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This medicinal product is subject to additional monitoring. This will allow quick identifi cation of new safety information. Healthcare professionals are asked to report 
any suspected adverse reactions. See section Undesirable effects for how to report adverse reactions. NAME OF THE MEDICINAL PRODUCT GIOTRIF 20 mg fi lm-
coated tablets GIOTRIF 30 mg fi lm-coated tablets GIOTRIF 40 mg fi lm-coated tablets GIOTRIF 50 mg fi lm-coated tablets QUALITATIVE AND QUANTITATIVE COM-
POSITION GIOTRIF 20 mg: One fi lm-coated tablet contains 20 mg afatinib (as dimaleate). GIOTRIF 30 mg: One fi lm-coated tablet contains 30 mg afatinib (as dimaleate). 
GIOTRIF 40 mg: One fi lm-coated tablet contains 40 mg afatinib (as dimaleate). GIOTRIF 50 mg: One fi lm-coated tablet contains 50 mg afatinib (as dimaleate). PHAR-
MACEUTICAL FORM Film-coated tablet (tablet). GIOTRIF 20 mg: White to yellowish, round, biconvex and bevel-edged fi lm-coated tablet debossed with the code 
“T20” on one side and the Boehringer Ingelheim company logo on the other. GIOTRIF 30 mg: Dark blue, round, biconvex and bevel-edged fi lm-coated tablet de-
bossed with the code “T30” on one side and the Boehringer Ingelheim company logo on the other. GIOTRIF 40 mg: Light blue, round, biconvex and bevel-edged 
fi lm-coated tablet debossed with the code “T40” on one side and the Boehringer Ingelheim company logo on the other. GIOTRIF 50 mg: Dark blue, oval, biconvex 
fi lm-coated tablet debossed with the code “T50” on one side and the Boehringer Ingelheim company logo on the other. THERAPEUTIC INDICATIONS GIOTRIF  as 
monotherapy is indicated for the treatment of Epidermal Growth Factor Receptor (EGFR) TKI-naïve adult patients with locally advanced or metastatic non-small cell lung 
cancer (NSCLC) with activating EGFR mutation(s). POSOLOGY AND METHOD OF ADMINISTRATION Treatment with GIOTRIF should be initiated and supervised by 
a physician experienced in the use of anticancer therapies. EGFR mutation status should be established prior to initiation of GIOTRIF therapy. Posology The recom-
mended dose is 40 mg once daily. This medicinal product should be taken without food. Food should not be consumed for at least 3 hours before and at least 1 hour 
after taking this medicinal product. GIOTRIF treatment should be continued until disease progression or until no longer tolerated by the patient (see Table 1 below). 
Dose escalation A dose escalation to a maximum of 50 mg/day may be considered in patients who tolerate a 40 mg/day dose (i.e. absence of diarrhoea, skin rash, 
stomatitis, and other adverse reactions with CTCAE Grade > 1) in the fi rst 3 weeks. The dose should not be escalated in any patients with a prior dose reduction. The 
maximum daily dose is 50 mg. Dose adjustment for adverse reactions Symptomatic adverse reactions (e.g. severe/persistent diarrhoea or skin related adverse reactions) 
may be successfully managed by treatment interruption and dose reductions or treatment discontinuation of GIOTRIF as outlined in Table 1 (see section Undesirable 
Effects). Table 1: Dose adjustment information for adverse reactions CTCAEa Adverse reactions; Recommended dosing Grade 1 or Grade 2; No interruption b; No 
dose adjustment Grade 2 (prolonged c or intolerable) or Grade > 3 ; Interrupt until Grade 0/1 b ; Resume with dose reduction by 10 mg decrements d a NCI Common 
Terminology Criteria for Adverse Events b In case of diarrhoea, anti-diarrhoeal medicinal products (e.g. loperamide) should be taken immediately and continued for 
persistent diarrhoea until loose bowel movements cease. c > 48 hours of diarrhoea and/or > 7 days of rash d If patient cannot tolerate 20 mg/day, permanent discontin-
uation of GIOTRIF should be considered Interstitial Lung Disease (ILD) should be considered if a patient develops acute or worsening of respiratory symptoms in which 
case treatment should be interrupted pending evaluation. If ILD is diagnosed, GIOTRIF should be discontinued and appropriate treatment initiated as necessary. Missed 
dose If a dose is missed, it should be taken within the same day as soon as the patient remembers. However, if the next scheduled dose is due within 8 hours then the 
missed dose must be skipped. Use of P-glycoprotein (P-gp) inhibitors If P-gp inhibitors need to be taken, they should be administered using staggered dosing, i.e. the 
P-gp inhibitor dose should be taken as far apart in time as possible from the GIOTRIF dose. This means preferably 6 hours (for P-gp inhibitors dosed twice daily) or 
12 hours (for P-gp inhibitors dosed once daily) apart from GIOTRIF. Patients with renal impairment The safety, pharmacokinetics and effi cacy of this medicinal product 

