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DABRAFENIB-TRAMETINIB  
(TAFINLAR®-MEKINIST®)
Dabrafenib-trametinib (Tafinlar®-Mekinist®) can be re-

imbursed as adjuvant therapy for patients with completely 

resected stage III BRAFv600 mutated melanoma. The effica-

cy and safety of dabrafenib in combination with trametinib 

were studied in a phase III, multicentre, randomised, dou-

ble-blind, placebo-controlled study (COMBI-AD) in patients 

with stage III (stage IIIA with lymph node metastasis >1 mm, 

IIIB, or IIIC) cutaneous melanoma with a BRAF V600 E/K 

mutation, following complete resection. Patients were ran-

domised 1:1 to receive either combination therapy or two 

placebos for a period of twelve months. At the time of pri-

mary analysis, the median duration of follow-up (time from 

randomisation to last contact or death) was 2.83 years in the 

dabrafenib and trametinib combination arm and 2.75 years 

in the placebo arm. The study showed a statistically signifi-

cant difference for the primary outcome of relapse-free sur-

vival (RFS) between treatment arms, with a median RFS of 

16.6 months for the placebo arm and not yet reached for the 

combination arm (hazard ratio [HR]: 0.47; 95% confidence 

interval [CI]: 0.39, 0.58; p=1.53×10-14). Based on updated da-

ta with an additional ten months of follow-up compared to 

the primary analysis (minimum follow-up of 40 months), the 

RFS benefit was maintained with an estimated HR of 0.49; 

95% CI: 0.40, 0.59). Based on 153 events corresponding to a 

26% information fraction of the total target of 597 overall sur-

vival (OS) events, the estimated hazard ratio for OS was 0.57 

(95% CI: 0.42, 0.79; p=0.0006). These results did not meet 

the pre-specified boundary to claim statistical significance at 

this first OS interim analysis (HR=0.50; p=0.000019). Sur-

vival estimates at one and two years from randomisation were 

97% and 91% in the combination arm and 94% and 83% in 

the placebo arm, respectively.

LENVATINIB (LENVIMA®)
Lenvatinib (Lenvima®) can be reimbursed for patients with 

advanced hepatocellular carcinoma with an ECOG PS 0 or 

1 and a Child-PUGH A liver function who have received no 

prior systemic therapy. No more than 50% of the liver should 

be involved by tumour and there should be no clear invasion 

of van porta or biliary duct. 

The clinical efficacy and safety of lenvatinib have been evalu-

ated in an international, multicentre, open-label, randomised 

non-inferiority phase III study (REFLECT) in patients with 

unresectable hepatocellular carcinoma (HCC). Patients were 

eligible to participate if they had a liver function status of 

Child-Pugh class A and Eastern Cooperative Oncology 

Group Performance Status (ECOG PS) 0 or 1. Patients who 

had prior systemic anticancer therapy for advanced/unre-

sectable HCC or any prior anti-VEGF therapy were excluded. 

Target lesions previously treated with radiotherapy or locore-

gional therapy had to show radiographic evidence of disease 

progression. Patients with ≥50% liver occupation, clear in-

vasion into the bile duct or a main branch of the portal vein 

(Vp4) on imaging were also excluded.
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In total, 954 patients were randomised 1:1 to receive either 

lenvatinib (12 mg [baseline body weight ≥60 kg] or 8 mg 

[baseline body weight <60 kg]) given orally once daily or 

sorafenib 400 mg given orally twice daily. The primary effi-

cacy endpoint was OS. Lenvatinib was non-inferior for OS to 

sorafenib with HR = 0.92 (95% CI: 0.79, 1.06) and a median 

OS of 13.6 months vs 12.3 months.

ABEMACICLIB (VERZENIOS®)
Abemaciclib (Verzenios®) can be reimbursed for the treat-

ment of women with locally advanced or hormone-receptor 

HER2-negative metastatic breast cancer:

•  in association with a non-steroidal aromatase inhibitor in 

patients: 

 º  who received an adjuvant therapy with tamoxifen and 

who recur during or within twelve months after adju-

vant therapy or 

 º  who received an adjuvant hormonal therapy and who 

recur >12 months after the end adjuvant therapy or 

 º  symptomatic, previously untreated patients with de no-

vo metastases 

•  in association with fulvestrant in patients: 

 º  who received an adjuvant therapy with an aromatase in-

hibitor and who recur during or within twelve months 

after adjuvant therapy or 

 º  who already received a hormonal treatment for ad-

vanced or metastatic disease 

The efficacy and safety of Verzenios in combination with an 

aromatase inhibitor (anastrozole or

letrozole) was evaluated in MONARCH 3, a randomised, 

double-blind, placebo-controlled phase III study in women 

with hormone-receptor positive, HER2-negative locally ad-

vanced or metastatic breast cancer who had not received prior 

systemic therapy in this disease setting. Patients were ran-

domised in a 2:1 ratio to receive either Verzenios 150 mg or 

placebo twice daily plus a non-steroidal aromatase inhibitor. 

Progression-free survival (PFS) was significantly prolonged 

in the Verzenios plus aromatase inhibitor arm, with a HR of 

0.540 (95% CI: 0.418, 0.698); p=0.000002.  Median PFS was 

28.18 months and 14.46 months, respectively. Overall sur-

vival was not mature at the final PFS analysis. The HR was 

1.057 (95% CI: 0.683, 1.633), p=0.8017.

The efficacy and safety of Verzenios in combination with ful-

vestrant was evaluated in MONARCH 2, a randomised, dou-

ble-blind, placebo-controlled phase III study in women with 

hormone-receptor positive, HER2-negative locally advanced 

or metastatic breast cancer. Patients were randomised in a 2:1 

ratio to receive either Verzenios 150 mg or placebo twice daily 

plus fulvestrant. Median PFS was significantly prolonged in 

the Verzenios plus fulvestrant arm with a HR of 0.553 (95% 

CI: 0.449, 0.681); p<0.000001. Median PFS was 16.4 months 

and 9.3 months, respectively. Overall survival was not ma-

ture at the final PFS analysis. The HR was 0.854 (95% CI: 

0.598, 1.221); p=0.3886.

LINKS:
https://www.ema.europa.eu/en/medicines/human/EPAR/

tafinlar#product-information-section

https://www.ema.europa.eu/en/medicines/human/EPAR/

lenvima#product-information-section

https://www.ema.europa.eu/en/search/

search?search_api_views_fulltext=verzenios

PELMEG® (PEGFILGRASTIM)
Pelmeg® (prefilled syringe) is available and reimbursed in Bel-

gium since September first. This launch follows European 

Commission (EC) approval in November 2018. Pelmeg® is a 

pegfilgrastim biosimilar and is the fourth biosimilar medicine 

to be commercialised by Mundipharma. Pelmeg® is indicat-

ed for the reduction of the duration of neutropenia and the 

incidence of febrile neutropenia in adult patients treated with 

cytotoxic chemotherapy for malignancy (with the exception of 

chronic myeloid leukaemia and myelodysplastic syndromes).1 

It is administered as a subcutaneous injection once per 

chemotherapy cycle, at least 24 hours after cytotoxic 

chemotherapy.1

The approval of Pelmeg® was based on a robust regulato-

ry submission of rigorous analytical, biofunctional, preclinical 

and clinical studies to demonstrate biosimilarity in terms of 

its quality, safety and efficacy profile compared with the refer-

ence pegfilgrastim.2 As such, it is indicated in the exact same 

way as subcutaneous (pre-filled syringe) Neulasta®.3
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