Summaries of recent solicitations for letters of intent for investigational agents available through CTEP are listed below.  For additional information, contact the designated NCI Senior Investigator. Contact information can be found at: http://ctep.cancer.gov/forms/CTEP_staff.xls
Interleukin-12 (rhIL-12)(IND 6798, NSC 672423)

CTEP - Rapid Communication Notice to Investigators

Request for Letters of Intent Clinical Trials of Recombinant Human Interleukin-12 (rhIL-12)(IND 6798, NSC 672423)

Submit Letters of Intent (LOIs) for all trials by January 28, 2009

CONTACT: Dr. Howard Streicher, M.D. at StreicherH@ctep.nci.nih.gov.

A limited number of 50 µg single use vials were donated by Wyeth Inc. to CTEP and recertified by DTP at FCRC for clinical use.  No additional supply is currently available.

CTEP is accepting letters of intent for rhIL-12 studies in order to use the available rhIL-12 supply to provide evidence that that IL-12 has clinical or biologic activity directed to obtaining data that might support further drug development.  Whether or not this agent has therapeutic efficacy, the ability to use it to investigate the effects of IL-12 should have significant application.  Priority will therefore be given to studies with strong correlative science components that will help to define the role of IL-12 and interferons in cancer immunotherapy.  Storage of tissue samples and peripheral blood pre- and post-treatment should be a component of each study.

Please note that the primary consideration for studies at this time is to obtain in the most efficient manner evidence of biologic or immunologic activity of IL-12 that suggests a possible clinical benefit and as proof of principle for the use of this or related agents in future studies.  Such data should expand our knowledge of the clinical function and impact of IL-12 and would support the possibility for making additional IL-12.  At this point in development, understanding the biology of rhIL-12 that may contribute to the novel approaches to effective immunotherapy for future trials will be considered of equivalent importance.  Therefore, both correlative studies and the ability to store tissue samples are highly desirable.  The ability to cooperate with other investigators to maximize the use of clinical samples would be a strong positive factor.  Please note however, that CTEP funding to support correlative studies and tissue storage is not available at this time.  A source of funding for such studies must be included in the LOI.  As a consequence, for approved studies only, CTEP will consider requests to allow additional time up to 6 months for investigators to apply for grant support.  Please include this request in the LOI application.

GDC-0449 (747691)
SOLICITATION FOR LETTERS OF INTENT FOR PHASE 1 AND PHASE 2 TRIALS

Submit Letters of Intent (LOIs) for all trials by January 21, 2009
CONTACT: Dr. Naoko Takebe, M.D. at takeben@mail.nih.gov.
CTEP is soliciting proposals to conduct phase 1 and 2 clinical trials of GDC-0449 in combination with other therapies. CTEP also will consider proposals for GDC-0449 in clinical trials if sufficient pre-clinical evidence is provided, as described. GDC-0449 is a small molecule antagonist of the Hedgehog (Hh) signaling pathway, with a molecular weight of approximately 421.30 g/mol.

The Hh signaling pathway is a crucial mediator of normal tissue development (Ingham and McMahon, 2001).  Signaling via the Sonic Hedgehog (Shh) pathway is initiated by the binding of the secreted morphogen, Hh, to its receptor, Patched 1 (Ptch1).  Ptch inhibits the G-protein coupled phosphoprotein receptor Smoothened (Smo) by preventing its localization to the cell surface.  In the presence of Shh, the Hh-Ptch complex is internalized and the repression of Ptch on Smo is relieved.  Surface localization of Smo is thought to initiate a signaling cascade, leading to the activation of the glioma-associated (Gli) family of zinc finger transcription factors.  In vertebrates, there are three Gli proteins, with Gli1 and Gli2 thought to activate Hh target genes, whereas Gli3 is thought to act mainly as a repressor. More recent data has shown that Hh signaling regulates tumor related vascular formation and function (Geng et al., 2007) and the mechanism involved has been thought to be associated with an expression of Ptch1in tumor-associated endothelial cells but not in normal tissue endothelial cells (Yamazaki et al., 2008).   