have not been studied in a dedicated trial in patients with renal impairment. Adjustments to the starting dose are not necessary in patients with mild or moderate renal 
impairment. Treatment in patients with severely impaired renal function (< 30 mL/min creatinine clearance) is not recommended. Patients with hepatic impairment Ex-
posure to afatinib is not signifi cantly changed in patients with mild (Child Pugh A) or moderate (Child Pugh B) hepatic impairment. Adjustments to the starting dose are 
not necessary in patients with mild or moderate hepatic impairment. This medicinal product has not been studied in patients with severe (Child Pugh C) hepatic impair-
ment. Treatment in this population is not recommended. Paediatric population There is no relevant use of GIOTRIF in the paediatric population in the indication of 
NSCLC. Therefore, treatment of children or adolescents with this medicinal product is not recommended. Method of administration This medicinal product is for oral 
use. The tablets should be swallowed whole with water. If swallowing of whole tablets is not possible, these can be dispersed in approximately 100 ml of noncarbonated 
drinking water. No other liquids should be used. The tablet should be dropped into the water without crushing it, and stirred occasionally for up to 15 min until it is 
broken up into very small particles. The dispersion should be consumed immediately. The glass should be rinsed with approximately 100 ml of water which should also 
be consumed. The dispersion can also be administered through a gastric tube. CONTRAINDICATIONS Hypersensitivity to afatinib or to any of the excipients listed in 
section 6.1 of the Summary of Product Characteristics. UNDESIRABLE EFFECTS Summary of the safety profi le The types of adverse reactions (ADRs) were generally 
associated with the EGFR inhibitory mode of action of afatinib. The summary of all ADRs is shown in Table 2. The most frequent ADRs were diarrhoea and skin related 
adverse events as well as stomatitis and paronychia (see also Table 3). ILD-like adverse reactions were reported in 0.7% of afatinib treated patients. Overall, dose reduc-
tion (see section Posology and Method of administration) led to a lower frequency of common adverse reactions. In patients treated with once daily GIOTRIF 40 mg, 
dose reductions due to ADRs occurred in 57% of the patients. Discontinuation due to ADRs diarrhoea and rash/acne was 1.3% and 0%, respectively. Bullous, blistering 
and exfoliative skin conditions have been reported including rare cases suggestive of Stevens-Johnson syndrome although in these cases there were potential alterna-
tive aetiologies. Tabulated list of adverse reactions Table 2 summarises the frequencies of ADRs pooled from all NSCLC trials with daily GIOTRIF doses of 40 mg (N=497) 
or 50 mg (N=1638) as monotherapy. The following terms are used to rank the ADRs by frequency: very common (≥1/10); common (≥1/100 to <1/10); uncommon (≥1/1,000 
to <1/100); rare (≥1/10,000 to <1/1,000); very rare (<1/10,000). Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness. 
Table 2: Summary of ADRs per frequency category Body System; Very common (≥1/10); Common (≥1/100 to <1/10); Uncommon (≥1/1,000 to < 1/100) Infections 
and infestations; Paronychia1; Cystitis; Metabolism and nutrition disorders; Decreased appetite; Dehydration Hypokalaemia; Nervous system disorders; ; Dysgeusia; Eye 
disorders; ; Conjunctivitis Dry eye; Keratitis Respiratory, thoracic and mediastinal disorders; Epistaxis; Rhinorrhoea ; Interstitial lung disease Gastrointestinal disorders; 
Diarrhoea Stomatitis2; Dyspepsia Cheilitis; Hepatobiliary disorders; ; Alanine aminotransferase increased Aspartate aminotransferase increased; Skin and subcutaneous 
tissue disorders; Rash3 Dermatitis acneiform4 Pruritus5 Dry skin6; Palmar-plantar erythrodysaesthesia syndrome; Musculoskeletal and connective tissue disorders; ; 
Muscle spasms ; Renal and urinary disorders; ; Renal impairment/ Renal failure; General disorders and administration site conditions; ; Pyrexia; Investigations; ; Weight 
decreased; 1 Includes Paronychia, Nail infection, Nail bed infection 2 Includes Stomatitis, Aphthous stomatitis, Mucosal infl ammation, Mouth ulceration, Oral mucosa 
