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Abstract

Background: Pemetrexed, a multitargeted antifolate cytotoxic agent, is currently used primarily in combination with
cisplatin for metastatic non-small cell lung cancer and for malignant mesothelioma. Acute renal toxicity of pemetrexed
has been recently described with polychemotherapy, in which the individual responsibility of each drug is difficult to
establish. Only one recent report documents renal involvement in long-term exposed patients.

Case presentation: We report on a case of rapidly progressive nephropathy leading to the cessation of platinum salts
and the secondary interruption of pemetrexed and bevacizumab. Acute tubular necrosis shown on the renal biopsy
could potentially be due to pemetrexed. Persistent severe renal failure after the resumption of all drugs led
to new treatment lines with gemcitabine (while the glomerular filtration rate was below 30 ml/min/1.73m?),

then followed by Taxol.

Conclusions: The optimal strategy with regard to renal complications in cancer patients is not clear. Acute or
chronic loss in renal function generally leads to a new treatment line, possibly impairing the overall success
of the treatment. The use of chemotherapy in patients with a glomerular filtration rate below 30 ml/min/1.73m? is usually
associated with an increased risk of side effects when not contraindicated by renal elimination of the drug.

Background

Most cancer patients receive polychemotherapy. The
anticipated efficacy may only be attained, however, if
the regular protocol is conducted in its entirety. Renal
failure usually leads to delayed or interrupted chemo-
therapy, and in the absence of full treatment, the
expected benefits may be elusive. Alternatively,
second- or third-line treatment is offered if drugs are
manageable with the maintenance of a low glomerular
filtration rate (GFR).

As shown in several studies [1], renal failure
appears therefore to be one of the main causes for
chemotherapy discontinuation. Indeed, individual
compliance with the use of drugs in polychemother-
apy regimens is usually difficult to confirm. The
reversibility of acute renal events determines whether
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a strategy can be followed, since many drugs cannot
be prescribed in case of severe renal failure. Preven-
tion measures, rapid diagnoses and extensive work-
ups to determine the causes of GFR decline are
necessary and are urgently required before stage 4 or
5 occurs, in which case irreversibility would prevent
any future cancer therapy.

Anticancer drugs may exhibit different forms of
renal toxicity (namely tubular, interstitial, glomerular
or vascular), and often only renal biopsy can shed
light on the mechanism of renal function decline. We
describe a typical case of a cancer patient treated
with 3 different drugs exhibiting severe renal failure.
We emphasize the therapeutic changes that were
necessary due to non-reversible renal failure and
question the potential consequences on the outcome.
We also discuss the benefits of renal biopsy in
helping to diagnose drug-induced renal toxicity.
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Case presentation

A 66-year-old woman was admitted in March 2015 to
Pitié Salpétriere Hospital for rapidly progressive kidney
failure. TNM stage IV lung adenocarcinoma had been
diagnosed in December 2013 with pleural and nodal
metastasis. Treatment began in January 2014 with three
sessions of external radiotherapy and six sessions of
chemotherapy with cisplatin (75 mg/m?®), pemetrexed
(500 mg/mz) and bevacizumab (10 mg/kg). Her only
other past medical history was dyslipidemia. She had no
diabetes and no hypertension. Before beginning chemo-
therapy, her plasma creatinine level was 50 pmol/L, cor-
responding to an estimated GFR (eGFR) of 113 ml/min/
1.73m? using the simplified Modification of Diet in
Renal Disease (MDRD) equation.

In April 2014, the plasma creatinine level rose to
92 pmol/L. The medical team first suspected Cisplatin
nephrotoxicity, therefore the chemotherapy protocol was
changed, and only Pemetrexed and Bevacizumab were
maintained from June 2014 at the same doses. However,
the kidney function continued to worsen, with a creati-
nine plasma level of 111 pmol/L in August, and
154 pmol/L in November, corresponding to an eGFR of
42 ml/min/1.73m? Chemotherapy sessions were can-
celled in December 2014, earlier than expected, when
the creatinine plasma level rose to 196 pmol/L, corre-
sponding to an eGFR of 24 ml/min/1.73 m? which then
became a contraindication to treatment. At this time,
there was no hypertension, proteinuria, hematuria or
leukocyturia detected by urine dipstick.

After discontinuation, the creatinine plasma level
continued to rise, to 266 pmol/L in January and
297 umol/L in February 2015. No other treatment was

Page 2 of 8

given at this time, especially no non-steroidal anti-
inflammatory drugs (NSAIDS) or antibiotics.

