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ESMO GI Poster SM-88 Therapy in High-Risk Poor Prognosis Pancreatic Cancer

ASCO GI Poster Phase II Trial of SM-88 in Patients with Metastatic Pancreatic Cancer: Preliminary Results of the 1st Stage 
Note: Replaced as of 1/18/19 10:43 AM ET. 
ASCO GI Poster Phase II Pharmacokinetics of Oral SM-88 in Heavily Pretreated Advanced Pancreatic Ductal Adenocarcinoma (PC)

ASCO GI Poster Feasibility of SM-88 in PC After Multiple Prior Lines and ECOG ≤2 (NCT03512756)

ASCO GI Poster Designing Clinical Trials in 3L+ Pancreatic Cancer

TYME Presents Positive Circulating Tumor Cell Data from TYME-88-Panc Study in Patients with Advanced Pancreatic Cancer at AACR PANC 2019

GlobeNewswire•September 9, 2019 https://finance.yahoo.com/news/tyme-presents-positive-circulating-tumor-120000345.html 

· TYME-88-PANC Phase II study showed patients being treated with SM-88, who achieved at least an 80% reduction in circulating tumor cell burden, demonstrated a 60% decrease in risk of death

· SM-88 is an oral, investigational cancer metabolism-based therapy that has demonstrated responses across 15 different cancers

· SM-88 is a new approach aimed at disrupting cancer metabolism in metastatic pancreatic cancer; ~ 50,000 cases annually in U.S. alone

· Targeted mechanism of action resulted in less than 2% of patients experiencing serious adverse events related to SM-88 in clinical trials

· Plans to initiate pivotal trial in third-line pancreatic cancer in Q3’2019

NEW YORK, Sept. 09, 2019 (GLOBE NEWSWIRE) -- Tyme Technologies, Inc. (TYME), an emerging biotechnology company developing cancer metabolism-based therapies (CMBTs™), reported encouraging data on circulating tumor cells (CTCs) and a correlation with decrease in risk of death using TYME's lead candidate, oral SM-88 (racemetyrosine), in patients with metastatic pancreatic cancer. The data were presented at the AACR Special Conference on Pancreatic Cancer: Advances in Science and Clinical Care, taking place September 6-9, 2019, at the Westin Copley Place in Boston, Massachusetts.

CTCs have long been known to exist in cancer patients' blood, with a clear correlation established between the number of CTCs and disease progression as previously reported by other authors in a number of cancer types including pancreas, prostate, and breast cancer.  CTC data from the TYME-88-PANC Phase II study using oral SM-88 in poor prognosis pancreatic cancer (PDAC) patients illustrate that there are efficacy correlates with overall survival (OS) beyond traditional RECIST responses. The clinical significance of CTCs has shown that the concentration of CTCs in patient’s blood correlates with poor prognosis, at baseline and throughout treatment, and may be a clinically relevant biomarker for patients with metastatic pancreatic cancer.

"These data reporting the use of SM-88 in PDAC illustrate that there are clear efficacy correlates with overall survival beyond traditional RECIST responses, including CTC measures. This is the second TYME study that has shown a CTC effect,” said Giuseppe Del Priore, M.D., M.P.H., Chief Medical Officer at TYME. “The association between decreases in CTCs and overall survival had not been previously as well-documented prospectively in PDAC as compared to other tumor types. CTC reduction may be considered a potential tumor marker for patients treated for pancreatic cancer.  While still preliminary, we believe these data represent another important step forward in advancing cancer metabolism-based therapies for patients with metastatic pancreatic cancer.” 

The ongoing multicenter open-label Phase II TYME-88-Panc study involved 49 heavily pretreated patients with radiographically progressive metastatic pancreatic cancer who had significant disease-related morbidity before receiving TYME’s investigational agent SM-88. More than 80% of patients had received at least two prior lines of therapy. Of the 49 patients, 38 patients were evaluable for efficacy, as defined in the protocol. In this study, based on information available as of April 25, 2019, the median overall survival of evaluable patients (N=38) was 6.4 months. Certain efficacy indicators correlated with greater OS, including decreases in CTCs.

The measurement of CTCs continues to emerge as an important prognostic indicator in patients with pancreatic cancer. This is now the second TYME study in cancer patients showing that SM-88 reduces CTCs. In a previous study of patients with prostate cancer, SM-88 treatment was also associated with a reduction in CTC count1. In the TYME-88-Panc study, the results of the evaluation of CTCs were very encouraging. TYME plans to study CTCs as a potential prognostic indicator in the TYME pivotal pancreatic study.

In the TYME-88-Panc study, the baseline of median CTCs in all evaluable patients was 144.6 CTCs/4mL. Patients with both absolute and relative decrease from baseline CTCs demonstrated greater OS. A median reduction of 63% in CTC burden was observed in evaluable patients. Those patients (10 of 24) with available results reaching an 80% reduction or greater in CTCs demonstrated a 60% decrease in risk of death (hazard ratio=0.40).

A RECIST clinical benefit rate (CBR) of stable disease or better was achieved by 44% of patients (11 of 25) with available imaging. Patients achieving stable disease or better demonstrated a statistically significant (p=0.02) improvement in survival with a 92% reduction in risk of death (hazard ratio=0.08). The CBR was durable, with the majority of these patients remaining in stable disease or better at more than 7 months after receiving treatment with SM-88.

The TYME-88-Panc research results are from an investigational study. SM-88 is not approved for the treatment of patients with any disease condition. 

TYME Presents Updated Data at ESMO GI 2019 from TYME-88-Panc Phase II Study Demonstrating Encouraging Overall Survival Trends in Patients with Advanced Pancreatic Cancer

GlobeNewswire•July 5, 2019 https://finance.yahoo.com/news/tyme-presents-updated-data-esmo-120000000.html 

· In this poor prognosis population, SM-88 demonstrated median overall survival (OS) of 6.4 months as of April 25, 2019
· Efficacy indicators showed strong correlation with greater overall survival (OS). These indicators included achieving stable disease (SD) or better and decreases in circulating tumor cells (CTCs)
· Patients who achieved SD or better had a statistically significant (p=0.02) improvement in survival with a 92% reduction in risk of death
· Patients who achieved at least an 80% reduction in CTC burden demonstrated a 60% decrease in risk of death
· The study supports SM-88’s well-tolerated safety profile, with only 4% of patients having a serious adverse event (SAE) that was deemed to be at least possibly related to SM-88
· Based on these results, TYME plans to initiate a randomized pivotal trial for use of SM-88 in patients with pancreatic cancer in Q3’2019

NEW YORK, July 05, 2019 (GLOBE NEWSWIRE) -- Tyme Technologies, Inc. (NASDAQ: TYME), an emerging biotechnology company developing cancer metabolism based therapies (CMBTs™), announced that its multicenter open-label Phase II TYME-88-Panc study evaluating SM-88 (racemetyrosine) as an oral monotherapy in patients with advanced pancreatic cancer continues to demonstrate encouraging results and a well-tolerated safety profile. The data from the TYME-88-Panc study were presented at the European Society of Medical Oncology 21st World Congress on Gastrointestinal Cancer (ESMO GI) on July 4, 2019 in Barcelona, Spain.

“We believe that these outcomes further justify advancing the development of SM-88. These survival results compare very favorably to the analysis of 19 prospective pancreatic cancer trials where the median reported survival after progressing on third-line therapy was 2.0 – 2.5 months1 based on reported historical trials,” said Giuseppe Del Priore, M.D., M.P.H., Chief Medical Officer at Tyme Technologies. “Given that there are no effective options to treat this patient population, we plan to move forward with our SM-88 pivotal trial in pancreatic cancer. We are increasingly encouraged that SM-88 has the potential to be a new treatment approach for late-stage pancreatic patients.”

Updated results from the ongoing multicenter open-label Phase II TYME-88-Panc study (Abstract #160) involved 49 heavily pretreated patients with radiographically progressive metastatic pancreatic cancer who had significant disease related morbidity before receiving TYME’s investigational agent SM-88. More than 80% of patients had received at least two prior lines of therapy. Of the 49 patients, 38 patients were evaluable for efficacy, as defined in the protocol. TYME-88-Panc is a two-part study in which Part 1 was intended to determine optimal dosing and assess if early clinical benefit supported further development of SM-88 in pancreatic cancer. This study is being performed under a TYME IND with input from the FDA prior to study initiation.

In this study, based on information available as of April 25, 2019, the median overall survival of evaluable patients (38 of 49) was 6.4 months. Certain efficacy indicators correlated with greater OS, including achieving SD or better and decreases in CTCs.

A RECIST clinical benefit rate (CBR) of stable disease or better was achieved by 44% of patients (11 of 25) with available imaging. Notably, patients achieving stable disease or better demonstrated a statistically significant (p=0.02) improvement in survival with a 92% reduction in risk of death (hazard ratio=0.08). The CBR was durable with majority of these patients remaining in stable disease or better at more than 7 months after receiving treatment with SM-88.

