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• Chemotherapy regimens that offer robust efficacy while preserving patient quality of life are needed for 

patients with MBC 

• Tesetaxel is a novel, oral taxane with Q3W dosing

• Tesetaxel demonstrated encouraging monotherapy activity in a Phase 2 trial in patients with HR positive, 

HER2 negative MBCa

– Confirmed objective response rate (ORR) = 45%

• Based on 211 patients treated with tesetaxel at 27 mg/m2 Q3Wb

– Grade ≥3 neuropathy = 3%

– Grade 2 alopecia = 5%

– No hypersensitivity reactions

• We present results of the protocol-specified primary analysis of CONTESSA, a Phase 3 study of 

tesetaxel plus a reduced dose of capecitabine vs. capecitabine alone in patients with HR positive, HER2 

negative MBC who have previously received a taxane

3

Background and Rationale 

a Seidman et al, 2018 ASCO Annual Meeting
b As monotherapy (N=180) or in combination with capecitabine at 1,750–2,500 mg/m2 (N=31)
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Chemical and Pharmacologic Properties

of Paclitaxel, Docetaxel and Tesetaxel

Molecule Paclitaxel Docetaxel Tesetaxel

Structure

Substantially effluxed 

by P-gp pump* Yes Yes No

Oral bioavailability in 

preclinical studies
8%a 18%b 56%

Solubility (µg/mL)c 0.3d 0.5e 41,600

Terminal plasma

half-life in humans (t1/2)
0.5 daysf 0.5 daysg 8 daysh

Taxane

core

Nitrogen-

containing 

functional 

groups

Taxane

core

Taxane

core

a Shanmugam et al, Drug Development and Industrial Pharmacy 2015;41(11):1864-1876
b McEntee et al, Veterinary and Comparative Oncology 2003;1(2):105-112
c At pH conditions similar to gastric fluid
d Montaseri, Taxol: Solubility, Stability and Bioavailability 1997

e Bharate et al, Bioorganic & Medicinal Chemistry Letters 2015;25(7):1561-1567 
f Tan et al, British Journal of Cancer 2014;110(11):2647-54
g Taxotere (docetaxel) FDA prescribing information
h Lang et al, 2012 ASCO Annual Meeting, Journal of Clinical Oncology 2012;20(15 supp):2555

* The P-glycoprotein (P-gp) efflux pump mediates gastric absorption as well as chemotherapy resistance
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Tesetaxel Dosing and Administration

Tesetaxel GI50

0.6 ng/mLa,b

Paclitaxel GI50

7.5 ng/mLa,b

d Pharmacokinetic data from Studies 927A-PRT001, 927E-PRT003, 927E-PRT005, 927A-PRT006, and 927E-PRT007
e National Comprehensive Cancer Network (NCCN), Clinical Practice Guidelines in Oncology 2020
f Corticosteroid + antihistamine + H2 antagonist as per prescribing label

Paclitaxel 

80 mg/m2 Q3/4Wc

Tesetaxel

27 mg/m2 Q3Wd

Paclitaxele Tesetaxel

Route Intravenous Oral

Frequency
Once every

7 days

Once every

21 days

Dose 80 mg/m2 27 mg/m2

(2-5 capsules)

Anti-allergy

Premedication
Yesf No

a Shionoya et al, Cancer Science 2003;94(5):459-66
b Trock et al, Journal of the NCI 1997;89(13):917-31
c Tan et al, British Journal of Cancer 2014;110(11):2647-54

GI50=concentration of drug required to inhibit growth by 50%; Q3/4W=once per week for 3 of 4 weeks; Q3W=once every 3 weeks
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Study Design

• HR positive, HER2 negative MBC

• 0-1 prior chemotherapy regimens for MBC

• Prior taxane in the neoadjuvant or 

adjuvant setting required

− No restriction on disease-free interval (DFI)

• Any number of prior endocrine therapies

• Any number of prior approved targeted 

therapies (e.g., CDK 4/6 inhibitors, 

everolimus)

• Measurable disease per RECIST 1.1 or 

bone-only disease with lytic component

Capecitabine

2,500 mg/m2 PO
(1,250 mg/m2 BID) 

Evening Day 1 to Morning Day 15

of a 21-day cycle

Tesetaxel

27 mg/m2 PO
Day 1 of a 21-day cycle

Capecitabine

1,650 mg/m2 PO
(825 mg/m2 BID) 

Evening Day 1 to Morning Day 15

of a 21-day cycle

+

Treat until progressive disease or unacceptable toxicity

Multinational, Multicenter, Randomized

PO=oral dosing; BID=twice per day

Key Eligibility Criteria
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Statistical Considerations