In February 2015, the patient developed hyperten-
sion with no extra-renal clinical signs, and was
referred to a nephrologist. The 24-h proteinuria was
estimated at 0.7 g. Microscopic hematuria appeared
(57.10%/ml), without leukocyturia. Blood tests showed
thrombopenia (120.10° G/L) and anemia (8.9 g/dL),
with no laboratory signs of hemolysis or schizocytes
(Fig. 1). Antineutrophil cytoplasmic antibodies were
absent, as were antinuclear and anti-DNA antibodies.
There was no protein activation associated with com-
plement. No gamma globulin abnormalities were seen
in plasma protein electrophoresis. The kidney ultra-
sound showed two kidneys of normal size and shape,
well differentiated, with a regular outline and no
impediments.

The kidney biopsy, shown in Figs. 2 and 3, revealed
acute tubular necrosis. The glomeruli, interstitial compart-
ment and vessels were normal. There were no thrombotic
microangiopathic lesions, glomerular or tubular basement
membrane deposits, or arteriolar hyalinosis. Immuno-
fluorescence did not show any immune complex deposits.
Electron microscopy was not performed.

The renal function did not recover. The patient was
discharged and then followed by her medical team closer
to home. In December 2015, she had a plasma creatinine
level of 266 pmol/L. The GFR remained later low (around
17 ml/min/1.73m?) but with no need for dialysis until
December 2016.

The anticancer treatment was prolonged in 2015 with
5 cycles of gemcitabine, and a four-month treatment-
free period. In 2016, she received 6 cycles of gemcitabine

2013
Cancer diagnostic
Initiation of
chemotherapy

Plasma Cr 92 umol/L
No hypertension

»No Pu, no Hu
eGFR 59 ml/mn/1.73m?

No hypertension
2014 Plasma Cr 50 umol/L
eGFR 113
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Pemetrexed
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Fig. 1 Timeline of patient’s renal function during chemotherapy
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Fig. 2 Kidney biopsy photographs; acute tubular necrosis with tubular
cell necrosis and brush border loss. Glomeruli and interstitial
compartment are normal. Immunofluorescence staining was negative

and 6 cycles of paclitaxel. The lung CT scan was stable
at the last visit.

Discussion
This case illustrates rapidly progressing acute renal fail-
ure documented by acute tubular necrosis in a patient
treated with cisplatin, bevacizumab and pemetrexed.
Cisplatin, a widely used chemotherapeutic agent for
lung cancer, has the well-known side effect of nephrotox-
icity. Almost 20% of patients receiving high-dose cisplatin
develop acute kidney injury (AKI). One-third of AKI cases
occur within a few days of administration, despite appro-
priate preventive measures (i.e. adequate hydration, dose
adjustments) [2, 3]. Cisplatin has been traditionally com-
bined with gemcitabine for metastatic small cell lung can-
cer. In more recent protocols, a switch from gemcitabine

s N

Fig. 3 Kidney biopsy photographs; acute tubular necrosis with tubular
cell necrosis and brush border loss. Glomeruli and interstitial
compartment are normal. Immunofluorescence staining was negative
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to pemetrexed, an antifolate cytotoxic agent with lower
hematologic toxicity [4], has been used. Pemetrexed is a
multitargeted antifolate agent with demonstrated efficacy
in pleural mesothelioma and metastatic lung adenocar-
cinoma [5]. Of note is that it is the first agent to induce
improvement in the prognosis of malignant pleural meso-
thelioma [6]. Pemetrexed inhibits several folate-dependant
enzymes involved in purine and pyrimidine synthesis and
thus, DNA synthesis. Its main toxicity is linked to vitamin
deficiencies (folate and B12) and ranges from nausea/
vomiting and diarrhea to skin rash, mucositis and neutro-
penia [7]. Pemetrexed is almost exclusively eliminated in
the urine. Accumulation may occur in case of pleural or
peritoneal effusion, and cumulative side effects may ap-
pear. Dialysis does not seem to be efficient for eliminating
pemetrexed [8].

As with cisplatin, pemetrexed causes tubular toxicity,
whereas gemcitabin and bevacizumab induce vascular
defects [9, 10]. This toxicity seems to appear despite
nephroprotective measures. Tubular cell apoptosis seems
to be the common feature of pemetrexed toxicity, prob-
ably secondary to its accumulation and folate metabolism
blockade. One case of nephrogenic diabetes insipidus
appearing with pemetrexed has also been reported [11].