The measurement of CTCs is emerging as an important prognostic indicator in patients with pancreatic cancer. This is now the second TYME study in cancer patients showing that SM-88 reduces CTCs. In a previous study of patients with prostate cancer, SM-88 treatment was also associated with a reduction in CTC count (JCO 37, 2019 supp 7S; 83). In the TYME-88-Panc study, a median reduction of 63% in CTC burden was observed in evaluable patients. Importantly, patients (10 of 24) with available results reaching an 80% reduction or greater in CTCs demonstrated a 60% decrease in risk of death (hazard ratio=0.40).

“Responses are very rare in later line pancreatic cancer so overall response rates are close to zero. The SM-88 trial has demonstrated encouraging new data on efficacy indicators, including a meaningful clinical benefit rate, and a reduction in circulating tumor cells, that both correlate with extended survival,” said Allyson Ocean, MD, a pancreatic cancer specialist at New York-Presbyterian Hospital/Weill Cornell Medical Center and Associate Professor of Medicine at the Weill Medical College of Cornell University. “Research results to date also indicate that SM-88 has a favorable toxicity profile. To have both results with one drug is extremely important. There are no FDA approved treatments for 3rd line pancreatic cancer and no NCCN or ASCO guideline recommendations. These patients are in desperate need of effective therapies.” 

Tyme Tech down 6% on development path for SM-88 in pancreatic cancer

Feb. 25, 2019 12:38 PM ET|About: Tyme Technologies, Inc. (TYME)|By: Douglas W. House, SA News Editor  https://seekingalpha.com/news/3436658-tyme-tech-6-percent-development-path-smminus-88-pancreatic-cancer 
Tyme Technologies (TYME -6%) is down on below-average volume after the company announced the outcome of its recent meeting the FDA aimed at clarifying a registration path for SM-88 in third-line pancreatic cancer.

The company will conduct a Phase 3 clinical trial with a primary endpoint of overall survival, a higher bar that does not bode well for success considering underwhelming mid-stage results.

The company says that SM-88 is a combination therapy that uses a proprietary dysfunctional tyrosine derivative to interrupt the metabolic processes of cancer cells, breaking down their defenses and making them vulnerable to oxidative stress and death.

Pomerantz Law Firm Announces the Filing of a Class Action against Tyme Technologies, Inc. and Certain Officers – TYME

Source: Pomerantz LLP | January 28, 2019 20:44 ET http://www.globenewswire.com/news-release/2019/01/29/1706511/0/en/Pomerantz-Law-Firm-Announces-the-Filing-of-a-Class-Action-against-Tyme-Technologies-Inc-and-Certain-Officers-TYME.html?print=1 

NEW YORK, Jan. 28, 2019 (GLOBE NEWSWIRE) -- Pomerantz LLP announces that a class action lawsuit has been filed against Tyme Technologies, Inc. (“Tyme” or the “Company”) (NASDAQ: TYME) and certain of its officers. The class action, filed in United States District Court, Southern District of New York, and docketed under 19-cv-00843, is on behalf of a class consisting of all persons other than Defendants who purchased or otherwise acquired Tyme securities between March 14, 2018 and January 18, 2019, both dates inclusive (the “Class Period”), seeking to recover damages caused by Defendants’ violations of the federal securities laws and to pursue remedies under Sections 10(b) and 20(a) of the Securities Exchange Act of 1934 (the “Exchange Act”) and Rule 10b-5 promulgated thereunder, against the Company and certain of its top officials.

If you are a shareholder who purchased Tyme securities between March 14, 2018, and January 18, 2019, both dates inclusive, you have until March 29, 2019, to ask the Court to appoint you as Lead Plaintiff for the class. A copy of the Complaint can be obtained at www.pomerantzlaw.com. To discuss this action, contact Robert S. Willoughby at rswilloughby@pomlaw.com or 888.476.6529 (or 888.4-POMLAW), toll-free, Ext. 9980. Those who inquire by e-mail are encouraged to include their mailing address, telephone number, and number of shares purchased.

[Click here to join this class action]
Tyme is a clinical-stage biotechnology company that develops novel cancer therapeutics. The Company was founded in 2011 and is headquartered in New York, New York. Tyme is currently developing SM-88, a combination therapy based on dysfunctional metyrosine derivatives for metastatic pancreatic cancer and biomarker-recurrent prostate cancer.

 On March 14, 2018, Tyme announced that the U.S. Food and Drug Administration (“FDA”) had accepted its Investigational New Drug (“IND”) application to initiate the Company’s Phase II clinical trial for SM-88 in pancreatic cancer (the “Phase II Study”).

On March 27, 2018, Tyme commenced a Phase II Study of SM-88, officially titled “A Phase II Multi-Center Study of SM-88 in Subjects With Pancreatic Cancer Whose Disease Has Progressed or Recurred After/on First Line Chemotherapy” (the “Phase II Study”).

The complaint alleges that throughout the Class Period, Defendants made materially false and misleading statements regarding the Company’s business, operational and compliance policies. Specifically, Defendants made false and/or misleading statements and/or failed to disclose that: (i) Tyme had not adequately designed the Phase II Study to present reliable results on the efficacy of SM-88 on pancreatic cancer; (ii) Tyme had failed to include an appropriate control group in its open-label Phase II clinical trial for SM-88; (iii) the omission of an appropriate control group distorted the reliability of data showing the efficacy of SM-88 in the Phase II Study; and (iv) as a result, Tyme’s public statements were materially false and misleading at all relevant times.

On January 18, 2019, Tyme reported results from the Phase II Study. Although Tyme characterized the results as positive, stating that SM-88 “improves survival,” the trial did not include a control group, and Tyme’s announcement merely compared survival data to historical controls. Market commentators were quick to highlight this glaring deficiency in the Phase II Study.

On this news, Tyme’s stock price fell $1.32 per share, or 35.39%, to close at $2.41 per share on January 18, 2019.

The Pomerantz Firm, with offices in New York, Chicago, Florida, and Los Angeles, is acknowledged as one of the premier firms in the areas of corporate, securities, and antitrust class litigation. Founded by the late Abraham L. Pomerantz, known as the dean of the class action bar, the Pomerantz Firm pioneered the field of securities class actions. Today, more than 80 years later, the Pomerantz Firm continues in the tradition he established, fighting for the rights of the victims of securities fraud, breaches of fiduciary duty, and corporate misconduct. The Firm has recovered numerous multimillion-dollar damages awards on behalf of class members. See www.pomerantzlaw.com.

CONTACT:
Robert S. Willoughby
Pomerantz LLP
rswilloughby@pomlaw.com
SM-88 Achieves Encouraging Clinical Benefit Rate in Metastatic Pancreatic Cancer

A potential Third Line therapy.  SM-88 consists of a tyrosine derivative, an mTOR inhibitor, a CYP3a4 inducer, and an oxidative stress catalyst
Wayne Kuznar | Published: Saturday, Jan 19, 2019 | https://www.onclive.com/conference-coverage/gi-2019/sm88-achieves-encouraging-clinical-benefit-rate-in-metastatic-pancreatic-cancer/ 

The novel oral anticancer regimen known as SM-88, which consists of a tyrosine derivative (D,L-alpha-metyrosine), an mTOR inhibitor (sirolimus), a CYP3a4 inducer (phenytoin), and an oxidative stress catalyst (methoxsalen), has promising efficacy with no meaningful toxicity in patients with metastatic pancreatic cancer who have progressed on at least 1 prior line of therapy.
Findings from part 1 of a 2-part trial known as Tyme-88-Panc were presented at the 2019 Gastrointestinal Cancers Symposium. With a median of 4.3 months of follow-up after treatment initiation, 67.8% of 28 evaluable patients were still alive as of December 31, 2018, in the open-label single arm phase 2 trial,1 reported Marcus Smith Noel, MD. By comparison, a separate literature review of 21 studies found an estimated survival of approximately 2 months among patients with metastatic pancreatic cancer who enter a third-line trial.

Survival status is ongoing. The primary endpoint of the study is response rate determined by blind independent central review (NCT03512756).

“The OS [overall survival] of about 4 months mirrors what we see historically, and is maybe a bit longer,” he told OncLive. “We need to treat more patients to see if that signal holds, and if it does, it will definitely be clinically meaningful. The hope is that we will recruit another 60 to 70 patients in part 2 of the study.”

Imaging data at 2 months were available for 17 patients, 1 of whom had a partial response and 7 of whom had stable disease, for a clinical benefit rate of 47.1%. The response rate typically observed in second-line trials is <10%, with no responses typically observed in third-line trials, he noted.

Blood samples for circulating tumor cell (CTC) analysis demonstrated that 70% of patients experienced a >30% decrease in CTC count from baseline that was maintained for at least 1 cycle, said Noel, head of clinical research, Gastrointestinal Program, Wilmot Cancer Institute, University of Rochester, New York. CTCs are an early indicator of disease status and may predict future clinical benefit, he said.