erosion, Mucosal erosion, Mucosal ulceration 3 Includes group of rash preferred terms 4 Includes Acne, Acne pustular, Dermatitis acneiform 5 Includes Pruritus, Pruritus 
generalised 6 Includes Dry skin, Skin chapped Description of selected adverse reactions Very common ADRs in GIOTRIF-treated patients occurring in at least 10% of 
patients in trial LUX-Lung 3 are summarised by National Cancer Institute-Common Toxicity Criteria (NCI-CTC) Grade in Table 3. Table 3: Very common ADRs in trial 
LUX-Lung 3 ; GIOTRIF (40 mg/day) N=229; Pemetrexed/ Cisplatin N=111 NCI-CTC Grade; Any Grade; 3; 4 ; Any Grade; 3; 4 MedDRA Preferred Term; %; %; %; %; %; 
% Infections and infestations Paronychia1; 57.6; 11.4; 0; 0; 0; 0 Metabolism and nutrition disorders Decreased appetite; 20.5; 3.1; 0; 53.2; 2.7; 0 Respiratory, thoracic and 
mediastinal disorders Epistaxis ; 13.1; 0; 0; 0.9; 0.9; 0 Gastrointestinal disorders Diarrhoea ; 95.2; 14.4; 0; 15.3; 0; 0 Stomatitis2 Cheilitis; 69.9 12.2; 8.3 0; 0.4 0; 13.5 0.9; 0.9 
0; 0 0 Skin and subcutaneous tissue disorders Rash3 ; 70.3; 14; 0; 6.3; 0; 0 Dermatitis acneiform4; 34.9; 2.6; 0; 0; 0; 0 Dry skin5; 29.7; 0.4; 0; 1.8; 0; 0 Pruritus6 ; 19.2; 0.4; 0; 
0.9; 0; 0 Investigations Weight decreased; 10.5; 0; 0; 9.0; 0 ; 0 1 Includes Paronychia, Nail infection, Nail bed infection 2 Includes Stomatitis, Aphthous stomatitis, Mucosal 
infl ammation, Mouth ulceration, Oral mucosa erosion, Mucosal erosion, Mucosal ulceration 3 Includes group of rash preferred terms 4 Includes Acne, Acne pustular, 
Dermatitis acneiform 5 Includes Dry skin, Skin chapped 6 Includes Pruritus, Pruritus generalised Liver function test abnormalities Liver function test abnormalities (includ-
ing elevated ALT and AST) were observed in patients receiving GIOTRIF 40 mg. These elevations were mainly transient and did not lead to discontinuation. Grade 2 
(> 2.5 to 5.0 times upper limit of normal (ULN)) ALT elevations occurred in < 8% of patients treated with this medicinal product. Grade 3 (> 5.0 to 20.0 times ULN) ele-
vations occurred in <4% of patients treated with GIOTRIF. Reporting of suspected adverse reactions Reporting suspected adverse reactions after authorisation of the 
medicinal product is important. It allows continued monitoring of the benefi t/risk balance of the medicinal product. Healthcare professionals are asked to report any 
suspected adverse reactions via Belgium: Agence fédérale des médicaments et des produits de santé / Federaal agentschap voor geneesmiddelen en gezondheid-
sproducten. Website: www.afmps.be / e-mail: adversedrugreactions@fagg-afmps.be Luxemburg: Direction de la Santé – Division de la Pharmacie et des Médicaments 
Website: http://www.ms.public.lu/fr/activites/pharmacie-medicament/index.html MARKETING AUTHORISATION HOLDER Boehringer Ingelheim International 
GmbH Binger Strasse 173 D-55216 Ingelheim am Rhein Germany MARKETING AUTHORISATION NUMBER(S) GIOTRIF 
20  mg (28 x 1 tab): EU/1/13/879/003 GIOTRIF 30  mg (28 x 1 tab): EU/1/13/879/006 GIOTRIF 40  mg (28 x 1 tab): 
EU/1/13/879/009 GIOTRIF 50 mg (28 x 1 tab): EU/1/13/879/012 DATE OF REVISION OF THE TEXT 09.2013 LOCAL REP-
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Clinical activity of PD-L1 inhibition in met-
astatic urothelial bladder cancer
In this phase I study, 69 heavily pretreated metastatic 
urothelial bladder cancer (mUBC) patients (measurable 
disease per RECISTv1.1 and ECOG PS 0 or 1) received 
MPDL3280A, a human anti-PD-L1 mAb, 15 mg/kg IV 
q3w for 16 cycles. Patients were subdivided into 2 co-
horts: Patients with low immune score (IHC0/1, n=36) 
or high immune score (IHC2/3, n=33). Rapid response 
was noticed (median between 6 and 12 weeks). The 
overall response rate (ORR) was 52% for IHC 2/3 Pa-
tients compared to 14% for IHC 0/1 Patients. Median 
progression free survival (mPFS) was 24 in IHC 2/3 
Patients, 8 weeks in IHC 0/1 Patients. Treatment was 
well tolerated as only 5% of the Patients developed 
grade 3-4 adverse events (AEs) and no treatment AE-
related discontinuation was observed. No renal toxicity 
has been observed to this date. Additional studies are 
planned to further evaluate PD-L1 inhibition in UBC.1

