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the  Dermatology  Outpatient  Clinic  with  an  asymptomatic,
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 unique case of a
ymphoproliferative disorder
ffecting the skin and uterine
ervix on a male transgender�

ear  Editor,

xtranodal  lymphomas  account  for  25%-35%  of  all  Non-
odgkin’s  lymphomas  (NHL).  The  most  common  site  of

nvolvement  is  the  gastrointestinal  tract,  followed  by  the
kin.1,2

Primary  cutaneous  follicular  center  lymphoma  (FCL)  is
he  most  common  form  of  cutaneous  B-cell  lymphoma,
ccounting  for  50%-60%  of  cases.3,4 It  affects  mainly  adults,
nd  has  an  excellent  prognosis  and  a  specific  five-year  sur-
ival  of  more  than  95%.2 Extracutaneous  spread  is  extremely
are,  but  recurrences  are  frequent.4

Primary  female  genital  system  lymphoma  (PFGSL)  is
xtremely  rare,  accounting  for  0.2%---1.1%  of  all  extranodal
ymphomas,  with  an  estimated  number  of  165  new  cases
nnually  in  the  USA.1 Secondary  involvement  by  nodal  lym-
homa  is  more  frequent.  The  most  commonly  affected  site
s  the  ovary,  followed  by  the  uterine  cervix,  and  the  most
ommon  histopathological  subtype  is  diffuse  large  B-cell
ymphoma,  followed  by  follicular  lymphoma.1,5,6

Regarding  the  risk  factors,  it  is  suggested  that  a  pos-
ible  chronic  antigenic  stimulus  may  have  a  causal  role,
ut  no  factor  has  been  well  established  yet.  In  cutaneous
-cell  marginal  zone  lymphomas,  a  relationship  with  Borre-
ia  burgdorferi  has  been  suggested,  but  this  association  has
ot  been  confirmed.7 Regarding  transgender  individuals,  the
uestion  of  the  role  of  hormonal  stimulation  in  the  devel-
pment  of  neoplasms  is  important.  For  hormone-dependent
eoplasms,  such  as  breast  cancer,  this  risk  exists;  for  NHL
here  is  a  hypothesis  of  a  hormonal  role  in  some  studies,  but
his  relationship  is  suggested  for  female  hormone  replace-
ent,  but  is  not  described  for  male  hormones,  as  would
e  the  case  in  transgender  men,  as  in  the  case  described

elow.8

The  authors  describe  a  42-year-old  male  transgen-
er  patient,  without  comorbidities,  who  presented  to

� Study conducted at the Hospital das Clínicas, Universidade de
ão Paulo, São Paulo, SP, Brazil.
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low-growing,  infiltrated,  erythematous  tumor,  measuring
 cm  in  the  left  preauricular  region  (Fig.  1).  Histopathol-
gy  disclosed  an  infiltrate  of  small  lymphocytes,  with  a
‘bottom-heavy’’  nodular  growth  pattern,  and  no  epidermal
lterations.  The  neoplastic  cells  were  CD20+  and  CD10  and
UM1  negative;  with  CD21  staining  in  the  lymphoid  follicles;
CL6+  both  inside  (more  evident)  and  outside  the  follicles;
CL2+  in  B  and  T  cells;  CD3  and  CD5  revealed  a  background
f  reactive  T  cells  but  were  negative  in  atypical  cells  (Fig.  2).
olymerase  chain  reaction  (PCR)  showed  monoclonality  for
he  IgH  gene  in  the  B  cell  population.  A  diagnosis  of  FCL  was
ade  and  no  evidence  of  extracutaneous  disease  was  found

fter  staging  with  CT  scans  of  the  chest,  abdomen,  pelvis  and
ervix,  and  a  bone  marrow  biopsy.  The  patient  was  treated
ith  intralesional  corticosteroids  with  a  complete  response

Fig.  1B).
Regarding  gender  identity,  the  patient  started  a  hor-

onal  transition  (with  testosterone)  at  the  age  of  40
ears.  Two  years  after  the  diagnosis  of  cutaneous  lym-
homa,  the  patient  continued  the  transition  by  undergoing  a
otal  hystero-salpingo-oophorectomy.  Histopathology  of  the
terine  cervix  disclosed  lymphoid  aggregates  in  a  nodular,
ollicular  pattern,  with  a  phenotype  similar  to  that  of  the
kin  lesion  (CD20+,  CD23  highlighting  nodules,  in  a  back-
round  rich  in  T  CD3+  and  CD5+  cells,  weak  BCL6+,  with  a
trong  similarity  to  the  distribution  of  CD20+,  CD10-,  MUM-

 Bcl2-  cells  in  the  germinal  center,  and  resembling  the
istribution  of  CD3+  and  KI67  cells,  with  lack  of  polariza-
ion  inside  the  neoplastic  follicles;  Fig.  3).  PCR  analysis
or  immunoglobulin  was  inconclusive.  The  investigation  of
he  t(14;18)  translocation  in  paraffin-embedded  tissue,  both
n  the  cervix  and  the  skin  of  the  face,  was  negative.  The
atient  had  no  B  symptoms  and  no  signs  of  residual  dis-
ase  on  PET-CT  staging  and  a  new  bone  marrow  biopsy,
hus,  clinical  follow-up  without  additional  treatment  was
hosen.