“The thought process is that D,L-alpha-metyrosine will essentially alter the metabolism of pancreatic cancer,” he said. “All cancers are able to thrive in an oxidative environment…an environment that is deprived of nutrients and oxygen. This denatured agent plus the 3 other repurposed drugs are designed to capitalize on that, such that they’re going to increase uptake of D,L-metyrosine into the cell, and hopefully that will result in cell death.”

In part 1, patients were randomized to D,L-alpha-metyrosine at a dosage of either 230 mg twice daily or 460 mg twice daily. In either arm, patients also received 10 mg/day of methoxsalen, 50 mg/day of phenytoin, and 0.5 mg/day of sirolimus.

Some 39.3% of patients had undergone surgery and 28.6% had prior radiotherapy. Half (50%) of the patients had received 2 prior lines of therapy, 14.3% received 3 prior lines, and 21.4% received 4 or more prior lines. Prior therapies included gemcitabine in 89.3%, fluorouracil in 85.7%, irinotecan in 67.9%, a platinum in 71.4%, and immunotherapy in 10.7%.

No patient has been lost to follow-up. Seven of 11 patients with Positron Emission Tomography Response Criteria in Solid Tumors (PERCIST) evaluations achieved a SD or greater by standardized uptake value response.

Almost all (96.5%) of patients had CTCs detectable at baseline. The median CTC decrease was 73%. Nine patients had a decrease in levels of either cancer-related antigen 19.9 (CA-19.9) or carcinoembryonic antigen (CEA). Two of 3 patients with reductions in the level of CA19.9 also had a decrease in CEA, and 2 of 8 with reductions in the levels of CEA also had a decrease in CA-19.9.

Standard of care for the treatment of pancreatic cancer is toxic chemotherapy consisting of FOLFIRINOX or gemcitabine with nab-paclitaxel, but more than 50% of patients treated with these regimens experience >3 toxicity. The third-line setting in pancreatic cancer “is a population with an unmet need. We don’t have FDA-approved agents specifically for the third line, so the thought is if we can use D,L-metyrosine, which is well tolerated, there may be an opportunity to benefit patients,” said Noel.

The toxicity profile of SM-88 “has been very encouraging thus far,” Noel said. “We see mild nausea and mild fatigue. We only had 1 serious adverse event in which a patient had hypotension but that patient had hypotension with the previous agents, so it’s unclear if that’s directly related to SM-88. Overall, it’s well tolerated.”

Overall, 32 (84.2%) of patients experienced a treatment-emergent adverse event related to SM-88, with 16.2% of adverse events considered possibly related to study regimen. One patient who was treated with 460 mg twice daily of D,L-metyrosine had 2 adverse events (rash and arthralgia) considered to be dose-limiting toxicities but resumed treatment after successful management.2 

References

· Noel MS, Wang-Gillam A, Ocean AJ, et al. Phase II trial of SM-88 in patients with metastatic pancreatic cancer: Preliminary results of the first stage. Presented at: 2019 Gastrointestinal Cancers Symposium; January 17-19; San Francisco, CA. Abstract 200.

· Noel MS, Wang-Gillam A, Ocean AJ, et al. Feasibility of SM-88 in PC after multiple prior lines and ECOG < 2 (NCT03512756). Presented at: 2019 Gastrointestinal Cancers Symposium; January 17-19; San Francisco, CA. Abstract 310.

TYME’s Novel Metabolic-Based Cancer Therapy, SM-88, Improves Survival in Phase II Study of Patients with Advanced Pancreatic Cancer

January 18, 2019 8:00 AM https://www.tymeinc.com/investors/news-releases/press-release-details/2019/TYMEs-Novel-Metabolic-Based-Cancer-Therapy-SM-88-Improves-Survival-in-Phase-II-Study-of-Patients-with-Advanced-Pancreatic-Cancer/default.aspx 
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· 68% of evaluable patients with actively progressing end-stage pancreatic cancer receiving monotherapy SM-88 remain alive with a median follow-up of 4.3 months (median 5.8 months from completing last therapy)

· Of 14 patients receiving SM-88 as third-line therapy, 79% remain alive after a median follow-up of 4.7 months; survival was more than double when compared to the median expected survival of third-line pancreatic patients based on historical trials

· Median reduction of 73% in circulating tumor cell burden was reported in evaluable patients

· Study supported SM-88’s existing favorable safety profile and was well tolerated as an oral monotherapy 

· TYME plans to advance SM-88 third-line pancreatic cancer registrational regulatory strategy in 2019 based on study results

· SM-88 presentation scheduled for Friday, January 18th at American Society of Clinical Oncology’s (ASCO) 2019 Gastrointestinal Cancers Symposium 

NEW YORK, Jan. 18, 2019 (GLOBE NEWSWIRE) -- Tyme Technologies, Inc. (NASDAQ: TYME), an emerging biotechnology company developing metabolic-based cancer therapies announces that an open label phase II clinical trial evaluating SM-88 as a monotherapy in end-stage patients with advanced pancreatic cancer demonstrated substantially improved survival benefit compared to expected median overall survival outcomes.

The 88-Panc open label phase II trial investigation involved 38 heavily pretreated patients with actively progressing metastatic pancreatic cancer who had received a median of two prior systemic therapies, and had significant disease related mortality. Researchers found that 68% of patients treated with SM-88, (19 of 28) remained alive after a median of 4.3 months of follow-up (median 5.8 months since completing prior treatment). Median survival has not been concluded for either evaluable or intent-to-treat (ITT) subjects with 60% of ITT subjects still alive.

	Overall Survival (n=28, median follow-up 4.3 months) 

		As of Jan 6, 2019; evaluable patients include patients completing one cycle of therapy



	
	Overall Survival by Line of Therapy (n=28) 
As of Jan 6, 2019; evaluable patients include patients completing one cycle of therapy



	


Photos accompanying this announcement are available at
http://www.globenewswire.com/NewsRoom/AttachmentNg/a2ce2254-7861-4a6d-9065-1d223d70e971
http://www.globenewswire.com/NewsRoom/AttachmentNg/379ff424-6722-4c75-be68-384a2d03332e 

The survival data with SM-88 is significantly longer than published results in historical trials for comparable patients. SM-88 also demonstrated anti-tumor activity by computed topography (CT), positron emission topography (PET), and circulating tumor cell burden:

· 42% (8/17) stable disease or better at two-months under RECIST criteria, including 12% (2/17) with target lesion reductions of greater than 30% 

· 64% (7/11) stable disease or better at two-months using PET imaging, including reductions of up to 70% 

· 74% (16/23) with circulating tumor cell reductions of 30% or greater 

“We have no real options for treating end-of-life patients with advanced pancreatic cancer,” said Dr. Vincent Picozzi, Director of the Pancreaticobiliary Program at the Floyd & Delores Jones Cancer Institute at Virginia Mason Medical Center, Principal Investigator in the Tyme Phase II metastatic pancreatic cancer trial, and a Precision Promise Committee Chair. “The current survival when considering the safety of SM-88, offers new hope to both patients and physicians seeking viable treatment options for advanced patients.”

SM-88 was well tolerated with only 2 (6.5%) serious adverse events (SAEs) deemed at least potentially-related to SM-88.  These SAEs both occurred in one patient, who continued on SM-88 treatment. 

The 88-Panc results are from an investigational study. SM-88 is not approved for the treatment of patients with advanced pancreatic cancer. 

Further details of this study will be highlighted by Dr. Vincent Picozzi and other 88-Panc primary investigators at the ASCO 2019 Gastrointestinal Cancers Symposium in San Francisco, CA on Friday, January 18, 2019, 11:30AM-1:00 PM (PST) and 5:30- 6:30 PM (PST) during the Poster Session B: “Cancers of the Pancreas, Small Bowel, and Hepatobiliary Tract” at the Moscone West Building, San Francisco. The posters will also be available on our website (www.tymeinc.com/data-publications). 

Tyme management will be hosting a conference call for analysts and investors today, January 18th at 9:00AM EST to discuss the SM-88 data being presented at the ASCO GI conference. Those interested in participating in the call should dial: (877) 705-6011 (Domestic) / (201) 493-6730 (International); and enter passcode: 13686312. The call will also be viewable via webcast, which can be accessed through the “Investors” tab of the company’s website (ir.tymeinc.com). A replay of this conference call will also be available via webcast shortly after the event.  

