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Sir,

Kikuchi-Fujimoto Disease (KFD) or histiocytic necrotizing
lymphadenitys is a rare, benign self-limited disorder character-
ized by subacute necrotizing regional lymphadenopathy. It was
thought that it commonly affected young Asian adults, mainly
females. However, further research has shown that males and
females are equally affected, and different cases have been re-
ported all over the world [1,2].

KFD is usually presented as painful cervical nodes and is
frequently associated with fever, headache, night sweats, nau-
sea, vomiting and sore throat. Cervical lymphadenopathy is
evidenced in 60-90% of cases, with concomitant involvement
of axillary and/or supraclavicular lymph nodes [1,2]. Extranod-
al locations are uncommon [3]. Systemic symptoms like sple-
nomegaly and hepatomegaly occur in less than 5% of cases
[1]. Most patients have normal laboratory findings. Analytical
abnormalities in some patients include elevated serum lactate
dehydrogenase and aminotransferases. Leukopenia has been
detected in 50% of KFD patients [4,5].

Etiology of KFD is still unknown. Two main theories have
been postulated: infections and autoimmune origin. Numer-
ous viruses and other infectious agents have been proposed
as etiologic agents of KFD: Epstein-Barr virus; herpes simplex
virus; varicella zoster virus; human herpesviruses 6, 7, and 8;
parvovirus B19; paramyxovirus; parainfluenza virus; rubella;
cytomegalovirus; hepatitis B virus; human immunodeficiency
virus; Brucella spp., Bartonella henselae, Yersinia enterocol-
itica, Toxoplasma gondii, Entamoeba histolytica, and Myco-
bacterium spp. [6]. KFD seems to be related to an overactive
T-cell-mediated immune response [2, 3]. Patients diagnosed
with KFD frequently have human leukocyte antigen (HLA)
class Il alleles, specifically HLA-DPA1 and HLA-DPB1, which
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are more prevalent among Asians and rare or absent in Cau-
casians [7].

KFD diagnosis is based on histopathological analysis. The
disease may resolve spontaneously without treatment. NSAIDs
or paracetamol are first line of treatment for symptomatic
control. Despite the overall prognosis is satisfactory, symptoms
can last up to weeks or months [8,9]. In chronic, recurrent or
complicated cases; corticosteroids, intravenous immunoglobu-
lins and hydroxychloroquine can represent an alternative [10].

The human papillomavirus (HPV) is a known etiological
agent of cervical cancer and other types of cancer, reason
why vaccination campaign is established for certain popula-
tion groups. There are three different marketed vaccines that
differ in the number of serotypes they contain; the bivalent
vaccine (HPV2), which protects against HPV types 16 and 18;
the tetravalent vaccine (HPV4), which protects against types
16, 18, 6, and 11; the 9-valent vaccine (HPV9), which protects
against types 6, 11, 16, 18, 31, 33, 45, 52, and 58.

It is already widely proven that vaccines are effective,
cost-effective and safe [11]. However, there have been reports
of subacute course or complicated lymphadenopaties associat-
ed with HPV vaccination [12,13]. KFD associated to HPV vacci-
nation has only been reported in the literature once [14].

Recently, there have been reports of KFD related to vacci-
nation, mainly to COVID-19 vaccines [15]. Due to this growing
increase, the immunomodulatory mechanism of vaccination
and the underdiagnosis of KFD, a literature and adverse events
databases search has been conducted to assess the possible re-
lation between HPV vaccines and KFD.

A search in the Spanish adverse events database (FEDRA)
and the European adverse events database (Eudravigilance)
was carried out. To be aware of KFD cases, search criteria were
"HPV Vaccines; Gardasil® and Cervarix®" and the diagnosis
“Histiocytic necrotising lymphadenitis”, as well as a search of
"Histiocytic necrotising lymphadenitis” for any drug. To know
the cases with any other lymphadenopathy a new search with
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Table 1 HPV vaccines associated KFD cases in Eudravigilance
Case Sex Country Vaccine Other immune disorders* Outcome™ Seriousness
1 F Germany Gardasil (16,18)® Lymphadenopathy Recovered No
2 F Japan Cervarix® Lymphadenopathy Not recovered Hospitalization
Lymphadenopathy
3 F Japan Cervarix® Splenomegaly Recovered Hospitalization
Elevated aminotrasnferases
4 F Japan cenvari® Painful lymphadenopathy Recovered Hospitalization
Encevac®
5 F Portugal Gardasil (6,11,16,18)® Lymphadenopathy Recovering Hospitalization

* Other reported AE apart from KFD. **At time of notification

the criteria "lymphadenopathy and linphadenitis" for the same
vaccines was conducted. According tothe Medical Diction-
ary for Medical Activities version 25.0 (MedDRA). All adverse
events registered as September 18th 2022 were included.

