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Abstract

BACKGROUND

Pregabalin is widely used to treat neuropathic pain associated with postherpetic
neuralgia. To our knowledge, this is the first report on simultaneously occurring
dose-related adverse drug reactions (ADRs) of balance disorder, asthenia,
peripheral edema, and constipation in an elderly patient after pregabalin.

CASE SUMMARY

A 76-year-old female with a history of postherpetic neuralgia was prescribed
pregabalin (300 mg daily). After taking pregabalin for 7 d, the patient developed
balance disorder, weakness, peripheral pitting edema (2+), and constipation. On
days 8-14, the pregabalin dose was reduced to 150 mg/d based on creatinine
clearance. The patient’s peripheral edema improved significantly with the
disappearance of all other adverse symptoms. On day 15, the pregabalin dose was
increased to 225 mg/d to relieve pain. Unfortunately, the symptoms mentioned
earlier gradually reappeared after 1 wk of pregabalin treatment. However, the
complaints were not as severe as when taking 300 mg/d pregabalin. The patient
consulted her pharmacist by telephone and was advised to reduce the dose of
pregabalin to 150 mg/d and add acetaminophen (0.5 g, q6h) to relieve pain. The
patient’s ADRs gradually improved over the following week.

CONCLUSION

Older patients should be prescribed a lower initial dose of pregabalin. The dose
should be titrated to the maximum tolerable dose to avoid dose-limiting ADR.
Dose reduction and the addition of acetaminophen may help limit ADR and
improve pain control.
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Core Tip: This is the first report regarding dose-related adverse drug reactions (ADRs) of balance disorder,
asthenia, peripheral edema, and constipation simultaneously in an elderly patient after treatment with
pregabalin, which suggests that older patients whose creatinine clearance < 60 mL/min should be
prescribed a lower initial dose. Titration to the highest tolerable dose should be done cautiously to avoid
dose-limiting ADRs. Dose reduction and the addition of acetaminophen for pregabalin may be useful for
limiting ADRs and improving patient pain control.

Citation: Ma LP, Wen C, Zhao TX, Jiang XM, Gu J. Pregabalin induced balance disorder, asthenia, edema, and
constipation in an elderly adult: A case report. World J Clin Cases 2023; 11(17): 4060-4064

URL: https://www.wjgnet.com/2307-8960/full/v11/i17/4060.htm

DOI: https://dx.doi.org/10.12998/wjcc.v11.i17.4060

INTRODUCTION

Pregabalin was approved by the United States Food and Drug Administration in 2014 to treat
neuropathic pain associated with postherpetic neuralgia[1]. The drug can cause several adverse drug
reactions (ADRs), including dizziness, somnolence, and weight gain[1-3]. However, the simultaneous
occurrence of dose-dependent ADRs of balance disorder, asthenia, facial and peripheral edema, and
constipation is rarely reported. Here, for the first time, we present the case of a 76-year-old female who
experienced these ADRs while taking pregabalin.

CASE PRESENTATION

Chief complaints
A 76-year-old Chinese female presented to the hospital with balance disorder and weakness. The patient
was taking pregabalin (300 mg daily) for the past 7 d for postherpetic neuralgia.

History of present illness
Balance disorder, weakness, facial and peripheral edema (2+), and constipation.

History of past illness

Approximately 2 mo prior to presentation, the patient came to a local hospital with back and chest pain.
On physical examination, blisters were found on the chest and back. The patient was taking prednisone
for immune thrombocytopenia. Herpes zoster simplex was diagnosed based on the signs and symptoms
presented, and a 3-wk treatment of valacyclovir was prescribed. After treatment, the blisters improved,
but the pain persisted. Pregabalin (300 mg/d) was prescribed for suspected herpetic neuralgia. Other
medical history included hypertension and type 2 diabetes. The patient was also taking danazol and
repaglinide. The patient had no history of allergies or psychiatric illness.

Personal and family history
The patient denied any family history of postherpetic neuralgia.