The SM-88 Posters to be presented at ASCO GI include: 

	Title: 
	Phase II trial of SM-88 in Patients with Metastatic Pancreatic Cancer: Preliminary Results of the 1st Stage. ( link to poster ) 

	Authors: 
	Marcus Smith Noel, Andrea Wang-Gillam, Allyson J. Ocean, Sant P. Chawla, Giuseppe Del Priore, Vincent J. Picozzi

	 
	 

	Title: 
	Designing Clinical Trials in 3L+ Pancreatic Cancer. ( link to poster ) 

	Authors: 
	Victoria G. Manax, Valery Chatikhine, Saundra Kirven, Ben R Taylor

	 
	 

	Title:     
	Feasibility of SM-88 in PC After Multiple Prior Lines and ECOG <2 (NCT03512756 ( link to poster ) 

	Authors:
	Marcus Smith Noel, Andrea Wang-Gillam, Allyson J. Ocean, Giuseppe Del Priore, Vincent J. Picozzi

	 
	 

	Title:
	Phase II pharmacokinetics of Oral SM-88 in Heavily Pre-Treated Advanced Pancreatic Ductal Adenocarcinoma (PC). ( link to poster ) 

	Authors:   
	Marcus Smith Noel, Martin Fernandez-Zapico, Gerald H. Sokol, Giuseppe Del Priore 

	 
	 


About the SM-88 Study
In the SM-88 trial, a TYME-sponsored, open-label, multi-site, randomized, study of 38 advanced pancreatic cancer patients with disease progression were eligible. The primary endpoint of the study is response rate by Blinded Independent Central Review. Other endpoints including progression-free survival, overall response rate and overall survival determined by investigator, circulating tumor cell responses, and overall response rate determined by independent radiological review, as well as safety and tolerability in this end-stage patient population.

About Advanced Pancreatic Cancer 
Advanced pancreatic cancer is a difficult-to-treat cancer with the lowest survival rates among all cancer types. Across all patients with pancreatic cancer, relative 5-year survival is 6% and is less than 2% for those with advanced disease. The median survival for patients in end-stage of the disease is approximately 2 months. There are two main types of pancreatic cancer - adenocarcinomas, which accounts for approximately 90% of all pancreatic cancer, and neuroendocrine tumors.  Pancreatic cancer is relatively uncommon with new cases accounting for only 2.1% of all newly diagnosed cancers. However, pancreatic cancer is the fourth most common cause of cancer death for men and women in the United States.  
About SM-88 
SM-88 is a novel combination therapy that utilizes a proprietary dysfunctional tyrosine derivative to interrupt the metabolic processes of cancer cells, breaking down the cells’ key defenses and making them vulnerable to oxidative stress and death. SM-88 has demonstrated efficacy in the treatment of multiple oncology indications, including breast and prostate, and pancreatic cancer, without low reported toxicities or serious adverse events.

About Tyme Technologies 
Tyme Technologies, Inc., is a clinical-stage biotechnology company developing cancer therapeutics that are intended to be broadly effective across tumor types and have low toxicity profiles. Unlike targeted therapies that attempt to regulate specific mutations within cancer, the Company’s therapeutic approach is designed to take advantage of a cancer cell’s innate metabolic weaknesses to compromise its defenses, leading to cell death through oxidative stress. Tyme’s lead program, SM-88, is expected to enter a pivotal trial in metastatic pancreatic cancer during 2019.  For more information, visit www.tymeinc.com.  Follow us on social media: @tyme

Forward-Looking Statements/Disclosure Notice 


The information contained in this press release is as of release date and Tyme assumes no obligation to update forward-looking statements contained in this release as a result of future events or developments.

Source: Tyme Technologies, Inc.

The first photo is also available at Newscom, www.newscom.com, and via AP PhotoExpress.
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Tyme down 48% on SM-88 data

Jan. 18, 2019 8:37 AM ET|About: Tyme Technologies, Inc. (TYME)|By: Douglas W. House, SA News Editor https://seekingalpha.com/news/3424226-tyme-48-percent-smminus-88-data 
Tyme Technologies (NASDAQ:TYME) slumps 48% premarket on light volume (so far) following its release of mid-stage data on SM-88 in patients with end-stage pancreatic cancer.

The company reported a survival benefit in a third-line setting but investors aren't buying it.

STATnews' Adam Feuerstein calls the company's press release "totally irresponsible," adding that the trial failed to show said survival benefit.

Tyme’s SM-88 to be included in Pancreatic Cancer Action Network’s (PanCAN’s) Novel “Precision Promise(SM)” Adaptive Phase II/III Pancreatic Cancer Trial Platform

October 10, 2018 http://www.ptcommunity.com/wire/tyme-s-sm-88-be-included-pancreatic-cancer-action-network-s-pancan-s-novel-precision-promisesm 

· Innovative trial design intended to accelerate development of pancreatic cancer therapies
· Potential pivotal pathway for SM-88 monotherapy in the second-line pancreatic cancer setting
· Also planning to test SM-88 in combination with standard-of-care treatments
NEW YORK, Oct. 10, 2018 (GLOBE NEWSWIRE) -- Tyme Technologies, Inc. (NASDAQ: TYME) announced today an agreement to include SM-88 as an experimental arm in the novel Precision Promise adaptive Phase II/III trial platform sponsored by PanCAN. The objective of Precision Promise is to expedite the study and approval of promising therapies for pancreatic cancer by bringing multiple stakeholders together, including academic, industry and regulatory entities.

The primary goal is to initially study SM-88 as a monotherapy treatment arm for patients who have failed one prior line of chemotherapy. Additionally, it is planned that SM-88 will be evaluated in combination with gemcitabine (Gemzar®) and nab-paclitaxel (Abraxane®) for both first- and second-line subjects. 

Overview of Precision Promise 
The statistical design of Precision Promise is led by renowned statistician Dr. Donald Berry, who designed the I-SPY breast cancer trials and has over 400 peer-reviewed publications, in collaboration with PanCAN and with guidance from the U.S. Food and Drug Administration (FDA).  PanCAN is sponsoring Precision Promise and providing funding to support its goal to change patient outcomes for those suffering from pancreatic cancer.

Some features of Precision Promise’s design include:

· Adaptive pivotal Phase II/III trial platform of first- and second-line pancreatic cancer patients

· Primary end point is overall survival

· Participants are adaptively randomized and are more likely to receive therapies that are performing better

· Participants can be re-randomized for second-line treatment if they progress on first-line treatment, simplifying enrollment and patient care

· Two control arms (mFOLFIRINOX and gemcitabine/nab-paclitaxel) provide comparisons for the various experimental arms

· Minimizes number of participants needed to achieve statistically significant pivotal data for drug registration

· In-depth biomarker and genomic profiling to be performed on all participants

· Identifies and then confirms which patient subtypes benefit from which experimental therapies

Precision Promise is expected to launch in the first half of 2019 at 14 high-volume pancreatic cancer treatment centers in the country, which represent some of the nation’s most prestigious medical institutions and oncologists in the field. Two of the Precision Promise clinical sites, Virginia Mason in Seattle and Washington University in St. Louis, are also leading sites in Tyme’s ongoing Phase II trial that is testing monotherapy SM-88 for metastatic pancreatic cancer (TYME-88-PANC; ClinicalTrials.gov Identifier: NCT03512756). 

“Precision Promise sets a new standard for what can be accomplished with intelligent, adaptive trial design and could have broad implications for the regulatory pathway of cancer therapeutics,” said Steve Hoffman, Tyme’s Co-Founder and Chief Executive Officer. “In addition, the extraordinary work that PanCAN has done organizing all of the involved parties makes our participation in the program both more cost efficient and operationally simpler than our existing pancreatic program.”

“PanCAN is delighted to be partnering with Tyme to join forces in the fight against pancreatic cancer,” said Julie Fleshman, JD, MBA, PanCAN’s President and Chief Executive Officer. “As the first adaptive, platform clinical trial for pancreatic cancer, Precision Promise is ground-breaking and we expect it to provide insight and results which we hope will bring additional effective treatments in a shorter timeframe to people who are fighting pancreatic cancer.”

Update to SM-88’s Current Pancreatic Development Plan
Participation in Precision Promise is expected to have the following effects on Tyme’s existing pancreatic trial, TYME-88-PANC:

· Stage 1 of TYME-88-PANC: Stage 1 of the ongoing trial is already fully enrolled with more than 36 subjects.  Tyme currently continues to expect to provide an interim safety and efficacy analysis in January 2019.
 

· Stage 2 of TYME-88-PANC:  TYME-88-PANC and Precision Promise have a partial overlap of potential eligible patient populations.  However, TYME-88-PANC also includes subjects who have already failed two or more prior lines of therapy or have poor functional health (ECOG performance status 2), which typically leaves them with few, if any, treatment options.  Therefore, Tyme plans to discuss with the FDA how to amend Stage 2 of TYME-88-PANC for a separate regulatory path focused on this large and underserved patient population. Tyme will pause further enrollment in TYME-88-PANC until these discussions are completed.
 

· Financial Impact: Because of PanCAN’s considerable financial support and the efficiency of a platform trial, Precision Promise is significantly less expensive on a per participant basis than TYME-88-PANC.  Tyme currently expects average quarterly operating cash burn to remain approximately $5 million through the remainder of fiscal year 2019.  This expectation includes initiation of both Precision Promise arms and removes expenses associated with Stage 2 of TYME-88-PANC. After evaluating options for an amendment to Stage 2 of TYME-88-PANC, the Company will provide an update of its expectations of any potential impact on cash burn.  

