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ABSTRACT

HPV฀(Human฀Papilloma฀Virus)฀is฀one฀of฀the฀most฀prevalent฀infections฀worlwide.฀Oral฀HPV฀ 
infection฀may฀be฀associated฀with฀different฀diseases฀of฀oral฀cavitie.฀Although฀oral฀HPV฀infec-
tion฀occurs฀frequently,฀it฀rarely฀causes฀lesions.฀An฀increased฀rate฀of฀oral฀HPV-induced฀lesions฀
is฀observed฀in฀people฀with฀an฀impaired฀immune฀system.฀The฀most฀common฀conditions฀in-
duced฀by฀oral฀HPV฀infection฀are฀focal฀epithelial฀hyperplasia,฀oral฀condylomas฀and฀oral฀papil-
lomas.฀We฀reported฀a฀case฀฀of฀oral฀HPV฀lesion฀in฀a฀bone฀marrow฀transplantation฀patient฀with฀
atypical฀clinical฀presentation฀and฀unexpected฀outcome.
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Oral HPV infection in a bone marrow transplantation patient: a case 
report with atypical clinical presentation and unexpected outcome

INTRODUCTION 

Human฀Papilloma฀Viruses฀(HPVs)฀are฀a฀large฀
family฀of฀DNA฀viruses฀capable฀of฀ infecting฀a฀
variety฀ of฀ epithelial฀ surfaces,฀ including฀ both฀
mucosal฀ and฀ cutaneous฀ epithelium.฀ HPV฀ is฀
one฀ of฀ the฀most฀ prevalent฀ infections฀ world-
wide฀with฀several฀millions฀of฀new฀cases฀diag-
nosed฀ yearly.฀ There฀ are฀more฀ than฀ 120฀HPV฀
types,฀ and฀ at฀ least฀ 30฀of฀ these฀have฀been฀de-
tected฀in฀the฀oral฀cavity.1-3

Most฀often฀HPV฀lesions฀appear฀on฀the฀lips,฀
but฀they฀have฀also฀been฀reported฀on฀oral฀mu-
cosa,฀ tongue,฀ gums฀ and฀ palate.฀ At฀ the฀ same฀
time,฀it฀should฀be฀noted฀that฀oral฀HPV฀infec-
tions฀are฀mostly฀asymptomatic.฀Although฀oral฀
HPV-related฀ lesions฀are฀rare,฀ they฀are฀mostly฀
associated฀with฀genital฀HPV฀types.3,4

An฀ increased฀ rate฀ of฀ oral฀ HPV-induced฀
lesions฀ is฀ observed฀ in฀ people฀ with฀ impaired฀
immune฀ system,฀ especially฀ in฀ HIV-positive฀
individuals.฀ The฀ most฀ common฀ conditions฀
induced฀by฀oral฀HPV฀infection฀are฀ focal฀epi-
thelial฀hyperplasia,฀oral฀condylomas฀and฀oral฀
papillomas.฀ Oral฀ HPV฀ infection฀ has฀ been฀
found฀ to฀ be฀ associated฀ with฀ some฀ cases฀ of฀
oropharyngeal฀ cancer,฀ but฀ it฀ is฀ not฀ the฀main฀
risk฀factor฀for฀this฀kind฀of฀cancer.3,5 
Oral฀warts฀and฀papillomas฀in฀bone฀marrow฀

transplantation฀ (BMT)฀ patients฀ have฀ been฀
reported฀1-3฀years฀after฀the฀transplantation.4 
We฀reported฀a฀case฀฀of฀oral฀HPV฀lesion฀in฀

a฀BMT฀patient฀with฀atypical฀clinical฀presen-
tation฀and฀unexpected฀outcome.฀

CASE REPORT 

A฀41-year-old฀man,฀with฀ 5-year-old฀history฀
of฀ bone฀ marrow฀ transplantation,฀ was฀ re-
ferred฀ to฀ the฀Dental฀Service฀of฀Hematology฀
Center/UNICAMP,฀ on฀ October฀ 2001฀ for฀ a฀
routine฀check-up.
The฀medical฀history฀revealed฀that฀the฀pa-