Aberrant activation of the Hh pathway in cancers is caused by mutations in the pathway (ligand-independent) or through Hh overexpression (ligand-dependent) (for reviews see Evangelista et al., 2006; Chari and McDonnell, 2007).  More recently, a concept involving the paracrine hypothesis in Hh signaling in cancer was elegantly demonstrated in a xenograft model using a tumor and stromal cell co-injection procedure (Yauch et al., 2008).  The study showed that Hh pathway inhibition could result in tumor growth inhibition, and these effects were mediated through the stromal microenvironment, consistent with a paracrine signaling mechanism. There is limited evidence demonstrating the association between Hh signaling and cancer stem cells such as the polycomb gene Bmi-1 which may regulate stem cell self-renewal by control of Gli transcription factor (Liu et al., 2006). 

Overexpression of Hh signaling is implicated in many types of malignancies, including basal cell carcinoma (BCC), medulloblastoma, pancreatic cancer, small cell lung cancer (SCLC), breast cancer, and digestive tract tumors (for reviews see Evangelista et al., 2006; Rubin and de Sauvage, 2006; Chari and McDonnell, 2007; Lauth and Toftgard, 2007).  Evidence suggests that antagonism of excessive Hh signaling may provide a unique mechanism-based therapy, blocking tumor growth and stimulating tumor regression without toxic effects on normal adjacent tissue.  The prototype of Hh pathway-specific inhibitors is cyclopamine, a plant-derived steroidal alkaloid, which directly binds to and inactivates Smo (Taipale et al., 2000); other pathway inhibitors are also under investigation (Kiselyov, 2006; Rubin and de Sauvage, 2006).  It is important to note that results from in vitro studies should be interpreted with caution because in some experiments, higher concentrations of Hh antagonists were needed to inhibit cell proliferation than Hh activation, indicating the potential nonspecific or toxic effects of these compounds (Romer et al., 2004; Sasai et al., 2006).   

SCH 727965 (NSC 747135)
Letters of Intent for Single-Agent Phase 2 Trials of cdk inhibitor SCH 727965 (NSC 747135) in Multiple Myeloma and Malignant Melanoma

Submit Letters of Intent (LOIs) for all trials by June 25, 2008
CONTACT: Dr. L. Austin Doyle, M.D. at doylela@mail.nih.gov 

CTEP is soliciting for single-agent phase 2 studies in melanoma and MM.  The recommended dose and schedule is 50 mg/m², iv over 2 hours, every 21 days.  Studies of other cancers marked by overexpression of cyclins or inhibition of endogenous cdk inhibitors may be of interest at a later time.  As noted, Schering-Plough Corporation is planning independent phase 2 trials of SCH 727965 in a variety of solid tumor and hematologic malignancies, as well as developing combination trials in selected cancers.  Schering-Plough will also be conducting dose-escalation studies of SCH727965 on the three week schedule, with growth factor support, and assessing the efficacy and tolerability of longer infusions of drug on this schedule.

CTEP will place only a limited number of trials at this time, and studies in these tumor types do not overlap with Schering-Plough development plans.  Future solicitations for studies in other tumor types and for combination studies will be issued depending on evidence of activity from initial trials.

IMC-A12 (NSC #742460)

SOLICITATION FOR LETTERS OF INTENT (LOI) FOR CLINICAL EVALUATION OF REGIMENS WITH ANTI-IGF-1R MONOCLONAL ANTIBODY IMC-A12 
Submit Letters of Intent (LOIs) for all trials by May 9, 2007
CONTACT: Dr. Helen Chen, M.D.  at Helen_Chen@nih.gov
The Cancer Therapy Evaluation Program (CTEP) is soliciting clinical trials with IMC-A12 (ImClone, Inc.), a fully human monoclonal antibody that binds to the Insulin-Like Growth Factor-1 Receptor (IGF-1R).  IMC-A12 blocks the interaction between IGF-1R and its ligands (IGF-I and IGF-II), and induces internalization and degradation of IGF-1R.  IMC-A12 has demonstrated tumor growth inhibition in a wide range of in vitro and in vivo models.   The drug effects in these models are best characterized as cytostatic rather than cytotoxic. Enhancement in antitumor activity has also been shown when the agent is combined with chemotherapy, radiotherapy, or inhibitors of the EGFR or HER-2 pathway.  Cumulative experience to date has not identified molecular changes or markers for selection of tumors that are IGF-1R/IGF-driven or for prediction of response/insensitivity to IGF-1R inhibition.