Analyst and Investor Conference Call
Tyme management will be hosting a conference call today (October 10, 2018) at 10AM EDT to discuss today’s announcement.  Dr. Victoria Manax, Chief Medical Officer of PanCAN; Julie Fleshman, President and CEO of PanCAN; and Dr. Donald Berry, Founder of Berry Consultants, will join the call to discuss details about Precision Promise.  The conference call number is (for US callers) (877) 423-9813, (for international callers) (201) 689-8573, passcode 13683971.  There will be a replay available until October 17th, and the replay number of the prepared comments is (US) (844) 512-2921 or (international) (412) 317-6671, passcode 13683971. 

About PanCAN 
The Pancreatic Cancer Action Network (PanCAN) is dedicated to fighting the world’s toughest cancer. In the organization’s urgent mission to save lives, they approach the disease on all fronts: research, clinical initiatives, patient services and advocacy. Their effort is amplified by a nationwide network of grassroots support. They are determined to improve patient outcomes today and to double survival by 2020. For more information about PanCAN, please visit www.pancan.org.

About Tyme
Tyme Technologies, Inc., is a clinical-stage biotechnology company developing cancer therapeutics that are intended to be broadly effective across tumor types and have low toxicity profiles. Unlike targeted therapies that attempt to regulate specific mutations within cancer, the Company’s therapeutic approach is designed to take advantage of a cancer cell’s innate metabolic weaknesses to compromise its defenses, leading to cell death through oxidative stress and exposure to the body’s natural immune system.
For more information, visit www.tymeinc.com.

Forward-Looking Statements/Disclosure Notice

In addition to historical information, this press release contains forward-looking statements under the Private Securities Litigation Reform Act that involve substantial risks and uncertainties. Such forward-looking statements within this press release include, without limitation, statements regarding our drug candidates (including SM-88), their clinical potential and non-toxic safety profiles, our drug development plans and strategies, ongoing and planned clinical trials, preliminary data results and the therapeutic design and mechanisms of our drug candidates; and readers can identify forward-looking statements by sentences or passages involving the use of terms such “believes,” “expects,” “hopes,” “may,” “will,” “plan,” “intends,” “estimates,” “could,” “should,” “would,” “continue,” “seeks,” or “anticipates,” and similar words (including their use in the negative) or by discussions of future matters such as the development and potential commercialization of our lead drug candidate and of other of new products, expected releases of interim or final data from our clinical trials, possible collaborations, the timing, scope and objectives of our planned clinical trials, cash usage forecasts and other statements that are not historical. The forward-looking statements contained in this press release are based on management’s current expectations, which are subject to uncertainty, risks and changes in circumstances that are difficult to predict and many of which are outside of Tyme’s control. These statements involve known and unknown risks, uncertainties and other factors which may cause the Company’s actual results, performance or achievements to be materially different from any historical results and future results, performances or achievements expressed or implied by the forward-looking statements. These risks and uncertainties include, but are not limited to, that the information is of a preliminary nature and may be subject to change; uncertainties inherent in research and development, including the ability to achieve clinical study start and completion dates; the possibility of unfavorable study results, including unfavorable new clinical data and additional analyses of existing data; risks associated with early, initial data, including the risk that the final Phase II data may differ from prior study data or preliminary Phase II data; final results of additional clinical trials that may be different from the preliminary data analysis and may not support further clinical development; that past reported data are not necessarily predictive of future patient or clinical data outcomes; whether and when any applications or other submissions for SM-88 may be filed with regulatory authorities; whether and when regulatory authorities may approve any applications or submissions; decisions by regulatory authorities regarding labeling and other matters that could affect commercial availability of SM-88; competitive developments; and the factors described in the section captioned “Risk Factors” of Tyme’s Annual Report on Form 10-K filed with the U.S. Securities and Exchange Commission on June 13, 2018, as well as subsequent reports we file from time to time with the U.S. Securities and Exchange Commission (available at www.sec.gov).

The information contained in this press release is as of release date and Tyme assumes no obligation to update forward-looking statements contained in this release as a result of future events or developments.
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Tyme Announces Positive Efficacy Data for SM-88 in Pancreatic Cancer at 2018 ASCO Gastrointestinal Cancers Symposium

January 19, 2018 11:46 ET | Source: Tyme Technologies, Inc. https://globenewswire.com/news-release/2018/01/19/1297899/0/en/Tyme-Announces-Positive-Efficacy-Data-for-SM-88-in-Pancreatic-Cancer-at-2018-ASCO-Gastrointestinal-Cancers-Symposium.html 

· 40 percent of evaluable patients achieved survival of more than 12 months, 30 percent achieved a complete or partial tumor response
· All patients improved or maintained quality of life measures and pain scores 
SAN FRANCISCO, Jan. 19, 2018 (GLOBE NEWSWIRE) -- Tyme Technologies, Inc. (Nasdaq:TYME), a clinical-stage biotechnology company developing cancer therapeutics, today announced efficacy and safety data for SM-88 in patients with advanced metastatic or recurrent pancreatic cancer. The data were presented today in a poster presentation at the 2018 American Society of Clinical Oncology (ASCO) Gastrointestinal Cancers Symposium in San Francisco, Calif. 

“We are encouraged by the early efficacy signals demonstrated by SM-88 without report of drug-related serious adverse events in pancreatic cancer, a devastating disease that lacks safe and effective treatment options,” said Giuseppe Del Priore, M.D., Chief Medical Officer of Tyme. “We look forward to exploring SM-88 in a larger prospective Phase II trial this year in pancreatic cancer patients who have failed prior therapy.”  

Data from 10 pancreatic cancer patients treated with SM-88 in Tyme’s First Human Study or compassionate use program were evaluated for overall survival, overall response rate, progression-free survival, Eastern Cooperative Oncology Group (ECOG) performance status and pain scores.   

Many evaluable patients demonstrated prolonged survival with 40 percent (4/10) surviving more than 12 months, and 30 percent (3/10) achieving a complete or partial response. All subjects (10/10) reduced or maintained pain scores during their first cycle of SM-88 therapy, in addition to gaining or maintaining weight. Eighty percent (8/10) of patients showed improvement in ECOG performance status during the first treatment cycle, with 30 percent (3/10) demonstrating an improvement of greater than one point during this six week period. All patients improved or maintained European Organisation for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire subject-reported health and quality of life outcomes after initiating SM-88 therapy.

About SM-88
SM-88 is a novel combination therapy that utilizes a proprietary dysfunctional tyrosine derivative to interrupt the metabolic processes of cancer cells, breaking down the cells’ key defenses and making them vulnerable to oxidative stress and death. SM-88 has demonstrated efficacy in the treatment of multiple oncology indications, including breast and prostate cancer, without reports of significant toxicity or serious adverse events.

SM-88 is being evaluated in a Phase II clinical trial for prostate cancer (NCT02796898). A Phase II clinical trial in pancreatic cancer is planned to initiate in 2018.

About Tyme
Tyme Inc. is a clinical-stage biotechnology company developing cancer therapeutics that are intended to be broadly effective across tumor types and have low toxicity profiles. Unlike targeted therapies that attempt to regulate specific mutations within cancer, the Company’s therapeutic approach is designed to take advantage of a cancer cell’s innate metabolic weaknesses to compromise its defenses, leading to cell death through oxidative stress and exposure to the body’s natural immune system. Tyme’s lead clinical program, SM-88, is a first-in-class combination therapy in Phase II development for prostate cancer. The Company is preparing to initiate an additional Phase II clinical trial in pancreatic cancer in 2018.

For more information, visit www.tymeinc.com.
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Tyme Inc. (TYME) Reports Positive Efficacy Data for SM-88 in Pancreatic Cancer

19Jan2018 https://www.streetinsider.com/Corporate+News/Tyme+Inc.+%28TYME%29+Reports+Positive+Efficacy+Data+for+SM-88+in+Pancreatic+Cancer/13702607.html 

Tyme Technologies, Inc. (NASDAQ: TYME) today announced efficacy and safety data for SM-88 in patients with advanced metastatic or recurrent pancreatic cancer. The data were presented today in a poster presentation at the 2018 American Society of Clinical Oncology (ASCO) Gastrointestinal Cancers Symposium in San Francisco, Calif.

“We are encouraged by the early efficacy signals demonstrated by SM-88 without report of drug-related serious adverse events in pancreatic cancer, a devastating disease that lacks safe and effective treatment options,” said Giuseppe Del Priore, M.D., Chief Medical Officer of Tyme. “We look forward to exploring SM-88 in a larger prospective Phase II trial this year in pancreatic cancer patients who have failed prior therapy.” 

