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• IGF signaling and the cyclin D–CDK 4 & 6–Rb pathway are implicated in cancer progression and treatment resistance1–4

• The cyclin D–CDK 4 & 6 complex phosphorylates Rb, leading to dissociation from E2F transcription factors, which allows 

transcription of target genes responsible for progression through the G1/S cell-cycle checkpoint5

• To assess the preliminary efficacy and safety of xentuzumab and abemaciclib in patients with advanced NSCLC

• Median treatment exposure was 1.9 months (range 0.6–19.7)

Key findings and conclusions

• Xentuzumab in combination with 

abemaciclib showed preliminary efficacy 

in a dose expansion cohort of 

21 evaluable patients with NSCLC who 

had progressed on chemotherapy and an 

immune checkpoint inhibitor 

• 1 PR was reported and 10 patients had 

SD (duration ≥24 weeks in 3 patients)
• The combination had a manageable 

safety profile, with no new safety signals
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An open-label, multi-cohort, phase Ib study of xentuzumab and abemaciclib:

preliminary results from the advanced NSCLC cohort 

Patients 
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• 1 patient had PR (75% target lesion shrinkage)

– The patient was a 56-year old female, never smoker, with 

progression after platinum (first-line), pembrolizumab, and 

docetaxel + nintedanib

• 10 patients had SD (duration ≥24 weeks in 3 patients)

• Median PFS was 2.1 months (95% CI 1.2–4.4)

AE, adverse event; SAE, serious AE; TRAE, treatment-related AE

Efficacy

CI, confidence interval; SD, stable disease; NE, not evaluable

#CT165

• Activation of IGF-1R results in upregulation of 

cyclin D1 and progression through the cell cycle; 

dual inhibition of IGF and CDK 4 & 6 could lead to 

decreased cell proliferation6,7

• Xentuzumab is a humanized IgG1 mAb that binds 

with high affinity to IGF-1 and IGF-28 (Figure 1) 

• This phase Ib trial (NCT03099174) assessed the 

safety and preliminary efficacy of xentuzumab in 

combination with abemaciclib, a CDK 4 & 6 inhibitor

• In a dose-finding cohort in patients with solid tumors, 

RP2D was determined as xentuzumab 1000 mg 

weekly plus abemaciclib 150 mg Q12h;9 here, we 

report preliminary results from an expansion cohort 

in patients with advanced NSCLC

Figure 1: Xentuzumab mechanism of action
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(150 mg Q12h orally)

Key secondary and 

other endpoints

• Disease control (best overall response of CR, PR or SD [≥24 weeks] per RECIST v1.1)
• PFS

• Safety

Primary endpoint • Objective response (best overall response of CR or PR per RECIST v1.1)

CDK, cyclin-dependent kinase; IGF, insulin-like growth factor; 

IGF-1R, IGF type 1 receptor; IR-A/B, insulin receptor isoform A/B; 

mAb, monoclonal antibody; NSCLC, non-small cell lung cancer; Q12h, every 12 hours; Rb, retinoblastoma protein; RP2D, recommended phase 2 dose

• Additional content can be accessed via the QR code 

CR, complete response; PFS, progression-free survival; PR, partial response; RECIST, Response Evaluation Criteria In Solid Tumors; SD, stable disease

• 26 patients were treated; 1 patient remains on treatment at time of analysis (March 2020*)

N (%)
All grade

(N=26)

Grade ≥3
(N=26)

Any AE 26 (100) 21 (80.8)

Any TRAE 24 (92.3) 15 (57.7)

Most common TRAEs (≥20% incidence)
Diarrhea 15 (57.7) 1 (3.8)

Nausea 11 (42.3) 0

Platelet count decreased 8 (30.8) 1 (3.8)

Thrombocytopenia 7 (26.9) 4 (15.3)

Anemia 7 (26.9) 1 (3.8)

Blood creatinine increased 7 (26.9) 0

Decreased appetite 7 (26.9) 0

Neutropenia 7 (26.9) 3 (11.5)

Vomiting 6 (23.1) 0

White blood cell count decreased 6 (23.1) 1 (3.8)

• No AEs of hyperglycemia or blood glucose increased were reported 

• SAEs were reported in 13 patients; 2 patients had fatal SAEs (disease progression and pulmonary embolism; neither were 

deemed treatment-related)

• The xentuzumab dose was reduced in 1 patient (due to thrombocytopenia/lymphocyte count decreased) and the abemaciclib 

dose was reduced in 7 patients (most commonly due to diarrhea [3 patients])

• 4 patients had AEs leading to discontinuation of xentuzumab and 7 had AEs leading to discontinuation of abemaciclib

*Updated snapshot from abstract; †All patients had received prior platinum-based chemotherapy; CPI, checkpoint inhibitor
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