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ABSTRACT 

INTRODUCTION: Valproate is an antiepileptic medica-
tion that can be used to manage behavioral symptoms 
associated with Alzheimer’s dementia. We present a rare 
case of valproate-induced periorbital edema.

CASE: A 76-year-old man came to the emergency room 
with agitation and aggression. He was medically cleared 
and referred to a psychiatric facility where he was treat-
ed with haloperidol. When he developed drug-induced  
parkinsonism, the haloperidol was stopped, and the pa-
tient was started on valproate 250 mg twice daily. The 
day after valproate administration, the patient developed 
periorbital edema. After ruling out other causes of peri-
orbital edema, adverse drug reaction was suspected. Val-
proate was discontinued, and the edema rapidly resolved 
within five days.

CONCLUSION:  Periorbital edema is a rare side effect of 
valproate. It can occur in patients who are being treat-
ed with valproate for behavioral changes in Alzheimer’s 
disease. The edema resolves with discontinuation of the 
medication. 
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INTRODUCTION 

Drug-related peripheral edema is not uncommon; however, 
valproate-related edema is a rare adverse side effect that has 
been reported after long-term administration of the medi-
cation.1 Gastrointestinal side effects, hepatitis, pancreatitis, 
and thrombocytopenia have all been reported with val-
proate.2 We present here a rare case of periorbital edema as a 
side effect of valproate.  

CASE REPORT

A 76-year-old man with a history of dementia with behav-
ioral disturbance, who lived at  home with his wife, pre-
sented to the emergency department due to agitation and 
aggressive behavior toward his wife. He was medically 
cleared and transferred to a inpatient psychiatric unit for 
further management. 

In the facility, the patient was aggressive toward staff and 
other patients. He did not have physical limitations and did 
not need an assistive device to ambulate. He maintained 
eye contact, could make his needs known, and was able to 
engage in a conversation. However, he had delusions and 
hallucinations, was confused, and was unable to answer 
questions appropriately. 

After several altercations with other patients in the facil-
ity, he was deemed a risk to himself and others and started 
on haloperidol. The haloperidol was stopped when he devel-
oped gait changes, rigidity, and cogwheeling. He was transi-
tioned to quetiapine and developed somnolence and decline 
in his functional status. He was taken off quetiapine, but he 
developed agitation once again.

He was next started on valproate for symptom manage-
ment, but the following morning, the patient was noted to 
have new onset eyelid swelling and bilateral lower extrem-
ity edema to the level of the knee. The initial differential 
diagnosis included facial cellulitis, renal disease, liver dis-
ease, heart failure, and medication side effects. 

Workup was negative CBC, BNP, BMP, and liver function 
testing and TSH showed no abnormalities. He was taken 
off the valproate after a literature search showed edema as 
a rare side effect of the medication.3,4 The pedal and perior-
bital edema rapidly resolved in five days. The patient was  
diagnosed with valproate-induced facial edema. 

DISCUSSION
Valproate can be used in the treatment of agitation with 
dementia, as well as for generalized or partial seizures, pro-
phylaxis of migraine headache, and bipolar disorder. Gastro-
intestinal side effects have been seen with valproate along 
with hepatitis, pancreatitis, and thrombocytopenia.8 New 
peripheral edema should prompt a thorough evaluation for 
underlying conditions such as congestive heart failure, liver 
cirrhosis, nephrotic syndrome, hypoalbuminemia, and lym-
phatic or venous obstruction.3 There have been case reports 
of valproate causing peripheral edema without other side 
effects.4 A few cases reported valproate-induced bilateral 
lower extremity edema which resolved quickly after the  
valproate was stopped.3,4,7

The mechanism by which valproate causes peripheral 
edema is not known. Valproate can exhibit its pharmacologic 
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effects by increasing neuronal concentrations of GABA 
level in the brain. This can happen by either inhibiting its 
metabolism or increasing its synthesis.4,6 Some studies have 
reported lower extremity edema when using medications 
that affect the GABA system, such as benzodiazepines. Tiag-
abine, an anti-epileptic drug thought to generate peripheral 
edema, is associated with the γ-aminobutyric acid (GABA) 
system, which is utilized by valproate as well.3

GABA receptors have been identified in peripheral tis-
sues with reported effects on modulating peripheral vascu-
lar resistance.4 This might be related to the development of 
edema as an adverse medication effect.