Dose assessing trial for use of nivolumab 
in metastatic renal cell carcinoma
Inhibition of the programmed death-1 (PD1) immune 
checkpoint is a hot topic in new cancer therapies. In this 
phase II trial 168 clear-cell heavily pretreated metastatic 
renal cell carcinoma (mRCC) Patients (≥1 agent targeting 
VEGF pathway) were randomized to the fully human 
IgG4 monoclonal anti-PD1 antibody nivolumab 0.3 mg/ 
kg (n=60), 2 mg/kg (n=54), or 10 mg/kg (n=54) IV 
q3w until progression or toxicity. Median PFS was 2.7, 
4.0 and 4.2 months for 0.3, 2 and 10 mg/kg, respec-

tively. ORR was approximately 20% for all dosing 
groups. Median overall survival (OS) was higher for 2 
and 10 mg/kg than for 3 mg / kg (25 months vs. 18.2 
months). Grade 3-4 AEs were ≤17% for all doses with 
low treatment discontinuation due to treatment-related 
AEs (for 0.3, 2, and 10mg/kg, 1 (2%), 6 (11%), and 4 
(7%) Patients, respectively). These results indicate that 
nivolumab may be an effective new option for mRCC.2

Result of sunitinib rechallenge in mRCC: 
results of the RESUME study
In this retrospective study, 59 mRCC patients were 
evaluated who received first-line tyrosine kinase inhibitor 
(TKI) sunitinib and were rechallenged with sunitinib 
in third- or further line with another VEGF-inhibitor or 
an mTOR-inhibitor in between. Objective response for 
first-line sunitinib was 2% CR, 52% PR, 40% SD and 6% 
PD. After rechallenge, objective response sunitinib was 
0% CR, 16% PR, 46% SD and 38% PD. Median PFS was 
7.6 months (4.4-9.7) and OS was 61.9 months (55.5-74.5). 
Based on these results, rechallenge with sunitinib in 
mRCC Patients may be possible as resistance to first-line 
sunitinib is reversible in case of adequately exposing 
the Patients to the drug. However, as this is a retro-
spective study with possible selection bias, these 
results have to be confirmed in a prospective trial.3

