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Acute  renal failure and  severe  neurotoxicity  after

unintentional overdose of valacyclovir  in a geriatric

population: A  case report�

Fracaso  renal  agudo  y neurotoxicidad  severa  tras  sobredosis
accidental  por  valaciclovir  en población  geriátrica:  a propósito  de un
caso

Dear Editor,

Valacyclovir, a  prodrug of acyclovir with greater oral bioavail-

ability, has been widely used in recent years for the treatment

of herpes virus infections. After its hepatic metabolism, it is

eliminated through glomerular filtration and active tubular

secretion.1 Advanced age and renal failure increase the like-

lihood of side effects, such as neurotoxicity.2,3 If  toxicity is

suspected, it  is essential and early diagnosis and discontinua-

tion of the medication. In selected cases, hemodialysis could

accelerate the clearance of the drug and recovery from the

toxic effects of the drug.4

An 87-year-old woman with no relevant past medical his-

tory, except hypertension and type 2 diabetes mellitus treated

with metformin. She visited his primary care doctor for vesic-

ular lesions along the path of the  V1 branch of the left V

DOI of original article:
http://dx.doi.org/10.1016/j.nefro.2017.05.007.

� Please cite this article as: Ferreira M, Vega C, Rivas B, Selgas R. Fracaso renal agudo y  neurotoxicidad severa tras sobredosis
accidental por valaciclovir en población geriátrica: a  propósito de  un caso. Nefrología. 2018;38:323–325.

cranial nerve. The patient was  started on oral valacyclovir fol-

lowing the usual regimen (1 g/8 h). She presented progressive

confusional symptoms and abnormal behavior, being trans-

ferred to the emergency room on five days after starting the

drug. She  had no fever, no symptoms of infection and did not

present tonic–clonic movements. The physical examination

shows no relevant findings except for a  Glasgow Coma score

of 7/15 (E1V2M4), with no focality and negative meningeal

signs. Blood test reveal a  moderate hyponatremia, renal fail-

ure with mild hyperkalemia without electrocardiographic

repercussion, and metabolic acidosis with normal anion

GAP. The urine analysis was normal, and the urine ions

did not suggest extracellular volume deletion. There was

no reduction of diuresis, and kidney ultrasound shows kid-

neys without signs of chronic renal failure without dilation

of the excretory system. Chest radiography and cranial
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Fig. 1 – Evolution of plasma creatinine and sodium levels, and the level of consciousness. pCr: plasma creatinine (mg/dL);

GSC: Glasgow coma scale; pNa: plasma sodium (mEq/L).

computed tomography without intravenous contrast did  not

show pathological findings. Lumbar puncture ruled out viral

meningoencephalitis.

After the initial administration of 100 cc  of hypertonic

saline (3%), there was no change in the level of consciousness,

despite that the serum sodium was  practically corrected. Neu-

rotoxicity for valacyclovir was suspected and it was  decided

to perform a  first conventional hemodialysis session of 2.5 h

that produced a slight improvement in the  neurological situ-

ation (Glasgow coma scale of 11/15). A  second hemodialysis

session was  performed, this time of 4 h, with clear clinical

improvement. Within a few days, the  patient was discharged

with normal renal function and complete neurological recov-

ery (Fig. 1).

Valacyclovir is the L-valine ester of acyclovir, active against

the herpes virus. It has oral bioavailability; quickly and

almost completely becomes acyclovir after a first-pass mainly

hepatic.1 The elimination half-life is approximately 3 h,  which

is increased in the presence of renal failure. Elderly patients

seem more  vulnerable to  the adverse effects of the drug,

mainly neurological effects, so it should be  used with caution,

and requires close monitoring and ensure adequate hydration.

