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Ibrutinib, single agent BTK inhibitor, for 
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a real-life experience from 
Rete Ematologica Pugliese
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8 Hematologic Centers of REP   

no. patients

Bari Oncologico 28

Bari Policlinico 19

Barletta 6

Brindisi 14

Lecce 11

San Giovani Rotondo 34

Taranto 13

Tricase 6

131 CLL/SLL patients



Methods: In 131 CLL/SLL patients (including
previously treated and untreated with del17) from
eight different hematologic centers of REP (Rete
Ematologica Pugliese) Ibrutinib 420 mg once daily
was administrated until disease progression or
unacceptable toxicity. PFS, OS and Overall
response rate (ORR) were calculated.



122 (93,1%) (R/R) prior therapies before Ibrutinib

9 (6,9%) (TN) Ibrutinib as first line therapy

39,7% BR
19,3% FCR
42% other treatments

90% (1-2) lines of therapy
8% (3-4) lines of therapy
2% (>5) lines of therapy

131 CLL/SLL patients



Tabel 1a 131 patients
%

Gender
Male 63
Female 37

Age (yrs) at dx
median (range) 65 (28-84)

Time (months) dx-ibrutinib
median (range) 4 (0-16)

Stage BINET/RAI
BINET

A 17
B 21
C 37

RAI
0 1
1 7
2 7
3 8
4 2

ECOG Performance Status
0 56
1 40
2 4

FISH*
del17p 42
del11q 4
del13q 16
trisomy 12 7
NEG 31

IGVH
mutated 37
unmutated 63
*not mutually exclusive mutations

131 CLL/SLL patients

Median Time on study
17 months (range, 1-45)



ORR 80% 131 pts  (CR 10%) 

* ORR TN 86%

ORR R/R 77% 

ORR R/R with del17p 61%

*We exclude from our further analysis 9 TN patients because   
of the small sample size and the lack of events 

Median Time on study 17 months (range, 1-45)



Figure 1 PFS for R/R patients  

Median PFS was not reached

PFS



Figure 2 PFS for R/R patients with del17p or no abnormality   

Median PFS was not reached for no abnormality pts

Estimated PFS at 30 months  65,1% del17p

Median PFS 39 months for del17p pts 

Estimated PFS at 30 months  80,4% no abnormality

PFS

p=0,543 Overall Logrank test



Figure 3 OS for R/R patients  

Median OS was not reached in R/R patients 

OS



Figure 4 OS for R/R patients with del17p or  no abnormality   

p=0,807 Overall Logrank test

Median OS was not reached in pts with and without del17p

OS

Estimated OS at 30 months  81,7% del17p

Estimated OS at 30 months  90,2% no abnormality



ADVERSE EVENTS (AEs)

AEs grade ≥ 3

Neutropenia 16%

Hypertensione 12%

Atrial Fibrillation 3%

Anemia 3%

Diarrhea 2%

AEs 61 pts (47%) 

AEs grade ≥ 3                                          22 pts (36%)



Conclusions

PFS Not differences statistically significative 
(p=0.543) between pts with and without del17p 

Median time on study 17 months (range, 1-45)

Estimated PFS at 30 months lower in del17p pts
than in no abnormality pts (65,1 % vs 80,4%)

Adverse Events ≥ 3 in a low percentage

80% pts remain on Ibrutinib treatment on study





Idelalisib: CLL, FL





















IDELALISIB NEL LINFOMA 
FOLLICOLARE R/R.

L’ESPERIENZA DELLA RETE 
EMATOLOGICA PUGLIESE

Giuseppe Tarantini
U.O.C. di Ematologia con Trapianto

Barletta



Between November 2015 and March 2018: 31 patients enrolled

N (%)
TRICASE 3 (10)
BRINDISI 1 (3)

LECCE 5 (16)
SGR 10 (32)
BARI POLICLINICO 4 (13)

TARANTO 4 (13)
BARI ONCOLOG. 3 (10)

BARLETTA 1 (3)



Caratteristiche popolazione FL
Characteristic   N=31
Age, median (range), yr* 70 (51-87)

Male n (%) 9 (29) 

ECOG, n (%)
0
1
2
3

12 (39)
14(45)
5(16)

0

FL Grade, n (%)
1
2
3a

5 (16)
16 (52)
10 (32)

High-risk FLIPI2 score, n (%)
Low
Intermediate
High 

1(4)
12(46)
13(50)

Ann Arbor Stage III-IV, n (%) 
Stage III or IV
Elevated LDH
Bulky disease

46 (70)
30( 97)
8(27)
7(23)

Prior regimens, median (range) 2 (1-7)



Salles, ASCO, 2015, 8529

Idelalisib Efficacy and Safety in FL 

Characteristics Patients  (n=72)
Median (range) age, y 62 (33-84)

FL grade, n (%)

1 21 (29.2)

2 39 (54.2)

3A 12 (16.7)

Disease burden, n (%)

Stage III or IV 60 (83.3)

Elevated LDH* 21 (29.2)

Bulky disease† 16 (22.2)

High FLIPI risk score, n (%) 39 (54.2)

ECOG performance score

2 6 (8.3)

1 35 (48.6)

0 31 (43.1)

Baseline cytopenia‡

Neutropenia 9 (12.5)

Anemia 8 (11.1)

Thrombocytopenia 5 (6.9)

*LDH increase defined as levels ≥234 U/L. 
†Bulky disease defined as ≥1 node with ≥1 dimension of ≥7 cm.
‡Neutropenia was defined as ANC <1500 cells/mm3, anemia as Hgb <10 g/dL, and 
thrombocytopenia as a platelet count <75,000 cells/mm3. 
§All patients were double-refractory to rituximab and an alkylating agent.
**Cause of death: heart failure, cardiac arrest, splenic infarct/acute abdomen, drug-
induced pneumonitis, and unknown (n=1 each).