Possible use of BNC105P with everolimus 
in mRCC: results of the Disruptor-1 trial
BNC105P is an inhibitor of tubulin polymerization, and 
preclinical studies suggest possible synergy with the 
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mTOR inhibitor everolimus. In the phase I component 
of this study, BNC105P combined with everolimus 
proved to be well tolerated. Data on the dose regimen 
are reported in this phase I/II trial. Patients with clear 
cell mRCC, whom received 1 or 2 prior therapies in-
cluding minimum 1 VEGF-TKI, were randomized to 
BNC105P 16 mg/m² IV on days 1&8 q3w + everolimus 
10 mg/day po (arm A; n=69) or to everolimus alone (arm 
B; n=67). No difference was observed in the 6 months 
PFS rate (33% vs. 29.8% for arm A and B respectively) 
nor in PFS (4.7 vs. 4.1 months for arm A and B respec-
tively). A trend towards BNC105P benefit in PFS was 
observed in patients with liver metastates (n=26; 6.6 
vs. 2.8 months for arm A and B respectively). AEs  
recorded were related to everolimus toxicity. Although 
no significant BNC105P benefit was observed, some 
predictive biomarkers suggested clinical outcome in 
arm A. Further prospective assessment of BNC105P is 
therefore warranted.4

Influence of brain metastases on out-
come of germ cell tumors patients
Treatment and outcome of patients with brain metastases 
from germ cell tumors GCT are largely unknown due 
to a lack of data. These characteristics were evaluated 
in a large international retrospective cohorton behalf of 
the SWENOTECA and the G3 CONSORTIUM. Data 
on 523 Patients from 46 international institutions were 
collected between 1990 and 2013: 228 (44%) Patients 
with brain metastases at initial diagnosis (group A) and 
295 (56%) Patients with brain metastases at relapse 
(group B). Median follow-up after diagnosis of brain 
metastases was 7 years. In group A, PFS (6.9 vs. 3.6 

months, HR=0.60 [0.49-0.73]; p<0.0001) and OS 
(29.5 vs. 8.0 months, HR=0.50 [0.40-0.62]; p<0.0001) 
were significantly higher compared to group B. Also 
patients with multiple brain metastases had a worse OS 
compared to patients with a single brain metastasis. 
Presence of liver and/or bone metastases also negatively 
impacted survival. These data suggest that patients 
with GCT and brain metastases can be cured, especially in 
cases with brain metastases at initial diagnosis and those 
with solitary brain metastases. OS of patients with brain 
metastases at relapse and those with multiple brain metas-
tases could be improved by combination of chemotherapy, 
radiotherapy and surgery or high-dose chemotherapy.5

Impact of enzalutamide on quality of life 
in the PREVAIL trial
Previous reports of the PREVIAL phase III trial showed 
improved OS of the androgen receptor antagonist 
enzalutamide vs. placebo in metastatic castration-resis-
tant prostate cancer (mCRPC) patients. Here, results 
on skeletal related events (SREs), pain and quality of 
life (QoL) were reported. Patients were randomized to 
enzalutamide 160mg/day (n=872) or placebo (n=854). 
Baseline pain and QoL were similar between both 
arms. Overall, at least one SRE was reported in both 
enzalutamide (32%) and placebo (37%) patients. Compared 
to placebo, enzalutamide significantly reduces the risk 
of 1st SRE occurrence (HR[95%CI]: 0.72[0.61-0.84]; 
p< 0.0001), QoL deterioration during first 15 months 
of treatment (FACT-P total scores and subscores were 
significantly better, all p<0.001) and pain during first 
6 months of treatment (p< 0.001). Concluded, in addition 
to OS benefit, enzalutamide showed significant benefits 
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in SRE, QoL and pain outcome of mCRPC patients.6

