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To

 th
e

 E
d
ito

r:

C
ongenital

 m
elanocytic

 nevi

 (C
M

N
)

 are

 genetically

 d
eter-

m
ined

 b
enign

 p
roliferations

 of

 cells

 that

 arise

 from

 the
neural

 crest

 and

 w
hich

 are

 p
resent

 from

 b
irth

 or

 the

 fi
rst

w
eeks

 of

 life. 1---3
T

hey

 m
ay

 rem
ain

 unchanged

 or

 p
resent

 a
d
ynam

ic

 course. 1,3
Regression

 is

 a

 rare

 p
rocess

 that

 causes
p
rogressive

 

loss

 

of

 

p
igm

ent

 

and

 

m
ay

 

occur

 

in

 

d
ifferent

w
ays. 1---5

It

 is

 freq
uently

 associated

 w
ith

 the

 form
ation

 of
d
istant

 achrom
ic

 lesions. 2,4

C
a
se

 1

A
n

 8-year-old

 b
oy

 w
as

 exam
ined

 for

 changes

 in

 C
M

N

 lesions,
w

hich

 had

 ap
p
eared

 on

 his

 left

 leg

 3

 years

 earlier.

 T
hese

�
P
lease

 cite

 this

 article

 as:

 A
lp

erovich

 R
,

 Fiand
rino

 M
J,

 A
sial

R
,

 B
oente

 M
C

.

 Sp
ontaneous

 Regression

 of

 M
ed

ium
-Sized

 C
ongeni-

tal

 M
elanocytic

 N
evi:

 Rep
ort

 of

 3

 N
ew

 C
ases.

 A
ctas

 D
erm

osifi
liogr.

2019;110:414---416.

changes

 b
egan

 w
ith

 a
 halo

 and

 sub
seq

uent

 d
isap

p
earance

of

 p
igm

ent

 on

 the

 surface
 and

 of

 the

 hair

 covering

 the
lesion.

 A
t

 the

 sam
e

 tim
e,

 the

 p
atient

 d
evelop

ed

 d
istant

achrom
ic

 lesions

 (in

 the

 region
 of
 the

 right

 iliac

 fossa

 and

 in
the

 occip
ital

 region

 of

 the

 scalp
)

 (Fig.

 1A
-
C).

 Top
ical

 treat-
m

ent

 w
as

 instated

 w
ith

 m
om

etasone
 furoate

 for

 3

 w
eeks,

follow
ed

 b
y

 tacrolim
us

 0.1%

 ointm
ent,

 and

 rep
igm

entation
w

as

 achieved

 b
y

 sectors

 of

 b
oth

 the

 nevus
 (Fig.

 1D
)

 and
the

 d
istant

 achrom
ic

 lesions,

 though

 w
ithout

 changes

 to

 the
p
oliosis.

C
a
se

 2

A

 

5-year-old

 

girl

 

w
as

 

exam
ined

 

d
ue

 

to

 

changes

 

in

 

C
M

N
lesions,

 w
hich

 had

 ap
p
eared

 a

 m
onth

 earlier.

 Physical

 exam
-

ination

 revealed

 a

 b
row

n

 lesion

 m
easuring

 9

 ×

 5

 cm
;

 the
lesion

 w
as

 b
row

n

 w
ith

 a

 w
hitish

 central

 area,

 a

 corrugated
surface,

 and

 a

 fi
b
rous

 ap
p
earance,

 and

 had

 w
hite

 hairs

 on
the

 surface

 (Fig.

 2A
).

 A
t

 the

 sam
e

 tim
e,

 an

 achrom
ic

 m
acule

ap
p
eared

 on

 the

 up
p
er

 left

 eyelid
.

 Treatm
ent

 w
as

 instated
w

ith

 tacrolim
us

 0.03%

 ointm
ent

 for

 b
oth

 lesions.

 T
he

 p
atient

d
id

 not

 return.

C
a
se

 3

A

 5-year-old

 girl

 w
as

 exam
ined

 d
ue

 to

 p
rogressive

 d
ep

ig-
m

entation

 of

 her

 C
M

N

 lesions;

 this

 p
rocess

 had

 b
egun

 w
ith

 a
halo

 and

 grad
ual

 red
uction

 of

 the

 p
igm

ent

 on

 the

 surface

 of
the

 halo.

 A
t

 the

 sam
e

 tim
e,

 the

 p
atient

 d
evelop

ed

 achrom
ic

lesions

 on

 the

 up
p
er

 eyelid
s.

 In

 the

 follow
ing

 years,

 she
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BA DC

Figure  1  A,  CMN  showing  loss  of  pigment  and persistence  of  pigment  in  the  central  area.  B,  Achromic  macule  in  the  right  iliac
fossa. C,  Occipital  poliosis.  D,  Areas  of  repigmentation  of  the  CMN  4  months  after  treatment.  gr1.