Data from 10 pancreatic cancer patients treated with SM-88 in Tyme’s First Human Study or compassionate use program were evaluated for overall survival, overall response rate, progression-free survival, Eastern Cooperative Oncology Group (ECOG) performance status and pain scores. 

Many evaluable patients demonstrated prolonged survival with 40 percent (4/10) surviving more than 12 months, and 30 percent (3/10) achieving a complete or partial response. All subjects (10/10) reduced or maintained pain scores during their first cycle of SM-88 therapy, in addition to gaining or maintaining weight. Eighty percent (8/10) of patients showed improvement in ECOG performance status during the first treatment cycle, with 30 percent (3/10) demonstrating an improvement of greater than one point during this six week period. All patients improved or maintained European Organization for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire subject-reported health and quality of life outcomes after initiating SM-88 therapy.

About SM-88

SM-88 is a novel combination therapy that utilizes a proprietary dysfunctional tyrosine derivative to interrupt the metabolic processes of cancer cells, breaking down the cells’ key defenses and making them vulnerable to oxidative stress and death. SM-88 has demonstrated efficacy in the treatment of multiple oncology indications, including breast and prostate cancer, without reports of significant toxicity or serious adverse events.

SM-88 is being evaluated in a Phase II clinical trial for prostate cancer (NCT02796898). A Phase 2 clinical trial in pancreatic cancer is planned to initiate in 2018.

SM-88 therapy in patients with advanced or metastatic pancreatic cancer
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Abstract Disclosures
Abstract:

Background: SM-88 (tyrosine derivative, mTOR inhibitor, CYP3a4 inducer and oxidative stress catalyst) is a relatively non-toxic, targeted therapy that utilizes the Warburg Effect in combination with oxidative stress to cause tumor cell death. Previously reported results (Phase I and preliminary Phase II) showed safety and efficacy for SM-88 in metastatic and recurrent cancers. Pancreatic cancer continues to have a poor prognosis with toxic standard of care (SOC) therapies, associated serious adverse events (SAEs), and QOL degradation. SM-88 is being evaluated as a minimally toxic alternative treatment. 
Methods: Retrospective chart review between 2012-17 of 12 patients with advanced or metastatic pancreatic cancer treated with SM-88 through a Phase 1 study (3/12) or compassionate use (9/12) with 10/12 evaluable. Although treatment regimens specifics varied, all were provided SM-88 therapy five days a week, administered by clinicians, orally or through subcutaneous injection; 7/10 patients received SM-88 mono therapy; and 3/10 received combination therapy (5FU-based). 
Results: 40% (4/10) of patients achieved survival benefit of greater than one year (mean 12.2 mo) (see table). Monotherapy patients maintained or improved ECOG PS and did not experience drug-related SAEs during treatment. 2/10 patients achieved partial responses. One patient maintained rPFS for 13 months despite positive margins post-surgery and elevated CA19.9 levels. 
Conclusions: SM-88 appears well tolerated and demonstrated notable survival times in comparison to expected SOC therapies. In addition, several of the patients demonstrating benefit had baseline ECOG PSs of 2, for which current SOC is palliative care only. For further evaluation, a North American Phase 2 trial in recurrent pancreatic cancer has been initiated. 

	Patient
	Baseline 
ECOG
	Best ECOG on SM-88
	Previous Treatments*
	Months of SM-88 Monotherapy
	OS

	037
	0-1
	0
	S, R, C(1)
	2
	45

	018
	1
	0
	S
	18
	24

	096
	2
	1
	C(1)
	16.5 (Comb)
	16

	084
	2-3
	0
	S
	13
	15

	086
	2
	1
	n/a
	3 (Comb)
	5

	031
	2-3
	1
	C(1)
	4
	4

	047
	1
	0
	C(1)
	4
	4

	107
	1
	1
	C(5)
	2
	4

	094
	2
	n/a
	C(3)
	2.5 (Comb)
	3

	014
	2-3
	1
	S
	2
	2


S = surgery, R = radiotherapy, C = chemotherapy (Number of lines), 
Comb = SM88 combined with SOC (Standard Of Care) chemotherapy
A Multi-Center Study of SM-88 in Subjects With Pancreatic Cancer
https://clinicaltrials.gov/show/NCT03512756 
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	The safety and scientific validity of this study is the responsibility of the study sponsor and investigators. Listing a study does not mean it has been evaluated by the U.S. Federal Government. Know the risks and potential benefits of clinical studies and talk to your health care provider before participating. Read our disclaimer for details. 
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Study Description

Brief Summary:

A prospective, open-label phase 2/3 trial in metastatic pancreatic cancer subjects who have failed at least two lines of any prior systemic therapy. The trial is designed to evaluate the safety and efficacy of SM-88 used with MPS (methoxsalen, phenytoin and sirolimus) in pancreatic cancer and will measure multiple endpoints, including overall survival, progression free survival, relevant biomarkers, quality of life, safety, and overall response rate.

(Part 1 enrollment complete) In the initial stage of the trial (36 subjects), two dose levels of SM-88's metyrosine-derivative was evaluated.

(Part 2 actively enrolling) The second part will consist of a subsequent expansion of the trial to further assess safety and efficacy of SM-88 used with MPS containing the selected SM-88 RP2D from Part 1. A total of 250 subjects in the second part will be randomized 1:1 either to the SM-88 arm (125 subjects) or Physician's Choice of therapy for the Control Arm (125 subjects). Subjects should have previously received two lines of prior systemic therapy.

	Condition or disease 
	Intervention/treatment 
	Phase 

	Pancreatic Cancer 
	Drug: SM-88 used with MPS (methoxsalen, phenytoin, sirolimus) Drug: Capecitabine, Gemcitabine, and 5-FU 
	Phase 2 Phase 3 


Detailed Description:

Please refer to Inclusion/Exclusion Criteria and Summary

Study Design

	

	Study Type :
	Interventional  (Clinical Trial) 

	Estimated Enrollment :
	250 participants

	Allocation:
	Randomized

	Intervention Model:
	Sequential Assignment

	Masking:
	None (Open Label)

	Primary Purpose:
	Treatment

	Official Title:
	A Randomized Phase 2/3 Multi-Center Study of SM-88 in Subjects With Pancreatic Cancer Whose Disease Has Progressed or Recurred

	Actual Study Start Date :
	March 27, 2018

	Estimated Primary Completion Date :
	December 31, 2020

	Estimated Study Completion Date :
	December 31, 2020


Resource links provided by the National Library of Medicine 

MedlinePlus related topics: Pancreatic Cancer 

Drug Information available for: Phenytoin Methoxsalen 

Genetic and Rare Diseases Information Center resources: Pancreatic Cancer 

U.S. FDA Resources 

Arms and Interventions

	Arm 
	Intervention/treatment 

	Experimental: Part 1 and Part 2 SM-88 Arm 

(Part 1 enrollment complete) SM-88 used with MPS (methoxsalen, phenytoin and sirolimus)

(Part 2 actively enrolling) SM-88 (920 mg per day) used with MPS (methoxsalen, phenytoin and sirolimus) will be administered to 125 evaluable subjects until unacceptable toxicity, disease progression, or any of the treatment discontinuation criteria are met.
	Drug: SM-88 used with MPS (methoxsalen, phenytoin, sirolimus) 

Daily oral therapy for cancer

Other Names:

· SM-88

· Racemetyrosine



	Experimental: Physician's Choice 

Physician's Choice therapy will be administered for a total of 125 evaluable subjects until unacceptable toxicity, disease progression, or any of the treatment discontinuation criteria are met.
	Drug: Capecitabine, Gemcitabine, and 5-FU 

Investigator choice of the following therapies:

Capecitabine, Gemcitabine, and 5-FU

Other Name: Physician's Choice




Outcome Measures

Primary Outcome Measures : 

1. Overall Survival [ Time Frame: From date of randomization until the date of first documented progression or date of death, whichever came first, assessed up to 60 months ]

To determine the OS of subjects treated with SM-88 used with methoxsalen, phenytoin, and sirolimus (MPS) vs the Control Arm (Physician's Choice).

Secondary Outcome Measures : 

1. Progression Free Survival [ Time Frame: From date of randomization until the date of first documented progression or date of death, whichever came first, assessed up to 60 months ]

To report investigator determined PFS.

Eligibility Criteria

Information from the National Library of Medicine 

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a study. To learn more about this study, you or your doctor may contact the study research staff using the contacts provided below. For general information, Learn About Clinical Studies. 
	

	Ages Eligible for Study:   
	18 Years and older   (Adult, Older Adult)

	Sexes Eligible for Study:   
	All

	Accepts Healthy Volunteers:   
	No


Criteria

Inclusion Criteria:

1.

Part 1 enrollment complete

Biopsy-proven metastatic pancreatic adenocarcinoma with documented radiographic disease progression on or after one or more systemic therapies. Chemotherapy given as part of prior chemoradiation in the setting of non-metastatic pancreatic cancer does not count as a line of therapy. Chemotherapy given for at least 4 months as adjuvant after complete response is considered as a first line therapy.

