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ABSTRACT

Gout is the most common inflammatory arthritis among Filipinos, characterized by hyperuricemia leading to mono-
sodium urate crystal deposition and an ensuing inflammatory response. Though typically a disorder of middle-
aged and older adults, tophaceous gout presenting before the age of 30 is rare and suggests aggressive disease
progression. Allopurinol, a first-line urate-lowering therapy, is generally effective but may cause rare, potentially
life-threatening adverse reactions such as allopurinol hypersensitivity syndrome (AHS). Febuxostat, a non-purine
xanthine oxidase inhibitor, is an alternative for patients intolerant to allopurinol. Although hypersensitivity reactions
to febuxostat are extremely rare, isolated case reports document their occurrence in both patients with prior AHS
and in allopurinol-naive individuals. Hypersensitivity to both agents is exceedingly uncommon and presents a major
therapeutic challenge. In such cases, febuxostat desensitization, conducted in collaboration with allergy specialists,
may permit a viable solution to safely reintroduce urate-lowering therapy and prevent further disease progression.

This case report describes a patient with young-onset, tophaceous gout who developed severe hypersensitivity
reactions to both allopurinol and febuxostat — an unusual and challenging therapeutic dilemma. The case highlights
the need for individualized management strategies, including the consideration of drug desensitization, in patients
with limited urate-lowering options.
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INTRODUCTION

Gout is the most common inflammatory arthritis
among Filipinos.? It arises from hyperuricemia, leading to
monosodium urate crystal deposition and a consequent
inflammatory response.? Although typically seen in middle-
aged and older men, the onset of gout before the age of
30, referred to as young onset gout, is uncommon and
often indicates a more aggressive disease course.* Patients
with young-onset gout are reported to have more frequent
flares, earlier development of tophi, longer disease duration,
involvement of multiple joints, and lower likelihood of
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achieving target serum uric acid levels.**

Urate-lowering therapy (ULT) is the cornerstone of
gout management. Allopurinol, a xanthine oxidase inhibitor,
has been the first line urate-lowering drug used for patients
with gout.”> However, allopurinol hypersensitivity syndrome,
though rare, is a serious and potentially life-threatening
adverse reaction.® Certain populations, particularly indivi-
duals of Korean, Han Chinese, and Thai descent, are at
heightened risk for AHS due to genetic susceptibility, such
as the presence of the HLA-B*58:01 allele.” A population-
based cohort study in Taiwan further highlighted this risk,
reporting an overall incidence of allopurinol hypersensitivity
at 2.7 per 1,000 users, compared to just 0.2 per 1,000 users
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for febuxostat.® Febuxostat, a non-purine xanthine oxidase
inhibitor, is an alternative for those who are intolerant or have
contraindication to allopurinol.® Hypersensitivity reactions
to febuxostat have also been documented, both in patients
with prior AHS and in those naive to allopurinol, although
such occurrences are exceedingly rare.®’

