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Item 8.01 Other Events.
 
On November 8, 2019, Corvus Pharmaceuticals, Inc. (“Corvus” or the “Company”) announced updated results from the first two arms of its Phase 1/1b trial evaluating CPI-006 as a single agent and in combination with ciforadenant. The
updated data includes data from 24 patients who received CPI-006 given intravenously as monotherapy (at doses of 1, 3, 6, 12, 18 or 24 mg/kg every 21 days) and 16 patients who received the combination treatment of CPI-006 (1, 3, 6, 12
or 18 mg/kg every 21 days) plus a fixed dose of ciforadenant (100 mg twice daily). These patients had advanced, refractory disease (12 had colorectal cancer, six had renal cell cancer, six had pancreatic cancer, six had prostate cancer, five
had head and neck cancer, three had non-small cell lung cancer, one had bladder cancer and one had sarcoma), and had failed a median of four prior therapies. The key highlights from the updated CPI-006 clinical results include:
 

• Pharmacokinetic studies showed a dose-dependent increase in CPI-006 plasma exposure, with doses of 6 mg/kg and higher producing sustained plasma levels of CPI-006 and doses of 12 mg/kg and higher achieving complete and
sustained occupancy of CD73 on peripheral blood lymphocytes.

• Biopsies revealed penetration of CPI-006 and complete occupancy of CD73 in tumors at doses of 18 mg/kg, which is the selected dose for continued expansion of the study. 
• In vitro results revealed that CPI-006 induced B-cell differentiation into both plasmablasts and memory B-cells, promoted secretion of immunoglobulin M (IgM), and class switching of the IgM to produce immunoglobulin G (IgG). 
• In vivo results demonstrated that treatment with CPI-006 produced changes in blood B-cell and T-cell levels, highlighted by a reduction in circulating B-cells within 30 minutes of treatment, with a partial return by 21 days, and with

returning B-cell levels heavily enriched with memory B-cells. These changes are consistent with the in vitro findings that suggest that CPI-006 induces a humoral adaptive immune response.
• A specific analysis of the B-cell receptor repertoire (the range of B-cell receptors expressed by the total B-cell population) revealed that several patients exhibited the induction of new memory B-cell clones in blood following

treatment with CPI-006, with clonal frequencies as high as 1%, supporting a very strong antibody immune response comparable or exceeding that seen when patients receive vaccinations. These findings are consistent with antigen
driven clonal expansion of B-cells.

• In evaluable patients receiving 6 mg/kg and higher in the protocol defined, pre-specified disease specific cohorts, tumor regression was seen in four of nine patients: mCRPC (one of two patients; reduction of 18.2%), RCC (two of
five patients; reduction of 7.0%, 21.3%) and NSCLC (one of two patients; reduction of 5.8%).

• A patient with metastatic prostate cancer that had previously failed multiple anti-androgen therapies and chemotherapy received over 19 cycles (a cycle equals 21 days) of CPI-006 monotherapy at a dose of 6 mg/kg and showed
reduction in tumor volume and a reduction in bone pain.

• CPI-006 was well tolerated at all dose levels, with no dose-limiting toxicities. Grade 1 infusion reactions were detected (N=3 patients) and mitigated with premedication with acetaminophen and antihistamine. Grade 3 or 4 toxicities
included a grade 3 anemia (N=1) and a grade 3/4 diarrhea (N=1).

 
The Company also announced updated data on the Adenosine Gene Signature. The key highlights from the updated data include:
 

• The Adenosine Gene Signature was examined in 32 patients with advanced refractory renal cell cancer, including 21 that were positive for this biomarker and 11 that were negative for this biomarker. In patients with a positive
biomarker result, 17% had a partial response (PR) and many had tumor regression that did not meet the response evaluation criteria in solid tumors (RECIST) for PR. In patients with a negative biomarker result, there were no
responses. In the 21 patients in the Adenosine Gene Signature positive group, 9 patients had tumor regression; 4 patients had no change in tumor size and 8 patients had tumor progression as best response; no patients in the
negative group showed tumor reduction. There was a statistically significant correlation of the Adenosine Gene Signature with tumor response, p=0.008.

• A positive Adenosine Gene Signature was also associated with duration of response. Six of 21 patients had progression free survival (PFS) exceeding 40 weeks, with a plateau on the curve, and all of these patients were Adenosine
Gene Signature positive, including four patients who had failed prior therapies with anti PD(L)-1.