A

*

B

Figure  2  A,  CMN  with  blackish-brown  coloring  and  a whitish
central area  with  a  fibrotic  appearance.  Note  the  white  hairs  in
this area.  B,  Histology:  areas  of  collagen  homogeneization  (>)
in  the  deep  dermis,  involving  adnexa,  surrounded  by  nevus  cells
and an  inflammatory  infiltrate  (*).  gr2.

developed  areas  of  fibrosis  and  follicular  atrophy  inside  the
CMN  lesions.  Treatment  with  pimecrolimus  1%  was  instated
for  the  distant  achromic  lesions  and no  repigmentation  was
observed  (Fig.  3A-C).

In  all  of  the  patients,  histology  revealed  nevus  cells  and
a  predominantly  lymphocytic  inflammatory  infiltrate  in the

BA C

Figure  3  A,  Medium  CMN  with  small  areas  of  regression.  B,  Follow-Up:  note  the  progressive  loss  of  pigmentation  to  follicular
predominance. C.  Detail  of  follicular  atrophy.  Note  the unpigmented  hairs.  gr3.

deep  dermis.  Replacement  of  the nevus  cells  with  fibrous
tissue  was  observed  in  Cases  2 and  3  (Fig.  2B).

In  all  3 cases,  dermatoscopy  revealed  perifollicular
hyperpigmentation,  a  blue-gray  pigment  associated  with  the
deep  component,  globules,  and  pink  areas  without  struc-
tures.

Discussion

CMN  are classified  by  size  into  small (less  than  1.5  cm),
medium  (1.5  to  10  cm),  large  (10 to  20  cm),  and  giant
(greater  than  20  cm).  They  may  be located  on  any  part  of
the  skin  surface  and  may  appear  in isolation  or  as  part  of
more  complex  syndromes.1,3

Torrelo  et  al.6 suggest that  nevi  reflect  mosaicisms  and
show  that  they  follow  certain  skin  patterns  and  phenotypic
characteristics.  Postzygotic  mutations  of  the H-Ras  gene
have also  been  shown  in  these nevi.3,6,7

The  course  of  CMN  is  variable  and  they  may  remain
stable  throughout  life,  increase  in  size,  change  color  and
thickness,  become  more  hairy,  become  malignant,  and even
regress.1,3,4 To  date,  multiple  forms  have  been reported  in
which  these  nevi  show  signs of regression.1,2,4,5 The  most
frequent  form  starts  with  a  halo  phenomenon  that  sponta-
neously  regresses  from  the periphery  to  the center.  Another
more  frequent  form  lacks this halo  phenomenon.6 In  excep-
tional  cases,  regression  occurs  by  means  fibrosis  of the
lesions.5
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The  halo  phenomenon  is  an area  of  depigmentation
that  may  occur  around  CMN  and  other  entities.2 It  affects
1%  of  the  general  population  and  incidence  is  higher  in
patients  with  pediatric  vitiligo.2,8 There  are many  theo-
ries  regarding  its  pathophysiology,  including  cellular  and/or
humoral  immune  responses  to  nevus  cells  or  melanocytic
nevi,  which  may  present  associated  antigens  or  nonspecific
abnormalities,  even  leading  to  cross-reactivity  with  distant
melanocytes.8 The  latter  would  explain  the appearance  of
distant  achromic  lesions.  Drakensjö  et al.1 believed  that
nevus  cells remained  in  the dermis  despite  the regression.

Both  vitiligo  and the  halo  phenomenon  share  immuno-
logic  mechanisms  and it has  been shown  that,  when  both
are  present,  they  are associated  with  some  subtypes  of  the
human  leukocyte  antigen  HLA  complex.4,8

Regression  of CMN  without  the  halo phenomenon  is  very
rare  and  alternative  regression  mechanisms  have been  pro-
posed,  such  as  reduced  melanin  synthesis  and/or  nevus  cell
apoptosis.  In Case  2, the  CMN  regressed  without  a prior  halo
phenomenon  but with  distant  achromic  lesions.

Regression  by  means  of  fibrosis  has  been  reported  very
rarely  and the underlying  mechanism  is  unknown.  One  vari-
ant  of  this  form  of regression  by  fibrosis,  described  by
Ruiz-Maldonado  et  al.,9 is  desmoplastic  nevus.  In that  case,
the  authors  proposed  the immune  system  as  a  trigger.9,10

Histology  shows  replacement  of  nevus  cells  with  connec-
tive  tissue,  and the most  salient  clinical  finding  is  induration
of  the  lesion.  The  principal  differential  diagnosis  is  malig-
nant  transformation  and clinical  and  histologic  follow-up  is
therefore  essential.9,10

The  immune  response  to  neoplastic  cells  would  act  con-
comitantly  against the  melanocytic  nevus  cells.  Although
an  association  has been  described  between  the halo  phe-
nomenon  and  melanoma,  it  is  rarely  associated  with  CMN.5

We  believe  that  these  clinical  cases  are  of  interest  as
they  provide  examples  of  the different  forms  of regression.
Knowledge  of this process  will  make  it possible  to  antic-
ipate  the  potential  development  of  vitiligo  and  follow-up
with  therefore  allow  for dearly  diagnosis  and treatment.
Case  2 is  notable,  as  regression  occurred  without  a prior  halo
phenomenon,  despite  the appearance  of  distant  achromic
lesions,  suggesting  that  the immune  system  played  an  impor-
tant  role  in the process.
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