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Learning Objectives 

1.  Define the clinical features of oral chronic graft-
versus-host disease (cGVHD) and describe 
how it is diagnosed and monitored over time 

2.  Explain the pharmacologic principles of 
managing oral cGVHD and how to screen for 
potential complications 
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Oral cGVHD is very common 

Flowers	  M,	  et	  al.	  Blood	  2002;100:415-‐419	  

Oral cGVHD features 

•  Resembles immune/
autoimmune conditions 
–  lichen planus 
–  Sjögren syndrome 
–  scleroderma 

•  Diagnosis primarily 
clinical 
–  may be initial site 

•  Frequently refractory to 
systemic therapy 
–  important role for ancillary 

therapies 
•  Increased oral cancer risk 
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Treister	  N,	  et	  al.	  Blood	  2012;120:3407-‐3418	  

Salivary gland cGVHD 

•  Pathophysiology 
–  lubrication/mastication 
–  antimicrobial 
–  buffering/remineralization 
–  hypofunction/dysfunction 

•  Clinical features 
–  xerostomia/pain/discomfort 
–  difficulty eating/swallowing 
–  dental caries 

•  cervical, interproximal 
–  recurrent candidiasis 

Kaufman	  E,	  et	  al.	  Crit	  Rev	  Oral	  Biol	  Med	  2002;13:197-‐212	  
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ARS #1 

•  According to the NIH criteria, which of the 
following is a diagnostic sign for oral chronic 
graft-versus-host disease? 
a. Erythema 
b. Ulcerations 
c. Lichenoid changes 
d. Superficial mucoceles 
e. Atrophic glossitis 

How	  do	  we	  evaluate	  oral	  cGVHD?	  
Ø  Chronic	  GVHD	  Oral	  Cavity	  Severity	  Score	  

	  
Ø  Chronic	  GVHD	  Ac>vity	  Assessment	  –	  Pa>ent	  Self	  Report	  

–  Severity	  over	  last	  7	  days	  

	  0	  	  	  	  	  	  	  	  	  1	  	  	  	  	  	  	  	  2	  	  	  	  	  	  	  	  	  3	  	  	  	  	  	  	  	  	  4	  	  	  	  	  	  	  	  	  5	  	  	  	  	  	  	  	  6	  	  	  	  	  	  	  	  	  7	  	  	  	  	  	  	  	  	  8	  	  	  	  	  	  	  	  9	  	  	  	  	  	  	  	  10	  	  

Filipovich	  A,	  et	  al.	  Biol	  Blood	  Marrow	  Transplant	  2005;11:945-‐56	  
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Treister	  N,	  et	  al.	  Blood	  2012;120:3407-‐3418	  

Management of mucosal cGVHD 

•  Topical corticosteroids 
–  General considerations 
–  Gels 

•  clobetasol 0.05% 
•  fluocinonide 0.05% 

–  Solutions 
•  dexamethasone 0.5 mg/5mL 
•  clobetasol 0.05% 
•  budesonide 0.03% 

•  Topical tacrolimus 
–  Protopic 0.1% ointment (lips) 
–  tacrolimus 0.5 mg/5mL 

•  Combination therapy 
•  Intralesional steroid therapy 
•  (systemic) 
 

Class	  1—Superpotent	  
	  
Betamethasone	  dipropionate	  0.05%	  op>mized	  vehicle	  
Clobetasol	  propionate	  0.05%	  
Diflorasone	  diacetate	  0.05%	  
Fluocinonide	  0.1%	  op>mized	  vehicle	  
Flurandrenolide	  4	  mcg/cm2	  
Halobetasol	  propionate	  0.05%	  
	  
Class	  2—Potent	  
	  
Amcinonide	  0.1%	  
Betamethasone	  dipropionate	  0.05%	  
Desoximetasone	  0.25%	  
Desoximetasone	  0.05%	  
Diflorasone	  diacetate	  0.05%	  
Fluocinonide	  0.05%	  
Halcinonide	  0.1%	  
Mometasone	  furoate	  0.1%	  
	  
Class	  3—Potent,	  upper	  midstrength	  
	  
Amcinonide	  0.1%	  
Betamethasone	  dipropionate	  0.05%	  
Betamethasone	  valerate	  0.1%	  
Diflorasone	  diacetate	  0.05%	  
Fluocinonide	  0.05%	  
Flu>casone	  propionate	  0.005%	  
Triamcinolone	  acetonide	  0.5%	  
	  

Class	  4—Midstrength	  
	  
Betamethasone	  valerate	  0.12%	  
Clocortolone	  pivalate	  0.1%	  
Desoximetasone	  0.05%	  
Fluocinolone	  acetonide	  0.025%	  
Flurandrenolide	  0.05%	  
Hydrocor>sone	  probutate	  0.1%	  
Hydrocor>sone	  valerate	  0.2%	  
Mometasone	  furoate	  0.1%	  
Prednicarbate	  0.1%	  
Triamcinolone	  acetonide	  0.1%	  
	  