• CPI-006 blocks CD73 enzymatic activity and prevents conversion of adenosine monophosphate (AMP) to adenosine leading to an elevation of AMP levels.
• AMP induces gene expression changes nearly identical to the Adenosine Gene Signature due to its ability to bind to and activate the adenosine A2A receptor, producing similar effects to that of adenosine binding to the A2A

receptor.
• CD73 antagonists preserve AMP and thereby amplify the AMP gene expression signature.

 

 



 
• Ciforadenant (which has been shown to inhibit adenosine binding to A2A receptor) blocks both AMP and adenosine induced gene expression changes.
• This suggests that use of CPI-006 (which has been shown to inhibit adenosine production) in combination with ciforadenant could be a more effective way to block the immunosuppressive effects of A2A receptor signaling.

 
Item 7.01 Regulation FD Disclosure.

 
On November 8, 2019, the updated results from the CPI-006 trial discussed above were presented in an oral session at the Society for Immunotherapy of Cancer (SITC) Annual Meeting in National Harbor, Maryland by Jason J.

Luke, M.D., principal investigator of the trial and Director of the Cancer Immunotherapeutics Center at UPMC Hillman Cancer Center and Associate Professor of Medicine at the University of Pittsburgh School of Medicine. A copy of the
presentation is furnished as Exhibit 99.1 to this Current Report and is incorporated herein by reference.

 
On November 8, 2019, the updated data on the Adenosine Gene Signature discussed above were presented in a poster session by Stephen Willingham, Ph.D., Corvus Senior Scientist. A copy of the poster is furnished as Exhibit

99.2 to this Current Report and is incorporated herein by reference.
 
The information in this Item 7.01 of this Current Report on Form 8-K (including Exhibits 99.1 and 99.2) shall not be deemed “filed” for purposes of Section 18 of the Securities Act of 1934, as amended (the “Exchange Act”), or

otherwise subject to the liabilities of that Section, or incorporated by reference in any filing under the Securities Act of 1933, as amended, or the Exchange Act, except as shall be expressly set forth by specific reference in such filing.
 

Forward-Looking Statements
 
To the extent that statements contained herein or in the presentations attached hereto as Exhibits 99.1 and 99.2 are not descriptions of historical facts regarding Corvus, they are forward-looking statements reflecting the current beliefs and
expectations of management made pursuant to the safe harbor provisions of the Private Securities Litigation Reform Act of 1995, including statements related to the potential safety and efficacy of CPI-006 and ciforadenant (CPI-444), the
Company’s ability to develop and advance product candidates into and successfully complete preclinical studies and clinical trials, including the Company’s Phase 1/1b clinical trial of CPI-006, the utility of biomarker data collected and
the suitability of dosing regimen selected for clinical trials and the potential utility of the Adenosine Gene Signature to identify patients that are most likely to respond to therapies targeting the adenosine pathway. Such forward-looking
statements involve substantial risks and uncertainties that could cause the Company’s clinical development programs, future results, performance, or achievements to differ significantly from those expressed or implied by the forward-
looking statements. For a description of the risks and uncertainties that could cause actual results to differ from those expressed in these forward-looking statements, as well as risks relating to the business of the Company in general, see
Corvus’ reports filed with the Securities and Exchange Commission (“SEC”), including its Quarterly Report on Form 10-Q for the quarter ended September 30, 2019, filed with the SEC on October 29, 2019, as well as other documents that
may be filed by the Company from time to time with the SEC.

 
Item 9.01 Financial Statements and Exhibits.
 

Exhibit No.  Description
99.1

 
Presentation by Jason J. Luke, M.D., principal investigator of the trial and Director of the Cancer Immunotherapeutics Center at UPMC Hillman Cancer Center and Associate Professor of Medicine at the University of
Pittsburg School of Medicine.

