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Drug resistance is a major problem in cancer therapy. The combination of drugs 

targeting simultaneously multiple critical sites of the signaling networks 

controlling growth and survival of cancer cells is necessary to achieve long-

lasting responses (1, 2). 
  

The members of the Inhibitor of Apoptosis Protein (IAP) family are key negative 

regulators of programmed cell death. Their frequent overexpression in most 

cancer types contributes to tumor cell survival and resistance to cancer therapy 

making IAPs attractive therapeutic targets (3). 
  

The oral monovalent SMAC mimetic Debio 1143 (a.k.a. SM406 and AT406) 

functions as an antagonist of multiple IAPs thus facilitating cell death via both 

the intrinsic and extrinsic apoptosis pathways by interfering with X-linked IAP 

(XIAP) and cellular IAP1 and 2 (cIAP1/2), respectively. 
  

Preclinical results show that Debio 1143 exhibits anti-tumoral activity as a single 

agent and potentiates chemo and radiation effects in SCCHN models [1]. 
 

Debio1143 monotherapy was well tolerated in cancer patients up to 900 mg OD, 

resulted in rapid and sustained cIAP1 suppression in patient peripheral blood 

mononuclear cells and in skin biopsies, and achieved exposures that were 

previously shown to be active in animal models [2]. 

  Debio 1143 is a monovalent SMAC mimetic targeting IAPs to induce  

  apoptosis 

Fig. 1. Mechanism of action of Debio 1143. Debio 1143 facilitates cell death via both intrinsic and extrinsic apoptosis 

pathways by interfering with XIAP and c-IAP1/2, respectively.  

Study scheme 

Primary objectives: 

• To determine the maximum tolerated dose (MTD) of Debio1143 in combination with concurrent CRT in patients with LA-SCCHN.  

 

Secondary objectives:  

• To assess the safety profile of Debio1143 in combination with concurrent CRT. 

• To evaluate the anti-tumor activity of the recommended dose of Debio1143 in combination with concurrent CRT in the study population. 

• To explore the PK of Debio1143 and cisplatin when administered in combination with radiation therapy, and explore the potential for drug-

drug interactions of Debio1143 in combination with cisplatin. 

• To explore pharmacodynamic biomarkers of Debio1143 activity in combination with concurrent CRT. 

• To explore pharmacogenomic, and tumor pharmacogenetic factors. 

• To explore PK/PD, PK/efficacy, PK/safety PD/efficacy and PD/safety relationships and pharmacogenetic factors that may affect 

Debio1143 PK. 

 

Phase I Dose Escalation 

• Adaptive dose-escalation design using a modified  

     Continual Reassessment Method (mCRM) 

• Starting dose = 100 mg/day over 14 days every 21 days 

Definition of DLT 

• Grade 4 neutropenia that is uncomplicated (not 

associated with fever > 38.5C lasting ≥7 days). 

• Grade 3 or 4 neutropenia concomitant with fever 

>38.5ºC or Grade ≥ 3 infection. 

• Thrombocytopenia < 25,000/μL lasting ≥ 5 days or 

<50,000/μl with bleeding or requiring platelets 

transfusion. 

• Grade ≥3 non-hematologic toxicity (except untreated  

     nausea, untreated vomiting, or untreated diarrhea),  

• Non-hematological grade 3 and 4 toxicity nausea, 

vomiting and diarrhea will be considered DLTs only if 

they persist  despite optimal symptomatic therapy.  

• Positioning a feeding tube will not be considered as a 

DLT. 

• Cisplatin and/or Debio1143 treatment delay > 2 weeks 

for related adverse event occurring during the DLT 

period 

• Grade 2 or higher decrease in cardiac left ventricular 

function, 

• Grade 2 or higher worsening of renal function as 

measured by serum creatinine, and/or creatinine 

clearance <45 mL/min. Grade 4 skin or mucosal 

reactions  

• Any other life-threatening toxicity. 

• Grade 3 skin reactions and Grade 3 mucositis will not 

be considered as a DLT 

Phase II (randomized, double-blind at RD) – n = 94 

Primary Endpoint 

Proportion of patients achieving LRC @ 18 months from the end of CRT. 

Secondary Endpoints 

• CRR @ 6 months from the end of CRT;  

• BORR, DCR and Response Rate after 10 weeks and 6 months from 

the end of CRT; 
• Locoregional control @ 6 months and 1 year from the initiation of 

CRT;  

• PFS @ 1 year and 2 years; 

• Distant relapse @ 6 months, 1 year and 18 months from the end of 

CRT;  

• Disease specific survival @ 1 year and 2 years; 

• OS rate @ 1 year and 2 years; 

• Change in vital signs and ECOG PS; 

• Incidence and severity of AEs according to NCI-CTCAE toxicity 

criteria; 

• Incidence of laboratory abnormalities according to NCI-CTCAE 

criteria; 

• Incidence of treatment discontinuations due to AEs and SAEs; 

• Incidence of late toxicity (as dysphagia, chronic swallowing 

dysfunction, speech problems, cervical fibrosis) @ 1 year and 2 years 

Recruitment started in September 2013 and it is in 

progress. 

 

 

 

ClinicalTrials.gov identifier: NCT02022098 

#TPS6097^ 

http://www.debiopharm.com/
mailto:Norbert.Wiedemann@debiopharm.com
http://www.debiopharm.com/medias/publications

