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Hoagland sign in infectious mononucleosis
Takuya Otsuki,1 Kosuke Ishizuka    ,2 Masanori Hirose,1 Kenya Ie1 

Images in…

To cite: Otsuki T, Ishizuka K, 
Hirose M, et al. BMJ Case 
Rep 2022;15:e252839. 
doi:10.1136/bcr-2022-
252839

1Department of General Internal 
Medicine, Kawasaki Municipal 
Tama Hospital, Kawasaki, 
Kanagawa, Japan
2Department of General 
Internal Medicine, St Marianna 
University School of Medicine, 
Kawasaki, Kanagawa, Japan

Correspondence to
Dr Kosuke Ishizuka;  
 e103007c@ yokohama- cu. ac. jp

Accepted 31 October 2022

© BMJ Publishing Group 
Limited 2022. No commercial 
re- use. See rights and 
permissions. Published by BMJ.

DESCRIPTION
An East Asian man in his 20s presented with a 10- day 
history of fever, sore throat, malaise and eyelid 
swelling. His medical history and medication were 
unremarkable. He had no history of smoking or 
alcohol consumption. Physical examination revealed a 
temperature of 37.5°C, pulse rate of 109 beats/minute, 
blood pressure of 106/83 mm Hg, respiratory rate 
of 18 breaths/minute and oxygen saturation of 98% 
(room air). Tonsillar exudate and bilateral enlarged 
tender cervical lymphadenopathy were observed, as 
well as marked bilateral periorbital oedema (figure 1), 
localised to the eyelids (Hoagland sign). No abnor-
malities in the thorax, abdomen or extremities were 
observed. Laboratory tests showed an elevated white 
cell count (23.5 x10∧9/L) with a significant increase in 
atypical lymphocytes (8.0% of total white cell count), 
aspartate aminotransferase (95 U/L) and alanine 
aminotransferase (419 U/L) levels. Based on these find-
ings, the patient was diagnosed with infectious mono-
nucleosis (IM). Symptoms resolved within a week with 
symptomatic treatment (figure 2). Additional testing 
showed that IgM and IgG antibody titres to Epstein- 
Barr virus (EBV) capsid antigen were elevated, but IgG 
antibodies to EBV nuclear antigen were negative.

IM is a common acute condition among adoles-
cents and young adults, mostly due to primary EBV 
infection.1 After an incubation period of 4–6 weeks, 
symptoms include fever, pharyngotonsillitis, lymph-
adenopathy, increased atypical lymphocytes, liver 
dysfunction and hepatosplenomegaly.1 Bilateral eyelid 
swelling characteristic of IM was first described by 
Hoagland in 1952.2 The sign, known as the Hoagland 
sign, is present in half of IM patients and is useful for 
diagnosis.2 3 It has been reported to be more common 
in women, and it is characterised by S- shaped swelling 
of the bilateral upper eyelids.4 5 Lacrimal gland inflam-
mation and lymphatic stasis have been suggested as 
possible causes.5 In addition, it appears early stage 
of the diseases and disappears within 5 days after the 
onset.2 Thus, initial physical examination is important.2 
Differential diseases of bilateral eyelid swelling are 
diverse and include angioedema, contact dermatitis, 
orbital cellulitis, hepatitis B, trichinosis, trypanoso-
miasis, systemic lupus erythematosus, dermatomyo-
sitis, adult Still’s disease, Kawasaki disease, malignant 
lymphoma, drugs, as well as COVID- 19 infection 
and postvaccination, so a careful history and physical 
examination are important.3 5–7

In conclusion, even in the COVID- 19 era, the 
Hoagland sign may help the differential diagnosis of 
acute fever among young adults.
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Figure 2 Symptoms resolved within a week with 
symptomatic treatment.

Learning points

 ► Infectious mononucleosis (IM) is a common 
acute condition among adolescents and 
young adults, mostly due to primary EBV 
infection. After an incubation period 
of 4–6 weeks, symptoms include fever, 
pharyngotonsillitis, lymphadenopathy, increased 
atypical lymphocytes, liver dysfunction and 
hepatosplenomegaly.

 ► Bilateral eyelid swelling characteristic of IM 
was first described by Hoagland in 1952. The 
sign, known as the Hoagland sign, is present in 
half of IM patients and is useful for diagnosis. 
It is characterised by S- shaped swelling of the 
bilateral upper eyelids.

 ► Differential diseases of bilateral eyelid swelling 
are diverse, so a careful history and physical 
examination are important. Even in the 
COVID- 19 era, the Hoagland sign may help the 
differential diagnosis of acute fever among 
young adults.
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