Characteristics n=72

Median (range) time since diagnosis, γ 4.7 (0.8-18.4)

Median (range) # of previous treatments 4 (2-12)

Prior therapy, n (%)

Bendamustine 50 (69.4)

Anthracycline 51 (72.2)

Purine analog 17 (23.6)

Autologous stem-cell transportation 12 (16.7)

Prior therapy to which disease was 
refractory§

Bendamustine 32/50 (64.0)

Bendamustine and rituximab 23/36 (72.2)

R-CHOP 23/35 (65.7)

R-CVP 15/20 (75.0)

Refractory to ≥ 2 regimens 57 (79.2)

Refractory to most recent regimen 62 (86.1)

Disposition n=72
Ongoing, n (%) 7 (9.7)

Discontinued, n (%)

PD 38 (52.8)

AE 15 (20.8)

Investigator request 4 (5.6)

Death** 5 (6.9)
Withdrew consent 3 (4.2)

Baseline Characteristics and Patient Disposition





TERAPIE PRE IDELALASIB



RISPOSTA ULTIMA TERAPIA PRIMA DI IDELALISIB

Response 
(n= ) n (%)

RP 11

SD 4

RC 8

PD 2



RISPOSTA POST IDELALISIB

RC 5

RP 7

NR 0

PD 5

EX 5

SD 1



Idelalisib – 3a FL: treatment response

Idealisib Response
N(%) 

CR 1 (10)

PR 4 (40)

PD+NR 2 (20)

NV 2 (20)



PRINCIPALI EVENTI AVVERSI

Adverse event n (%)
Hematological toxicity Grade, n (%)

Any >= 3
Anemia 2(7) 1(3)
Thrombocitopenia 3(10) 2(7)
Neutropenia 2(7) 1(3)



Idelalisib Treatment Is Associated With
Improved Cytopenias in Patients With
Relapsed/Refractory iNHL and CLL
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PRINCIPALI EVENTI AVVERSI

Grade, n (%)

Any >=3

Increased AST/ALT 4(13) 2(7)

Diarrhea 2(7) 1(3)

Rash 1(3) 0

Oral Mucositis 1(3) 1(3)

Oral Candidiasis 2(7) 1(3)



Individual Patient Results

200 mg BID
150 mg BID
Off treatment

300 mg BID



Treatment Disposition at time data cutoff , n%

N (%) Cause of Discontinued

Ongoing 24 (77)

Idealisib Discontinued 7 (23) 2 TOXICITY
5 Progressive Disease(Death)

N (%)

Idealisib Reduction dose 4 (13)



Reasons for Discontinuation of 
First KI

Discontinuation IDELA
n=31

Total discontinuations, n 7

Discontinuation rate, % (23)

Toxicity
Transaminitis 2(6)

Progression 5 (16)

Richter’s transformation 0

Secondary malignancy 0

Other 0

Common Toxicities 
Leading to discontinuation



Median Follow-up: 5,9 months (0,5-27)

Disease Progression , N (%) :  5 (16%)
1,5 y OS 80%
Median PFS : NR

Disease Progression , N (%) :  12 (16%)
1,5 y PFS 68%
Median PFS : NR

Median Follow-up: 5,3 months (0,5-27)



POD <=24 months

POD > 24 months

Disease Progression , N (%) : 2 (20%); Median PFS 14,8 months (IC95%: 1-31)

Disease Progression , N (%) : 2 (9%); Median PFS : NR

POD <= 24 months

POD>24 months

P< 0,31



Conclusioni

• Età mediana dei pz. pugliesi più alta che negli 
studi  in letteratura

• Maggiore percentuale di gradi III A ( anche 
rispetto ai real life)

• Minor numero di linee di terapia precedenti
• Minore tossicità
• Maggiore efficacia 
• POD 24



M 4 (36%) F 7 (64%)

SGR: MCL R/R trattati con 
Ibrutinib N=11 pazienti

Pazienti ancora in trattamento  n=6 (55%)

Mediana di trattamento 5 mesi (range,1-49)

1 paziente in trattamento, Ibr dopo recidiva di ASCT (+ 2 
anni). 
1 paziente ha effettuato Ibr per 1 anno «bridge to Allo 
TMO». PET- al momento dell’Allo TMO.



SGR: LLC R/R Idelalisib+R
N=9 pts

Mediana di trattamento 7 mesi (range,1-23)

M 6 (67%) F 3 (33%)

Pts in trattamento n=5 (56%)

Eventi avversi che hanno determinato la 
sospensione/discontinuazione del trattamento: 1 Polmonite, 3 
Colite (dopo 7-9 mesi di trattamento), 1 Transaminite.
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