3-dominant (8) C3-dominant (6)

IgA-dominant (1) IgA-dominant (1)

IgA nephropathy (7) IgA nephropathy (6)

Glomerulomegaly (5) Glomerulomegaly (5)

Lupus or lupus-like nephritis (2) Lupus nephritis (5)

Membranous nephropathy Membranous nephropathy

PLA2R-positive (2) PLA2R-negative (1)

Amyloidosis (1) Amyloidosis (4)

AA (1) AA (3)

AL-lambda (1)

ANCA-associated pauci-immune GN (1) ANCA-associated pauci-immune GN (2)

IC-mediated GN NOS (1) IC-mediated GN NOS (2)

Cryoglobulinemic GN (1)

AIN, acute tubulointerstitial nephritis; ANCA, antineutrophil cytoplasmic antibody; ATN,
acute tubular necrosis; CIN, chronic tubulointerstitial nephritis; GN, glomerulonephritis;
IRGN, infection-related GN; METH, methamphetamine; NOS, not otherwise specified;
PLA2R, phospholipase A2 receptor; TIN, tubulointerstitial nephritis; TMA, thrombotic
microangiopathy.
aPatients in these categories could have more than 1 coexistent renal disease.
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Comparisons between those with METH-only
versus METH plus other illicit drug use showed sta-
tistically significant increased association for myoglo-
binuric ATN in those with concurrent alcohol misuse
(P ¼ 0.002). Malignant HTN presented more often
with concurrent cocaine use (P ¼ 0.01). Although
pathologic changes of TMA were seen in higher fre-
quency with cocaine, it did not reach statistical sig-
nificance (P ¼ 0.59). Of note, none of the cases with
cocaine use had cFSGS. All 8 patients with cFSGS were
seen with METH-only (80%) or METH with marijuana
(20%) and were accompanied by pathologic features of
TMA in 2 cases. cFSGS occurred in the clinical setting
of lupus nephritis in 1 patient, and infections in 5
patients (most had multiple infections; 3 had HIV).
The APOL1 risk allele status of the 8 patients with
collapsing glomerulopathy is unknown; 50% of these
patients were of African ancestry. Interestingly, the
Kidney International Reports (2024) 9, 2180–2188
METH-only patients were more likely to have DG than
patients with multiple substance-use (P ¼ 0.01).

Biopsies from METH-only patients with IRGN
showed endocapillary hypercellularity in 56% (83%
associated with infiltrating neutrophils); 44% were
additionally with mesangial hypercellularity; and 22%
with active crescents, which involved less than 25% of
glomeruli. The remaining 44% showed features of
remote or inactive IRGN, including weak mesangial C3
deposits and rare to occasional subepithelial hump-
shaped deposits undergoing various stages of resolu-
tion without associated glomerular inflammation. Only
1 case of IRGN was IgA-dominant and associated with
methicillin-susceptible Staphylococcus aureus tricuspid
valve endocarditis. Most of the cases (71%) with IgAN
did not have significant proliferative features (e.g., no
mesangial or endocapillary hypercellularity, or cres-
cents). The remaining 29% (n ¼ 2) had crescents
involving 25% or less of sampled glomeruli, 1 of which
also had endocapillary hypercellularity. None of the
IgAN cases had known liver or gastrointestinal disease.
Two patients had lupus or lupus-like nephritis, of
which 1 was class III þ V and 1 was class I. One case of
immune complex (IC)-mediated GN NOS had mesangial
hypercellularity without other proliferative changes.

