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Introduction

The  disappearance  of  a  cancer  without  a  satisfactory  expla-
nation  is  rarely  accepted  in the medical  setting.  This  process
is called  ‘‘regression’’  or  ‘‘spontaneous  remission’’  and,  in
exceptional  cases,  patients  are  cured  of  the disease.  The
formal  definition  as  partial  or  complete  disappearance  of  a
malignant  tumor  in  the absence  of  treatment  or  in  the pres-
ence  of  inadequate  therapy  was  named by  Dr.  Tilden  Everson
and  Dr.  Warren  Cole in  the 1960s.1

The  incidence  of  spontaneous  regression  is estimated
between  1 in  60,000  to 140,000  cases  of  cancer,  although
it  is  very  difficult  to  define  it  based  on  clinical  aspects.2

The  medical  literature  is  rich  in  case  reports  of  malig-
nancies  confirmed  by  pathologic  exam, with  computed
tomography  (CT)  or  magnetic  resonance  imaging  (MRI)
showing  generalized  diseases  with  spontaneous  regression,
which  covers  almost  all  types  of  cancers  and  histology.
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Examples  include  some  hematologic  neoplasms,  sarcoma,
melanoma,  neuroblastoma,  astrocytoma,  Merkel  cell  car-
cinoma  and  several  locations  of  cancer  (breast,  lung,
testicular,  prostate,  cervical,  liver,  colon,  kidney).

In  the  head  and  neck,  there  are descriptions  of sponta-
neous  regression  in neoplasms  of  oropharynx,  tongue,  mouth
floor  and  larynx.  In  the case  of the salivary  gland,  there  are
reports  of  regression  from  metastatic  tumor of  melanoma,
Merkel  cell carcinoma  and  regression  of  lung  metastatic  ade-
noid  cystic  of  the parotid.  The  exact  mechanism  responsible
for  the remission  is  unknown.

Case  report

A 51-year-old  woman  sought  care  at an outpatient  clinic
to  evaluate  a  mass  in  the left  submandibular  region  for
the  last  5  months,  associated  with  worsening  pain.  There
was  previous  history  of  smoking  for 38  years.  There  was
facial  asymmetry  with  a  7 ×  5  cm  mass  in  the  left  sub-
mandibular  gland,  fixed  to the mandibule,  no lymph  nodes
palpable  in the  neck.  The  patient  had paralysis  of  the
marginal  branch  of the facial  nerve  (Fig.  1).  Fine nee-
dle  aspiration  biopsy  (FNAB)  was  suspicious  for  malignancy
and  CT  scan  showed  a lesion in the left submandibular
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Figure  1 Clinical  aspect  at rest,  evidencing  facial  asymmetry  and  paralysis  of the marginal  branch  of  VII  cranial.

Figure  2  CT  scan:  Locally  advanced  left  submandibular  gland

tumor.

gland,  involving  the mandible  without apparent  bone  inva-
sion,  and  extensive  necrotic  tissue  with  infiltration  of  the
floor  of  the  mouth  (Fig.  2). PET/CT  showed  a lesion  involv-
ing  the  left  submandibular  gland  (SUV  mtox:  17.1)  and
cervical  lymph  nodes  at level  II, III,  V  on  the  left and

bilateral  IV  level (SUV  mtox:  10.7).  An  incisional  biopsy
was  performed  under  local  anesthesia  and  histologic  sec-
tions  showed  an infiltrative  poorly  differentiated  carcinoma;
immunohistochemistry  was  positive  for  cytokeratin/CK-6
confirming  epithelial  differentiation.  A diagnosis  of low-
grade  adenocarcinoma  was  rendered.  While  waiting  for
surgical  treatment,  the patient  presented  signs  of  tumor
regression  and  after 4 months  the  physical  signs of the
tumor  completely  disappeared.  New imaging  PET-CT  tests
were  made  and  showed  complete  metabolic  resolution  of
the  lesion.  The  patient  is  undergoing  outpatient  monitor-
ing  without evidence  of  disease  after  75  month  follow-up
(Fig.  3).

Discussion

There  are several  cases  of  spontaneous  resolution  of  malig-
nant  neoplasms,  however,  head and  neck  neoplasms  that  fit
this  definition  are  uncommon.  We  have  not  found  reports  of
spontaneous  regression  of salivary  gland  adenocarcinoma  in
the  Pubmed,  VHL, CAPES  and  Cochrane  research  databases.
There  are  descriptions  of regression  of  melanoma  metas-
tases  in salivary  gland  cancer,3 Merkel  cell  carcinoma4 and
spontaneous  regression  of  lung metastatic  of  parotid  adeno-
cystic  carcinoma.5

Figure  3  Absence  of cervical  tumorations  72  months  after  admission.  CT  scan  maintained  resolution  of  left  submandibular  gland

tumor 75  months  after  remission.
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The  most  accepted  current  theories  for  the trigger-
ing  of  spontaneous  regression  of tumors  involve  infectious
processes  and  hypoglycemia  as  generators  of  exacerbated
immunological  response,  being  responsible  for the  healing
mechanism.  The  theory  of  immunomodulation  helped  the
medical  understanding  of spontaneous  regression,  which  can
be  seen  as the interaction  of  cancer  with  the  host  determin-
ing  an  incomplete  elimination,  a balance  between  forces  or
an  escape  of  immune  response.6

Under  ideal  conditions,  the  innate  and  adaptive  ele-
ments  of  the  immune  system  work  together  to  eliminate
cancer  (often  imperfectly)  with  regulatory  (CD4+)  and cyto-
toxic  (CD8+)  T  cells,  dendritic,  natural  killer  cells  (NK)  and
macrophages  with  a  number  of  proteins  secreted  by  immune
activation,  such  as  interferon  gamma,  interleukin  12  and
tumor  necrosis  factor  (TNF)  working  in harmony.  Sponta-
neous  regression  may,  in some  cases,  be  a  manifestation  of
this  dynamic  process.7

One  of  the  keys to  this process  seems  to  be  the stimu-
lation  of innate  immunity.  In series  of  reports  of  cases  of
spontaneous  cure,  the hypothesis  was  raised  that  the stim-
ulus  of  an  infectious  condition  helps  the innate  immune
system  to  recognize  tumor  cells.8

Another  theory  under  study  that  may  corroborate
the  phenomena  of  spontaneous  healing  is  the  theory  of
hypoglycemia/hyperglycemia.9 This  theory  argues  that  a
stimulus  of  external  hypoglycemia,  responded  with  glu-
coneogenesis  and reactional  hyperglycemia  performs  an
activation  of  T  cells.10

Conclusions

This  is an  unusual  event  and  the  exact mechanism  for  such
regression  is  unknown.
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