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A case of ruptured hepatic
metastases  during
pembrolizumab administration
for cutaneous malignant
melanoma

Dear  Editor,

A  76-year-old  female  visited  our  department  complaining

of  pigmented  lesions  on  the right  heel that had  appeared

10  years  previously  (Fig.  1). She  was  diagnosed  with  cuta-

neous  acral  lentiginous  melanoma  and  underwent  resection

of  the  lesions.  Histological  examination  revealed  atypical

cells  infiltrating  irregularly  from  the  dermis  (Fig.  2). These

atypical  cells  were  immunoreactive  for MART-1  and HMB-45

(Breslow  Depth:  3.7  mm,  T3bN0M0).  Computed  Tomogra-

phy  (CT)  scan at  18  months  of  follow-up  revealed  multiple

liver  and  lung  metastases.  Pembrolizumab  administration

was  started,  and the  hepatic  metastases  were  gradually

reduced  in  size. On the  day  of the  21st  dose  of  pem-

brolizumab,  the  patient  was  pale  and  complained  of  nausea

and  sharp  pain  in the upper  abdomen.  The  complete  blood

count  showed  severe  anemia  (red  blood  cells  216×104/�L;

hemoglobin  6.6  g/dL).  Abdominal  CT  scan  demonstrated  a

massive  hemoperitoneum  with  arterial  bleeding,  suggesting

a  rupture  of the metastatic  lesions  in the  left hepatic  lobe

(Fig.  3).  Transcatheter  arterial  embolization  (TAE)  of  the

left  hepatic  artery  with  gelatin sponge  particles  was  imme-

Figure  1  Clinical  presentation.  Multiple  pigmentation

patches  on  the heel.

diately  performed.  By  the  emergency  TAE,  intraperitoneal

bleeding  was  temporarily  stopped,  but  abdominal  CT on  the

25th  day  after  TAE indicated  that  the hematoma  in the liver

was  significantly  increased  in size.  Since  arterial  rebleeding

was  not  detected,  the  hematoma  growth  was  considered  to

be  caused  by  oozing  from  necrotic  metastatic  lesions.  The

patient’s  medical  condition  rapidly  deteriorated,  and  she

was  transferred  to  another  hospital  for  palliative  care.

With  regard  to  cutaneous  melanoma,  only  9  cases  of

ruptured  hepatic  metastases  have  been  reported  in  the

literature.1 Among  them,  5  patients  received  resection  of

the  hepatic  lobes  with  hemorrhaging  metastatic  lesions,

and  the  remaining  four  patients  and  the  currently  reported

patients  were  treated  with  TAE.1---4

Figure  2  Histological  feature  showing  proliferation  of atypi-

cal melanocytes  in the  dermis  (×100).

Figure  3  Abdominal  CT  showed  a  rupture  of  the  liver  metas-

tases.

At  present,  TAE is widely  used as  an initial  treat-

ment  for  intraperitoneal  bleeding  from  ruptured  hepatic

tumors.  However,  recent  reports  have  shown  that  rebleed-

ing  occurred  following  TAE  and  that  the  long-term  outcome

of  patients  treated  with  TAE was  poor compared  to  those

who  received  hepatic  lobectomy.5 In our patient,  TAE was

temporarily  effective  in controlling  arterial  bleeding  from

the  hepatic  metastatic  lesions,  but  extravasation  from  the

tumor  might  have  continued  and  resulted  in the enlarge-

ment  of  the intraperitoneal  hematoma  and  aggravation  of

the  physical  condition.

To  date,  there  are  few reports  of  ruptured  hepatic  metas-

tases  in melanoma  patients  treated  with  immune  checkpoint

inhibitors.  In  our  patient,  the  liver  metastases  responded

well  to  pembrolizumab  therapy  and  dramatically  decreased

in  size at 13  months  after  starting  pembrolizumab.  But

at after  3  months,  rupture  of  the  hepatic  metastases

occurred,  suggesting  the  possibility  that  the hepatic  metas-

tases  rapidly  enlarged  during  these  3  months.  The  previously
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reported  in  most  patients  died  of melanoma  progression  or

rebleeding  within  a few  months  after  the onset  of  rupture.

As  rupture  of  hepatic  metastasis  of  malignant  melanoma

is  very  rare, the  correct  diagnosis  may  be  delayed,  resulting

in  rapid  fatal  outcomes  for affected  patients.  Therefore,

physicians  should  keep  such a  rare  event  in mind  when  treat-

ing  patients  with  hepatic  metastases  of  melanoma  showing

rapidly  progressive  anemia  and  abdominal  pain.
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Benign cephalic histiocytosis:
exuberant manifestation in an
infant�

Dear  Editor,

Histiocytoses  are  rare  diseases  resulting  from  the prolifer-

ation  of  cells  derived  from  dendritic  cells  or  macrophages.

Clinical  manifestations  vary  from  benign  lesions  to  severe,

disseminated  forms.  The  1987  classification  suggested  the

existence  of  three  large groups:  histiocytosis  derived

from  Langerhans  cells,  non-Langerhans  and malignant

histiocytosis.1 However,  a  new,  revised  classification  sys-

� Study conducted at the Faculty of Medicine, Universidade Estad-

ual Paulista, Botucatu, SP, Brazil.

tem  consists  of  five  groups  of  diseases.  Group  L: Langerhans

histiocytosis,  Group M:  Malignant  histiocytosis,  Group  R:

Rosai-Dorfman  disease  and  non-cutaneous  non-Langerhans

histiocytosis,  Group H:  Hemophagocytic  lymphohistiocyto-

sis  and  macrophage  activation  syndrome,  and  Group  C  which

includes  non-Langerhans  histiocytosis  located  in the  skin  and

mucous  membranes,  including  benign  cephalic  histiocyto-

sis  (BCH).2 BCH  is  rare,  occurs  in the first  three  years  of

life,  and is  self-resolving,  with  lesions  appearing  mainly  in

the  cephalic  segment.  The  case  reported  herein  describes

a  female  infant,  aged  one month  and  21  days,  presenting

rapidly  evolving  lesions  for  ten days.  On examination,  the

patient  was  in  good  condition,  with  isolated  or  confluent

erythematous-violaceous  macules  and  papules,  particularly

affecting  the  upper  third of the face  and  isolated  lesions

on  the cervical  and  trunk  regions,  and absence  of acral

or  mucosal  lesions  (Fig.  1).  The  initial  hypotheses  were
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