Updated OS of ipilimumab in mCRPC in 
the CA184-043 study 
Ipilimumab (Ipi) is a fully human monoclonal antibody 
that blocks cytotoxic T-lymphocyte antigen-4 to aug-
ment antitumor immune responses. Updated OS (with 
survival rates up to 3 years) from the phase III trial 
CA184-043 was reported in post-docetaxel mCRPC 
patients that received radiotherapy (RT) followed by Ipi 
or placebo in. Patients were randomized to receive a 
single dose of RT to bone metastases followed by either 
Ipi (n= 399) or placebo (n= 400). Median OS was 11.2 
months for RT + Ipi compared to 10.0 months for RT 
+ placebo (HR[95%CI]: 0.84[0.72-0.98]; p= 0.03). In 
patients receiving RT + Ipi, 1-,2-, and 3-year OS rates 
were 47%, 25% and 12%, respectively, compared to 
41%, 17% and 6% for RT + placebo. RT + Ipi showed 
activity in post-docetaxel mCRPC patients. Long-term 
OS and Ipi benefit in mCRPC patients with lower dis-
ease burden (no visceral metastases) will be evaluated 
in the ongoing phase III study, CA184-095.7

Final OS results from the COU-AA-302 
study
Abiraterone acetate (AA) is a prodrug of abiraterone 
that blocks androgen biosynthesis and is approved, to-
gether with the corticosteroid drug prednisone (P), for 
the treatment of progressive mCRPC patients. Interim 
analyses of this phase III trial showed that AA + P 
significantly delayed disease progression and improved 
OS compared with P alone. Here, final OS and safety 
outcomes were reported. Patients were randomized 1:1 

to receive AA 1g + P 5mg po bid (n=544) vs. P alone 
(n=544). The median follow-up was 49.4 months with 
741 deaths observed. Compared to P alone (mOS 30.3 
months), AA + P significantly prolonged OS (mOS 34.7 
months; HR[95%CI]: 0.80[0.69-0.93]; p= 0.0027). AEs 
were more common with AA + P compared to P alone. 
Most reported grade 3-4 AEs in the AA + P group were 
hypertension (4.6%), hypokalemia (2.6%), increased 
ALT (5.9%), increased AST (3.3%) and fluid retention/
edema (1.1%). 
With a median follow-up of 4 years, COU-AA-302 
demonstrates a statistically significant OS benefit with 
AA + P in mCRPC patients with favorable safety pro-
file and is well tolerated.8

Influence of custirsen on OS in first-line 
chemotherapy in the SYNERGY trial
Clusterin is a pro-survival chaperone protein upregu-
lated in response to apoptotic stressors such as chemo-
therapy. Clusterin blocks block the production of clus-
terin by inhibiting testosterone-repressed prostate 
message-2 and thereby sensitizing cells to chemotherapy 
and resulting in tumor cell death. This randomized, 
open-label, multicenter, international phase III study 
determined the added value of clusterin (C) to docetaxel 
(D) and prednisone (P) in chemotherapy-naive mCRPC 
patients. From December 2010 to November 2012 Patients 
were randomized 1:1 to C (640 mg IV weekly after loading 
dose period) + D (75 mg/m² IV day1 q3w) + P (5 mg PO 
bid) (arm A; n=510) or D+P alone (arm B; n=512) for 
up to 10 cycles. Median number of cycles received was 8 
for arm A and 9 for arm B. mOS was similar between both 
arms: 23.4 vs. 22.2 months for arms A and B respectively 

0 3 6 9 12 15 18 21

19 19 19 17 14 9 1 0
12 9 6 6 3 2 0 0

AR-V7 Negative:
AR-V7 Positive:

1

0.8

0.6

0.4

0.2

0

O
ve

ra
ll 

S
u

rv
iv

al
 (

%
)

Time (months)
Number at Risk

Median OS [AR-V7-Negative]:
16.0 mo (95% CI, 14.2-NR)

HR 4.3 (95% CI, 1.7-10.7);
P<0.001

Median OS [AR-V7-Positive]:
7.4 mo (95% CI, 3.9-NR)

AR-V7 Negative
AR-V7 Positive
Log Rank Test, p-value: < 0.001

++++

++

+++
+

0 3 6 9 12 15 18 21

44 43 43 41 31 15 4 0
18 14 11 10 5 2 0 0

AR-V7 Negative:
AR-V7 Positive:

1

0.8

0.6

0.4

0.2

0

O
ve

ra
ll 

S
u

rv
iv

al
 (

%
)

Time (months)
Number at Risk

Median OS [AR-V7-Negative]:
>16.0 mo (95% CI, 16.0-NR)