• Primary endpoint

– Progression-free survival (PFS) as assessed by the Independent Radiologic Review 

Committee (IRC)

– 90% power to detect a hazard ratio of 0.71 (median PFS difference of 2.5 months) by 

stratified log-rank test based on an expected 347 events

• Secondary endpoints

– Overall survival (OS)

– ORR as assessed by IRCa

– Disease control rate (DCR) [ORR or stable disease of ≥24 weeks] as assessed by IRCa

• Stratified by the presence of visceral disease, geographic region and number of 

prior chemotherapy regimens for advanced disease

• Median follow-up = 13.9 months
a In patients with measurable disease
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Baseline Characteristics

Baseline Characteristic
Tesetaxel plus Capecitabine

(N=343)

Capecitabine Alone

(N=342)

Median age, years (min, max) 56 (23, 85) 57 (29, 84)

Median time from initial diagnosis, years (min, max) 5.1 (0.9, 24.6) 5.2 (0.8, 24.0)

ECOG status, 0 / 1 / 2+ 54% / 44% / 2% 59% / 39% / 2% 

North America / Europe / Asia-Pacific 45% / 37% / 18% 45% / 38% / 17%

Prior therapy (neo/adjuvant or metastatic setting) 

Taxane 100% 99%

Anthracycline 84% 88%

Alkylator 93% 92%

Endocrine therapy 93% 90%

CDK 4/6 inhibitor 49% 51%

No. of prior chemo regimens for MBC, 0 / 1 92% / 8% 94% / 6%

DFI following prior taxane <24 months 33% 32%

Visceral disease 80% 78%

Common sites of disease

Bone 70% 68%

Liver 60% 55%

Lung 38% 34%
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PFS as Assessed by IRC

Tesetaxel plus 

Capecitabine 

(N=343)

Capecitabine 

Alone

(N=342)

Events 155 169

Median 

Months 

(95% CI)

9.8 

(8.4 – 12.0)

6.9

(5.6 – 8.3)

2.9-Month Improvement

Hazard 

Ratio

(95% CI)

0.716

(0.573 – 0.895)

P-value 0.003

CI=confidence interval
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PFS as Assessed by IRC by Protocol-Specified 

Subgroups
Characteristics (N)

Overall Treatment Group

All (685)

Age (years)

<65 (531)

≥65 (154)

Baseline ECOG

0 (387)

≥1 (297)

DFI Following Prior Taxane

<24 months (226)

≥24 months (459)

Prior CDK 4/6 Inhibitor

No (345)

Yes (340)

Visceral or CNS Disease

No (145)

Yes (540)

Geographic Region

North America/Western Europe (456)

ROW (229)

Hazard Ratio (95% CI)

0.72 (0.57 – 0.90)

0.69 (0.53 – 0.88)

0.72 (0.43 – 1.21)

0.62 (0.46 – 0.84)

0.80 (0.58 – 1.12)

0.70 (0.48 – 1.02)

0.69 (0.52 – 0.91)

0.67 (0.49 – 0.92)

0.76 (0.55 – 1.04)

0.87 (0.48 – 1.57)

0.70 (0.55 – 0.89)

0.72 (0.54 – 0.94)

0.71 (0.48 – 1.04)

P-value

0.003

0.003

0.217

0.002

0.197

0.063

0.009

0.013

0.086

0.641

0.004

0.017

0.079
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Tesetaxel plus
Capecitabine

(n=274)

Capecitabine
Alone

(n=283)

11

Secondary Endpoints

57%

41%

p = 0.0002

ORR as Assessed by IRCa

• OS data are immature; protocol-specified final analysis of OS is expected in 2022

Tesetaxel plus
Capecitabine

(n=274)

Capecitabine
Alone

(n=283)

p < 0.0001

50%

67%

24-Week DCR as Assessed by IRCa

a In patients with measurable disease 24-week DCR=ORR or stable disease of ≥24 weeks
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*Grade 2 alopecia (tesetaxel plus capecitabine vs. capecitabine alone): 8.0% vs. 0.3%
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All Grade Treatment-Emergent Adverse Events (TEAEs) 

That Occurred in ≥20% of Patients in Either Arm

System Organ

Class
TEAE

Tesetaxel plus 

Capecitabine

(N=337) (%)

Capecitabine Alone

(N=337) (%)

