
dermatoses (n =5). In addition, 1 sample of trichodys-
plasia spinulosa was included as a positive control.

We performed in situ hybridization by using a cus-
tom RNAScope probe (5) targeting the complete TSPyV 
genome on tumor-associated endothelial cells within 25 
dermatologic samples representing a range of inflam-
matory conditions. We used a peptidylprolyl isomerase 
B RNA probe as a positive control for RNA integrity 
in all specimens (Figure). We did not detect TSPyV in 
endothelial cells in any of the 25 inflammatory skin bi-
opsy samples. In contrast, the trichodysplasia spinulosa 
control had positive staining, and peptidylprolyl isom-
erase B staining was present in all samples (Table). 

We found no evidence of TSPyV infection in en-
dothelial cells in this survey of cutaneous inflamma-
tory conditions, suggesting that TSPyV does not play 
a role in the cutaneous inflammatory conditions we 
included. Of note, our cohort is small compared with 
that of the previous study, which initially led to the 
identification of TSPyV in 3 cases from 252 specimens 
(3). Therefore, the prevalence of TSPyV infection of 
endothelial cells might be too low to be detected in a 
cohort of only 25 cases. Our findings provide evidence 
that endothelial TSPyV infection is not commonly de-
tected in inflammatory skin biopsy specimens and 
helps refine the spectrum of tissues and clinical set-
tings in which TSPyV should be considered.

Evaluation and reporting of these cases were performed 
under research protocols approved by the institutional  
review board of Stanford University. The patients  
provided informed consent for the research.
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Japanese encephalitis virus genotype V (JEV GV) 
was initially identified in 1952 from viral encepha-

litis patients in Malaysia and Singapore (1). JEV GV 
was detected again after an ≈60-year hiatus when it 
was isolated from field-collected Culex tritaeniorhyn-
chus mosquitoes in Tibet (Medog County), China, 
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Japanese encephalitis virus genotype V (JEV GV) has 
caused multiple cases of viral encephalitis in South 
Korea. We report a human case of JEV GV in China, 
confirmed by serology, sequencing, and quantitative re-
verse transcription PCR. We confirm JEV GV infection 
in China, highlighting the persistent threat of this virus.

1These authors contributed equally to this article



in 2009 (2). Subsequently, JEV GV has been associ-
ated with multiple cases of viral encephalitis in South  
Korea and is now recognized as an emerging pathogen 
with considerable public health significance (3). De-
spite its reemergence, surveillance data from mainland 
China after 2009 had detected exclusively JEV geno-
type I (GI) in both mosquito populations and human 
clinical samples, suggesting a possible discontinuity in 
the circulation of JEV GV in this region (4). We report a 
fatal case of JEV GV infection, highlighting the persis-
tent and evolving threat posed by this genotype.

A male neonate was delivered vaginally on Oc-
tober 6, 2025. Both mother and neonate were in good 
health at discharge. Neither had a recent history of 
travel to or residence in a JEV-endemic area outside 
of Wuhan, China. Laboratory testing in the mother 
indicated no evidence of recent or past JEV infection 
(IgM- and IgG-negative and JEV quantitative reverse 
transcription PCR [qRT-PCR]–negative 3 days after ill-
ness onset in infant) and she had not been vaccinated 
against JE. On day 21 after birth, a high fever (39.3°C) 
developed, and the neonate was admitted to Wuhan 
Children’s Hospital (Wuhan, China). During hospital-
ization (October 27–November 6, 2025), clinical mani-
festations were characterized by persistent high fever 
(37.8–40.0°C), coma, and convulsions. A diagnosis of 
suspected viral encephalitis was made, and the neo-
nate unfortunately died on November 7, 2025.

We collected 5 specimens for laboratory test-
ing: 2 cerebrospinal fluid (CSF) samples and 3 serum 
samples. The initial CSF sample, taken at admission 
(October 27, 2025), tested positive for JEV nucleic acid 
by qRT-PCR. Laboratory testing detected JEV-specific 
IgM in the serum sample collected on day 10 of ill-
ness. All other specimens were negative for both JEV 
RNA and IgM (Figure 1) (5).

We conducted next-generation sequencing on 
the CSF sample collected at admission (6). We as-
sembled and designated the complete genome of 
JEV as the neonate strain (GenBank accession no. 
PZ393248). Phylogenetic analysis on the basis of the 
open reading frame sequences of JEV genotypes I–V 

(GI–GV) revealed that GV segregated into 2 distinct 
clades. One clade exclusively contained the 1952 
prototype strains (Muar from Malaysia and Ten-
gah from Singapore), whereas the other comprised 
all contemporary isolates, including the neonate 
strain, the XZ0934 strain (Tibet, China, 2009), and 
viruses obtained from human cases and mosquitoes 
in South Korea since 2015 (Figure 2, panel A). The 
positive qRT-PCR result for JEV in the admission 
CSF sample, together with the sequencing data, con-
firmed that the viral encephalitis in this neonate was 
caused by JEV GV. Further phylogenetic analysis of 
JEV GV envelope gene sequences revealed that all 
GV strains fell into 3 distinct evolutionary clades: 
clade A (the 1952 prototype strains), clade B (includ-
ing the neonate and XZ0934 strains), and clade C 
(comprising all South Korea isolates) (Figure 2, pan-
el B). Those results demonstrated a clear phylogeo-
graphic pattern of JEV GV, reflecting independent 
evolution of distinct viral populations in mainland 
China and South Korea after the reemergence of JEV 
GV in 2009.