HR 5.5 (95% CI, 2.5-12.0);
P<0.001

Median OS [AR-V7-Positive]:
9.9 mo (95% CI, 4.5-13.8)

AR-V7 Negative
AR-V7 Positive
Log Rank Test, p-value: < 0.001

+++++++++
++

++
+++++++++

++

0 3 6 9 12 15 18 21

25 24 24 24 17 6 3 0
6 5 5 4 2 0 0 0

AR-V7 Negative:
AR-V7 Positive:

1

0.8

0.6

0.4

0.2

0

O
ve

ra
ll 

S
u

rv
iv

al
 (

%
)

Time (months)
Number at Risk

Median OS [AR-V7-Negative]:
NR after 18 mo

HR 9.9 (95% CI, 2.3-41.6);
P<0.001

Median OS [AR-V7-Positive]:
11.1 mo (95% CI, 8.5-NR)

AR-V7 Negative
AR-V7 Positive
Log Rank Test, p-value: < 0.001

+++++++++++++
++

+ +

Figure 2. OS rate according to AR-V7 variant in A. mCRPC Patients treated with enzalutamide, B. mCRPC Patients 

treated with AA, and C. all mCRPC Patients.

A CB



Belgian Journal of Medical Oncology  Volume 8, Special Edition, November 2014

Congress Highlights

146

(HR[95%CI]: 0.93[0.78-1.11]; p= 0.21) as well as reponse 
to treatment. More AE-related discontinuations were ob-
served in arm A of the study (41% vs. 29%). Most common 
reported grade 3-4 AEs in arm A were neutropenia 
(43%), lymphopenia (37%), anemia (13%), fatigue (11%), 
febrile neutropenia (11%) and asthenia (7%). These data 
suggest no benefit for the addition of C to first-line doce-
taxel in chemotherapy-naive mCRPC patients. Currently 
the AFFINITY study is ongoing to determine the clinical 
benefit of second-line cabazitaxel + C in mCRPC patients 
previously treated with D + AA or enzalutamide.9

OS results from mCRPC Patients with 
AR-V7 splice variants
At ASCO 2014, it has been reported that detection of 
AR-V7 in circulating tumor cells (CTCs) from men 
with mCRPC was associated with resistance to enzalu-
tamide and AA (lower PSA response and PFS). At 
ESMO 2014, OS data from this study were presented. 
Thirty-one enzalutamide-treated and 31 AA-treated 
mCRPC patients were enrolled of which 12 (38.7%) and 
6 (19.4%) had detectable AR-V7 in pretreatment CTC 
samples, respectively. In the enzalutamide-treated group 
20 patients had died, compared to 8 patients in AA-
treated group. In the enzalutamide arm, AR-V7–positive 
Patients demonstrated inferior OS compared to AR-V7–
negative patients (HR[955CI]: 4.3[1.7-10.7]; p< 0.001) 
(Figure 2A). A similar results was found in the AA arm 
where AR-V7–negative patients achieved a higher OS 
compared to AR-V7– positive patients (HR[95%CI]: 9.9 
[2.3-41.6]; p< 0.001) (Figure 2B). This negative prog-
nostic impact of AR-V7 on OS was maintained in the 
overall population (HR[95%CI]: 5.5[2.5-12.0]; p<0.001) 
(Figure 2C). 
Based on these results, AR-V7 detection in CTCs from 
mCRPC patients is associated with resistance to enzalu-
tamide and AA, based on lower PSA response, PFS and 
OS. AR-V7 status might be used as a non-invasive bio-

marker to predict resistance to androgen receptor tar-
geting agents. However, further multicenter validation 
is needed to determine the optimal use of AR-V7 status 
as a predictive or prognostic biomarker.10
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Key messages for clinical practice

1. Revival of immunotherapy is clearly ongoing with encouraging results of immune checkpoint 
inhibitors in renal cell carcinoma and transitional cell carcinoma of the bladder.

2. The investigations with anti-CTLA-4 in prostate cancer are of interest as well.

3. Very promising is the reported biomarker potential of AR-V7 splice variants in prostate cancer. 

4. It is of utmost importance to try to apply personalized treatment.