CTEP is soliciting for a phase 1 study in pediatric malignancies, a phase 2 trial of single- agent IMC-A12 in hepatocellular carcinoma (HCC), phase 1/2 trials in combination with a selected targeted agent or chemotherapy in breast, pancreatic, non-small cell lung cancer (NSCLC), adult soft tissue sarcoma, and head/neck cancer.  Correlative studies aiming at exploring potential predictive markers of IMC-A12 therapy may be incorporated into the proposals, and efforts to develop pharmacodynamic markers are encouraged.
AT-101 (NSC #726190)

Single Agent Phase 2 Studies in Glioblastoma Multiforme, Adrenocortical Carcinoma, Endometrial Carcinoma, and Small Cell Lung Carcinoma 

Submit Letters of Intent (LOIs) for all trials by September 20, 2006

CONTACT: Janet E. Dancey, M.D., danceyj@ctep.nci.nih.gov
The Cancer Therapy Evaluation Program (CTEP) is soliciting clinical trials with AT-101(R-(-)-gossypol acetic acid), an orally administered, negative enantiomer of gossypol. AT-101 is the acetic acid co-crystal of the levorotatory enantiomer (atropisomer) of racemic gossypol, a natural substance found in cottonseeds.  AT-101 has a molecular weight of 518.7, and a molecular formula of C30H30O8, not including the acetic acid. As the acetic acid solvate, the molecular weight is 578.7, and the molecular formula is C32H34O10. AT-101 inhibits Bcl-2 family proteins by binding to their BH3 domains and inhibiting the dimerization of the proteins required to generate anti-apoptotic signals.  CTEP is interesting in conducting the following studies of AT-101: 1) Phase 2 single agent studies in Glioblastoma Multiforme (GBM), Adrenocortical Carcinoma (ACC), Endometrial Carcinoma (EC) and Small Cell Lung Carcinoma (SCLC),  2) Phase 1 combination studies with taxanes such as paclitaxel or abraxane alone and paclitaxel or etoposide with a platinum and 3) Correlative studies that aim at exploring potential predictive markers of AT-101 therapy.
ABT-888 (NSC 737664)
Solicitation for Letters of Intent for Phase 1 Combination-Agent Trials with ABT-888 (NSC 737664) in Patients with Solid Tumors or Hematologic Malignancies

Submit Letters of Intent (LOIs) for all trials by August 30, 2006

CONTACT: Jennifer Low, M.D., Ph.D. lowj@mail.nih.gov
The Cancer Therapy Evaluation Program (CTEP) is soliciting proposals for clinical trials to evaluate the anti-tumor activity of ABT-888 in combination with DNA damaging agents.  ABT-888 is an orally administered, small molecule inhibitor of poly(ADP-ribose) polymerase (PARP) being developed by Abbott Laboratories.  Phase 1 combination-agent studies using carboplatin, irinotecan, or cyclophosphamide with ABT-888 in patients with solid tumors or hematologic malignancies are of highest priority. Other phase 1 combinations will be considered for compelling regimens with adequate preclinical data supporting improved efficacy of the combination.