The effects of bevacizumab are different. A monoclo-
nal antibody that binds to vascular endothelial growth
factor (VEGEF) receptors, thus inhibiting its angiogenic
effects [12], it is known to induce glomerular changes
responsible for proteinuria and some microangiopathy.
Tubular injury is very rarely reported with bevacizumab
nephrotoxicity but can be seen histologically. Indeed,
one article reports five cases of AKI in patients treated
with vascular endothelial growth factor inhibitors (four
with bevacizumab and one with sorafenib) and high-
lights the fact that tubular injury with focal necrosis had
been seen in all five cases, possibly in addition to throm-
botic microangiopathy lesions [13, 14].

An increasing number of cases documenting acute
kidney insult with pemetrexed have been published
[15, 16]. In every case the authors describe an acute
profile of kidney function degradation occurring 1 or
2 weeks after treatment initiation, with further deg-
radation after stopping therapy [17]. In a recent
study, around 50% of patients with maintenance treat-
ment combining pemetrexed and bevacizumab had to
stop due to acute kidney injury [1].

If renal toxicity occurs, the causative agent may be diffi-
cult to identify. Our case report illustrates the situation of
many patients undergoing polychemotherapy treatment.
In this case of acute kidney injury, the absence of throm-
botic microangiopathy did not support the role of bevaci-
zumab, but the mild proteinuria might have. Cisplatin
could have been responsible, since the renal biopsy
showed acute tubular necrosis, which is the most frequent
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elementary histological lesion expected in cisplatin tox-
icity; however its reduction or total discontinuation usu-
ally allows renal recovery in a few weeks [2, 3, 18]. The
deterioration of renal function, despite the elimination of
cisplatin months before, tends to rule out the responsibi-
lity of platinum salts in our case. Pemetrexed could be the
causative agent here, as the renal histology is similar to
that seen in other reported cases, and due to the timing
and the non-resolution after discontinuation.

If there is no evidence for the cause of acute kidney injury
in cases of polychemotherapy, we believe that renal biopsy
can help by describing typical, or less typical, lesions. Some
types of lesions have been attributed to certain types of
chemotherapies (Table 2).

Most articles describe the expected or possible renal
side effects during chemotherapy [19]. We suggest that
appropriate renal monitoring could allow for early inter-
vention in reducing the consequences of renal toxicity
on further treatment (Table 1). Optimal monitoring
includes a baseline evaluation to detect patients with
preexisting nephropathy and patients at high risk of
renal impairment. A few simple questions should be
asked at the treatment initiation: is there a history of a
renal failure, hematuria or proteinuria? Should we adapt
monitoring to this particular patient because of an indi-
vidual risk score higher than others? Should his/her
usual medication be adjusted? Is the patient usually
exposed to nephrotoxic drugs (NSAIDs, lithium, etc.)
besides cancer treatment?

It is particularly important to monitor clinical and
laboratory renal parameters during treatment. For
example, significant loss of weight from one cycle to
the other (more than 5% of the initial weight), diges-
tive disorders (diarrhea, vomiting) or hypotension are
markers of dehydration and subsequently of the risk
of functional renal failure. If creatinine increases, the
first questions to be asked are: Is it pre-renal failure
due to dehydration? Should I modify the symptomatic
treatment? Or start rehydration? Are there factors
supporting organic renal failure such as proteinuria,
hematuria, leukocyturia, anemia or hemolysis? If the
answer to the last question is yes, the chemotherapy
should be suspended and the patient immediately
referred to a nephrologist.

Being closer to the clinical situation, from a clinical
and pragmatic viewpoint, we also share a strategy of
action in case of early renal abnormality during treat-
ment (Table 2). Randomized protocols define the
usual timelines for laboratory monitoring based on
experience with low-risk patients. In “real life”, cancer
patients may indeed be at very high renal risk. Closer
laboratory monitoring may allow a toxic drug to be
resumed earlier and the initiation of an early treatment
(steroids, plasma exchanges, dialysis, etc.). The list of
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markers that should be monitored may be tailored
depending on the drugs received (glycosuria if Fanconi
tubulopathy is expected, for example). In any case, drug
dosage adjustment is mandatory if renal function declines.
In the event of rapidly progressive renal impairment,
hospitalization is highly recommended.

Conclusion

In conclusion, we would like to highlight the importance
of close renal function monitoring in cancer patients.
Anticipating side effects through clinical evaluation,
laboratory tests and early discussion of renal biopsy may
positively influence the outcome of cancer disease by
providing the best chances for therapy completion.
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