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   KH  Case I.  Does this patient have a lymphoma? 

 

   Clinical Data Woman aged 55 yrs 

 
   Known to have Crohn's disease - previous proctocolectomy 2003  

   Has been treated with azothiaprine and steroids 
 

   Developed large perianal ulcer ? Crohn's disease 

   05.11.2003  Wide peri-anal excision of ulcer; skin graft  
  

   Macroscopy  
    Irreguler piece of skin 13 x 8.5 cm with extension to subcutis to depth of 2cm  

   Surface composed of granulation tissue with a thin rim of skin in areas 

 

  Microscopy  
   Preliminary diagnosis: probable HL.  

   No evidence of Crohnôs disease 

 

                               Referred to KH for 2nd opinion 
  



                        Whole section mount 



 

 







  
 

 Histopathology 
  Beneath layer of granulation tissue- extensive lymphocellular infiltrate  

  Somewhat  nodular pattern; - extending down to subcutaeous fat  

  Cellular infiltrate  

       Large mononuclear lymphoid cells; prominent nucleoli 

       Bi-and multinucled RS ïlike cells 

       Admixture of  small lymphocytes,  a few histiocytes and plasma cells.  

       Eosinophils not a feature 

 

 

 Interpretation  
 The appearances are consistent with a HL-lymphoproliferative disorder  

 arising in the setting of iatrogenic immunosuppression 
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   Immunohistochemistry 

 
    Large lymphoid and RS ïlike cells: LCA+, CD20+, CD30+, MUM 1+ 

                                                CD15 very occasional dot like +vity  

                                                CD79a +ve in a few cells, p53 +, EMA -ve 

                                                EBV LMP 1 +; EBER ISH +ve  

 

 

   PCR  

   Germ line; no B-cell clone detected  

 

 

 

   



 

PH.  Further information obtained following case note review 

 
1975. After constant diarrhoea and mouth ulcers since puberty diagnosed as  

          Crohnôs disease. 

          Commenced azathioprine 

  

1981. Perforated bowel. Pan-proctocolectomy and ileostomy 

 

1982. Coeliac disease diagnosed in Australia. Has remained on a gluten free diet 

 

1986. Recurrent perianal ulceration. 2002. biopsy of ulcergranulation tissue only 

          Topical steroids 

 

2009.  Duodenal and terminal ileal biopsies. Normal villous architecture 

 
 

 



 

  Final diagnosis:  
 

   Iatrogenic immunodefiency associated LPD (IALPD)   

   polymorphic- HL -LBCL,  EBV associated/driven 

 

 

 

   Progress 
                  Azothiaprine withdrawn. No chemotherapy.  

                  2012  Patient is alive with no recurrence of perianal  

                  ulceration or development of LPD 

 

                                                             EBER-ISH 



                

                 IMMUNODEFICIENCY  

 

 

  Congenital (primary) 

 

  Acquired (secondary) 

 

  Ageing   

 



               

    AQUIRED IMMUNODEFICIENCY STATES  
 
  

Å     MALNUTRITION  

 

Å     METABOLIC:  eg. diabetes 
       

Å     COMMON VARIABLE  HYPOGAMMAGLOBULINAEMIA  
 

Å      NEOPLASIA: eg. lymphomas ; thymoma  Ÿ hypogammaglobulinaemia 
lymphoma, NHL   
      

Å    AI DISEASES:: eg; RhA, SS, Crohnôs disease 

 
Å      INFECTIVE:    eg. HIV ŸAIDS; HTLV  
      

Å      IATROGENIC:   Immunosupressive and cytotoxic therapy 

                                Transplantation 

                                Transfusions, blood and blood products  

                                Splenectomy  

 



                                  WHO 2008  
                   IMMUNODEFICIENCY ASSOCIATED  LYMPHO -  

                       PROLIERATIVE DISORDERS (ILPD)  

 

    Lymphoproliferative diseases associated with primary immune 

    disorders 

 

    Lymphomas associated with  HI V infection  

 

   Post-transplant lymphoproliferative disorders 

 

    Methotrexate-associated lymphoproliferative disorders 

 

   Other iatrogenic immunodeficiency- associated LPDs  

 
                                                          NB. Age related EBV-associated LPD 

                                                                                   Oyama T, Ichimura K, Suzuki R et al.(2003) Senile EBV+ B-cell lymphoproliferative disorders: 

                                                                                                                    A clinicopathological study of 22 patients. Am J Surg pathil 27: 16-26 

 

 



 

Autoimmune diseases 

 
            Rheumatoid arthritis (RA)  