   
99.2  Poster presented by Stephen Willingham, Ph.D., Corvus Senior Scientist.
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Immunobiology and Clinical Activity of CPI - 006, an Anti - CD73 Antibody with Immunomodulating Properties in a Phase 1/1b Trial in Advanced Cancers Luke JJ, Merchan J, Harshman LC, Marron T, Powderly J, Barve M, LoRusso P, Johnson M, Hotson A, Gittelman R, Munneke B, Buggy J, Willingham S, Piccione E, Mobasher M, Miller R

 



Disclosures Jason J. Luke : University of Pittsburgh Medical Center, Pittsburgh The following relationships exist related to this presentation: • Data and Safety Monitoring Board: TTC Oncology • Scientific Advisory Board: 7 Hills, Actym , Alphamab Oncology, Mavu , Pyxis, Springbank , Tempest • Consultancy : Abbvie , Akrevia , Array, Astellas, AstraZeneca, Bayer, Bristol - Myers Squibb, Compugen , EMD Serono, Ideaya , Immunocore , Incyte, Janssen, Leap, Merck, Mersana , Novartis, RefleXion , Silicon, Vividion • Research Support: (all to institution for clinical trials unless noted) AbbVie, Agios (IIT), Array (IIT), Astellas, Boston Biomedical, Bristol - Myers Squibb, CheckMate (SRA), Compugen , Corvus, EMD Serono, Evelo (SRA), Five Prime, FLX Bio, Genentech, Immatics , Immunocore , Incyte, Leap, MedImmune , Macrogenics , Necktar , Novartis, Palleon (SRA), Merck, Springbank , Tesaro , Tizona , Xencor • Travel : Akrevia , AstraZeneca, Bayer, Bristol - Myers Squibb, EMD Serono, Immunocore , Incyte, Janssen, Merck, Mersana , Novartis, RefleXion • Patents : (both provisional) Serial #15/612,657 (Cancer Immunotherapy), PCT/US18/36052 (Microbiome Biomarkers for Anti - PD - 1/PD - L1 Responsiveness: Diagnostic, Prognostic and Therapeutic Uses Thereof) Corvus Pharmaceutical Inc. is the sponsor of this study.

 



AMP Adenosine CD73 CD73 CD73 CD73 Activation Dendritic Macrophage B Cell MHC TCR Ligand? CPI - 006 mimics ligand (agonist) APCs A2AR CPI - 006 Ciforadenant T cell • CD73 is an ectoenzyme present on many tissues including subsets of T and B cells – Converts AMP to adenosine – Functions in lymphocyte adhesion, migration and activation 1 • CPI - 006 is a humanized IgG1 Fc γ receptor deficient anti - CD73 with unique properties 2 – Blocks catalytic activity – Has agonistic immunomodulatory activity on CD73 positive cells that are adenosine independent – Increases expression of CD69, HLA - DR, etc. on APC • Early results from Ph1 dose escalation trial demonstrate lymphocyte activation and effects on trafficking 2 • Ciforadenant (CPI - 444) is an adenosine 2A receptor (A2AR) antagonist with reported anti - tumor activity in mCRPC, RCC and NSCLC 3 – Adenosine gene signature in tumor correlates with response in RCC 1 Resta & Thompson, Cell Signaling, 1997 2 Luke, ASCO Annual Meeting, 2019 3 Fong et al, Cancer Discovery, In Press Background CPI - 006 is an Anti - CD73 with Adenosine Independent Immunomodulatory Properties

 



CPI - 006 is an Anti - CD73 with Unique Properties CPI - 006 induces B cell differentiation: isotype switching and immunoglobulin secretion in vitro • CPI - 006 activates B cells, resulting in morphological and surface marker changes consistent with B cell differentiation and isotype class switching • Comparison to adenosine blocking anti - CD73 antibody (CPX - 016) demonstrates unique CPI - 006 property CPI - 006 Day 7 Isotype Control CPI - 006

 



CPI - 006 - 001 Clinical Trial Design Design • Phase 1/1b dose escalation/dose expansion in disease specific cohorts • CPI - 006 every 3 weeks; fixed dose of ciforadenant Eligibility • Cancers progressed on 1 - 5 prior therapies • CD73 expression: required in expansion, not in dose escalation • Adenosine gene signature not used to select patients Objectives • Primary: Safety and tolerability • Secondary: PK/PD, efficacy, biomarkers Biomarker Assessments • Tumor markers, cytokines, etc. Dose Escalation Dose Expansion CPI - 006 24 mg/kg 18 mg/kg 12 mg/kg 6 mg/kg 3 mg/kg 1 mg/kg CPI - 006 + Ciforadenant 24 mg/kg 18 mg/kg 12 mg/kg 6 mg/kg 3 mg/kg 1 mg/kg CPI - 006 + Ciforadenant + Pembrolizumab 18 mg/kg 12 mg/kg CPI - 006 + Pembrolizumab 18 mg/kg 12 mg/kg See Poster P434, Saturday Nov 9th NSCLC mCRPC RCC Others Doses explored to date & planned doses