CASE PRESENTATION

We report the case of a 29-year-old Filipino male
referred to the rheumatology service for chronic tophaceous
gout. He had no known comorbidities. He was an occasional
alcoholic beverage drinker, a 2 pack-year smoker, and had
a prior history of methamphetamine use. He worked as a
call center agent and had a strong family history of gout,
with both his father and older brother affected. The patient
experienced his first episode of gouty arthritis at 18 years old,
presenting as podagra, which later progressed to episodic
arthritis involving the ankles and knees. He intermittently
took oral non-steroidal anti-inflammatory drugs (NSAIDs),
which provided only temporary relief. At 23 years old, he
began to develop visible tophi on both hands and feet, which
eventually caused joint deformities and restricted movement.
It was during this time that he was first prescribed with
allopurinol at a dose of 100 mg daily. However, after one
week of therapy, he developed generalized pruritus, facial
swelling, painful erythematous papules, vesicles in the face
and chest, and oral mucosal lesions. He was admitted and
diagnosed with Stevens-Johnson Syndrome (SJS). Allo-
purinol was permanently discontinued, and he was treated
with intravenous hydrocortisone and antihistamine, resulting
in symptom resolution. Laboratory tests consistently showed
markedly elevated serum uric acid levels ranging from 12 to
14 mg/dL (reference range 3.4-7.0 mg/dL). His previous
serum creatinine levels were also elevated at 1.5 to 1.6 mg/
dL (reference range: 0.7-1.2 mg/dL) with an estimated
glomerular filtration rate (¢GFR) of 55-59 ml/min, indicating
mild renal impairment. Following the adverse reaction to
allopurinol, the patient was lost to follow-up for two years.
In his own words, he had not fully understood that long-term
urate-lowering therapy was essential to control his disease and
prevent complications. Additionally, the experience of SJS
left him fearful of experiencing another life-threatening drug
reaction. As a result, he self-managed using oral prednisone
(10 to 20 mg daily, as needed), which provided symptomatic
relief but did not address the underlying hyperuricemia.
Without urate-lowering therapy, the frequency of his gout
flares increased up to ten times per year, necessitating almost
monthly prednisone use. This was further complicated by
episodes of infected, ruptured tophi requiring oral antibiotic
treatment. Two years after the SJS episode, febuxostat
was initiated at 40 mg daily orally as an alternative urate-
lowering agent. However, after five days, he developed
generalized pruritus and angioedema, requiring emergency
care. Febuxostat was discontinued, and intravenous cortico-

steroids were administered. A re-challenge with a lower
dose of febuxostat (20 mg daily orally) was attempted one
year later, but seven days into therapy, he again developed
generalized urticaria. Discontinuation of febuxostat and a
short course of prednisone 20 mg daily for seven days led to
resolution of symptoms. Following this third hypersensitivity
reaction, the patient was advised to consult the rheumatology
service for further management.

At the time of rheumatology evaluation at the outpatient
clinic, the patient had multiple tophi of the hands, elbows,
knees, and feet (Figure 1). Laboratory workup showed a
serum uric acid of 11.5 mg/dL, creatinine of 1.6 mg/dL,
and an eGFR of 59 ml/min. His complete blood count, liver
enzymes, urinalysis, and whole abdominal ultrasound were
unremarkable. No significant diagnostic challenges were
encountered, as the necessary laboratory tests to support the
diagnosis were readily accessible and relatively free of charge
through the outpatient clinic services at the Philippine
General Hospital (PGH).

The patient was initiated on colchicine 0.5 mg daily
orally as prophylaxis against acute flares. In addition to
pharmacologic management, he received counseling on strict
adherence to a low-purine diet and was advised to avoid
common gout triggers such as alcohol, red meat, high-fructose
beverages, and dehydration. However, since only allopurinol
and febuxostat are available as urate-lowering medications
in the country, and the patient had previously developed
hypersensitivity reactions to both, treatment options were
severely limited. Given the necessity of achieving sustained
uric acid reduction to prevent further flares and progressive
kidney damage, the patient was referred to the allergy service
for febuxostat desensitization. This was carried out at another
institution, where the patient was admitted for five days. A
graded desensitization protocol was implemented, beginning
with a 5 mg dilution preparation of febuxostat on the first
day, followed by gradual dose escalation over five days under

A ==
Figure 1. (A) Multiple subcutaneous tophi over the dorsal and
periarticular areas of the hand. (B) Ruptured tophus
with overlying ulceration at the right first metatarso-
phalangeal joint, indicative of advanced tophaceous
gout.
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close monitoring. By the fifth day, the patient successfully
tolerated a 20 mg febuxostat tablet without recurrence of
hypersensitivity symptoms. He was subsequently discharged
on febuxostat 20 mg daily and continued on outpatient
follow-up for further dose titration toward the target serum
uric acid level.

At three months post-desensitization, while on febuxostat
40 mg daily, the patient remained free of hypersensitivity
reactions similar to his prior episodes. He experienced only
one gout flare, which resolved with a 3-day course of oral
prednisone 20 mg daily. Serum uric acid had decreased to
8.4 mg/dL, and febuxostat was up-titrated to 60 mg daily to
further approach target urate levels. Reflecting on his journey,
the patient shared that if he had known earlier about the
option of febuxostat desensitization, and had been reassured
that future drug reactions could be safely managed under
specialist care, he would have sought rheumatology and
allergy consultation much sooner. His case underscores not
only the clinical challenges of managing a complicated case
of gout but also the critical importance of patient education,
health literacy, and shared decision-making in empowering
individuals to pursue timely and appropriate care.