              

             Sjogrenôs syndrome 

               

             Dermatomyositis                

                           

             Crohnôs disease* 

 

             Coeliac disease  

 

In some AI diseases known risk of Ÿ LPDs 

 

Growing awareness that immunosuppressive agents implicated 

 



   

                 AI diseases and  LPDs 
 
    LPDs comprise a spectrum  

    Range from polymorphic proliferations Ÿ  

                                                                             clonal DLBCL  

                                                                             other BCLôs eg HL-LBCL  

                                                                             T/NK cell lymphomas  

                                                                             CHL  

 

    EBV implicated in many LPDs 

             almost invariably associated with polymorphous proliferations 

                                                           and  

                                                      HL -BCL   

 

   Regression may occur following withdrawal of immunosuppressive  agent  

 

 



  LPDs and Crohnôs Disease 
 

   Known increased  risk of LPDs 

   

   Whether this reflects an innate relative risk  

   or the result of immunosuppressive therapy is debated 

 

   Recent studies have shown patients treated with imm. supp agents ï notably  purine 

   annalogues (azothaiprine, 6-mercaptopurine) have a lymphoma risk  approx. 4 times 

   higher than expected 

 

   The LPDs developing are predominately high-grade BCLs  

 

   Case reports of CHL very few   

 

   Only occasional  report of regression of LPD following withdrawal of azothiaprine 

    

   This patient is alive 10 years after cessation of Azothiaprine  

   NB.  She never received  chemotherapy 

  

   In an extensive literature search ï No reports found of HL-LBCL  

   Only 1 report found of polymorphic BCL- regression following withdrawal of azothiaprine 

        



                         What have we learned from this case? 
 
1. Difficulty in diagnosis can be due to unawareness that this patients with Crohnôs disease  

    are immunocompromised due to 

     a) to AI disease  

     b) long- term immunosuppressive therapy  

   and therefore at risk of developing IALD 

 

2. Iatrogenic immunodeficiency associated  polymorphous LPd can simulate HL- LBCL   
 

3. The importance of selecting a comprehensive panel of immuno-markers and  

    their correct interpretation  

 

4. The importance of determining whether the HL-LBCL is clonal or non-clonal/  

    polymorphous 

        

5. That purine analogues (azathioprine, 6-mercaptopurine) are more frequently  

    associated with EBV-associated IALDs  

  

6. As in post-transplant LPD, iatrogenic HL- LBCL is likely to be EBV associated  

 

7.  If the IALD is polymorphic, ie.non-clonal, surgical excision and cessation of the  

     immunosuppressive agent ï in this case azathioprine ï results in no further 

     progression or recurrence of LPD ( even without chemotherapy) 

      



KH Case 2 Where is the primary 

 
 

Clinical data 

 
Woman aged 49 years 

March 1999 lymph node biopsy performed for persistent 

cervical  right cervical lymphadenopathy of unknown 

aetiology ? lymphoma 

Discharged pus during operation 

 
 



KH Case 2 
Macroscopy: Enlarged right cervical lymph node 3 x 1.5 x 1 cm.  

                       Grey white homogenous cut surface 

Whole mount stained section 



               Representative views of H&E stained sections 
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                  Immunohistochemistry 



Histopathology- 

 

Microscopy  

Lymph node architecture effaced by tumour composed of 

medium sized epithelioid cells 

 

Predominantly rounded vesicular nuclei; moderate nuclear 

pleomorphism 

  

Nuclei contain several small nucleoli  

 

Plentiful cytoplasm. Mitotic activity (low)  

 

No squamous or glandular differentiation 

  

No melanin pigment detected pigment is identified.  

 



 

  Initial Immunohistochemistry  

                   LCA -, CD20-, CD79-, CD3-, CD5-, S100- 

                   Ck AE1/AE3 & CAM 5.2  strong +ve - paranuclear 

 

  The appearances are consistent with a metastatic carcinoma; 

                      lymphoma and melanoma have been excluded  

 

  The large Ck (AE1/AE3, CAM5.2) strongly +ve cytoplasmic paranuclear globules 

  (dot positivity) in the majority of the cells suggest a neuroendocrine carcinoma. 

 

 

  Preliminary report: Metastatic neuroendocrine carcinoma 

                                   ? primary site  

                                    

 

  Please may we discuss this patient 
 



       

 

      Additional immunohistochemistry 

      performed on 1999 LN metastasis 



Chromogranin GH 

 Synaptophysin 
Ki 67 

                  Additional IHC  


