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Summary The feasibility of combining cladribine with cyclophosphamide and prednisone in the management of indolent lymphoid
malignancies was determined. Nineteen patients [nine chronic lymphocytic leukaemia (CLL), seven non-Hodgkin’s lymphoma (NHL) and
three macroglobulinaemia (M))] received cladribine 0.1 mg kg–1 per day as a subcutaneous bolus injection on days 1–3 (up to 5 injections)
with intravenous cyclophosphamide 500 mg m–2 on day 1 and oral prednisone 40 mg m–2 on days 1–5 at 4-weekly intervals up to a maximum
of six courses. A total of 80 courses were given. Overall response rate was 88%, with four patients achieving a complete clinical and
haematological response and 12 achieving a partial response. Neutropenia WHO grade 4 in two patients and WHO grade 3 infection in one
patient were the limiting toxicities on treatment. During the follow-up, WHO grade ≥3 haematological complications occurred in five patients
and WHO grade ≥3 non-haematological complications in five patients. There were no treatment-related deaths. This study demonstrates the
feasibility of the cladribine/cyclophosphamide/prednisone (CCP) combination that appears highly active and safe in the management of
indolent lymphoid malignancies.
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



        
       


          

        
        
       
           




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Table 1 Patients’ characteristics

Age [median (range)] 61 years (48–86)
Sex (Male/female) 11/8
Previous treatment
None 11
Splenectomy 5
One year CLB-P 1
Four months CLB-P 1
Four months CLB-P, then 16 months

IFN + P 1
Six courses of CVP 1
One course of CVP + HDS 1
Six courses of CHOP 1
One course of CHOP, then six courses

of PACE 1
Diagnosis
CLL 9
NHL-A 7
M 3

CLL, chronic lymphocytic leukaemia; NHL-A, non-Hodgkin’s lymphoma CLL-
like; M, macroglobulinaemia; CLB-P, chlorambucil, prednisone; IFN,
interferon alpha; CVP, cyclophosphamide, vincristine, prednisone; HDS, high-
dose steroids; CHOP, cyclophosphamide, doxorubicin, vincristine,
prednisone; PACE, procarbazine, cytarabine, etoposide, cisplatin.

Table 2 CCP combination (every 28 days)

Day

1 2 3 4 5

Cladribine mg kg–1 s.c. 0.1 0.1 0.1 (0.1)a (0.1)a

Cyclophosphamide mg m–2 i.v. 500
Prednisone mg m–2 p.o. 40 40 40 40 40

aIn the case of < WHO grade 4 haematological toxicity and of < WHO grade 3
non-haematological toxicity.


Patients (Table 1)





        
        

        


     
       







       




Treatment (Table 2)


  


  
           
   
          







   ×       ×    
×  
         

         





          



Response criteria

         




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


×   









        
   
       
          
  





Dose modification

          
        
 
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Cladribine with cyclophosphamide and prednisone 1217

Table 3 WHO overall toxicity on treatment

Days of 2CDA Number of cycles Course WBC Neutrophils Platelets Infections

G2 G3 G2 G3 G4 G2 G2 G3

3 19 1 1 1 2 1 1a

3 9
4 9 2 1 3 1 4 1

3 2
4 11 3 3 2 4 2 1 1b

5 2

3 1
4 8 4 2 1 1 1 1b

5 2

4 3
5 6 5 1 1 1

4 3
5 5 6 3 1 1 1 1a 1a

Total 80 80 11 8 10 6 2 4 4 1

aNon-viral infection. bHerpes (1 HSV2, 1 zoster).

Table 4 Major haematological and non-haematological toxicities during the
follow-up after the completion of treatment

Grade 2 Grade 3 Grade 4 Others

All toxicities 15 8 2 1

Anaemia 1 1 1
Thrombopenia 1 1
Leucopenia 3 2
Neutropenia 3

Bacterial infection 4 1 + 1a

Herpes 4
Candidosis 1
Diarrhoea 1
Pulmonary 1a

Deep venous thrombosis 1

Neurological toxicity 1

aSame patient.
   
         

           


Haematological toxicity during treatment (Table 3)

       

           



Non-haematological toxicity during treatment (Table 3)

   

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          


    


Haematological complications after treatment (Table 4)

        
 
            
          
            
    

Non-haematological complications after treatment
(Table 4)

      




Streptococcus pneumoniae 


Response



        

        
          


          
British Journal of Cancer (1999) 79(7/8), 1215–1219



1218 FM Laurencet et al
         

         
         
  


Relapses, progressions and survival











      
  
        










  
         

        
         






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