Bivalent HPV vaccine safety depending
on subtypes of juvenile idiopathic arthritis
We read with great interest the article by Heijstek et al1 regarding the safety of the bivalent human papillomavirus (HPV)
vaccine in patients with juvenile idiopathic arthritis ( JIA). Their
prospective controlled observational cohort study of 68 patients
revealed no differences in adverse events between female JIA
patients and healthy girls. The authors concluded that the
vaccine is well tolerated in JIA patients. Most reports regarding
the safety of the HPV vaccine, including premarket cohort
studies2–4 and postlicensing safety monitoring surveys,5 suggest
no apparent causal relationship between the vaccine and serious
adverse events (SAEs) in young girls. Now the focus has moved
to vaccine safety in patients with illnesses such as immunological
disorders.6 Heijstek et al1 did report longer durations of arthralgia, fatigue and headache after vaccination in JIA patients compared with healthy controls. In addition, SAEs occurred more
often in JIA patients, suggesting there could be deﬁnite differences in immunological reactions and symptomatic involvement
between JIA patients and healthy subjects. This is consistent
with our recent experience of a 15-year-old JIA patient who
developed severe pain and walking disability after injection of
the bivalent HPV vaccine. She had had presentations of intermittent buttock pain and lumbago 2 years before vaccination. A
few days after the ﬁrst dose, she had persistent pain with joint
swelling, which spread to multiple sites after further doses of
the vaccine. She was diagnosed with enthesitis type JIA, conﬁrmed by power-Doppler ultrasonography, and had bone
erosion at the entheses. In this case, it was unclear whether vaccination uncovered underlying disease or aggravated the disease,
which had been overlooked, but the clinical phenotype was
obvious polyenthesitis. Polyenthesitis is a chronic, non-traumatic
inﬂammatory disorder. Most children with polyenthesitis have
enthesitis type JIA, which is associated with a high prevalence of
inﬂammatory back pain related to sacroiliitis, HLA-B27, uveitis,
inﬂammatory bowel disease, ankylosing spondylitis and reactive
arthritis in the past, present or in the family.7 Heijstek et al1
mentioned that ﬁve of 68 JIA patients had SAEs: three were
diagnosed with inﬂammatory bowel disease within 1 year after
vaccination, one patient was admitted with transient lower back
pain and one patient had uveitis. These clinical features are
rarely seen in polyarticular or oligoarticular type JIA, but are
common in enthesitis type JIA. This, together with our experience, may suggest that polyenthesitis is a key pathogenesis for
inducing pain and adverse reactions after HPV vaccination.
However, it is unclear whether a patient with enthesitis type
JIA has a greater risk of an SAE after HPV vaccination, because
only one enthesitis case was recruited in the study in this article.

Indeed, the authors did not describe the characteristics of
patients who had SAEs after vaccination. It is also unknown
whether four cases with HLA-B27 developed SAEs or not. To
clarify the risk factors in SAEs after HPV vaccination, the next
cohort study should be performed in cases with polyenthesitis
or enthesitis type JIA. It is important to clarify the risk of SAEs
and dispel unfounded suspicions regarding the HPV vaccine.
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