
Case Report

Repeated anaphylactic reaction after walking following an
intraarticular injection of diclofenac etalhyaluronate sodium
during a 3-day period
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Background: There has been no English report of repeated anaphylactic reaction after exercise-induced anaphylaxis due to a single
intraarticular injection of diclofenac etalhyaluronate sodium.

Case Presentation: A 60-year-old woman felt dyspnea, generalized itching, and urticaria following hypotension a few minutes
after receiving an intraarticular injection of diclofenac etalhyaluronate sodium for the first time. She immediately received intramuscu-
lar adrenaline administration and her symptoms subsided. However, she received intermittent injections of adrenaline three times for
repeated anaphylactic reactions after walking over a 3-day period, in addition to complication with Kounis syndrome. She was dis-
charged on foot on day 9 without sequelae.

Conclusion: Physicians should have patients who receive intraarticular injection of diclofenac etalhyaluronate sodium walk for a
short period and evaluate their status.
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INTRODUCTION

EXERCISE-INDUCED ANAPHYLAXIS (EIA) denotes
a range of disorders in which anaphylaxis occurs in

relation to physical exercise. Typical symptoms include
flushing, pruritus, urticaria, angioedema, respiratory symp-
toms, gastrointestinal symptoms, hypotension, and collapse
during or after exercise.1 Approximately 30% of cases of
EIA are associated with cofactors.1,2 The most important
cofactor is food ingestion, which is named food-dependent,
EIA. Other cofactors identified to cause anaphylaxis from
physical exercise are exposure to warm or cold temperature,
the menstrual cycle, metal-containing dental amalgams, and
drug intake.1,2 Exercise results in the transport of allergens,
where mast cells have precise functional and metabolic char-
acteristics, to the skin and skeletal muscle, where phenotypi-
cally different mast cells are present, and altered mediator
release may occur. In addition, the known increase in plasma

osmolality caused by prolonged exercise is likely to increase
the release of basophils as well as histamine production.1,2

However, the pathophysiological and immunological mech-
anisms of EIA are still largely unknown.1 Management is
centered upon avoidance of eliciting factors, and emergency
plans are individualized, except for the mandatory prescrip-
tion of an adrenaline auto-injector.

We herein report a case of repeated EIA for 4 days after
the intraarticular injection of diclofenac etalhyaluronate
sodium, which is a long-lasting analgesic with a disease-
modifying effect for patients with osteoarthritis.3

CASE REPORT

A 60-year-old woman felt dyspnea, generalized itching,
and urticaria following hypotension (blood pressure:

75/43 mmHg) within a few minutes after walking from the
fluoroscope room to the observation room after receiving the
first intraarticular injection of diclofenac etalhyaluronate
sodium from an orthopedist. She had a history of asthma,
atopic dermatitis, and osteoarthritis at the right hip joint, for
which she had received uneventful intraarticular injection of
purified sodium hyaluronate twice. The orthopedist immedi-
ately injected 0.3 mg of adrenaline intramuscularly, and an
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intravenous drip infusion of 100 mg of hydrocortisone was
added. After a few hours, her symptoms subsided, but she
developed urticaria again after walking, so she received an
additional infusion of 100 mg of hydrocortisone. After this
event, she was managed on the bed. The orthopedist intro-
duced her to the dermatologists at our hospital, and she was
transported by a private automobile driven by her husband.
When she visited the Department of Dermatology, her urti-
caria had deteriorated, and she felt dyspnea again. She was
immediately transferred to the emergency room approxi-
mately 6 h after the initial anaphylaxis.

When an emergency physician checked her, she had clear
consciousness, a blood pressure of 120/70 mmHg, a heart
rate of 100 beats/min, a respiratory rate of 30 breaths/min,
and an SpO2 of 99% under 6 L/min of oxygen. A visual
inspection revealed generalized itching and urticaria. Other
physical findings were negative. She was administered
0.3 mg of adrenaline intramuscularly again and an intra-
venous drip infusion of 10 mg of chlorpheniramine and
20 mg of famotidine. Chest roentgen and electrocardiogram
findings were negative. The results of a biochemical analysis
on the same day are presented in Table 1. Her troponin T
level was over the normal range, suggesting complication
with Kounis syndrome. After improvement of her symp-
toms, she was admitted and on bed rest with a prescription
of betamethasone and chlorpheniramine.

On day 2, she was asymptomatic, but her troponin T level
had increased to 45 pg/mL, and precordial leads showed
negative T wave (Fig. 1). She tried to walk to go to the toilet
and moved to the echocardiogram room in a wheelchair.
The echocardiogram findings were normal. After walking
for 20 min without taking any food, she felt dyspnea, gener-
alized itching, and urticaria again. She also received 0.3 mg
of adrenaline intramuscularly and intravenous drip infusion
of 10 mg of chlorpheniramine and 20 mg of famotidine.
After the improvement of her symptoms, she underwent 3 mL
of aspiration of yellowish, not cloudy synovial fluid at the right
hip joint by needle puncture to remove diclofenac etal-
hyaluronate sodium (Fig. 2). She was then managed on bed rest.

On day 3, she was asymptomatic. Her troponin T level
had decreased to 11 pg/mL (within normal range), and the
negative T wave at the precordial leads was unchanged. She
tried to walk but again felt mild dyspnea and moderate urti-
caria after 30 min. She was administered 0.3 mg of adrena-
line intramuscularly and was managed on bed rest until day
5. On day 4, her electrocardiogram returned to normal. On
day 5, she tried to walk again but felt mild urticaria after
30 min, which improved spontaneously. After this reaction,
she showed no further allergic reaction after walking.