Compared to the METH-only cohort, IRGN cases in
the METH plus other illicit drug use group had more
proliferative changes. Specifically, 71% had endoca-
pillary (exudative) hypercellularity and 43% had
active crescents, though the differences were not sta-
tistically significant (P ¼ 0.6 for both). Of the 3 cases
with active crescents, 2 had concurrent positive anti-
neutrophil cytoplasmic antibodies (ANCAs) (1 had 27%
crescents with perinuclear ANCA and 1 had 86%
crescents with an unreported ANCA type). Neither
patient was using cocaine or opioids (1 had concurrent
alcohol-use whereas the other patient was using mari-
juana and nonsteroidal antiinflammatory drugs) and
did not have endocarditis at the time of biopsy. The
remaining case was an IgA-dominant IRGN with 10%
crescents in the setting of hepatitis C virus and
tricuspid valve endocarditis (organism was not re-
ported). Similar to the METH-only group, the METH
plus other drug use cohort did not show significant
proliferative features in other IC-mediated GNs (e.g.,
IgAN, lupus nephritis, or IC-mediated GN NOS). Of
IgAN cases in the METH plus other substance use,
33% had mesangial hypercellularity, 1 of which also
had less than 25% active crescents. One additional
IgAN case had crescents involving 28% of glomeruli.
However, given the lack of significant endocapillary or
mesangial hypercellularity, it was suspected that the
active crescents may be secondary to an underlying
ANCA related to cocaine use rather than IgAN.
2183



Figure 2. (a) Nodular diabetic glomerulosclerosis (PAS, �400). (b) Collapsing glomerulopathy in the setting of thrombotic microangiopathy
(PAS, �400). (c) Vascular thrombotic microangiopathy with onion-skin type intimal fibrosis and endothelial cell swelling (Trichrome, �400). (d)
Focal segmental glomerulosclerosis in a patient with malignant hypertension and vascular thrombotic microangiopathy (Jones methenamine
silver, �400). (e) Infection-related glomerulonephritis with abundant endocapillary neutrophils (H&E, �400). (f) Vascular thrombotic micro-
angiopathy. An artery is occluded by a fibrin thrombus (Trichrome, �400). H&E, hematoxylin and eosin stain; PAS, periodic acid-schiff.
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Although most of those in the METH plus other illicit
drug use cohort with IgAN did not have underlying
liver or gastrointestinal disease, 1 case was associated
with alcohol-related cirrhosis. There was more lupus
nephritis (n ¼ 5) in the METH plus other drugs group.
However, the majority were not significantly active (3
were class V and 1 was class II). Only 1 case had active
class IV, which was attributable to diffuse endocapil-
lary hypercellularity without crescents. One of the
class V lupus nephritis cases had 33% crescents with
necrotizing arteritis, which was thought to be separate
from the lupus nephritis and possibly related to ANCA
(despite the reported negative serology) in the context
of tricuspid valve endocarditis and heroin use.

Approximately 56% (n ¼ 35) of METH-only cases
had moderate to severe tubulointerstitial scarring.
Chronic vascular changes included 55% (n ¼ 34) with
arteriosclerosis, of which 71% (n ¼ 24) were moderate
to severe; and 50% (n ¼ 31) with arteriolosclerosis,
71% (n ¼ 22) of which were moderate to severe. The
median global glomerulosclerosis was 23% (IQR: 8%–
47%). These chronic changes were slightly higher than
those with METH plus other substance use but did not
reach statistical significance.
DISCUSSION

Herein, we describe kidney biopsy findings associated
with METH-use with and without additional substance
2184
use or misuse, which revealed a wide spectrum of pa-
thologies. Almost all cases (97%) showed evidence of
kidney dysfunction at the time of biopsy. The most
common findings were tubulointerstitial-related,
notably ATN, of which nearly one-fifth were accom-
panied by myoglobin casts. This correlates with case
reports and studies documenting AKI and rhabdo-
myolysis in the setting of METH intoxication.14-17 One
study identified myoglobin associated ATN in up to
77% of autopsy cases positive for METH.17 Mecha-
nisms that lead to ATN are multifactorial, including
volume depletion and increased sympathomimetic ac-
tivity resulting in vasoconstriction, hemodynamic
instability, and ischemic injury. Nontraumatic rhab-
domyolysis due to METH occurs in the setting of hy-
perthermia, extreme physical exertion, volume
depletion, and direct toxic effects to myocytes.14,18 The
pathomechanism of rhabdomyolysis-induced AKI is
thought to be triggered by precipitation of myoglobin
in Tamm-Horsfall protein in tubules, which causes
luminal obstruction, lipid peroxidation, and epithelial
cell damage.19 Noteworthy was the increased incidence
of myoglobin-related ATN in cases with concurrent
alcohol misuse, which itself has been linked to rhab-
domyolysis through multiple processes including acute
intoxication-induced muscle compression and injury
related to prolonged immobilization and long-term
electrolyte imbalances from chronic misuse.20-22 Given
these considerations, it would be reasonable to assume
Kidney International Reports (2024) 9, 2180–2188



HY Grace Choung et al.: Methamphetamines in Kidney Biopsies CLINICAL RESEARCH
that ingestion of alcohol with illicit drugs such as
METH may have a synergistic effect in the develop-
ment of rhabdomyolysis-related ATN.