Some studies report edema in the context of liver injury 
related to valproate use; however, our patient had no abnor-
malities in his renal or liver functions and did not develop 
liver injury.7 The course of events including development 
of bilateral lower extremity edema and eyelid edema one 
day after taking valproate, and resolution of the edema five 
days after stopping the medication, suggest adverse drug 
reaction as the cause of our patient’s peripheral edema and  
periorbital edema.

References
1. Mathew T, D’Souza D, Nadimpally US, Nadig R. Cloba-

zam-induced pedal edema: “An unrecognized side effect of a 
common antiepileptic drug”. Epilepsia. 2016 Mar;57(3): 524-5. 
doi:10.1111/epi.13316. PMID: 26948847.

2. Örüm M. (2019). Sodium valproate-induced isolated thrombo-
cytopenia. Anadolu Güncel Tıp Dergisi, 1 (4), 110-112. DOI: 10. 
38053/agtd.559649.

3. Chuang K, Patel S. Valproate-Induced Lower Extremity Swell-
ing. Fed Pract. 2020 Aug;37(8):388-390. doi: 10.12788/fp.0031. 
PMID: 32908348; PMCID: PMC7473731.

4. Lin ST, Chen CS, Yen CF, Tsei JH, Wang SY. Valproate-relat-
ed peripheral oedema: a manageable but probably neglected 
condition. Int J Neuropsychopharmacol. 2009 Aug;12(7):991-
3. doi: 10.1017/S1461145709000509. Epub 2009 Jun 3. PMID: 
19490736.

5. Löscher W. Basic pharmacology of valproate: a review after 35 
years of clinical use for the treatment of epilepsy. CNS Drugs. 
2002;16(10):669-94. doi: 10.2165/00023210-200216100-00003. 
PMID: 12269861.

6. Owens MJ, Nemeroff CB. Pharmacology of valproate. Psycho-
pharmacol Bull. 2003;37 Suppl 2:17-24. PMID: 14624230.

7. Prajapati H, Kansal D, Negi R. Magnesium valproate-induced 
pedal edema on chronic therapy: A rare adverse drug reaction. 
Indian J Pharmacol. 2017;Sep-Oct;49(5):399-400. doi:10.4103/
ijp.IJP_239_17. PMID: 29515282; PMCID: PMC5830852.

8. Baillon SF, Narayana U, Luxenberg JS, Clifton AV. Valproate 
preparations for agitation in dementia. Cochrane Database 
Syst Rev. 2018 Oct 5;10(10):CD003945. doi: 10.1002/14651858.
CD003945.pub4. PMID: 30293233; PMCID: PMC6516950.

Acknowledgment 
We thank Margo Katz and Richard Besdine, MD, for editing and 

final manuscript review. 

Authors
Sarah Hatahet, MD, Clinical and Research Assistant at Nardone 

Medical Associates, Pawtucket, RI. 

Khaled Khalaf, MD, Faculty of Medicine, Cairo University, Egypt.

Salaheldin Elhamamsy, MD, Department of Geriatrics, Alpert 
Medical School of Brown University, Providence, RI.   

Disclosures
Conflict of interest: None

Funding: None

Correspondence
salahhamamsy@brown.edu

11D E C E M B E R  2 0 2 1   R H O D E  I S L A N D  M E D I C A L  J O U R N A L   R I M J  A R C H I V E S  |  D E C E M B E R  I S S U E  W E B P A G E  |  R I M S

http://rimed.org/rimedicaljournal-archives.asp
http://www.rimed.org/rimedicaljournal-2021-12.asp
https://www.rimedicalsociety.org

	COVER
	CONTENTS–Contributions
	CONTENTS–Contributions
	CONTENTS–Features
	CONTENTS–News, People/Places
	CASE–Nahar
	CASE–Hatahet
	CASE–Morito
	CASE–Maxwell
	VIDEOS–Friedman
	IMAGES–Selvaraj
	CONTRIBUTION–Cao
	CONTRIBUTION–Hartnett
	CONTRIBUTION–Martin
	CONTRIBUTION–Rosenthal
	HEALTH–Karpowicz
	HEALTH–Vital Statistics
	INVITED ESSAY–Taylor
	COMMENTARY–Rhoads
	SPOTLIGHT–Korr
	WE ARE READ EVERYWHERE
	2021 GUEST EDITORS
	RIMS NEWS
	NEWS
	PEOPLE/PLACES
	OBITUARIES