She underwent strength training to regain her walking
ability and was discharged on foot on day 9.

DISCUSSION

THISIS THE first English case report of a patient who
received intermittent injections of adrenaline three

times due to repeated anaphylactic reaction after walking
over 3 days due to a single intraarticular injection of diclofe-
nac etalhyaluronate sodium. Previous reports have described
anaphylactic reaction immediately after the intraarticular
injection of drugs, most of which were steroids.4,5 We found
no reports showing anaphylactic reaction induced by walking
after the intraarticular injection of drugs. There may be criti-
cism that this case was not typical EIA because typical EIA
may be food dependent, the allergen generally spreads from
the gut, and walking was not considered to be an exercise;
however, the definition of EIA is simply anaphylaxis induced
by physical exertion, regardless of its intensity.1,2 Accord-
ingly, we classified the present case as EIA, even though the
allergen spread from the joint and walking is a mild exercise.

Diclofenac etalhyaluronate sodium is reported to have a
potent and long-lasting analgesic and disease-modifying

Table 1. Laboratory data at the time of deterioration

White blood cell 15,000/lL
Hemoglobin 15.4 g/dL

Platelet 34.4 9 104/lL
Total protein 6.9 g/dL

Albumin 3.8 g/dL

Total bilirubin 0.6 mg/dL

Aspartate aminotransferase 48 IU/L

Alanine aminotransferase 42 IU/L

Alkaline phosphatase 80 IU/L

c-Glutamyltransferase 61 IU/L

Lactate dehydrogenase 362 IU/L

Amylase 39 IU/L

Blood urea nitrogen 15.3 mg/dL

Creatinine 0.72 mg/dL

Creatine kinase 183 IU/L

Glucose 192 mg/dL

HbA1C 6.7%

Sodium 141 mEq/L

Potassium 4.2 mEq/L

Chloride 102 mEq/L

Calcium 8.7 mg/dL

Phosphate 4.5 mg/dL

C-reactive protein 0.42 mg/dL

Prothrombin time 11.6 (11.7) s

Activated partial thromboplastin time 25.3 (27.4) s

Fibrinogen 346 mg/dL

Fibrinogen degradation products 20.6 lg/mL

Troponin T 16 (0–14 pg/mL)
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effect for patients with osteoarthritis and was initially
reported to be safe in comparison with control.3,6 However,
the Ministry of Health, Labour and Welfare in Japan
reported breaking news concerning the safety of diclofenac
etalhyaluronate sodium on June 1, 2021 (https://www.
mhlw.go.jp/content/11125000/000787427.pdf). Based on
documents from March 2021, when diclofenac etal-
hyaluronate sodium began to be sold, to May 2021, there

were 10 cases (including 1 fatal case) of anaphylactic reac-
tion among approximately 5,500 patients who were adminis-
tered the intraarticular injection of diclofenac
etalhyaluronate sodium. Among them were two cases that
showed a delayed and repeated anaphylactic reaction treated
by steroids, mainly without adrenaline. These cases might
have also shown anaphylactic reaction after walking, but the
events inducing anaphylactic reaction were not described.
The one fatal case was that of a patient who went home the
same day upon receiving the intraarticular injection of
diclofenac etalhyaluronate sodium. The present case also
showed a severe anaphylactic shock state immediately after
injection and repeated delayed anaphylactic reactions, com-
plicated with Kounis syndrome, all of which could be fatal.

Given the above, physicians should monitor patients not
only immediately after injection but also after walking when
administering the intraarticular injection of diclofenac etal-
hyaluronate sodium, as walking might scatter the allergen
into the blood from the injected joints, resulting in a fatal
anaphylactic reaction. Initially, the orthopedist thought that
the anaphylactic reaction would improve soon without any
medical intervention. However, the patient showed repeated
anaphylactic reactions; thus, delayed aspiration of the
intraarticular diclofenac etalhyaluronate sodium was per-
formed. If the intraarticular diclofenac etalhyaluronate
sodium had been removed soon after the first anaphylactic
reaction, repeated anaphylactic reactions may have been
avoided. In addition, physicians should evaluate electrocar-
diogram findings and the levels of cardiac enzyme to check
for complication with fatal Kounis syndrome in patients

Fig. 1. Precordial leads in hospital day 1 (left) and 2 (right). On day 2, she was asymptomatic, but the troponin T level had increased

to 45 pg/mL, and precordial leads showed negative T wave, suggesting complication with Kounis syndrome.

Fig. 2. Aspiration of synovial fluid by needle puncture. She

underwent aspiration of synovial fluid at the right hip joint by

needle puncture to remove diclofenac etalhyaluronate sodium.
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who show anaphylactic reaction after intraarticular injection
of diclofenac etalhyaluronate sodium.7

CONCLUSION

TOOUR KNOWLEDGE, this is the first case report of a
patient who received intermittent injections of adrena-

line three times for repeated anaphylactic reaction after
walking over 3 days due to a single intraarticular injection
of diclofenac etalhyaluronate sodium. Physicians should
have patients who receive intraarticular injection of diclofe-
nac etalhyaluronate sodium walk for a short period and eval-
uate their status.
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