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Diagnosis of APL at our Institution

-Morphology: Bone marrow aspiration

-Immunophenotyping:  SSC intense

HLADR –ve, CD34 –ve

CD33+ve

-Cytogenetic analysis for t(15;17)

-Molecular analysis for PML/RARA by RT-PCR



LR         consolidation  n°1            consolidation n°2                 consolidation  n°3          

Induction

IR and HR              

consolidation n°1             consolidation n°2 consolidation  n°3

ATRA : <20 y: 25 mg/m2

>20 y: 45mg/m2

Idarubicine 12mg/m2/d x 4d

Ida 5mg/m2/d x 4d

ATRA

Novantrone  10mg/m2/d x5d Ida 12 mg/m2/d x1d

Ida 12 mg/m2/d x2dNovantrone 10mg/m2/d x5dIda 7mg/m2/d x 4d

ATRA ATRA
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Prevention and Management 

of complications 

Bleeding: 

Transfusion with FFP and apheresis PLTs to maintain:

- Prothrombine time >50%

- Fg >1g

- Plt> 30 

Differentiation syndrome: 

Steroids with Dexamethasone D1-D15 for pts with:

- High BMI (>30)

- Baseline WBC >10



Study Population 

Patients, n 71

Gender, F 40

M  31

Age,median (range) 33 (2-71)

< 20y,n (%) 18  (25.3)

Morphology,hypergranular,n 57          

microgranular,n 13

hyperbasophile,n  1

T(15.17) + add abn (%) 21    

Sanz score ,n (%)  High 24 (35)

Int                        41 (58)

Low                      5 (7)



Results

Remission,n (%)                 61 (87.1 )                                    

Death,n (%) 9 (12.9)                                      

Bleeding 3                                       

DS                                  4                      

Myocardial infarct 1

Septic shock 1                    

Predictive factors of  death during induction

- PT<50%

- Renal failure

- WBC>10

Death       

Bleeding        WBC >30  (p=0.034)

DS                  BMI > 35  (p= 0.006)                



Differentiation syndrome

Pts with DS,n (%) 24 (34)

Median onset ,d(range) 13 (2-29)

DS severe,n (%) 16

Median WBC at onset,range 3.4 (0.26-115)

Clinical symptoms,n (%)

Fever 22 (91.6)

Dyspnea 20 (83.3)

Weight gain 12 (50)

Pulmonary infiltrate 15 (62.5)

Pleural/pericardial effusion 9 (37.5)

Hypotension 7 (29.1)

Renal failure 17 (70.8)

Pulmonary edema 3 (12.5)



Differentiation syndrome

Hypertensive pics 48h (24-96) before DS onset

- 9/24 (37.5%) vs 5/46 (10.8%)            (p=0.011)

- High BMI>30 & hypertensive pics  (p= 0.014)

- Use of  steroids                                    (p=0.9)



Differentiation syndrome
Predictive factors by multivariate analysis

Factors p 95%CI (range)

BMI  >30             0.031 4.97 (1.16-21.29)

WBC >10 0.013 5.74 (1.45-22.76)

Renal failure 0.004 10.54 (2.1-52.74)



ATRA related complications

-scrotal ulcer 4

-esophageal ulceration 1

-splenic infarct 1

-sweet syndrome 3

-headache 17

-myocarditis 2

-myocardial infarct 1



ATRA related complications

Factors                                    p 

age  ≥ 40                                0.029

Renal failure                       < 0.0001



Sanz score,n 

-High 8 17

-Interm 10 33 p*=0,427 

-Low 0 3

Add cytogenetic abn, 3 18 p*=0.058

DS, n 2/18 22/52 p*=0,016

CR, n (%) 17(94.4) 44(84.6)     p*=0,32

Relapse, n (%) 2(11.7) 4(9) p† =0,7

EFS, (%), 5year 72 73 p† =0,81

OS, (%) 5 year                             77 74.3 p† =0,7

APL children vs adults



Outcome

71 APL pts1 Death before ttt

61 APL Pts in CR

9 deaths  indution

1 death Conso

6 relapses (9.8%)5 died 

-Reinduction     3

-Allogenic BMT 2

1 alive

Autologous BMT

1 death Cardiac failure



Deaths in CR

1severe sepsis

during 3rd

consolidation 

4 patients

1 child developed

Myocardial

failure

2 patients

developed

MDS









CR=45%

OS=10%

Pre-ATRA

CR=82%

OS=69%

ATRA-Era

CR=87%

OS=74%

APL93 LPA99

Improved  results over time but still

unsatisfactory

Future objectives

CR =90%

Managing relapses with ATO



Conclusions

-Early death= major problem due to delay in referral to specialized 

centre

-Use of prophylactic steroids in pts with High BMI?

-Intensive transfusion support? 

-ATO for relapses? Not available in Tunisia
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