Part 2 actively enrolling

Biopsy-proven metastatic pancreatic adenocarcinoma on or after two prior lines of systemic therapy. Chemotherapy given as part of prior chemo- radiation in the setting of non-metastatic pancreatic cancer does not count as a line of therapy unless metastases develop within 6 months of completing the chemosensitization. Chemotherapy given for at least 4 months as adjuvant after a CR to any therapy (e.g. surgery and radiation therapy) is also considered as a first line therapy. Of the two prior lines, patients should have received a gemcitabine-based regimen for a prior line and a 5-FU based regimen as a prior line of therapy. Investigational therapies as part of a prior line regimen are permitted.

2. Subjects have received two (2) and not more than two (2) previous systemic regimens for the treatment of pancreatic adenocarcinoma

3. Subject must be eligible to receive one or more of the Physician Choice options.

4. Radiographically measurable disease of at least one site by CT scan (or MRI, if allergic to CT contrast media). Imaging results must be obtained within the 14-day window prior to randomization

5. Subjects must have completed any investigational cancer therapy at least 30 days prior to first dose.

6. Subjects must have completed any other cancer therapy at least 14 days prior to first dose and recovered from major side effects of prior therapies or procedures.

7. ≥18 years of age.

8. ECOG PS ≤2.

9. Adequate organ function defined as follows (lab results must be obtained within the 7-day window prior to randomization):

1. All laboratory parameters ≤ Grade 2 NCI Common Terminology Criteria for Adverse Events (CTCAE) criteria.

2. In addition:

i. Hematologic: Platelets ≥ 100 x 109 g/dL; Absolute Neutrophil Count ≥ 1.5 x 109/L (without platelet transfusion or growth factors within the 7 days prior to the screening laboratory assessment).

ii. Hepatic: transaminase /alanine transaminase ≤ 2.5 x upper limit of normal (ULN); total or conjugated bilirubin ≤ 1.5 x ULN, alkaline phosphatase (ALP) < 2.5 x ULN.

iii. Renal: serum creatinine ≤1.5 x ULN and creatinine clearance ≥ 60 mL/min as calculated by the Cockroft-Gault method.

iv. Coagulation: International normalized ratio (INR) ≤ 1.2 within 28 days of starting study.

v. Albumin: ≥ 3.0 g/dL.

vi. Weight: No more than a 5% change from Screening to Randomization (must be at least 1 week apart).

10. All acute toxic effects of any prior antitumor therapy resolved to Grade ≤ 1 before baseline, with the exception of alopecia and neurotoxicity (CTCAE Grade 1 or 2 permitted).

11. Able and willing to provide written informed consent to participate in this study.

12. Subject is willing and able to comply with the protocol for the duration of the study including undergoing treatment and scheduled visits and examinations including follow up.

13. Subjects must be able to swallow whole capsules.

14. Female subjects must either be of non-reproductive potential, not breast-feeding or must have a negative urine or serum pregnancy test within 28 days of study treatment, confirmed prior to treatment on Day 1.

15. Subjects of fertile potential who engage in heterosexual intercourse with partners of childbearing potential must attest to the use of highly effective contraception while enrolled in the study and for at least 6 months following the last dose of study drug.

Highly effective birth control methods include the following (the subject should choose 2 to be used with their partner):

1. Oral, injectable, or implanted hormonal contraceptives.

2. Condom with a spermicidal foam, gel, film, cream, or suppository.

3. Occlusive cap (diaphragm or cervical/vault cap) with a spermicidal foam, gel, film, cream, or suppository.

Or any one of the following:

1. Intrauterine device.

2. Intrauterine system (for example, progestin-releasing coil).

3. Vasectomized male (as determined by the investigator).

4. Tubal ligation/sterilization (female).

Exclusion criteria for Parts 1 and 2 are as follows:

1. Any screening laboratory, ECG, or other findings that, in the opinion of the investigator, medical monitor or the sponsor, indicate an unacceptable risk for the subject's participation in the study.

2. History or evidence of any clinically significant disorder, condition, or disease that, in the opinion of the investigator or medical monitor would pose a risk to the subject's safety or interfere with the study evaluations, procedures, or completion. Examples include intercurrent illness such as active uncontrolled infection, active or chronic bleeding event within 28 days of baseline, uncontrolled cardiac arrhythmia, or psychiatric illness/social situation that would limit compliance with study requirements.

3. History of a concurrent or second malignancy, except for adequately treated localized basal cell or squamous cell carcinoma of the skin, adequately treated superficial bladder cancer, adequately treated Stage 1 or 2 cancer currently in complete remission; or any other cancer that has been in complete remission for ≥ 5 years.

4. Subjects with MSI-H pancreatic cancer who have not previously received pembrolizumab.

5. Subjects with any known actionable mutation (e.g. BRCA mutation) who have not been treated with an approved drug for the mutation (the drug does not have to be approved for the indication).

6. Radiation to all target lesions within 12 weeks of study baseline.

7. No measurable target lesions.

8. Current use, or up to 14 days prior use, of a restricted medication (see Section 8.7) or requires any of these medications during treatment phase.

9. Major surgery, defined as any surgical procedure that involves general anesthesia and a significant incision (i.e. larger than that required for placement of central venous access, percutaneous feeding tube, or biopsy) within 28 days of the first dose of study drug.

10. Minor surgical procedures within 7 days of baseline, or not yet recovered from any prior surgery.

11. Any dysphagia, odynophagia, esophageal dysmotility or stricture, known gastrointestinal (GI) malabsorption syndrome, or intractable diarrhea that may significantly alter the absorption of any of the components of SM-88 used with MPS, e.g., cirrhosis.

12. Known human immunodeficiency (HIV) virus infection. Note: HIV testing is not required in the absence of clinical suspicion.

13. Known hepatitis B surface antigen (HBsAg) positive.

14. Known hepatitis C (HCV) viral RNA present.

15. Have previously been enrolled in this study or any other study investigating SM-88 or who have previously received any SM-88, methoxsalen, phenytoin, or sirolimus in a clinical trial.

16. History of any known drug allergies to any study medication.

17. Are currently enrolled in, or have discontinued within 14 days of screening, from a clinical trial involving an i nvestigational product or non-approved use of a drug or device.

18. Subjects must not have any clinically significant and uncontrolled major medical condition(s) including, but not limited to uncontrolled nausea/vomiting/diarrhea; active uncontrolled infection; symptomatic congestive heart failure (New York Heart Association [NYHA] class ≥ II); unstable angina pectoris or cardiac arrhythmia; psychiatric illness/social situation that would limit compliance with study requirements.

19. >5% weight loss over the 28 days prior to consent or >5% change in weight from consent to randomization.

20. Subjects that have a variety of factors influencing oral drugs (such as unable to swallow, nausea, vomiting, chronic diarrhea and intestinal obstruction, etc.).

21. Subjects with central nervous system metastasis; with the exception of subjects who have stable brain metastases as defined as off steroids and no CNS progress for 6 months after CNS treatment.

22. Pregnant or lactating women.

23. Substance abuse that cannot be ended, or subjects with mental disorders that will prevent compliance or evaluation including uncontrolled schizophrenia, uncontrolled depression or other uncontrolled disorders.

24. Subjects with a history of hypersensitivity to phenytoin, its inactive ingredients, or other hydantoins; or a history of prior acute hepatotoxicity attributable to phenytoin.

25. Subjects exhibiting idiosyncratic reactions to psoralen compounds.

26. Subjects with a hypersensitivity to sirolimus.

27. Subjects with a history of the light sensitive diseases for which methoxsalen would be contraindicated. Diseases associated with photosensitivity include lupus erythematosus, porphyria cutanea tarda, erythropoietic protoporphyria, variegate porphyria, xeroderma pigmentosum, and albinism.

28. Subjects treated, or anticipated to be treated, with delavirdine (due to potential for loss of virologic response and possible resistance to delavirdine or to the class of non-nucleoside reverse transcriptase inhibitors caused by phenytoin).

29. Subjects with cutaneous melanoma or invasive squamous cell carcinomas or a history thereof, except for those in complete remission for ≥5 years (due to contraindication for use of methoxsalen).

30. Subjects with prior organ transplant or being treated, or anticipated to be treated, with cyclosporine (because long-term administration of the combination of cyclosporine and sirolimus is associated with deterioration of renal function).

31. Subjects with a seizure disorder that is not well controlled or who have required a change in seizure medications within 60 days of enrollment to the trial.

32. Subjects treated, or anticipated to be treated, with a calcineurin inhibitor (because concomitant use of sirolimus and a calcineurin inhibitor increases the risk of calcineurin inhibitor-induced hemolytic uremic syndrome/thrombotic thrombocytopenic purpura/thrombotic microangiopathy [HUS/TTP/TMA]).