The study was conducted in accordance with the ethical
standards established in the Declaration of Helsinki. Since FE-
DRA and Eudravigilance are anonymized, no informed consent
was required.

FEDRA encompassed only three KFD adverse reports, one
related to methotrexate, other to elasomeran (Spikevax®) and
the other to tozinameran (Comirnaty®). No case of KFD asso-
ciated to HPV vaccines was found. On the other hand, Eudra-
vigilance included a total of 62 KFD cases, of which 5 were
associated to HPV vaccines (table 1) and 19 to other vaccines.

Regarding HPV vaccines associated reports, 3 cases oc-
curred after Cervarix® vaccination [one case also had the Jap-
anese encephalitis vaccine as suspected drug, Encevac®, and
two after Gardasil®. Median age was 13 (range 12-26). Out of
the 5 cases, four required hospitalization and in all five cases
other lymphadenopathy was also notified.

In case 2, screening for influenza A and B viruses was
negative. In case 3, the following serologies were negative:
adenovirus, CMV, enterovirus, VEB, VHA, VHB, toxoplasma and
mycoplasma. In both cases 2 and 3, Quantiferon test was al-
so negative. In case 4, serologies for VEB, VIH, VHB, VHC and
parvovirus B19 were negative.

Concerning "lymphadenopathy and linphadenitis", 7 cas-
es for Cervarix® and 16 for Gardasil® were found in FEDRA.
Whereas 108 and 547 cases were found for Cervarix® and Gar-
dasil®, respectively, in Eudravigilance.

In relation to other vaccines, 15 cases of KFD related to
COVID-19 vaccines were found. Moreover two reports of KFD
disease connected to tetanus, diphtheria, pertussis, and polio
disease vaccine, one case of KFD related the flu vaccine was
reported, and other one with bacilli Calmette-Guerin. Median
age was 30 (range 10-52). Six of these cases had another type
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of lymphadenopathy as well. Eight of them were serious and
seven required hospitalization.

KFD is a rare entity, which real incidence is unknown. Due
to its self-limited course and its common symptoms, it is often
mistaken with other lymphadenopathies, and is probably un-
derdiagnosed [6].

The current incidence of lymphadenopathy with HPV vac-
cines is not clearly established. Data Sheets of bi and tetra-va-
lent vaccines describe the frequency of lymphadenopathy as
"not known", whilst in the 9-valent vaccine it is described as
“rare". Underreporting and the fact that the data reported in
pharmacovigilance databases may be incomplete, are a clear
limitation to assess a relationship.

In the Spanish national adverse events database, 25
events categorized under the MedDRA term “Lymphatic sys-
tem disorders” have been reported for bi, tetra and 9-valent
vaccines. This means that some of these cases could have been
KFD and might have not been properly diagnosed.

According to table 1, 3 of 5 cases correspond to female
of Asian origin, which fits the data available. The literature re-
view shows that KFD frequently presents concomitantly with
other lymphadenopathies [1], and in the five cases described,
any lymphadenopathy was also reported apart from KFD. The
T-lymphocyte-mediated immune response at the lymph node
level post-vaccination could also contribute to the develop-
ment of KFD [1]. In three of five cases, negative microbiological
test were available. Taking into account the infectious origin of
KFD and the immunomodulated mechanisms, plausible causal
relationship may be reinforced, although more research is re-
quired.

Symptoms of KFD may be confused with lymphomas,
making proper diagnosis mandatory to avoid unnecessary clin-
ical tests. Four cases required hospitalization. Knowledge of
KFD could have avoided prolonged hospitalization as well as
reduced health care costs.

KFD is an entity of probably multifactorial origin and re-
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search is needed to understand the origin of the disease. Re-
porting of suspected adverse events is essential to assess the
real incidence and to optimize patient management present-
ing with lymphadenopathy of subacute course or with some
complication.

FUNDING

None to declare.

CONFLICT OF INTEREST

Authors declare no have conflict of interest.

