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Substance: 

selpercatinib 

 

Brand Name: 

Retsevmo 

 

Originator/license: Eli 

Lilly Nederland B.V. 

 

Classification: NI 

 

ATC code:  

L01EX22 

 

Orphan Status: 

Eu: No 

Us: - 

 

Mechanism of action: 

Selpercatinib is a 

kinase inhibitor with 

enhanced specificity 

for RTKs over other 

RTK classes. Enhanced 

RET oncogene 

expression is a 

hallmark of many 

cancers. Although 

multikinase inhibitors 

have shown efficacy in 

RET-driven cancers, 

their lack of specificity 

is generally associated 

with substantial 

toxicity [1].  

Authorized Indication:  

EMA: selpercatinib as monotherapy 

is indicated for the treatment of 

adults with advanced RET fusion 

positive NSCLC not previously 

treated with a RET inhibitor [2]. 

 

Route of administration: OS 

 

Licensing status 

EU CHMP P.O. date: 22/04/2022 

FDA M.A. date: - 

 

EU Speed Approval Pathway: No 

FDA Speed Approval Pathway: - 

----- 
ABBREVIATIONS: 
AEs: Adverse events 

ALT/AST 

BID: Bis in Die 

CHMP: Committee for Medicinal Product 

for Human Use 

CI: Confidence Interval 

MA: Marketing Authorization 

MTC: Medullary thyroid cancer 

NSCLC: Non Small Cell Lung Cancer 

ORR: Objective Response Rate  

OS: Oral Administration 

PO: Positive Opinion 

Pts: patients 

RET: REarranged during Transfection 

RTK: RET tyrosine kinase receptors 

TRAEs: treatment-related adverse 

events 

Vs.: versus 

 

Summary of clinical EFFICACY: 

LIBRETTO-001 (LOXO-RET-17001) (NCT03157128)-updates: open-label, multi-

center Phase 1/2 study of selpercatinib administered orally to participants with 

advanced solid tumors, including RET fusion-positive solid tumors, MTC, and 

other tumors with RET activation. Eligible pts (n=355) received 160 mg of 

selpercatinib BID. 247/355 were previously treated with at least one line of 

platinum chemotherapy and 69/355 were treatment-naïve. The primary endpoint 

was ORR.  

Among 247 pts, the confirmed ORR was 61.1% (95% CI: 54.7-67.2%) and among 

69 treatment-naïve pts, the confirmed ORR was 84.1% (95% CI: 73.3-91.8%)  [3]. 

 

Summary of clinical SAFETY: 

Safety among pts in this trial was consistent with the known safety profile of the 

drug. In the safety population (n=356), the most common AEs (AEs in ≥25% of 

pts) were dry mouth, diarrhea, hypertension, increased ALT/AST, peripheral 

edema, constipation, rash, headache, and fatigue. Thirty-four patients 

discontinued due to an AE (10%), eleven (3%) of which were deemed related to 

selpercatinib [3].  
 

Ongoing studies: 

● For the same indication: Yes 

● For other indications: Yes 

Discontinued studies (for the same indication): No 
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Cost of therapy: 

The cost for four capsules of selpercatinib 80 mg administered daily for 28 days is 15,798.83 

€*[4]. 

*Retail price + VAT 

 

Epidemiology: 

RET fusions occur in a variety of malignancies, including 1%–2% of NSCLC worldwide [6]. 

During 2020, about 41,000 new cases of lung cancer were estimated in Italy (27.550 in men 

and 13.300 in women). NSCLC accounts for 80%-90% of lung cancers [5]. 

 

POSSIBLE PLACE IN THERAPY 

There are currently no therapies recommended specifically for the treatment of RET fusion 

positive NSCLC. Treatment of advanced stage (III and IV) NSCLC include: 

Untreated disease:  

•PD-L1 ≥50%: Pembrolizumab. 

•Non-squamous NSCLC (PD-L1 <50%): Atezolizumab plus bevacizumab, carboplatin and 

paclitaxel/Chemotherapy (docetaxel, gemcitabine, paclitaxel or vinorelbine) in combination 

with carboplatin or cisplatin. 

•Adenocarcinoma or large-cell carcinoma (PD-L1 <50%): Pemetrexed in combination with 

carboplatin or cisplatin. 

•Squamous NSCLC (PD-L1<50%): Chemotherapy (gemcitabine or vinorelbine) in combination 

with carboplatin or cisplatin. 

After previous chemotherapy treatments: 

•Non-squamous NSCLC: Platinum doublet/Pemetrexed with carboplatin/Docetaxel, with or 

without nintedanib/Atezolizumab with bevacizumab, carboplatin and paclitaxel (if PD-L1 

<50%). 

•Squamous NSCLC (PD-L1 <50%): Atezolizumab/Nivolumab/Pembrolizumab/ Docetaxel 

•Squamous NSCLC (PD-L1 >50%): Gemcitabine with carboplatin or cisplatin/Vinorelbine with 

carboplatin or cisplatin/Docetaxel [6]. 

 

OTHER INDICATIONS IN DEVELOPMENT: Yes (MTC, Hematopoietic and Lymphoid Cell 

Neoplasm) [7]. 

 

SAME INDICATION IN EARLIER LINE(S) OF TREATMENT: No. 

 

OTHER DRUGS IN DEVELOPMENT for the SAME INDICATION: Cabozantinib, Ponatinib, 

Vandetanib, TAS0953/HM06, Lenvatinib, RXDX-105 [7]. 

 

*Service reorganization Y/N: Yes 

*Possible off label use Y/N: No 

 