 



Patient Characteristics Total Patients N=40 CPI - 006 (N = 24) CPI - 006 + Ciforadenant (N=16) Age ( yrs ), median (range) 62 (46, 78) 67 (36, 86) Gender, male N (%) 18 (75) 12 (75) No. of prior therapies, median (range) 4 (1, 6) 4 (2, 7) Histologies N N Renal Cell Cancer 2 4 Non - small cell lung cancer 2 1 Prostate Cancer 5 1 Colorectal Cancer 7 5 Head and Neck Cancer 3 2 Pancreatic Cancer 3 3 Sarcoma 1 0 Bladder Cancer 1 0

 



Adverse Events Adverse Events N (%) CPI - 006 Monotherapy (N=24) CPI - 006 + Ciforadenant (N= 16) All Grades Grade 3 or 4 All Grades Grade 3 or 4 Patients with any TEAE 18 ( 75.0) 4 ( 16.7) 12 ( 75.0) 2 ( 12.5) Anemia 1 ( 4.2) 1 ( 4.2) 2 ( 12.5) 1 ( 6.3) Lymphopenia 2 ( 8.3) 1 ( 4.2) 0 ( 0.0) 0 ( 0.0) Colitis 0 ( 0.0) 0 ( 0.0) 1 ( 6.3) 1 ( 6.3) Diarrhea 1 ( 4.2) 0 ( 0.0) 3 ( 18.8) 1 ( 6.3) Nausea 4 ( 16.7) 0 ( 0.0) 2 ( 12.5) 0 ( 0.0) Vomiting 3 ( 12.5) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) Chills 11 ( 45.8) 0 ( 0.0) 3 ( 18.8) 0 ( 0.0) Fatigue 3 ( 12.5) 0 ( 0.0) 3 ( 18.8) 0 ( 0.0) Pyrexia 2 ( 8.3) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) Infusion related reaction 3 ( 12.5) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) Liver enzymes increased (AST & ALP) 1 ( 4.2) 1 ( 4.2) 0 ( 0.0) 0 ( 0.0) Blood creatinine increased 0 ( 0.0) 0 ( 0.0) 2 ( 12.5) 0 ( 0.0) WBC decreased 1 ( 4.2) 0 ( 0.0) 3 ( 18.8) 0 ( 0.0) Decreased appetite 1 ( 4.2) 0 ( 0.0) 1 ( 6.3) 0 ( 0.0) Hyponatremia 1 ( 4.2) 1 ( 4.2) 0 ( 0.0) 0 ( 0.0) Tumor pain 2 ( 8.3) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) Headache 2 ( 8.3) 0 ( 0.0) 1 ( 6.3) 0 ( 0.0) Pruritus 2 ( 8.3) 0 ( 0.0) 0 ( 0.0) 0 ( 0.0) Hypertension 1 ( 4.2) 0 ( 0.0) 2 ( 12.5) 0 ( 0.0) Treatment related adverse events: Any grade 3 or 4 events, or 2 or more all grades

 



Pharmacokinetics and Receptor Occupancy 1 m g / k g 3 m g / k g 6 m g / k g 1 2 m g / k g 1 8 m g / k g 2 4 m g / k g 0 50 100 150 Dose (mg/kg) B c e l l o c c u p a n c y a t e n d o f c y c l e B cell trough 2b • Sustained CD73 occupancy of peripheral blood at ≥ 6 mg/kg • Full tumor occupancy observed at ≥ 18 mg/kg Serum Pharmacokinetics Target Occupancy on Peripheral B Cells 1 3 6 12 18 24 CPI - 006 Dose (mg/kg) Tissue Occupancy (18 mg/kg CPI - 006) CD73 with non - cross blocking antibody (total CD73) CD73 Occupancy (%) CD73 with CPI - 006 demonstrates sites occupied 0 7 14 21 Time (Days) Mean CPI - 006 Serum Concentration( μ g/mL) 1 mg/kg 6 mg/kg 18 mg/kg 3 mg/kg 12 mg/kg 24 mg/kg

 



Treatment Induces Rapid Changes in Blood B and T Cells 10 • Changes in B cells (but not T cells) appear to be CD73 expression dependent • B cell numbers partially return by 21 days; T cells fully return p < 0.0001

 