TIN was also frequent in this cohort. Rare studies of
AIN associated with amphetamine and a chemically
similar drug phentermine have suggested that a hy-
persensitivity reaction may develop in some in-
dividuals.23,24 It is worth mentioning that
approximately 68% of our METH-only cases with TIN
had a concurrent infection. Other than the 4 cases of
pyelonephritis and 1 granulomatous TIN in the setting
of Mycobacterium avium complex infection, the
remaining were AIN and/or chronic inactive TIN of
unspecified etiology. Although it is possible that
METH itself (or an adulterant) may have elicited a
hypersensitivity response in some of these cases, the
possibilities that the AIN or chronic inactive TIN were
either secondary to the infection itself or to antibiotic
or antiviral medications cannot be excluded. Moreover,
given the stigma associated with drug-use, it is possible
that a proportion of the METH-only cohort may have
underreported using other illicit drugs25,26 such as
marijuana, heroin, or cocaine, all of which have been
associated with TIN.27

Similar to the few published case reports and se-
ries,11,13,28,29 malignant HTN and vascular TMA were a
common finding. One study, from South Africa, of
kidney histopathologic changes related to METH-use
found hypertensive changes in 50% (n ¼ 12) and
pathologic features of malignant HTN in 25% (n ¼ 6).13

Although hypertensive change was not the main
diagnostic finding in our cohort’s biopsies, up to 55%
of the METH-only cohort did have underlying arte-
riosclerosis and arteriolosclerosis with more than half
demonstrating moderate to severe luminal narrowing.
Moreover, 24% of these patients had vascular TMA
typical of the changes seen in malignant HTN. It is not
surprising that vascular pathology is prominent, given
the shared mechanism with potent sympathomimetics
such as cocaine. Catecholamine excess and release of
endothelin-1 leading to potent vasoconstriction,
hypoperfusion, ischemia, and endothelial injury have
been postulated to be potential causes of METH-related
vascular disease.30-33 METHs have also been shown to
induce expression of tissue factor on endothelial cell
surface, which increases the activation of coagulation
pathways resulting in clot formation.34 These mecha-
nisms may explain cases of METH-associated renal
cortical necrosis and ischemic infarctions involving
other organs such as the heart, intestine, and
brain.12,35-39

Proteinuria was identified in 65% of METH-only
patients, likely attributable to glomerular pathology
which was most frequently FSGS and DG. The majority
Kidney International Reports (2024) 9, 2180–2188
(85%, n ¼ 29) of FSGS lesions were secondary FSGS, of
which NOS-type was the most common (86%, n ¼ 25)
followed by those with collapsing features (14%, n ¼
4). The high incidence of secondary FSGS is not sur-
prising given that a majority of biopsies had >1
diagnosis; more than two-thirds were associated with at
least moderate to severe chronic tubulointerstitial
changes. The most common findings associated with
secondary FSGS were TMA (43%) followed by TIN
(33%) and DG (31%). Of the FSGS cases with collapsing
features, 3 were attributed to HIV and 1 to TMA. The
remaining 4 patients with FSGS were idiopathic or
primary (defined by nephrotic syndrome with exten-
sive podocyte foot process effacement), and comprised
of tip (n ¼ 1), collapsing (n ¼ 2), and NOS-type (n ¼ 1),
with the caveat that genetic assessment and a full viral
panel including parvovirus were not done.