GX15-070 ( obatoclax mesylate)


     Solicitation for  1.  Phase 1 Combination Trials of GX15-070 (NSC # 729280) with   Standard Agents Suitable for Patients with Chronic Lymphocytic Leukemia, Non-Hodgkin's Lymphoma, Multiple Myeloma, and Small Cell Lung Carcinoma.  2.  Proposals For Preclinical Studies with GX15-070

Submit Letters of Intent (LOIs) for all trials by August 9, 2006

CONTACT: Janet E. Dancey, M.D., danceyj@ctep.nci.nih.gov
The Cancer Therapy Evaluation Program (CTEP) is soliciting proposals for clinical trials to evaluate the anti-tumor activity of GX15-070, a novel small molecule inhibitor of the Bcl-2 protein family.  GX15-070 is also known as obatoclax mesylate  and is supplied to CTEP by GeminX Biotechnologies, Inc.  Studies suggest that GX15-070, administered intravenously (IV), induces apoptosis by inhibiting the interaction between pro- and anti-apoptotic proteins.  Inhibition of anti-apoptotic Bcl-2 family proteins by GX15-070 sensitizes tumor cells to the pro-apoptotic stress signals inherent in tumor cells leading to cell death.  Phase 1 combination studies of GX15-070 in combination with standard agents suitable for patients with chronic lymphocytic leukemia (CLL), non-Hodgkin's lymphoma (NHL), small cell lung carcinoma (SCLC), and multiple myeloma (MM), are of interest to CTEP.  In addition, phase 1 combination studies with the following agents are of interest: 1) bortezomib - to be subsequently evaluated in myeloma and mantle cell, and 2) fludarabine, and/or fludarabine + rituximab and other combinations relevant for second-line treatment of CLL, MM, and other lymphoid malignancies.  In addition, phase 1 combination studies relevant to the treatment of second-line SCLC are of interest.  Disease specific phase 1/2 studies or phase 1 studies in patients with solid tumors (including lymphoma), followed by disease specific phase 2 studies are of interest.  Randomized phase 2 studies evaluating the addition of GX15-070 to standard treatment are preferred.

In anticipation of future CTEP solicitation for other Phase 1/2 trials, CTEP is also soliciting proposals for pre-clinical studies with GX15-070.  The primary goal of this solicitation is to identify areas for further clinical investigation.  Please note that no additional CTEP funds will be available to support preclinical studies. Studies of interest include assessment of potential predictive markers of activity and assessment of combinations of GX15-070 with direct clinical applicability, such as in combination with cytotoxic chemotherapy, combinations of agents that target growth factor-signaling pathways, downstream targets within RAS-RAF-MEK , or PI3K-AKT- mTOR, agents targeting components of different malignant processes such as angiogenesis, and other components of the intrinsic or extrinsic apoptotic pathways.  Assessment of combinations at clinically relevant concentrations across panels of cell lines for synergy/additivity and scheduling effects is of particular interest.  Note that cell lines need not be limited to histologies requested in this solicitation for phase 1/2 studies.

AZD6244 (ARRY-142886).

Solicitation for: 1. Letters of Intent for Single-Agent Trials  of AZD6244 (NSC 741078) in Patients with  Ovarian Borderline Tumors, Papillary Thyroid, or Hepatocellular/Biliary Carcinoma, Multiple Myeloma, and Acute Myeloid Leukemia  

2. Proposals For Preclinical Studies with AZD6244.

Submit Letters of Intent (LOIs) for all trials by July 26, 2006

CONTACT: Janet E. Dancey, M.D., danceyj@ctep.nci.nih.gov
The Cancer Therapy Evaluation Program (CTEP) is soliciting proposals for clinical trials to evaluate the anti-tumor activity of AZD6244 (also known as ARRY-142886).  Under development by AstraZeneca, AZD6244 is an orally administered, un-competitive inhibitor of the mitogen-activated protein kinase kinase (MEK)-1/2.  Single-agent studies in patients with ovarian serous or mucinous borderline tumors, papillary thyroid, hepatocellular or cholangio/biliary carcinomas, and haematological indications including acute myeloid leukemia, and multiple myeloma syndrome, are of particular interest. 