REFERENCES

1. Perry AM, Choi SM. Kikuchi-Fujimoto Disease: A Review. Arch
Pathol Lab Med. 2018;142(11):1341-1346. doi:10.5858/arpa.2018-
0219-RA

2. Ahmed Z, Quadir H, Hakobyan K, Gaddam M, Kannan A, Ojinnaka U
et al. Kikuchi-Fujimoto Disease: A Rare Cause of Cervical Lymphad-
enopathy. Cureus. 2021;13(8):e17021. doi:10.7759/cureus.17021

3. Spies J, Foucar K, Thompson CT, LeBoit PE. The histopathology of
cutaneous lesions of Kikuchi's disease (necrotizing lymphadenitis):
a report of five cases. Am J Surg Pathol. 1999;23(9):1040-1047.
doi:10.1097/00000478-199909000-00006

4. Pepe F, Disma S, Teodoro C, Pepe P, Magro G. Kikuchi-Fujimoto
disease: a clinicopathologic update. Pathologica. 2016;108(3):120-
129. PMID:28195263

5. Cheng CY, Sheng WH, Lo YC, Chung CS, Chen YC, Chang SC. Clini-
cal presentations, laboratory results and outcomes of patients with
Kikuchi's disease: emphasis on the association between recurrent
Kikuchi's disease and autoimmune diseases. J Microbiol Immunol
Infect. 2010;43(5):366-371. doi:10.1016/S1684-1182(10)60058-8

6. Chong Y, Kang CS. Causative agents of Kikuchi-Fujimoto disease
(histiocytic necrotizing lymphadenitis): a meta-analysis. Int J
PediatrOtorhinolaryngol. 2014;78(11):1890-1897. doi:10.1016/j.
ijporl.2014.08.019

7. Tanaka T, Ohmori M, Yasunaga S, Ohshima K, Kikuchi M, Sasazuki T.
DNA typing of HLA class Il genes (HLA-DR, -DQ and -DP) in Japa-
nese patients with histiocytic necrotizing lymphadenitis (Kikuchi's
disease). Tissue Antigens. 1999;54(3):246-253. doi:10.1034/}.1399-
0039.1999.540305.x

8. Joean O, Thiele T, Raap M, Schmidt RE, Stoll M. Take a second look:
it's Kikuchi's disease! A case report and review of literature. Clin
Pract. 2018;8(4):1095. doi:10.4081/cp.2018.1095

9. Bosch X, Guilabert A. Kikuchi-Fujimoto disease. Orphanet J Rare
Dis. 2006;1:18. Published 2006 May 23. doi:10.1186/1750-1172-
1-18

10. Rezai K, Kuchipudi S, ChundiV, Ariga R, Loew J, Sha BE. Kikuchi-Fu-
jimoto disease: hydroxychloroquine as a treatment. Clin InfectDis.
2004;39(12):€124-e126. doi:10.1086/426144

11. Costa APF, Cobucci RNO, da Silva JM, da Costa Lima PH, Giral-

12.

13.

14.

15.

do PC, Gongalves AK. Safety of Human Papillomavirus 9-Valent
Vaccine: A Meta-Analysis of Randomized Trials. J Immunol Res.
2017;2017:3736201. doi:10.1155/2017/3736201

Studdiford J, Lamb K, Horvath K, Altshuler M, Stonehouse A. Devel-
opment of unilateral cervical and supraclavicular lymphadenop-
athy after human papilloma virus vaccination. Pharmacotherapy.
2008;28(9):1194-1197. doi:10.1592/phc0.28.9.1194

Pereira MP, Flores P, Neto AS. Neck and supraclavicular lymphad-
enopathy secondary to 9-valent human papillomavirus vaccina-
tion. BMJ Case Rep. 2019;12(11):¢231582. doi:10.1136/bcr-2019-
231582

Watanabe T, Hashidate H, Hirayama Y, linuma Y. Kikuchi-Fujimoto
disease following vaccination against human papilloma virus in-
fection and Japanese encephalitis. Eur J Pediatr. 2012;171(9):1409-
1411. doi:10.1007/s00431-012-1729-1

Tan HM, Hue SS, Wee A, See KC. Kikuchi-Fujimoto Disease Post
COVID-19 Vaccination: Case Report and Review of Literature. Vac-
cines (Basel). 2021:9(11):1251. doi:10.3390/vaccines9111251

Rev Esp Quimioter 2023;36(4): 429-431 431



