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GRAFT-‐VERSUS-‐HOST	  
DISEASE	  (GVHD)	  
	  

	  



GVHD	  

•  GvHD	  
= 	  Gra5-‐versus-‐Host	  Disease	  	  
	  
•  donor	  immune	  cells	  mediate	  an	  immune	  a:ack	  to	  the	  host	  

=ssues/organs	  

•  Acute	  versus	  Chronic	  
•  Acute	  <	  100	  
•  Chronic	  >	  100	  
•  Overlap	  
•  Peak:	  Acute:	  a5er	  4-‐6	  weaks	  
•  Peak:	  Chronic:	  a5er	  2-‐3	  months	  

	  
	  



GvHD: how frequent? And is skin affected frequently? 

•  YES!	  	  
•  Skin	  is	  most	  frequently	  affected	  
•  80%	  of	  pa=ents	  who	  develop	  aGvHD	  disease	  have	  SKIN	  affected	  

at	  first	  presenta=on	  
	  
•  40%	  of	  HLA	  iden=cal	  HSCT	  	  (hematopoe=c	  stem	  cell	  transplants)	  

will	  develop	  GvHD	  
•  60-‐70%	  of	  HLA	  mismatched	  HSCT	  will	  develop	  GvHD	  





GVHD:	  ACUTE	  

•  Acute	  GvHD:	  	  STAGES	  0-‐1-‐2-‐3-‐4	  
skin>	  liver	  and	  gut	  

	  
	  

Grade 4:  
Toxic epidermolytic necrosis-like 



GVHD:	  ACUTE	  

•  Acute	  GvHD	  
•  Skin	  manifesta=ons	  

•  Early:	  itching,	  dysesthesia/hyperesthesia,	  subtle	  erythema	  or	  edema	  
•  Typical:	  

•  Palmoplantar	  erythema	  

•  Maculopapular	  rash	  

•  Erythroderma,	  bullae	  development,	  

	  desquama=on,	  etc.	  

CAVE:	  worst	  variant:	  

Grade	  IV:	  TEN:	  toxic	  epidermolysis	  like:	  	  

high	  mortality	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Primary	  target	  =ssues/organs:	  skin	  and	  mucosa	  
•  Can	  affect	  nearly	  every	  =ssue/organ:	  liver,	  eye,	  GI	  tract/

esophagus,	  lung,	  GU	  tract,	  joints,	  etc.	  

•  Skin	  manifesta=ons	  in	  cGvHD	  =	  a	  wide	  range	  of	  presenta=ons	  
•  Lichen	  planus-‐like:	  non-‐sclero=c	  
•  Sclero=c:	  lichen	  sclerosus,	  morpheaform,	  sclerosis/fascii=s	  
	  
•  Leopard	  skin	  
•  Poikiloderma	  
•  Other:	  alopecia,	  graying	  hair,	  vi=ligo,	  eczema,	  psoriasis	  

•  Non-‐sclero=c	  o5en	  earlier	  than	  sclero=c	  disease	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Skin	  manifesta=ons	  in	  cGvHD	  

•  Lichen	  planus-‐like	  

•  Sclero=c	  

•  Lichen	  sclerosus-‐like	  

•  Morpheaform	  

•  Deep	  sclerosis/fascii=s	  

•  Poikiloderma	  
•  Other	  

	  
	  

Epidermis 

Dermis 

 

Subcutis / 
Fascia 



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Lichen	  planus-‐like	  

•  Purple,	  papules,	  prurigo,	  polygonal,	  planar:	  predominantly	  on	  dorsal	  
hands/feet,	  extremi=es	  and	  trunk-‐koebneriza=on	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Sclero=c	  

•  Lichen	  sclerosus-‐like	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Sclero=c	  

•  Morphea-‐like	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Sclero=c	  

•  Deep	  sclerosis/eosinophilic	  fascii=s	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Sclero=c	  

•  Deep	  sclerosis/eosinophilic	  fascii=s	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Sclero=c	  

•  Deep	  sclerosis/eosinophilic	  fascii=s	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Poikiloderma	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Other	  cutaneous	  manifesta=ons	  

•  Hypopigmenta=on	  	  
•  Hyperpigmenta=on	  (leopard	  skin)	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Other	  cutaneous	  manifesta=ons	  

•  Eczematous	  or	  psoriasiform	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Other	  cutaneous	  manifesta=ons	  

•  Eczematous	  or	  psoriasiform	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Other	  cutaneous	  manifesta=ons	  

•  Erythematous	  folliculaly-‐based	  papules	  ~	  keratosis	  pilaris	  

	  
	  



Chronic GvHD: Alopecia / Vitiligo in GvHD 



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Oral	  mucosa	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Oral	  mucosa	  /	  genital	  mucosa	  