tient฀ received฀ the฀ allogeneic฀ bone฀ marrow฀
transplantation฀ (June฀ 1996)฀ from฀ a฀ human฀
leukocyte฀ antigen฀ (HLA)-identical฀ sibling,฀
after฀a฀conditioning฀regimen฀with฀cyclophos-
phamide฀ (Cph)฀ and฀ total฀ body฀ irradiation฀
(TBI).฀ GVHD฀ prophylaxis฀ was฀ performed฀
with฀cyclosporine฀A฀(CsA).฀On฀day฀200฀after฀
the฀ transplantation,฀ following฀ withdrawal฀
of฀CsA,฀he฀presented฀ extensive฀ chronic฀ graft฀
versus฀host฀disease฀(GVHD)฀on฀the฀eyes,฀skin,฀
lungs฀ and฀ liver.฀Complete฀physical฀ examina-
tion,฀ pulmonary฀ function฀ tests,฀ complete฀
blood฀ counts,฀ liver฀ function฀ tests,฀ ophthal-
mologic฀ examination฀ with฀ Schirmer฀ test฀
and฀ biopsies฀ from฀ the฀ face฀ and฀ the฀ trunk฀
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supported฀the฀diagnosis฀of฀chronic฀GVHD.฀Treatment฀with฀
oral฀prednisone฀30฀mg/day฀and฀CsA฀250฀mg/day฀was฀started,฀
with฀ improvement฀of฀ the฀ lesions฀ and,฀ the฀pulmonary฀ and฀
liver฀ function฀ after฀ one฀month.฀CsA฀was฀ tapered฀ gradual-
ly฀ until฀ suspension฀on฀day฀ 279฀ after฀ transplantation.฀Oral฀ 
examination฀ was฀ performed฀ before฀ the฀ BMT,฀ and฀ he฀ has฀
been฀followed฀by฀the฀Dental฀Service฀of฀Hematology฀Center/
UNICAMP฀since฀then.฀The฀patient฀had฀no฀oral฀complaints฀
and฀had฀only฀been฀submitted฀to฀periodontal฀treatment.฀
However,฀on฀October฀2001,฀the฀oral฀clinical฀examination฀

showed฀a฀white฀plaque฀on฀ the฀ left฀ soft฀palate,฀with฀almost฀
3.0฀x฀3.0฀cm฀of฀extension,฀irm,฀non฀removable฀and฀asymp-
tomatic฀ (Figure฀ 1).฀At฀ that฀ time฀ the฀ patient฀ didn’t฀ receive฀
GVHD฀therapy฀because฀the฀disease฀was฀under฀controll,฀and฀
there฀were฀neither฀quantitative฀nor฀qualitative฀alterations฀in฀
his฀immunologic฀system.฀

A฀biopsy฀of฀ the฀ lesion฀was฀performed฀and฀ the฀micro-
scopic฀ exam฀ revealed฀ hyperkeratosis,฀ acanthosis,฀ epithe-
lium฀cells฀with฀picnotic฀ and฀hyaline฀cytoplasm,฀ the฀pres-
ence฀ of฀ vacuolized฀ cells฀ with฀ eosinophilic฀ intercellular฀
inclusions฀and฀gross฀basophilic฀granules฀of฀keratohyaline,฀
suggesting฀HPV฀infection฀(Figure฀2).฀Data฀from฀immuno-
histochemestry฀ tests฀conirmed฀the฀diagnosis฀of฀ the฀HPV฀
infection฀(Figure฀3).
The฀patient฀was฀referred฀to฀the฀Dermatologic฀Service฀of฀

Clinic฀Hospital/UNICAMP฀ in฀ January฀ 2002฀ and฀was฀ sub-
mitted฀to฀Nd:YAG฀laser฀for฀excision฀of฀this฀lesion฀because฀of฀
the฀lower฀risk฀of฀bleeding฀compared฀to฀other฀surgical฀tech-
niques.฀However,฀the฀inal฀results฀were฀not฀as฀expected.฀The฀
patient฀returned฀on฀April฀2002฀with฀a฀recurrent฀and฀exac-
erbated฀ lesion.฀Clinic฀exam฀revealed฀the฀plaque฀on฀the฀ left฀
hard฀ and฀ soft฀ palate฀ covering฀ also฀ the฀ alveolar฀ ridges฀ and฀
gingival฀papilla,฀ spread฀throughout฀an฀area฀nearly฀ to฀6.0฀x฀
5.0฀cm฀(Figure฀4).

Figure 1: Clinical exam showed the white plaque on the left 

soft palate of the lesion at the time of the first examination.

Figure 2: Microscopic exam revealed the hyperkeratosis, 

acanthosis, epithelium cells with picnotic and hyaline 

cytoplasm, the presence of vacuolized cells with eosinophilic 

intercellular inclusions and gross basophilic granules of 

keratohyaline. 

Figure 3: Immunohistochemistry  tests concluded the final 

diagnosis of the HPV infection. 

Figure 4: Four months after laser therapy, clinic exam revealed 

the plaque on the left hard and soft palate covering also the 

alveolar ridges and gingival papilla.
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On฀June฀2002฀the฀patient฀returned฀for฀a฀follow-up฀vis-
it฀ and฀ the฀ lesion฀ showed฀ a฀ spontaneous฀ partial฀ regression฀ 
(Figure฀ 5).฀ However,฀ the฀ lesion฀ has฀ not฀ been฀ completely฀
healed฀so฀far.฀The฀appearance฀of฀the฀white฀plate฀on฀October฀
2001฀and฀the฀start฀of฀spontaneous฀regression฀of฀it฀on฀June฀
2002฀occurred฀regardless฀with฀medical฀treatment฀or฀quanti-
tative฀and฀qualitative฀immunological฀alterations.฀
Because฀the฀lesion฀did฀not฀present฀asymptomatic฀and฀rel-

evant฀clinical฀features,฀none฀medication฀was฀placed.฀The฀pa-
tient฀has฀been฀followed฀and฀the฀lesion฀remained฀unchanged.฀
The฀patient฀has฀been฀ followed฀ at฀ the฀Hematology฀Center/
UNICAMP,฀and฀has฀no฀medical฀changing฀so฀far

condyloma฀acuminata-like฀appearance.4,9,10฀This฀case฀described฀
a฀leukoplakia-like฀white฀plaque฀on฀the฀left฀soft฀palate.฀Its฀clini-
cal฀appearance฀is฀very฀uncommon฀and฀did฀not฀describe฀in฀the฀
medical฀literature.
Treatment฀ must฀ be฀ determined฀ on฀ a฀ case-by-case฀ basis.฀