DISCUSSION

Allopurinol hypersensitivity syndrome is a rare but
potentially fatal, idiosyncratic, cell-mediated hypersensitivity
reaction, with approximately 90% of cases occurring within
the first 60 days of therapy.? Although the exact patho-
physiology remains unclear, several risk factors have
been identified, including the presence of HLA B58:01
allele, recent initiation of therapy, renal impairment, and
concurrent diuretic use.® Febuxostat, a thiazolecarboxylic acid
derivative, selectively inhibits xanthine oxidase by forming
a stable complex with both the reduced and oxidized form.
Its structural dissimilarity to allopurinol was thought to
reduce the likelihood of shared hypersensitivity reactions.’
However, reports of febuxostat-induced hypersensitivity,
though rare, have since emerged. A population-based cohort
study in Taiwan showed an overall incidence rate of allo-
purinol hypersensitivity at 2.7 per 1000 users compared to
febuxostat hypersensitivity at 0.2 per 1000 users.® Nonetheless,
febuxostat hypersensitivity reactions have been documented,
and while generally considered rare, they can range from
mild cutaneous eruptions to more severe presentations.'*2

Our patient, who developed severe hypersensitivity
reactions to both allopurinol and febuxostat, illustrates a
particularly challenging clinical scenario. The resolution of
symptoms following discontinuation of both agents and
administration of corticosteroids supported a drug-induced
hypersensitivity mechanism. Importantly, the patient had
underlying renal impairment, which likely contributed to his
heightened risk of adverse drug reactions and complicated the
choice of urate-lowering therapy. Adding further complexity
to this case is the diagnosis of young-onset chronic tophaceous

gout, a relatively uncommon but increasingly recognized
condition. Early-onset gout, typically defined as onset before
the age of 30, represents a more severe form of disease, often
associated with genetic predisposition, metabolic syndrome,
renal insufficiency, and under-treatment.’ Inadequate access
to care or early urate-lowering therapy can accelerate disease
progression, leading to the early formation of tophi, joint
destruction, and significant morbidity. In such patients, the
need for effective long-term urate-lowering therapy is urgent,
particularly when advanced gout and tophi are already present.

The coexistence of hypersensitivity to both xanthine
oxidase inhibitors, though rare, has been described in a
few case reports. Evidence on the cross-reactivity between
allopurinol and febuxostat remains conflicting. A retrospective
study by Chohan et al. suggested that febuxostat could be
safely used in patients with documented severe allopurinol
reactions, while a study by Bardin et al. reported a 10% rate of
skin reactions in similar patients, although true immunologic
cross-reactivity was not confirmed.”"

Given our patient's need for ongoing urate-lowering
therapy, the presence of tophaceous deposits, and a history of
multiple gout flares per year, therapeutic intervention beyond
dietary modification was essential. In the Philippines, the
only available urate-lowering medications are allopurinol
and febuxostat, both of which had previously triggered
hypersensitivity reactions in this patient. As dietary changes
alone were unlikely to achieve target serum uric acid levels in
such a severe case, and no alternative pharmacologic options
were accessible, febuxostat desensitization was pursued.’
Reports of febuxostat desensitization in the literature are
exceedingly rare and are mostly limited to case reports or
small case series.'™>' Indications typically involve patients
with hypersensitivity to both xanthine oxidase inhibitors
and no viable treatment alternatives.'® Desensitization
protocols are non-standardized but generally involve gradual
dose escalation under close clinical supervision, often with
the adjunctive use of corticosteroids and antihistamines.'
Outcomes in published cases have been largely favorable,
particularly among patients without a history of severe
cutaneous adverse reactions. However, desensitization
remains contraindicated in those with prior life-threatening
reactions such as SJS or DRESS, therefore, desensitization
to allopurinol was not attempted in this case."”