Physical examination

Current vital signs were body temperature of 36.8 °C, blood pressure of 130/80 mmHg, heart rate of 70
beats/min, and respiratory rate of 18 breaths/min. Furthermore, before pregabalin treatment, the
patient had painful facial expression, and postherpetic chest tenderness. A few herpes and herpetic
imprints were found as well.

Laboratory examinations

Routine blood analyses were normal (white blood cells, 6.2 x 10°/L; red bloodcells, 3.83 x 10"?/L;
hemoglobin, 121 g/L; platelets, 160 x 10°% serum creatinine 80 pmol/L). Liver function was normal
(aspartate transaminase, 15 IU/L; alanine aminotransferase, 14 IU/L; total protein, 59.1 g/L; albumin
33.9 g/L; total bilirubin; 16.7 pmol/L; direct bilirubin, 5.6 pmol/L). Blood glucose was 16.06 mmol/L.
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Urine analyses were normal except for (2+) sugar.

Imaging examinations
No special notes.

MULTIDISCIPLINARY EXPERT CONSULTATION

After taking pregabalin, the patient complained about balance disorder, weakness, facial and peripheral
edema, and constipation. However, the patient was also taking danazol, prednisone, and repaglinide.
Only danazol and repaglinide have ADRs of balance disorder and weakness listed in the package
inserts, but the incidence rates are less than 0.01%. Therefore, these complaints were considered to be
caused by pregabalin. The pregabalin dose was reduced to 150 mg/d based on creatinine clearance of 40
mL/min. The dose change was communicated to the patient and her husband. On days 8-14, after the
dose of pregabalin was reduced, peripheral edema improved with the disappearance of adverse
symptoms. However, on day 15, the patient increased the pregabalin dose to 225 mg/d to relieve pain.
Unfortunately, adverse events gradually reappeared after 1 wk of treatment. However, the symptoms
were not as severe as when the previous dose was 300 mg/d.

FINAL DIAGNOSIS

The Naranjo ADR Probability Scale yielded a score of 9 (definite), indicating that these dose-related
ADRs were caused by pregabalin[4].

TREATMENT

The patient consulted the pharmacist by telephone. The pharmacist advised the patient to reduce the
pregabalin dose to 150 mg/d and add acetaminophen (0.5 g, g6h) for additional pain relief. After dose
reduction, the ADRs gradually improved over the following week.

OUTCOME AND FOLLOW-UP

The patient stopped acetaminophen and continued taking pregabalin (150 mg/d) for approximately 1
year. No ADRs reappeared, and the pain gradually improved.

DISCUSSION

Patients starting pregabalin treatment are at increased risk of several adverse events, particularly those
that affect cognition and coordination. Adverse events appear according to a particular dose-response
pattern, possibly reflecting the severity of the dysfunction of different anatomic structures[3]. These
balance disorders and asthenia may be caused by the inhibition of the depolarization-dependent
calcium influx in the P-, Q-, and N-type voltage-gated calcium channelsin the vestibule cerebellar
brainstem[1]. Advanced age is a significant risk factor for unsteadiness, suggesting that pregabalin
should be used with caution in older patients[5].

The development of edema may be associated with the opening effect of pregabalin on plasma-
lemmal mitochondrial ATP-sensitive K(+) channels in smooth muscle cells[5]. Elevated serum creatinine
levels are predictive factors for the development of edema[6].The ADRs of edema and constipation
related to pregabalin are slightly less common, and their pathogenesis is unclear. Pregabalin can cause
constipation by binding to the calcium channel alpha 2-delta type 1 protein subunit in smooth muscle
cells of the gastrointestinal tract.

In our case, the time correlation between pregabalin and balance disorder, asthenia, edema, and
constipation might be atypical. The median intervals between the use of pregabalin and the time to the
onset of these adverse events are 15 d, 16 d, and 29 d, respectively[7]. However, most ADRs emerge
within the first 21-28 d after pregabalin treatment, except for peripheral edema[8]. In the current case,
the patient developed symptoms after 7 d of pregabalin therapy, both at 300 mg/d and 225 mg/d.