	  
	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  nails	  

	  
	  



Mucosal: Lichenoid features of tongue 



TREATMENT	  OF	  	  
GRAFT-‐VERSUS-‐HOST	  
DISEASE	  (GVHD)	  
	  

	  



GVHD	  TREATMENT:	  GENERAL	  MEASURES	  

•  Prevent	  or	  relieve	  dry	  skin	  
•  Bathing	  instruc=ons	  

•  Not	  too	  long	  and	  not	  too	  hot	  
•  Use	  bath	  or	  shower	  oils	  /	  soapfree	  body	  wash	  

	  	  	  	  	  	  e.g.	  Xeracalm	  AD,	  Lipikar	  syndet,	  etc.	  

•  Skin	  hydra=on	  
•  On	  a	  daily	  basis	  
•  Emollients	  (creams	  or	  ointments)	  are	  necessary	  !	  

•  Magistral	  formulas	  :	  less	  expensive,	  but	  o5en	  very	  greasy:	  

vaseline/	  paraffine/AVA	  

•  Pharmacy:	  e.g.	  Epaderm,	  Dexeryl,	  Xeracalm	  AD	  baume,	  

Lipikar	  AP+	  baume,	  etc.	  

Tips	  for	  use:	  a5er	  shower/bath:	  	  do	  not	  rub,	  apply	  to	  affected	  

and	  not	  affected	  skin	  

	  
	  



Potency e.g. 
Mild Hydrocortisone acetate 1% 
Moderate Clobetason [Eumovate®] 
High Mometason [Elocom®] 
Superpotent Betamethason [Diprosone®], 

Clobetasol [Dermovate®] 

GVHD	  TREATMENT:	  TOPICAL	  

•  Topical	  cor=costeroids	  
•  Acute	  GvHD	  
•  Chronic	  GvHD:	  non-‐sclero=c	  forms	  
Psoriasis,	  eczema,	  lichen	  planus,	  
Vi=ligo..	  
	  

•  One	  or	  twice	  daily,	  2	  wks	  for	  face/neck/genitals,	  4	  wks	  for	  rest!	  
•  Risk	  of	  skin	  atrophy	  with	  prolonged	  use	  

	  

Face, neck, 
genitals 

Rest of 
body 



GVHD	  TREATMENT:	  TOPICAL	  

•  Topical	  cor=costeroids	  
•  Potency	  CAVE!	  Dermovate	  	  
versus	  Elocom	  

2 ½ FTU 

7 FTU (back) 
7 FTU (chest) 

3 FTU  

1 FTU  

6 FTU  

2 FTU  

= 0.5 g 

En=re	  body	  =	  app.	  40	  FTU	  =	  20	  g	  



GVHD	  TREATMENT:	  TOPICAL	  

•  Topical	  immunomodulators	  
•  Chronic	  GvHD	  (off-‐label):	  more	  specifically	  useful	  for	  sensi=ve	  

skin	  (e.g.	  face)	  

•  Which	  formula=on?	  
•  Tacrolimus	  [Protopic®],	  Pimecrolimus	  [Elidel®]	  
•  Less	  potent	  than	  topical	  CS	  
•  No	  skin	  atrophy	  (can	  be	  used	  for	  a	  longer	  period	  of	  =me	  and	  also	  on	  

sensi=ve	  skin)	  
•  Flushing	  can	  be	  a	  side	  effect	  (temporary)	  
•  Black	  box	  warning	  with	  regard	  to	  increased	  risk	  of	  lymphomas	  has	  

been	  withdrawn	  

	  
	  

	  
	  



GVHD	  TREATMENT:	  TOPICAL	  

•  Topical	  cor=costeroids	  +	  vitamin	  D	  
•  Chronic	  GvHD	  :	  sclero=c	  (lichen	  sclerosus-‐like	  or	  morphea)	  

•  Which	  formula=on?	  
•  Betamethason	  +	  calcipotriol	  [Dovobet®,	  Xamiol®,	  Ens=lum®]	  -‐>	  

vitamin	  D	  analogue	  with	  an#fibro#c	  ac#on	  
•  No	  effect	  on	  exis=ng	  sclerosis	  

	  
	  

	  
	  



GVHD	  TREATMENT:	  PHOTOTHERAPY	  

•  Phototherapy	  

•  Chronic	  GvHD:	  lichen	  planus-‐like	  >	  UVB	  

•  Chronic	  GvHD:	  sclero=c	  >	  PUVA	  and	  UVA-‐1	  	  

•  Cor=costeroid-‐sparing	  

•  Dose	  modifica=ons:	  

•  Concomitant	  photosensi=zing	  medica=on	  

	  