Two  years  later,  a  new  cutaneous  nodule  on  the  right  tho-
ax,  with  the  same  clinical  aspect  as  the  one  on  the  face,
as  surgically  excised,  and  presented  histopathologic  find-

ngs  again  compatible  with  the  diagnosis  of  FCL  (Figs.  1  C
nd  D).  The  patient  has  been  in  complete  remission  for  two
ears.
After  several  multidisciplinary  discussions,  no  conclu-
ion  could  be  reached  on  the  unification  of  the  cutaneous
nd  uterine  findings.  Initially,  the  diagnosis  of  FCL  was

https://doi.org/
http://www.abd.org
http://crossmark.crossref.org/dialog/?doi=10.1016/j.abd.2023.02.006&domain=pdf
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Figure  1  Clinical  photo:  (A)  erythematous,  infiltrated,  asymptomatic,  slow-growing  tumor  measuring  3  cm  on  the  left  preauricular
region; (B)  there  was  complete  resolution  after  the  use  of  topical  and  intralesional  corticosteroids.  (C)  Erythematous  nodule  on  the
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eft breast  and  (D)  resolution  with  scarring  after  excision

ade.  However,  extracutaneous  spread  of  FCL  is  rare  and,
hen  present,  is  more  frequent  to  local  lymph  nodes.4 No
revious  description  of  spread  to  the  uterine  cervix  was
ound.

One  possibility  would  be  a  primary  nodal  lymphoma  sec-
ndarily  affecting  the  skin  and  cervix.  However,  no  signs  of
odal  involvement  were  found  when  staging  with  tomog-
aphy  and  later  through  PET-CT,  nor  disease  in  the  bone
arrow  biopsy,  at  the  time  of  the  diagnosis  in  the  skin  and

ervix.  Additionally,  nodal  lymphomas  are  usually  Bcl2  pos-

tive  in  germinal  centers.9

This  led  to  a  third  proposition  of  two  different  pri-
ary  extranodal  follicular  B-cell  lymphomas:  an  FCL  and  a

f
i
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13
FGSL.  Also,  for  this  association,  no  previous  description  was
ound.

Another  possibility  would  be  that  the  involvement  of  the
terine  cervix  represents  a pseudolymphoma.  Lymphoma-
ike  lesions  of  the  cervix  were  first  described  in  1985,  and
here  are  other  rare  reports.5,10 Au  et  al.  described  three
ases  of  uterine  cervix  B-cell  lymphomas,  but  upon  review
oncluded  that  two  of  the  three  were,  in  fact,  pseudolym-
homas.  The  reported  cases  usually  regressed  spontaneously
hen  the  biopsy  was  repeated.  As  possible  diagnostic  clues
or  pseudolymphoma,  a  more  superficial  distribution  of  the
nfiltrate  is  suggested,  with  heterogeneity  of  lymphoid  cells
nd  absence  of  masses  or  ulcerations,  but  this  can  also

6
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Figure  2  (A---H)  Skin  histopathology:  (Hematoxylin  &  eosin,  ×10  and  ×200),  there  is  a  ‘‘bottom-heavy’’  infiltrate  of  small  lympho-
cytes, with  a  nodular  growth  pattern  and  no  epidermal  alterations;  CD20  (×10)  highlighting  neoplastic  B-cells;  CD3  (×10)  showing
the associated  rich  T-cell  infiltrate;  CD21  showing  areas  with  follicle  outlines;  Bcl2  positive  (×10)  in  B  and  T  cells;  Bcl6  positive
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and  editing  of  the  manuscript;  collection,  analysis,  and
interpretation  of  data;  effective  participation  in  research
orientation;  critical  review  of  the  literature;  critical  review
×10 and  ×40)  inside  and  outside  the  germinal  centers

ccur  in  indolent  lymphomas.  It  can  be  suggested  that  the
etection  of  the  immunoglobulin  gene  rearrangement  by
CR  helps  to  differentiate  these  two  diseases  since  the
ymphoma  is  usually  clonal  while  the  pseudolymphoma,  as