Meanwhile, this case demonstrates that higher doses of pregabalin lead to increased severity of ADR.
However, the time to onset and types of ADRs are similar. Pregabalin should be prescribed at a low
dose and titrated to the maximum tolerable amount, especially in older patients with reduced renal
function. Pregabalin exhibits linear pharmacokinetics, which may explain the dose-response
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relationship of ADRs in this patient. Pregabalin is approximately 90% unchanged when excreted in the
urine[9]. In this case, the creatinine clearance of the patient was estimated to be 40 mL/min, for which a
total daily dose of pregabalin of 150 mg/d was recommended. The reduced renal function could explain
the appearance of ADRs when the pregabalin dose was at 300 mg/d and the reappearance of ADRs
when the dose increased from 150 mg/d to 225 mg/d. Dose-dependent ADRs may appear when taking
high initial doses of pregabalin or increasing the amount to provide complete pain relief.

CONCLUSION

This is the first report of dose-related ADRs of balance disorder, asthenia, peripheral edema, and
constipation co-occurring in a patient after taking pregabalin. Older patients or individuals with renal
insufficiency should start a low dose of pregabalin. The dose should be slowly titrated to the maximum
tolerated dose to avoid ADRs. The addition of acetaminophen may help limit ADRs and improve pain
control.

ACKNOWLEDGEMENTS

The authors thank Chen C from the Peking University Health Science Center for reviewing the
manuscript.

FOOTNOTES

Author contributions: Ma LP and Wen C contributed to manuscript writing and editing; Ma LP contributed to data
collection; Zhao TX and Jiang XM contributed to data audit; Gu ] contributed to conceptualization and supervision;
All authors have read and approved the final manuscript.

Informed consent statement: Informed written consent was obtained from the patient for publication of this report
and any accompanying images.

Conflict-of-interest statement: All authors declare that they have no conflicts of interest.

CARE Checklist (2016) statement: The authors have read the CARE Checklist (2016), and the manuscript was
prepared and revised according to the CARE Checklist (2016).

Open-Access: This article is an open-access article that was selected by an in-house editor and fully peer-reviewed by
external reviewers. It is distributed in accordance with the Creative Commons Attribution NonCommercial (CC BY-
NC 4.0) license, which permits others to distribute, remix, adapt, build upon this work non-commercially, and license
their derivative works on different terms, provided the original work is properly cited and the use is non-

commercial. See: https:/ /creativecommons.org/ Licenses/by-nc/4.0/
Country/Territory of origin: China

ORCID number: Tong-Xiang Zhao 0000-0002-0700-6494; Xiang-Ming Jiang 0000-0002-2516-0241; Jin Gu 0000-0002-7564-
7496.

S-Editor: Liu JH
L-Editor: Filipodia
P-Editor: Zhao S

REFERENCES

1 Gajraj NM. Pregabalin for pain management. Pain Pract 2005; 5: 95-102 [PMID: 17177755 DOI:
10.1111/5.1533-2500.2005.05205.x]

Arnold LM, McCarberg BH, Clair AG, Whalen E, Thomas N, Jorga A, Pauer L, Vissing R, Park PW. Dose-response of
pregabalin for diabetic peripheral neuropathy, postherpetic neuralgia, and fibromyalgia. Postgrad Med 2017; 129: 921-933
[PMID: 28967801 DOI: 10.1080/00325481.2017.1384691]

N

3 Zaccara G, Gangemi P, Perucca P, Specchio L. The adverse event profile of pregabalin: a systematic review and meta-
analysis of randomized controlled trials. Epilepsia 2011; 52: 826-836 [PMID: 21320112 DOI:
10.1111/5.1528-1167.2010.02966.x]

4 Naranjo CA, Busto U, Sellers EM, Sandor P, Ruiz I, Roberts EA, Janecek E, Domecq C, Greenblatt DJ. A method for
estimating the probability of adverse drug reactions. Clin Pharmacol Ther 1981; 30: 239-245 [PMID: 7249508 DOI:

WJCC | https://www.wjgnet.com 4063 June 16,2023 | Volume1l | Issuel7 |


https://creativecommons.org/Licenses/by-nc/4.0/
http://orcid.org/0000-0002-0700-6494
http://orcid.org/0000-0002-0700-6494
http://orcid.org/0000-0002-2516-0241
http://orcid.org/0000-0002-2516-0241
http://orcid.org/0000-0002-7564-7496
http://orcid.org/0000-0002-7564-7496
http://www.ncbi.nlm.nih.gov/pubmed/17177755
https://dx.doi.org/10.1111/j.1533-2500.2005.05205.x
http://www.ncbi.nlm.nih.gov/pubmed/28967801
https://dx.doi.org/10.1080/00325481.2017.1384691
http://www.ncbi.nlm.nih.gov/pubmed/21320112
https://dx.doi.org/10.1111/j.1528-1167.2010.02966.x
http://www.ncbi.nlm.nih.gov/pubmed/7249508

Ma LP et al. Adverse drug reactions of pregabalin simultaneously in a patient

Jaishideng®

6

10.1038/clpt.1981.154]

Kanbayashi Y, Onishi K, Hosokawa T. Factors predicting adverse events associated with pregabalin administered for
neuropathic pain relief. Pain Res Manag 2014; 19: e164-e167 [PMID: 24945288 DOI: 10.1155/2014/280549]

Waustmann T, Piro J, Gutmann P. Metabolic considerations in a case of pregabalin-induced edema. Pharmacopsychiatry
2009; 42: 75-76 [PMID: 19308883 DOI: 10.1055/5-0028-1085443]

Freynhagen R, Serpell M, Emir B, Whalen E, Parsons B, Clair A, Latymer M. A comprehensive drug safety evaluation of
pregabalin in peripheral neuropathic pain. Pain Pract 2015; 15: 47-57 [PMID: 24279736 DOI: 10.1111/papr.12146]
Parsons B, Emir B, Clair A. Temporal analysis of pain responders and common adverse events: when do these first appear
following treatment with pregabalin. J Pain Res 2015; 8: 303-309 [PMID: 26170712 DOI: 10.2147/JPR.S82806]
Frampton JE, Scott LJ. Pregabalin: in the treatment of painful diabetic peripheral neuropathy. Drugs 2004; 64: 2813-20;
discussion 2821 [PMID: 15563250 DOI: 10.2165/00003495-200464240-00006]

WJCC | https://www.wjgnet.com 4064 June 16,2023 | Volume1l | Issuel7 |


https://dx.doi.org/10.1038/clpt.1981.154
http://www.ncbi.nlm.nih.gov/pubmed/24945288
https://dx.doi.org/10.1155/2014/280549
http://www.ncbi.nlm.nih.gov/pubmed/19308883
https://dx.doi.org/10.1055/s-0028-1085443
http://www.ncbi.nlm.nih.gov/pubmed/24279736
https://dx.doi.org/10.1111/papr.12146
http://www.ncbi.nlm.nih.gov/pubmed/26170712
https://dx.doi.org/10.2147/JPR.S82806
http://www.ncbi.nlm.nih.gov/pubmed/15563250
https://dx.doi.org/10.2165/00003495-200464240-00006

JRnishideng®

Published by Baishideng Publishing Group Inc
7041 Koll Center Parkway, Suite 160, Pleasanton, CA 94566, USA
Telephone: +1-925-3991568
E-mail: bpgoffice@wijgnet.com
Help Desk: https://www.t6publishing.com/helpdesk

https:/ /www.wjgnet.com

© 2023 Baishideng Publishing Group Inc. All rights reserved.


mailto:bpgoffice@wjgnet.com
https://www.f6publishing.com/helpdesk
https://www.wjgnet.com

	Abstract
	INTRODUCTION
	CASE PRESENTATION
	Chief complaints
	History of present illness
	History of past illness
	Personal and family history
	Physical examination
	Laboratory examinations
	Imaging examinations

	MULTIDISCIPLINARY EXPERT CONSULTATION
	FINAL DIAGNOSIS
	TREATMENT
	OUTCOME AND FOLLOW-UP
	DISCUSSION
	CONCLUSION
	ACKNOWLEDGEMENTS
	FOOTNOTES
	REFERENCES