JEV GV has been consistently detected in mul-
tiple mosquito species in South Korea, where it has 
replaced GI as the dominant genotype, and human 
cases have been reported since 2015 (2,7). In contrast, 
since the initial isolation of JEV GV from mosquitoes 
in Tibet, China, no human cases of JEV GV had been 
reported in mainland China, nor was it reisolated 
from vector populations. However, a retrospective 
serologic analysis of laboratory-confirmed JE cases 
from 2018–2020 identified 2 patients with possible 
JEV GV infection in eastern China (Shandong and 
Zhejiang provinces) (8). During previous surveil-
lance in Wuhan in 2009–2010, JEV GI was isolated 
from mosquitoes, whereas GIII had been detected in 
earlier mosquito collections (9). Together with the 
identification of the neonate strain in Central China 
and the earlier detection of the XZ0934 strain in Ti-
bet, our findings confirm the established presence of 
JEV GV in southwestern, central, and eastern China. 
Of note, in recent years, JE cases caused by JEV GIV 
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Figure 1. Timeline of a human case of Japanese encephalitis virus genotype V infection in China, 2025. Timeline spans from birth to 
death, indicating the timing of specimen collection, specimen types, and corresponding laboratory results. CSF, cerebrospinal fluid; 
IgM, Japanese encephalitis virus IgM detected by capture ELISA; NGS, next-generation sequencing; qRT-PCR, quantitative reverse 
transcription PCR; +, positive; –, negative. 



and GV have been increasing, with geographic ex-
pansion into Australia and South Korea (3,10). The 
detection of this JEV GV case in mainland China, 
together with those trends, emphasizes the urgent 
need to strengthen genotype-based detection and 

surveillance of JEV for effective Japanese encephali-
tis prevention and control.

This work was supported by Major Projects of the National 
Nature Science Foundation of China (project no. 81290342)
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Figure 2. Phylogenetic trees of 
Japanese encephalitis virus (JEV) 
genes recovered from a human case 
in China, 2025. A) Phylogenetic tree 
built on the basis of the nucleotide 
sequences of the open reading 
frame of JEV. B) Phylogenetic tree 
built on the basis of the nucleotide 
sequences of the envelope gene of 
JEV. We constructed the phylogenetic 
trees by using the neighbor-joining 
method in MEGA 12.0 software 
(https://www.megasoftware.net). 
Neonate sequence from this study 
is in boldface. Branch numbers 
indicate percent bootstrap support 
values. Scale bars indicate nucleotide 
substitutions per site.
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Human papillomavirus (HPV) types 6 and 11 have 
long been associated with condylomata acumi-

nata, accounting for 90% of warts affecting the ano-
genital region (1). History of immunosuppression, 
both primary or secondary, is associated with HPV-
related diseases, making affected patients susceptible 
to development of cutaneous and mucosal warts (2). 
Reports of extragenital manifestations of condylomas 
are rare, with previous cases being associated with 
pediatric populations, men who have sex with men, 
and persons with a history of HIV. We report a case of 
HPV types 6 and 11–positive condylomas localized to 
the lateral neck of an immunocompetent heterosexual 
man without concurrent anogenital involvement.

In 2025, a heterosexual man in his 40s with an 
unremarkable medical history sought treatment for a 
growth on the right side of his neck present for 1 year 
prior, with reported increase in size. On examination, 
we noted 6 clustered verrucous-to-mamillated brown 
papules distributed along the right lateral neck (Fig-
ure). Our initial differential diagnosis included in-
flamed seborrheic keratoses and verruca vulgaris. We 
treated the lesions with cryotherapy, which provided 
temporary resolution. The patient returned to our 
clinic 11 months later for recurrence. We performed 
a shave biopsy, which showed papillated epidermal 
hyperplasia with hypergranulosis, compact ortho-
keratosis, and dilated blood vessels in the papillary 
dermis. HPV testing by in situ hybridization was 
positive for HPV types 6 and 11. Screening tests for 
sexually transmitted infections revealed negative re-
sults for gonorrhea, chlamydia, syphilis, and HIV. 
Complete blood count testing and a comprehensive 
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Human papillomavirus types 6 and 11 are associated 
with mucosal condylomata acuminata, with rare reports 
of extragenital manifestations. We report a case of con-
dyloma localized to the neck of an immunocompetent 
heterosexual man, without concurrent anogenital le-
sions. Our findings challenge theories of the site-specific 
tropism of these human papillomavirus types.