 reactional  and  non-neoplastic  process,  is  expected  to
e  polyclonal.  However,  previous  studies  have  shown  that
lonal  rearrangement  can  also  be  detected  in  benign  con-
itions,  reported,  for  instance,  in  50%  of  benign  gastric
ymphoid  hyperplasia  cases  and  41%  of  benign  lymphoep-
thelial  lesions  of  the  salivary  glands.11,12 Thus,  even  though
t  is  not  conclusive,  it  could  be  one  more  tool  to  help  (but
ot  define)  the  diagnosis.  Unfortunately,  in  the  current  case,
lonal  detection  in  the  paraffin-embedded  uterine  cervix
ample  was  inconclusive.
Although  a  definitive  diagnosis  was  not  possible,  the
uthors  describe  the  association  of  two  rare  lymphoprolif-
rative  diseases  and  the  diagnostic  pitfalls  of  this  group  of
iseases.
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Figure  3  (A---F)  Uterine  cervix  histopathology  (Hematoxylin  &  eosin,  ×40),  showing  lymphoid  aggregates  in  a  nodular  and  follicular
pattern; Ki67  (×200)  with  lack  of  polarization  inside  the  neoplastic  follicles;  CD20  (×40)  highlighting  B  cells  outlining  follicles;  CD3
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 new technique of
araffin-embedding of
ormalin-fixed nail sample,
btained by tangential excision

 potato as guide mold�

ear  Editor,

he  specimen  obtained  by  tangential  excision  of  the  nail
ed/matrix  is  thin  and  fragile  and  often  bends  after  being
mmersed  in  a  fixative  medium.  This  makes  it  difficult  to
uide  the  orientation  and  paraffin  embedding  of  the  sample.
he  epidermal  surface  is  normally  easily  identifiable  on  skin
iopsies  due  to  a  shiny  dermis.  However,  biopsies  of  the  nail
atrix  or  nail  bed  usually  lack  a  nail  plate,  which,  if  present,

ould  help  identify  the  top  of  the  specimen.  Without  the
ail,  both  tissue  surfaces  are  shiny.1 Consequently,  due  to
n  embedding  defect,  the  pathologist  has  trouble  identify-
ng  the  different  regions  of  the  nail  unit  and  analyzing  the
orphological  changes.2

Techniques  for  affixing  the  material  to  the  paper  on  which

niques  produce  a  clear  distinction  of  the  epithelial  portion
and  adequate  signaling  of  the  biopsy  site,  loss  of  orientation
may  occur  at  the  time  of  tissue  paraffin  embedding.  If  the
orientation  is  compromised,  for  example,  the  normal  epi-
dermis  can  simulate  a  papilloma,  resulting  in  misdiagnosis.

We  aimed  to  evaluate  the  effectiveness  of  specimen
embedding  methodology,  using  a  potato  (Solanum  tubero-
sum)  as  a guide  mold,  after  approval  of  the  ethics  committee
(CAAE:  48711821.0.3001.5442).

Two  samples  obtained  for  the  investigation  of  nail
melanonychia  were  selected.  They  were  laid  flat  on  a  piece
of  filter  paper,  in  the  place  corresponding  to  the  drawn
diagram  of  the  nail  apparatus,  with  the  matrix  epithelium
facing  upwards.  The  paper  was  folded  to  wrap  the  mate-
rial,  then  stapled,  and  the  envelope  was  immersed  in  10%
formalin.3 At  the  laboratory,  the  samples  were  removed
from  the  filter  paper,  and  inserted  into  a  groove  produced
in  a  slice  of  potato  (Fig.  1).  This  had  previously  been
prepared  by  cutting  into  pieces  measuring  approximately
2  ×  1.5  ×  0.5  cm  and  kept  immersed  in  10%  formalin  for  at
least  24  hours,  and  up  to  30  days,  to  avoid  its  softening.  The
piece  of  potato,  with  the  tissue  inside,  was  placed  in  a  cas-
he  nail  apparatus  was  drawn  have  been  described.  They
im  to  guide  the  epithelial  portion  and  the  site  from  which
he  biopsy  was  obtained.2---4 However,  even  if  all  these  tech-

� Study conducted at the Faculdade de Ciências Médicas, Univer-
idade Estadual de Campinas, Campinas, SP, Brazil and Municipal
ublic Servant’s Hospital, São Paulo, SP, Brazil.
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ette  for  histological  processing.  Implementing  this  method
esulted  in  perfect  inclusion,  with  good  longitudinal  expo-
ure  of  the  nail  components  involved  by  the  tuber  cells
Figs.  1  and  2).
Proper  microscopic  analysis  of  thin  nail  bed  samples
epends  on  suitable  surgical  technique,  preparation,  tissue
xation,  and  histotechnical  processing,  especially  avoiding
mbedding  artifacts.  Inadequate  surgical  dissection  and/or
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