Strengths of this case report include the detailed
characterization of a rare and complex clinical situation,
dual hypersensitivity to both first-line urate-lowering agents,
in the context of young-onset chronic tophaceous gout.
The case illustrates the practical challenges encountered
in resource-limited settings and underscores the utility of
febuxostat desensitization as a therapeutic option. Moreover,
the report contributes to the scarce literature on febuxostat
desensitization and may serve as a reference for clinicians
facing similar dilemmas. However, several limitations should
be acknowledged. The diagnosis of hypersensitivity was based

on clinical presentation and temporal association rather
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than confirmatory immunologic or pharmacogenetic testing,
which were not feasible in this setting. Additionally, the
desensitization protocol used was adapted from prior reports
but not standardized, limiting its reproducibility. Follow-
up duration was also relatively short, and long-term safety
of febuxostat reintroduction remains unknown. Finally, as
a single case report, the findings may not be generalizable
to broader patient populations.

In our case, febuxostat desensitization was well-
tolerated, with no recurrence of hypersensitivity symptoms
during follow-up. This outcome highlights the potential
utility of desensitization in carefully selected patients who
are unable to tolerate first-line urate-lowering therapies due
to hypersensitivity, resulting in inadequate treatment. It also
reinforces the importance of a multidisciplinary, patient-
centered approach in managing complex cases of advanced
gout where therapeutic options are limited.

CONCLUSION

Hypersensitivity to allopurinol and febuxostat is rare and
presents a major challenge in treating young-onset chronic
tophaceous gout. Febuxostat desensitization, in collaboration
with an allergologist, can be considered as a viable therapeutic
option for such cases. This approach underscores the
critical need for interdisciplinary collaboration to develop
individualized strategies for managing gout in patients facing
these unique therapeutic challenges.

Informed Consent
Informed consent was secured and patient confidentiality
was observed.

Statement of Authorship
Both authors certified fulfillment of ICMJE authorship

criteria.

Author Disclosure
Both authors declared no conflicts of interest.

Funding Source
None.

REFERENCES

1.  Dans L, Salido E, Penserga E, Navarra S. National Nutrition and
Health Survey (NNHeS): Prevalence of rheumatic diseases among
adult Filipinos. Phil J Int Medicine 2006; 44:297-303.

2. Skoczyniska M, Chowaniec M, Szymczak A, Langner-Hetmanczuk
A, Macigzek-Chyra B, Wiland P. Pathophysiology of hyperuricemia
and its clinical significance - a narrative review. Reumatologia. 2020;
58(5):312-323. doi: 10.5114/reum.2020.100140. PMID: 33227090;
PMCID: PMC7667948.

3. YuK, Luo S. Younger age of onset of gout in Taiwan. Rheumatology
(Oxford). 2003 Jan;42(1):166-70. doi: 10.1093/rheumatology/keg035.
PMID: 12509631.

10.

11.

12.

13.

14.

15.

16.

17.

Zhang B, Fang W, Zeng X, Zhang Y, Ma Y, Sheng F et al. Clinical
characteristics of early- and late-onset gout: a cross-sectional
observational study from a Chinese gout clinic. Medicine (Baltimore)
2016;95: e5425. doi: 10.1097/MD.0000000000005425. PMID:
27893683; PMCID: PMC5134876.

Khanna D, Fitzgerald J, Khanna P, Bae S, Singh M, Neogi T et al.
American College of Rheumatology. 2012 American College of
Rheumatology guidelines for management of gout. Part 1: systematic
nonpharmacologic and pharmacologic therapeutic approaches to
hyperuricemia. Arthritis Care Res (Hoboken). 2012 Oct;64(10):1431-
46.doi: 10.1002/acr.21772. PMID: 23024028; PMCID: PMC3683400.
Yang C, Chen C, Deng S, Huang C, Lin Y, Chen Y, et al. Allopurinol
Use and Risk of Fatal Hypersensitivity Reactions: A Nationwide
Population-Based Study in Taiwan. JAMA Intern Med. 2015
Sep;175(9):1550-7. doi: 10.1001/jamainternmed.2015.3536. PMID:
26193384.