	  

	  

	  

•  ↑	  risk	  of	  skin	  malignancies	  (PUVA	  >	  UVB	  >>	  UVA-‐1)	  

•  PUVA:	  psoralen	  can	  cause	  GI	  disturbances	  and	  liver	  toxicity	  

•  UVA-‐1:	  only	  available	  in	  UZ	  Leuven	  (Prof	  De	  Haes),	  no	  need	  to	  use	  psoralen	  

	  



GVHD:	  CHRONIC	  

•  Chronic	  GvHD	  
•  Skin	  manifesta=ons	  in	  cGvHD	  

•  Lichen	  planus-‐like	  

•  Sclero=c	  

•  Lichen	  sclerosus-‐like	  

•  Morpheaform	  

•  Deep	  sclerosis/fascii=s	  

•  Poikiloderma	  
•  Other	  
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GVHD-‐RELATED:	  SYSTEMIC	  

•  Systemic	  cor=costeroids	  
•  Immunosuppressants	  

•  Cyclosporine,	  tacrolimus	  
•  Mycophenolate	  mofe=l	  	  
•  mTOR	  inhibitors	  (rapamycin)	  

•  Other	  strategies	  
•  Ima=nib	  and	  Rituximab	  see	  Arai	  et	  al.	  Clin	  Cancer	  Res	  2016	  

•  An=fibro=c	  proper=es:	  sclero=c	  type	  cGvHD	  	  
•  Significant	  clinical	  response	  ~25%	  

•  Mesenchymal	  stem	  cells	  (Prof	  Beguin,	  CHU	  Liège)	  
•  Ruxoli=nib	  (Jakavi®)	  see	  Takahashi	  et	  al.	  Blood	  2018	  

	  
	  



JAK inhibitor/ruxolitinib: protein kinase inhibitor 

JAK inhibitor in 
world of polycythemia vera  
and  
myeloproliferative disorders 
 
Works on gene pathways! 



•  Extracorporeal	  photopheresis:	  immunosupressive	  effects	  
•  Steroid-‐refractory	  GvHD,	  sclero=c	  and	  non-‐sclero=c	  
•  Also	  in	  aGvHD	  
•  C	  TCell	  Lymphoma	  :	  also	  used:	  immunos=mulatory	  effects	  

against	  neoplas=c	  cells	  
	  
	  

GVHD-‐RELATED:	  SYSTEMIC	  





DIFFERENTIAL	  
DIAGNOSIS	  
	  

	  



DIFFERENTIAL	  DIAGNOSIS	  

•  Phototoxic	  reac=ons	  
	  
	  



DIFFERENTIAL	  DIAGNOSIS	  

•  Not	  all	  skin	  rashes	  are	  GvHD…	  
•  Skin	  infec=ons	  

	  



GVHD-‐RELATED	  

•  Drug	  erup=on	  	  
•  Maculopapular	  rash	  

•  Usually	  trunk	  –>	  extremi=es	  
•  40%	  caused	  by	  an=bio=cs	  
•  !Cave:	  NOT	  the	  same	  is	  Chemotherapy	  and	  drug	  erup=ons:	  palms	  

o5en	  affected:	  3	  graden	  van	  ernst	  (	  erytheem,	  dysesthesie,	  blaren..)=	  
hand-‐voet	  syndroom	  

	  

aGvHD	   Drug	  erup=on	  
59%	  facial	   24%	  facial	  
36%	  face,	  palms/soles	   0%	  face,	  palms/soles	  
73%	  diarrhea	   12%	  diarrhea	  
41%	  diarrhea	  +	  ↑	  bilirubin	  	   0%	  diarrhea	  +	  ↑	  bilirubin	  



GvHD:Differential Diagnosis 

•  Engra5ment	  syndrome	  IS	  NOT	  THE	  SAME	  as	  acute	  GvHD	  

•  Pulmonary	  edema!	  

•  T°	  

•  Skin	  involvement	  

•  (myeloid	  recovery	  phase	  :	  10-‐12	  days)	  



Take home messages 

•  Skin:	  important	  affected	  organ	  in	  GvHD:	  in	  both	  acute	  
and	  chronic	  form	  

	  
•  Early	  detec=on	  of	  skin	  GVhD	  important	  for	  prognosis:	  

Skin	  is	  o5en	  first	  sign	  
	  
•  Treatment:	  Future	  Op=ons?	  
	  
•  Pathways	  in	  other	  skin	  diseases,	  other	  hematological	  

diseases,	  Gene=c	  Diseases,	  Inflammatory	  Diseases,	  
Autoimmune	  Diseases:	  it	  Opens	  a	  door	  for	  future	  
treatments	  in	  GvHD	  
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