DG was common in this cohort and could be a
consequence of inadequate diabetes self-management.
This observation appears supported by studies that
have found a high incidence of hyperglycemia and
diabetic ketoacidosis in diabetics who use METH.40,41

Interestingly, DG was more prominent in the METH-
only group compared to those with METH plus other
drugs of abuse, despite similarities in the frequency of
diabetes in both groups. It is unclear why this is the
case given that all illicit drugs are linked with adverse
self-management behaviors that result in increased
hospital admissions for diabetic ketoacidosis and other
morbidities such as cerebrovascular accident and
myocardial infarction.42 One possible explanation may
be related to METH-induced abnormalities in glucose
metabolism and insulin resistance secondary to
increased sympathetic nervous system activity.41 Other
possibilities include METH-users high consumption of
sugar-rich beverages, which has been reported in
multiple studies in association with dental caries
typical of long-term METH abuse and over time could
increase the risk of diabetes.43,44 More studies are
needed to understand potential associations between
diabetes and substance misuse.

GN was identified in one-third of METH-only cases.
Jones and Rayner13 found in their cohort mesangioca-
pillary GN (also known as membranoproliferative GN)
in 58% (n ¼ 14) of patients. All had IgM and C3 de-
posits with some also demonstrating variable staining
for IgG (n ¼ 9) and IgA (n ¼ 7). Except for 1 case of
HIV, the remaining cases of mesangiocapillary GN did
not have an identifiable infectious agent, though the
authors proposed chronic antigenemia related to pro-
longed exposure to infectious agents as a possible
explanation. An underlying clinical history of infection
was found in 64% (n ¼ 14) of our GN cases, thus
supporting this hypothesis. The most common GN was
2185
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IRGN (15%) followed by IgAN (11%), lupus or lupus-
like nephritis (3%), IC-mediated GN NOS (2%), and
antiphospholipase A2 receptor–associated membranous
nephropathy (2%). Approximately 43% (3/7) of IgAN
had concomitant infections: 1 associated with endo-
carditis, 1 with a urinary tract infection, and 1 with
syphilis. One case with lupus nephritis was also asso-
ciated with COVID-19 infection and another case of IC-
mediated GN NOS was positive for hepatitis B virus
surface antigen. None of the antiphospholipase A2
receptor–associated membranous nephropathy lupus-
like nephritis cases were associated with an identifi-
able infection. Of interest, given the significant pres-
ence of diabetes and DG in our cohort with history of
METH abuse, a higher frequency of IgA-dominant
IRGN was expected. However, we identified only 1
case that had IgA-dominant IRGN. A possible expla-
nation for the low incidence of IgA-dominant IRGN
could be the limited sample size and relatively younger
age in our cohort of METH users compared to the older
population (average 60 years) described in patients
with IgA-dominant IRGN.45

Drugs of abuse, including METH, are often
accompanied by infections due to increased exposure
to microbial pathogens and drug-mediated immuno-
modulatory effects.46 Moreover, infections have been
linked to autoimmunity, possibly explaining the
multiple reports of IC-mediated or autoimmune related
GNs that develop in the setting of infection.47-55 Of
note, 1 case in our METH-only cohort had an ANCA-
associated crescentic GN in the setting of multiple
infections (syphilis and HIV). Rare reports of vascu-
litis in the setting of METH use have been described, 1
of which was positive for antimyeloperoxidase anti-
bodies.56-58 However, in those cases, blood vessels
were involved without crescents and were not asso-
ciated with any known infection. The single case of
endocarditis in our cohort was not accompanied with
crescentic GN.

Our study has several limitations, including the
retrospective nature of the study; and limited clinical
data available, such as the duration of METH-use, the
absence of toxicology results for a large proportion of
cases, and lack of APOL1 genotyping in those with
cFSGS. Moreover, it is possible that some of the pa-
tients in the METH-only cohort may have under-
reported additional illicit drug-use.

In summary, although clinical presentations of
METH use are commonly AKI and/or proteinuria, there
is a wide spectrum of METH-associated kidney pa-
thology. The most common pathologic finding is ATN
(especially associated with myoglobin casts), as well as
TMA, TIN, FSGS, and DG. GN is also prominent in this
cohort and commonly associated with underlying
2186
infection. A substantial proportion of our cohort
demonstrated marked chronic changes in the form of at
least moderate to severe tubulointerstitial scarring and
marked hypertensive vascular disease. Noteworthy are
the increased frequency of myoglobin-related ATN in
cases with concurrent alcohol misuse and the signifi-
cant presence of DG in the METH-only group, both
which have not been reported previously in any
biopsy-based study or case report.
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