In anticipation of future CTEP solicitation for other Phase 1/2 trials, CTEP is also soliciting proposals for pre-clinical studies with AZD6244.  The primary goal of this solicitation is to identify areas for further clinical investigation.  Studies of interest include: 1) identification of biomarkers that correlate with sensitivity/resistance to AZD6424 and 2) combinations of AZD6244 with direct clinical applicability.  The latter may include such as in combination with cytotoxic chemotherapy, combinations of agents that target growth factor-RAS-RAF-MEK signaling pathway, targets within different pathways (e.g. survival signaling pathways, mTOR, AKT) and agents targeting components of different malignant processes.  Assessment of combinations at clinically relevant concentrations across panels of cell lines of known RAS and RAF mutational status for synergy/additivity and scheduling effects is of particular interest.  Note that cell lines need not be limited to histologies requested in this solicitation for phase 2 studies.

Pertuzumab (rhu Mab 2C4, Omnitarg)

Solicitation for ph ½ trial in combination with cetuximab in patients with colorectal cancer

Submit Letters of Intent (LOIs) for all trials by April 26, 2006
CONTACT: Helen Chen, M.D., chenh@ctep.nci.nih.gov.

The Cancer Therapy Evaluation Program (CTEP) is soliciting clinical trials with pertuzumab (rhu Mab 2C4, Omnitarg), a humanized monoclonal antibody that binds to the HER-2 and blocks its ability to dimerize with other HER receptors.  The current solicitation is for one Phase 1/2 trial for the combination of pertuzumab with cetuximab in patients with colorectal cancer (CRC).  Correlative studies that aim at exploring potential predictive markers of pertuzumab therapy should be incorporated into the proposals.

Reovirus Serotype 3 – Dearing Strain (Reolysin®) (NSC 729968)

Clinical trials in melanoma and ovarian cancer

Submit Letters of Intent (LOIs) for all trials by February 24, 2006

CONTACT: James Zwiebel, M.D., zwiebelj@ctep.nci.nih.gov
Reovirus Serotype 3 – Dearing Strain is a naturally occurring, ubiquitous, non-enveloped human reovirus with a genome that consists of 10 segments of double-stranded RNA.  While community-acquired reovirus infection in humans is generally mild and limited to the upper respiratory and gastrointestinal tract, reovirus has been shown to replicate specifically in, and be cytopathic to, transformed cells possessing an activated Ras signaling pathway.  The specificity of the reovirus for Ras-transformed cells, coupled with its relatively nonpathogenic nature in humans, makes it an attractive anti-cancer therapy candidate.
CTEP is soliciting for a phase 2 study of reovirus administered systemically in patients with melanoma.  The dose to be used in this study will be determined from the phase 1 studies conducted by Oncolytics Biotech, Inc.  Endpoints are to be both clinical and biological, including whether the virus will infect and replicate within tumors.

CTEP is also soliciting for a phase 1/2 study of reovirus administered systemically and as an intraperitoneal (IP) injection in patients with ovarian cancer.  The purpose of the phase 1 portion of the trial is to determine the MTD of systemic plus IP administration.  The phase 2 portion of the trial will then determine clinical activity and whether the virus will infect and replicate within tumors.
DASATINIB (BMS-354825) (NSC 732517)

Solicitation for phase 2 studies in solid tumors

Letters of Intent  due: January 11, 2006
CONTACT: John J. Wright, M.D., Ph.D., wrightj@ctep.nci.nih.gov 

Dasatinib (BMS-354825) is a potent inhibitor of at least five selected protein tyrosine kinases/kinase families including, SRC family kinases, BCR-ABL, c-KIT, EPHA2 receptor, and PDGFβ receptor.  Dasatinib is an orally bioavailable BCR-ABL kinase inhibitor with a two-log increased potency relative to imatinib and retains activity against 14 of 15 imatinib (Gleevec®)-resistant BCR-ABL mutants.  Dasatinib is being developed by CTEP as an anticancer agent in collaboration with Bristol-Myers Squibb. CTEP is requesting Letters of Intent (LOIs) for single-agent phase 2 trials of dasatinib for the treatment of solid tumors in colorectal, NSCLC, SCLC, pancreas, hepatocellular, melanoma, glioma, squamous cell carcinoma of the head & neck, sarcoma and squamous cell skin cancer
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