Many฀times,฀the฀further฀recovery฀of฀immune฀function฀will฀lead฀
to฀reduction฀and฀elimination฀of฀oral฀HPV฀lesions.฀On฀the฀other฀
hand,฀it฀becomes฀necessary฀to฀consider฀surgical,฀laser฀therapy฀or฀
cryotherapy฀for฀the฀removal฀of฀oral฀HPV฀lesions,฀intralesional฀
injections฀of฀IFN-α฀may฀prove฀effective฀for฀recurrent฀lesions.4,9,10 
Herein฀the฀case฀reported฀was฀received฀Nd:YAG฀laser฀for฀excision฀
of฀this฀ lesion,฀but฀the฀inal฀results฀were฀not฀as฀expected.฀After฀
three฀months฀the฀patient฀returned฀with฀a฀recurrent฀and฀exac-
erbated฀lesion฀on฀the฀left฀hard฀and฀soft฀palate฀covering฀also฀the฀
alveolar฀ridges฀and฀gingival฀papilla,฀spread฀to฀an฀area฀around฀6.0฀
X฀5.0฀cm.
However,฀ the฀ lesion฀ started฀ to฀ shrink฀ spontaneously฀ after฀

two฀months.฀Since฀ the฀appearance฀of฀ the฀white฀plate฀and฀be-
ginning฀of฀the฀spontaneous฀regression฀after฀nine฀months,฀there฀
were฀no฀changes฀in฀the฀medical฀treatment฀of฀the฀patient,฀as฀well฀
as฀no฀quantitative฀and฀qualitative฀alterations฀ in฀his฀ immuno-
logic฀system.฀Additionally,฀the฀lesion฀has฀not฀come฀to฀a฀complete฀
regression฀until฀the฀present฀moment.฀No฀factor฀could฀be฀found,฀
inherent฀or฀not฀to฀BMT,฀that฀could฀signiicantly฀contribute฀to฀
the฀spontaneous฀regression฀of฀the฀lesion฀in฀this฀patient;฀there-
fore,฀it฀is฀necessary฀further฀studies.
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Figure 5: Spontaneous partial regression of the lesion. 

DISCUSSION 

Oral฀HPV฀infection฀may฀be฀associated฀with฀different฀diseases฀
of฀oral฀cavities,฀but฀although฀this฀ infection฀occurs฀frequently,฀
it฀rarely฀causes฀lesions.฀The฀gross฀appearance฀of฀oral฀warts฀var-
ies฀greatly฀and฀often฀relects฀the฀speciic฀HPV฀genotype฀causing฀
the฀lesion.฀Often,฀the฀clinical฀appearance฀of฀lesions฀is฀relective฀
of฀the฀speciic฀HPV฀genotype฀causing฀the฀lesion.฀For฀instance,฀
HPV฀genotypes฀6฀and฀11,฀the฀most฀common฀causes฀of฀genital฀
warts,฀tend฀to฀cause฀condyloma฀accuminatum฀in฀the฀oral฀cavity.฀
HPV฀genotypes฀1,฀2,฀and฀7,฀which฀are฀associated฀with฀cutaneous฀
warts,฀cause฀irm,฀sessile,฀oral฀common฀warts.฀HPV฀genotypes฀
13฀and฀32,฀which฀have฀been฀described฀exclusively฀ in฀ the฀oral฀
cavity,฀are฀the฀cause฀of฀oral฀focal฀epithelial฀hyperplasia.6 
Post-transplantation฀patients฀are฀at฀increased฀risk฀for฀oral฀

human฀papillomavirus฀infections,฀especially฀in฀immunocom-
promised฀patients,฀normally฀those฀on฀high-dose฀therapy฀for฀
GVHD.฀It฀appears฀that฀most฀cases฀represent฀the฀reactivation฀
of฀latent฀virus฀with฀patients฀reporting฀hand฀or฀genital฀lesions฀
at฀times฀prior฀to฀transplant.7,8 
BMT฀complications฀after฀12฀months฀of฀allogeneic฀transplants฀

are฀associated฀with฀chronic฀complications฀of฀conditioning฀regi-
mens,฀GVHD,฀and฀late฀infections.฀Infections฀are฀infrequent,฀but฀
an฀increased฀incidence฀of฀oral฀HPV฀infections฀has฀been฀noted฀
in฀some฀centers.฀The฀presentation฀of฀these฀oral฀lesions฀can฀vary฀
from฀exophytic฀oral฀verrucous฀vulgaris-like฀masses฀to฀more฀lat฀