Increase in Memory B Cells in Returning Lymphocytes Pre - treatment 30 min (Reduced B cells) Day 21 (Returning B cells: Memory Phenotype) Increased % class - switch memory cells No change in % class - switch memory cells CD27 IgD • At 0.5 hours no change in proportion of naïve and memory B cells; returning cells have a greater proportion of memory B cells • These findings are consistent with a humoral adaptive response Peripheral Blood Gated on CD19+ and CD20+ B Cells Increased Memory B Cells at Day 21 0 . 5 h r D a y 2 1 0 2 4 6 Mem Cell FC p = n.s . p < 0.01

 



Significant Expansion of New B and T cell Clones Differential Abundance Plots of B cell Clonal Expansion Cohort Number of Patients with B Cell Expansion Number of Patients with T Cell Expansion CPI - 006 monotherapy 5 of 7 2 of 4 CPI - 006 + ciforadenant 2 of 4 1 of 4 Total 7 of 11 3 of 8 10 -5 10 -4 10 -3 A: 1027-1033-C1D1-IGH FREQUENCY (%) 10 -5 10 -4 10 -3 B : 1 0 2 7 - 1 0 3 3 - C 3 D 1 - I G H F R E Q U E N C Y ( % ) 0 B > A: 14 Not Significant: 239 Excluded: 83,113 Frequency Equality Threshold for Statistical Comparison Pre - treatment IgH Frequency On - treatment (6 wk ) IgH Frequency 10 - 5 10 - 4 10 - 3 10 - 5 10 - 4 10 - 3 • Generation of prevalent B and T cell clones on therapy • Consistent with antigen - driven clonal selection • No change in serum immunoglobulins observed 10 -5 10 -4 10 -3 10 -2 A: 1038-1054-C1D1-IGH FREQUENCY (%) 10 -5 10 -4 10 -3 10 -2 B : 1 0 3 8 - 1 0 5 4 - C 3 D 1 - I G H F R E Q U E N C Y ( % ) 0 A > B: 1 B > A: 40 Not Significant: 380 Excluded: 36,937 Frequency Equality Threshold for Statistical Comparison 10 - 5 10 - 4 10 - 3 10 - 5 10 - 4 10 - 3 10 - 2 10 - 2 New B cell clones on treatment present at high frequencies (up to 1:100) RCC Patient 1 RCC Patient 2

 



Response Assessments • Response assessments in patients receiving ≥ 6 mg/kg dose

 



Tumor Reduction in a Prostate Cancer Patient CPI - 006 monotherapy 14 • Decrease in target lesion in patient receiving 6 mg/kg monotherapy, treatment ongoing through 19 cycles Pre - treatment Post cycle 2 • 72 year old man with widely metastatic prostate cancer; previous therapies include leuprolide/bicalutamide, abiraterone, enzalutamide and docetaxel

 



Responding Pulmonary Metastases in RCC Patient CPI - 006 6 mg/kg plus ciforadenant combination • 36 year old male presented in 2015 with renal mass and bone metastases • Failed TKI, nivo and nivo / ipi with increase pulmonary mets • Regression of multiple biopsy proven pulmonary metastases on CPI - 006 + ciforadenant Pre - treat Post 3 cycles Pre - treat Post 3 cycles

 



Model for CPI - 006 Effects on Cells CPI - 006 Memory B cell Naïve B cell Activated B cell Plasmablast Lymph node Blood IgD + CD19+ CD20+ CD27 - CD73+ IgD - CD19+ CD20+ CD27+ CD73+ CD19+ CD20+ CD25+ CD69+ CD83+ HLA - DR↑ CD73+ IgM,G secreted IgD - CD19+ CD20 - CD27+ CD38+ HLA - DR - CD73 -

 



Conclusions • CPI - 006 has novel immunomodulatory activities: • Induces differentiation of B cells, class switching, secretion of immunoglobulin (in vitro), and generation of memory B cells • Increases expression of CD69 and other markers consistent with increased antigen presentation by APCs • The optimum and well tolerated dose of CPI - 006 is 18 mg/kg • Treatment with CPI - 006 induces redistribution of T and B cells with an increase in returning memory B cells and expansion of new B cell clones • Changes in lymphocytes are consistent with induction of adaptive humoral immunity • Tumor regression observed in RCC and prostate • Treatment with CPI - 006 may represent an opportunity to identify novel anti - tumor antibodies
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