Hematologic

Neutropenia 76.9 22.6

Anemia 29.7 19.0

Thrombocytopenia 20.5 6.2

Gastrointestinal

Nausea 62.6 42.7

Diarrhea 61.1 46.9

Constipation 33.2 15.1

Vomiting 30.6 19.9

Abdominal pain 21.7 17.2

Stomatitis 20.5 29.1

Other

Hand-foot syndrome 50.7 66.2

Neuropathy 48.1 13.6

Fatigue 47.8 34.4

Decreased appetite 28.8 19.3

Alopecia* 28.2 2.4

Hypokalemia 20.5 6.8

Note: Safety population includes 674 patients who were randomized and received study drug
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No treatment-related hypersensitivity reactions
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Grade ≥3 TEAEs That Occurred in ≥5% of Patients in 

Either Arm

Note: Safety population includes 674 patients who were randomized and received study drug

System Organ 

Class
TEAE

Tesetaxel plus 

Capecitabine

(N=337) (%)

Capecitabine Alone

(N=337) (%)

Grade 3 Grade 4 Grade 3 Grade 4

Hematologic

Neutropenia 32.6 38.3 7.4 0.9

Febrile neutropenia 10.4 2.7 0.3 0.9

Anemia 8.0 0.0 2.4 0.0

Leukopenia 6.8 3.0 0.6 0.3

Gastrointestinal
Diarrhea 12.5 0.6 8.9 0.0

Nausea 6.2 0.0 2.1 0.0

Other

Fatigue 8.6 0.0 4.5 0.0

Hypokalemia 8.0 0.6 2.7 0.0

Hand-foot syndrome 6.8 0.0 12.2 0.0

Neuropathya 5.3 0.6 0.9 0.0

a Pooled term includes: paraesthesia, peripheral sensory neuropathy, polyneuropathy, neuropathy peripheral and peripheral motor neuropathy for all tables
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AEs Resulting in Treatment Discontinuation in ≥1% of 

Patients in Either Arm

Tesetaxel plus Capecitabine

(N=337)

(%)

Capecitabine Alone

(N=337)

(%)

Neutropenia or febrile neutropenia 4.2 1.5

Neuropathy 3.6 0.3

Sepsis or septic shock 1.8 0.6

Diarrhea 0.9 1.5

Hand-foot syndrome 0.6 2.1

Patients discontinuing treatment

due to any AEa 23.1 11.9

Note: Patients may have discontinued treatment for multiple adverse events. One patient discontinued treatment for both febrile neutropenia and sepsis in the 

tesetaxel plus capecitabine arm and one patient discontinued treatment for both diarrhea and febrile neutropenia in the capecitabine alone arm.

Note: Safety population includes 674 patients who were randomized and received study drug

a Includes 1.8% (6 patients) treatment-related deaths (5 sepsis, 1 cardiorespiratory arrest) in the tesetaxel plus 

capecitabine arm and 0.9% (3 patients) treatment-related deaths (2 septic shock, 1 colitis) in the capecitabine alone arm
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Cycle

Tesetaxel (Combination Arm) Capecitabine (Combination Arm) Capecitabine (Monotherapy Arm)

Relative Delivered Dose Intensity
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Tesetaxel

(Combination Arm)

Capecitabine

(Combination Arm)

Capecitabine

(Monotherapy Arm)

Patients with dose reductions 76% 58% 61%

Primary reason for dose reduction Neutropenia Neutropenia Hand-foot syndrome

Patients receiving G-CSFa 58% (Median = 2 cycles) 6%

Relative delivered dose intensity cycles 1-12 81% 79% 76%

a G-CSF allowed only after occurrence of Grade ≥3 neutropenia or febrile neutropenia and only on capecitabine off days



This presentation is the intellectual property of the authors/presenter. Contact them at joyce.oshaughnessy@usoncology.com for permission to reprint and/or distribute.

San Antonio Breast Cancer Symposium®, December 8 – 11, 2020

• The all-oral regimen of tesetaxel plus a reduced dose of capecitabine significantly 

improved PFS vs. capecitabine alone

– Median PFS was 9.8 months vs. 6.9 months, an improvement of 2.9 months

– HR=0.716; p=0.003

• Neutropenia was the most frequent grade ≥3 TEAE

– Generally manageable, primarily with dose reductions and G-CSF as needed

– Treatment discontinuation due to neutropenia or febrile neutropenia was 4.2% for 

tesetaxel plus capecitabine vs. 1.5% for capecitabine alone

• Rates of grade ≥3 neuropathy (5.9%) and grade 2 alopecia (8.0%) were low

• Tesetaxel plus a reduced dose of capecitabine is a potential new treatment option 

for patients with HR positive, HER2 negative MBC 

16

Conclusions
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