Class	  5—Lower	  midstrength	  
	  
Betamethasone	  dipropionate	  0.05%	  
Betamethasone	  valerate	  0.1%	  
Fluocinolone	  acetonide	  0.025%	  
Fluocinolone	  acetonide	  0.01%	  
Flurandrenolide	  0.05%	  
Flu>casone	  propionate	  0.05%	  
Hydrocor>sone	  butyrate	  0.1%	  
Hydrocor>sone	  valerate	  0.2%	  
Prednicarbate	  0.1%	  
Triamcinolone	  acetonide	  0.1%	  
Triamcinolone	  acetonide	  0.025%	  
	  
Class	  6—Mild	  strength	  
	  
Alclometasone	  dipropionate	  0.05%	  
Desonide	  0.05%	  
Fluocinolone	  acetonide	  0.01%	  
Triamcinolone	  acetonide	  0.025%	  
	  
Class	  7—Least	  potent	  
	  
Topicals	  with	  dexamethasone,	  flumethasone,	  hydrocor>sone,	  
methylprednisolone,	  prednisolone	  

o  formula<on/vehicle	  
o  method/frequency	  of	  administra<on	  
o  individual	  variability	  
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topical	  tacrolimus	  0.1%	  ointment	  

Topical	  dexamethasone/tacrolimus	  

•  N	  =	  14	  
–  evaluated	  49-‐86	  days	  
ader	  star>ng	  therapy	  

•  Oral	  symptoms	  
improved	  

•  Clinical	  scores	  
stabilized/improved	  

•  Well-‐tolerated,	  safe	  

Mawardi	  H,	  et	  al.	  Bone	  Marrow	  Transplant.	  2010	  ;45:1062-‐7	  

Protopic	  for	  pediatric	  oral	  cGVHD	  
•  6	  children,	  no	  prior	  topical	  

therapy	  
–  systemic	  therapy	  stable	  	  

	  ≥	  2	  wks	  
•  Protopic	  0.1%	  

–  0.3-‐0.5	  g/gauze,	  15	  m,	  BID	  
•  Response	  in	  6/6	  

–  CR	  (2),	  VGPR	  (2),	  PR	  (2)	  
–  2-‐4	  weeks	  to	  best	  response	  

•  Safety	  
–  systemic	  levels	  in	  4/6	  

•  most	  <	  5.0	  ng/mL	  
–  no	  renal	  toxicity	  

Albert	  M,	  et	  al.	  Pediatr	  Transplanta>on	  2007;11:306–11	  



2/13/14	  

7	  

DC	  

Intralesional steroid therapy 

•  Triamcinolone acetonide  
–  10, 40 (mg/mL) 

•  Locally intensive dose 
–  large, painful, non-

healing ulcers 
•  Procedure 

–  shake vial, wipe clean 
–  draw 0.1-0.2 cc/cm2 

–  inject under ulcer, quick 
delivery 

•  Multiple treatments 
often necessary 
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Infectious complications 

•  Candidiasis 
–  contributing factors 

•  topical steroid therapy 
•  immunosuppression 
•  salivary gland 

dysfunction 
–  Management 

•  topical/systemic 
•  short/long-term 

•  HSV recrudesence 
–  immunosuppression 
–  “breakthrough” infections 
–  acyclovir/valacyclovir 

(A)	  Oral	  cGVHD,	  symptoma<c	  and	  untreated	  

(B)	  AKer	  1	  month	  of	  topical	  steroid	  therapy,	  no	  improvement,	  candidiasis	  

(C)	  Following	  addi<on	  of	  an<fungal	  therapy,	  major	  improvement	  

recrudescent	  herpes	  simplex	  virus	  infec>on	  
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Management of salivary cGVHD 

•  Saliva substitutes, 
stimulants, sialogogue 
therapy 
–  pilocarpine/cevimeline 
–  contraindications 

•  Caries prevention 
–  brushing/flossing/diet 
–  fluoride  

•  prescription topical gel 
•  varnish 

–  remineralizing agents 
•  Routine dental visits 

–  bitewing radiographs 
–  caries control 

•  Recurrent candidiasis 

ARS #2 

•  Which of the following topical steroids has the 
greatest potency? 
a. Fluocinonide 
b. Dexamethasone 
c. Hydrocortisone 
d. Clobetasol 
e. Triamcinolone 
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Summary 

•  Oral cGVHD common, may be initial site 
•  Wide range of signs/symptoms 
•  Management 

–  topical corticosteroids & tacrolimus 
–  avoid irritating food/drink/toothpaste 
–  salivary stimulants & moisturizing agents, 

sialogogues, fluoride, mild/child’s toothpaste 
•  Oral cancer surveillance 

–  differentiate from GVHD 
•  May require treatment for many years 