Hung SI, Chung WH, Liou LB, Chu CC, Lin M, Huang HP, et al.
HLA-B*5801 allele as a genetic marker for severe cutaneous adverse
reactions caused by allopurinol. Proc Natl Acad Sci U S A. 2005 Mar
15;102(11):4134-9. doi: 10.1073/pnas.0409500102. Erratum in: Proc
Natl Acad Sci U S A. 2005 Apr 26;102(17):6237. PMID: 15743917,
PMCID: PMC554812.

Chou H, Chen C, Cheng C, Chen Y, Ng C, Kuo K, et al. Febuxostat-
associated drug reaction with eosinophilia and systemic symptoms
(DRESS). J Clin Pharm Ther. 2015 Dec;40(6):689-92. doi: 10.1111/
jept.12322. PMID: 26365588.

Takano Y, Hase-Aoki K, Horiuchi H, Zhao L, Kasahara Y, Kondo
S, et al. Selectivity of febuxostat, a novel non-purine inhibitor of
xanthine oxidase/xanthine dehydrogenase. Life Sci. 2005 Mar 4;76(16):
1835-47. doi: 10.1016/5.1f5.2004.10.031. PMID: 15698861.

Chen C, Chen C, Chang C, Lin Y, Wang C, Chi C, et al
Hypersensitivity and Cardiovascular Risks Related to Allopurinol
and Febuxostat Therapy in Asians: A Population-Based Cohort Study
and Meta-Analysis. Clin Pharmacol Ther. 2019 Aug;106(2):391-401.
doi: 10.1002/cpt.1377. PMID: 30690722.

Sulaiman N, Othman A, Shahril N, Abdul Rashid A, Md
Noh M. Successful febuxostat desensitization in a patient with
febuxostat hypersensitivity: A Malaysian experience. SAGE Open
Med Case Rep. 2017 Dec 17; 5:2050313X17749080. doi: 10.1177/
2050313X17749080. PMID: 29318019; PMCID: PMC5753890.
Alonso-Bello C, Matias-Carmona M, Castafieda-Avila V, Aranda-
Cano E, Castrejon-Vizquez M. Febuxostat: Successful Desensitization
Protocol. Open Access Library Journal, 9,1-5.2022 Mar. doi: 10.4236/
0alib.1108481.

Chohan S. Safety and efficacy of febuxostat treatment in subjects
with gout and severe allopurinol adverse reactions. ] Rheumatol. 2011
Sep;38(9):1957-9. doi: 10.3899/jrheum.110092. PMID: 21724706.
Bardin T, Chales G, Pascart T, Flipo R, Korng Ea H, Roujeau J, et
al. Risk of cutancous adverse events with febuxostat treatment in
patients with skin reaction to allopurinol. A retrospective, hospital-
based study of 101 patients with consecutive allopurinol and febuxostat
treatment. Joint Bone Spine. 2016 May;83(3):314-7. doi: 10.1016/
jjbspin.2015.07.011. PMID: 26709250.

Richette P, Doherty M, Pascual E, Barskova V, Becce F, Castafieda-
Sanabria J, et al. 2016 updated EULAR evidence-based
recommendations for the management of gout. Ann Rheum Dis. 2017
Jan;76(1):29-42. doi: 10.1136/annrheumdis-2016-209707. PMID:
27457514,

Koenig D, Royer C, Azar A. Successful Desensitization to Febuxostat
in a Patient with Hypersensitivity to Allopurinol and Febuxostat
and Review of the Literature. ] Clin Rheumatol. 2021 Dec 1;27(8S):
5432-5433. doi: 10.1097/RHU.0000000000001296. PMID: 31977653.
Broyles A, Banerji A, Barmettler S, Biggs C, Blumenthal K, Brennan
P, et al. Practical Guidance for the Evaluation and Management of
Drug Hypersensitivity: Specific Drugs. ] Allergy Clin Immunol Pract.
2020 Oct;8(95):516-5116. doi: 10.1016/j.jaip.2020.08.006. Erratum
in: J Allergy Clin Immunol Pract. 2021 Jan;9(1):603. doi: 10.1016/j.
jaip.2020.10.025. Erratum in: ] Allergy Clin Immunol Pract. 2021
Jan;9(1):605. doi: 10.1016/j.jaip.2020.11.036. PMID: 33039007.

98 ACTA MEDICA PHILIPPINA

VOL. 60 NO. 3 2026