Valacyclovir neurotoxicity was first described in 1998 by

Linssen-Schuurmans et al.2 Since then more  than 20  cases

have been reported. Usually occurs 72 h after initiation of

the drug, and usually resolves 4 days after the discontin-

uation of the same, although sometimes it may  take up

to 2 weeks. The majority of cases occur in  patients with

renal insufficiency, either chronic (present at the beginning

of the drug) or  acute, due to  tubular precipitation of acy-

clovir crystals and/or acute tubulointerstitial nephritis. The

clinical spectrum ranges from mild symptoms, such as con-

fusion, photophobia or dysarthria, to symptoms of extreme

severity, such as hallucinations, seizures and coma. The dif-

ferential diagnosis of neurotoxicity by valacyclovir should

be established with entities such as  viral encephalitis, men-

tal disorders or cerebrovascular diseases. In the case of our

patient, lumbar puncture and cranial computed tomography

were performed, ruling out the infectious etiology, as well

as the presence of space-occupying lesions or acute vas-

cular disease. If  possible, levels of valacyclovir should be

requested (therapeutic range: 2–4 mcg/mL). And in cases with-

out clear diagnosis, serum and/or cerebrospinal fluid levels of

9-carboxymethoxymethylguanine can be measures and are

elevated in case of toxicity by valacyclovir.5,6 The treatment

consist in  discontinuation of the  drug, with recovery of acute

renal failure and neurological alterations in a period that

in most cases ranges between 48 h and 2 weeks. Treatment

with hemodialysis in selected cases has shown a signifi-

cant reduction in serum levels of the drug, and improvement

in  symptomatology.3,4 Peritoneal dialysis, however, does not

seem to be effective.

In conclusion, valacyclovir is a drug that should be pre-

scribed with caution in the elderly population, since it

can produce acute renal failure that delays its elimination,

increasing the risk of adverse effects, such as  neurotoxicity.

Adequate hydration should be ensured and, if possible, mon-

itoring of renal function. With the appearance of neurological

symptoms, it is recommended to suspend the  drug and rule

out other entities that have a  similar clinical presentation. In

selected cases, treatment with hemodialysis may accelerate

recovery.
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Stenosis of the iliac  artery  after  kidney  transplantation as a

cause of refractory  hypertension  and  intermittent

claudication�

Estenosis  de arteria  ilíaca  tras  trasplante  renal  como  causa  de
hipertensión  arterial  refractaria  y claudicación

Dear Editor,

Vascular diseases in renal transplant patients are increas-

ing in frequency due to the longer patient survival, the

transplantation in older individuals with higher cardiovas-

cular risk, and because many grafts come from donors with

expanded criteria.1 Post-transplant hypertension secondary

to decreased renal blood flow, either due to involvement of the

proximal aorto-iliac segment or the renal artery, is  a form of

hypertension that can be corrected. Abnormalities of the renal

artery anastomosis should be  suspected if there is evidence

of  ischemic nephropathy, resistant renovascular hypertension

and claudication of the limb ipsilateral to the renal graft are

associated, although all these findings may  not always be

present.2

We  present the case of a kidney transplant woman who

after 13 years of transplantation begins with a progressive

deterioration of renal function associated with hypertension

resistant to the treatment and claudication at a short distance

of the left lower limb. The relevant history is polycystic kidney

disease and ex-smoking (20 packages/year). On physical

examination, she presented a decrease in the temperature

of the left foot that appears pale and with absence of distal

pulses.

The renal function decreased, serum creatinine increased

from of 1.1 to 2.86 mg/dl without proteinuria.

DOI of original article:
https://doi.org/10.1016/j.nefro.2017.05.006.

� Please cite this article as: Sobrino Díaz L, Mosquera Rey V, Rodríguez García M, Alonso Pérez M, Ridao Cano N, Díaz Corte C, et al.
Estenosis  de arteria ilíaca tras trasplante renal como causa de  hipertensión arterial refractaria y  claudicación. Nefrologia.
2018;38:325–327.

Both the abdominal ultrasound and the  Doppler ultra-

sound of the renal graft did not show abnormalities (resistance

indices of 0.7–0.8).

The ankle-brachial index was  0.60 (normal: 0.9–1.2). A CT

angiography was requested that showed a large intraluminal

calcified lesion (reef coral) that caused a  preocclusive lesion

at the level of the  left common iliac artery, immediately after

the aorto-iliac bifurcation. Both the graft artery and the  anas-

tomosis and the hypogastric artery were permeable (Fig. 1).

Endovascular treatment by bilateral eco-guided femoral

puncture with local anesthesia was performed. An Advanta
®

V12 8 mm × 3 mm  balloon-expandable bilateral stent (Atrium,

Hudson, NH, USA) was implanted in the aorto-iliac bifurcation

without evidence of residual stenosis in the post-implant con-

trol arteriography (Fig. 2). This provision was used in  kissing

to cover the entire lesion avoiding compromising the ostium

of the contralateral iliac axis.

There were no postoperative complications. After 30  days,

blood pressure was  controlled and renal function improved

(serum creatinine was 2.17 mg/dl and eGFR by MDRD was

23 ml/min/1.73 m2). At 6 months, a  new CT  angiography was

performed in which the permeability of the kissing stent per-

sisted without associated lesions.

Causes of renal function deterioration: acute rejection,

acute tubular necrosis, pharmacological toxicity and steno-

sis of the renal artery in its 2 presentations, proximal and
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