
Issued on:  July 2022 

Report IMBRUVICA® - Ibrutinib 
Product & 

Mechanism of action 
Authorized indications 

Licensing status 
Essential therapeutic features NHS impact 

Substance: Ibrutinib 
 

Brand Name: Imbruvica 
 

Originator/licensee: 
Janssen-Cilag 
International NV 
 

Classification: NI 
 

ATC code: L01EL01 
 

Orphan Status: 
Eu: No 
Us: No 
 

Mechanism of action:  
Ibrutinib works against 
cancerous B lymphocytes, 
a type of white blood 
cells. It does this by 
blocking an enzyme called 
Btk, which promotes 
survival of B lymphocytes 
and their migration to the 
organs where these cells 
normally divide. By 
blocking Btk, ibrutinib 
decreases survival and 
migration of B 
lymphocytes, thereby 
delaying progression of 
the cancer [1]. 

Authorized Indication:  
EMA: Ibrutinib in 
combination with venetoclax 
isindicated for the treatment 
of adult pts with previously 
untreated CLL [1]. 
 

Route of administration: OS 
 

Licensing status 
EU CHMP P.O. date: 
23/06/2022 
FDA M.A. date: / 
 
EU Speed Approval 
Pathway: No 
FDA Speed Approval 
Pathway: No 
 
----- 

ABBREVIATIONS: 
Btk: Bruton’s tyrosine kinase 
CLL: Chronic Lymphocytic 
Leukaemia 
Del(17p): Deletion of the 
chromosome 17 affecting TP53 
FCR: Fludarabine, 
cyclophosphamide, rituximab 
HR: Hazard Ratio 
IGHV: Immunoglobulin Heavy 
Chain Variable 
IRC: Independent Review 
Committee 
IV: Intravenous 
OS: Oral Administration 
PFS: Progression-Free Survival 
Pts: Patients 
TP53: Tumour Protein p53 
 

 

Summary of clinical EFFICACY: 
GLOW (NCT03462719) is an open-label, phase 3 trial evaluating the efficacy and safety of ibrutinib-venetoclax in 
older pts and/or in those with comorbidities with previously untreated CLL. Pts were randomly assigned 1:1 to 
receive ibrutinib-venetoclax (n=106) or chlorambucil-obinutuzumab (n=105). Pts randomized in the ibrutinib-
venetoclax group received three cycles of ibrutinib lead-in at 420 mg once daily, followed by 12 cycles of 
ibrutinib-venetoclax. Venetoclax was initiated in cycle four with dose ramp-up per label over five weeks and 
continued at 400mg/day dose from cycle 5 onward. Ibrutinib and venetoclax were administered on 28-day cycles. 
Pts in the chlorambucil-obinutuzumab group received six 28-day cycles of 1000 mg/day of IV obinutuzumab (on 
days 1, 8, and 15 of cycle 1 and day 1 of cycles 2 to 6) plus chlorambucil per label (0,5 mg/kg body weight on days 
1 and 15 of each cycle). 
The primary end point was IRC-assessed PFS, defined as time from randomization to disease progression or death 
from any cause, whichever occurred first. PFS was significantly longer with ibrutinib-venetoclax vs. chlorambucil-
obinutuzumab (HR, 0,216; 95% CI, 0,131 to 0,357; P<0,001). Median IRC-assessed PFS was not reached (95% CI, 
31,2 to not reached) for ibrutinib-venetoclax and was 21,0 months (95% CI, 16,6 to 24,7) for chlorambucil-
obinutuzumab; estimated 24-month PFS rates were 84,4% and 44,1%, respectively [2]. 
 

Summary of clinical SAFETY: 
The most common AEs in the ibrutinib-venetoclax arm were diarrhea (50,9% vs. 12,4% in the chlorambucil-
obinutuzumab arm) and neutropenia (41,5% vs. 58,1%). Neutropenia and infusion-related reactions (29,5%) were 
the most common AEs in the chlorambucil-obinutuzumab arm. The most common serious AEs were infections 
(12,3% vs. 8,6%) and atrial fibrillation (6,6% vs. 0%). Diarrhea and pneumonia were the most common AEs leading 
to discontinuation of ibrutinib-venetoclax (2,8% each). There were seven (6,6%) treatment-emergent deaths in 
the ibrutinib-venetoclax arm, including four during ibrutinib lead-in, and two (1,9%) in the chlorambucil-
obinutuzumab arm [2]. 
 

Ongoing studies: 
● For the same indication: Yes [3]. 

● For other indications: Yes [4]. 

Discontinued studies (for the same indication): Yes [5]. 
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Cost of therapy: 
30 coated tablets of ibrutinib 420 mg 
cost 5.474,70€ (ex-factory price). 
112 (4x28) coated tablets of 
venetoclax 100 mg cost 6.573,08€ (ex-
factory price) [6]. 
 

Epidemiology: 
CLL is the most common leukaemia in 
the Western world with an incidence 
of 4,2/100.000/year. The incidence 
increases to more than 
30/100.000/year at an age of >80 
years [7]. 
POSSIBLE PLACE IN THERAPY 
For front-line therapy, different 
treatment strategies are available, 
depending on the assessment of IGHV 
and TP53 status or del(17p). 
Treatment options are: ibrutinib, FCR 
(alternative treatment), venetoclax-
obinutuzumab, acalabrutinib, 
chlorambucil-obinutuzumab, 
idelalisib-rituximab [7]. 
 

OTHER INDICATIONS IN 
DEVELOPMENT 
Diffuse large B cell lymphoma, 
Follicular lymphoma, Non-Hodgkin’s 
lymphoma, Pancreatic cancer [4]. 
 

SAME INDICATION IN EARLIER LINE(S) 
OF TREATMENT: / 
 

OTHER DRUGS IN DEVELOPMENT for 
the SAME INDICATION  
Ublituximab, Zanubrutinib, 
Pirtobrutinib, Zebutinib, Umbralisib 
[8]. 
 

*Service reorganization: No 
*Possible off label use: Yes 
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