33. Subjects with interstitial lung disease (ILD) [including pneumonitis, bronchiolitis obliterans organizing pneumonia (BOOP), and pulmonary fibrosis].

34. Baseline repeated prolongation of QT/QTc interval [e.g. > 480 milliseconds (ms)] (CTCAE Grade 1) using Fredericia's QT correction formula.

35. A family history of Long QT Syndrome or Torsades de Pointes

36. Clinically significant cataracts or aphakia.

37. Presence of ascites or pleural effusion.

Contacts and Locations

Information from the National Library of Medicine 

To learn more about this study, you or your doctor may contact the study research staff using the contact information provided by the sponsor. 
Please refer to this study by its ClinicalTrials.gov identifier (NCT number): NCT03512756 
Contacts

	

	Contact: Maria Loushin
	212-461-2198
	Maria.Loushin@TymeInc.com
	

	Contact: Shabnam Stanicky
	212-461-2196
	Shabnam.Stanicky@TymeInc.com
	


Locations

	

	United States, Alabama

	University of Alabama at Birmingham
	Not yet recruiting

	Birmingham, Alabama, United States, 35294 

	Contact: Maria Loushin    212-461-2198    maria.loushin@tymeinc.com    

	Principal Investigator: Ravi Paluri, MD          

	United States, California

	City Of Hope
	Recruiting

	Duarte, California, United States, 91010 

	Contact: Isma Hafeez    626-359-8111       

	Principal Investigator: Vincent Chung, MD          

	Sarcoma Oncology Research Center
	Recruiting

	Santa Monica, California, United States, 90403 

	Contact: Victoria Chua-Alcala, MD, CLS    310-552-9999       

	Principal Investigator: Steve Wong, MD          

	United States, Connecticut

	Cancer Center of Central Connecticut
	Active, not recruiting

	Southington, Connecticut, United States, 06489 

	United States, Florida

	H. Lee Moffitt Cancer Center & Research Institute
	Recruiting

	Tampa, Florida, United States, 33612 

	Contact: Taymeyah Al-Toubah    813-745-6454    Taymeyah.al-toubah@moffitt.org    

	Principal Investigator: Dae Won Kim, MD          

	Florida Hospital Tampa
	Active, not recruiting

	Tampa, Florida, United States, 33613 

	United States, Iowa

	June E. Nylen Cancer Center
	Active, not recruiting

	Sioux City, Iowa, United States, 51101 

	United States, Louisiana

	University Medical Center
	Active, not recruiting

	New Orleans, Louisiana, United States, 70112 

	United States, Michigan

	Karmanos Cancer Institute
	Recruiting

	Detroit, Michigan, United States, 48201 

	Contact: Colette Zack    313-576-9385    zackc@karmanos.org    

	Principal Investigator: Philip Philip, MD          

	United States, Missouri

	Washington University
	Recruiting

	Saint Louis, Missouri, United States, 63110 

	Contact: Megan MacDougall    314-362-5740       

	Principal Investigator: Andrea Wang Gillam, MD          

	United States, New York

	New York Cancer and Blood Specialist
	Active, not recruiting

	Bronx, New York, United States, 10469 

	North Shore Hematology Oncology
	Active, not recruiting

	East Setauket, New York, United States, 11733 

	NY Cancer and Blood Specialist
	Active, not recruiting

	East Setauket, New York, United States, 11733 

	NYU Langone Health
	Not yet recruiting

	New York, New York, United States, 10016 

	Contact: Maria Loushin    212-461-2198    maria.loushin@tymeinc.com    

	Principal Investigator: Paul Oberstein, MD          

	Central Park Hematology & Oncology
	Active, not recruiting

	New York, New York, United States, 10028 

	Weill Cornell
	Recruiting

	New York, New York, United States, 10065 

	Contact: Chelsea Garcia    646-962-8166       

	Principal Investigator: Allyson Ocean, MD          

	United States, Ohio

	The Ohio State University
	Recruiting

	Columbus, Ohio, United States, 43221 

	Contact: Nathan Donath    614-293-4822    Nathan.Donath@osumc.edu    

	Principal Investigator: Anne Noonan, MD          

	United States, Texas

	Texas Oncology-Baylor
	Active, not recruiting

	Dallas, Texas, United States, 75246 

	MD Anderson
	Not yet recruiting

	Houston, Texas, United States, 77030 

	Contact: Maria Loushin    212-461-2198    maria.loushin@tymeinc.com    

	Principal Investigator: Shubham Pant, MD          

	United States, Washington

	Virginia Mason Medical Center
	Recruiting

	Seattle, Washington, United States, 98101 

	Contact: Anas Najjar    206-287-5671       

	Principal Investigator: Vincent Picozzi, MD          
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Study Description

Brief Summary:

A prospective, open-label phase 2 trial in metastatic pancreatic cancer subjects who have failed at least one line of any prior chemotherapy. The trial is designed to evaluate the of SM-88 therapy on pancreatic cancer and will measure multiple efficacy and safety endpoints, including overall response rate, overall survival, progression free survival, relevant biomarkers, quality of life and safety. In the initial stage of the trial (36 subjects), two dose levels of SM-88's metyrosine-derivative will be evaluated.

	Condition or disease 
	Intervention/treatment 
	Phase 

	Pancreatic Cancer 
	Drug: Combination of metyrosine-derivative with low-dose sirolimus, phenytoin and methoxsalen 
	Phase 2 


Detailed Description:

Both investigator determined and independent blinded central review will be used for determining outcomes.

Study Design

	

	Study Type :
	Interventional  (Clinical Trial) 

	Estimated Enrollment :
	115 participants

	Allocation:
	Randomized

	Intervention Model:
	Sequential Assignment

	Masking:
	Single (Outcomes Assessor)

	Masking Description:
	Blinded independent centralized radiologic review and un-masked investigator determined outcomes are used in this trial.

	Primary Purpose:
	Treatment

	Official Title:
	A Phase II Multi-Center Study of SM-88 in Subjects With Pancreatic Cancer Whose Disease Has Progressed or Recurred After/on First Line Chemotherapy

	Actual Study Start Date :
	March 27, 2018

	Estimated Primary Completion Date :
	December 31, 2019

	Estimated Study Completion Date :
	December 31, 2019


Resource links provided by the National Library of Medicine [image: image5]
MedlinePlus related topics: Pancreatic Cancer 

Drug Information available for: Phenytoin Methoxsalen Metyrosine Sirolimus 

Genetic and Rare Diseases Information Center resources: Pancreatic Cancer 

U.S. FDA Resources 

Arms and Interventions

	Arm 
	Intervention/treatment 

	Experimental: Lower dose metyrosine-derivative 

Combination of lower dose metyrosine-derivative, low-dose sirolimus, phenytoin and methoxsalen
	Drug: Combination of metyrosine-derivative with low-dose sirolimus, phenytoin and methoxsalen 

Daily oral combination therapy for cancer

Other Name: SM-88



	Experimental: Higher dose metyrosine-derivative 

Combination of higher dose metyrosine-derivative, low-dose sirolimus, phenytoin and methoxsalen
	Drug: Combination of metyrosine-derivative with low-dose sirolimus, phenytoin and methoxsalen 

Daily oral combination therapy for cancer

Other Name: SM-88




Outcome Measures

Primary Outcome Measures : 

1. Overall Response Rate [ Time Frame: From date of randomization until the date of first documented progression or date of death, whichever came first, assessed up to 60 months ]

Overall response rate (complete response + partial response) by central review of modified RECIST 1.1 using blinded independent central review (BICR) of radiological scans.

Eligibility Criteria

Information from the National Library of Medicine 

Choosing to participate in a study is an important personal decision. Talk with your doctor and family members or friends about deciding to join a study. To learn more about this study, you or your doctor may contact the study research staff using the contacts provided below. For general information, Learn About Clinical Studies. 
	

	Ages Eligible for Study:   
	18 Years and older   (Adult, Older Adult)

	Sexes Eligible for Study:   
	All

	Accepts Healthy Volunteers:   
	No


Criteria

Inclusion Criteria:

1. Biopsy-proven metastatic pancreatic adenocarcinoma with documented radiographic disease progression on or after one or more systemic therapies. Chemotherapy given as part of prior chemoradiation in the setting of non-metastatic pancreatic cancer does not count as a line of therapy. Chemotherapy given for at least 4 months as adjuvant after complete response is considered as a first line therapy.

2. Subjects must be unwilling or unable to tolerate other non-study systemic chemotherapy.

3. Subjects must have measurable lesions (according to standard RECIST 1.1).

4. Subjects must have completed systemic therapy at least 28 days prior to first dose.

5. Subjects must have recovered from major side effects of prior therapies or procedures.

6. ≥18 years of age.

7. ECOG performance status ≤2.

8. Life expectancy >3 months, in the judgment of the investigator.

9. Adequate organ function defined as follows:

1. Hematologic: Platelets ≥100 x 10(9)/L; ANC ≥1.5 x 10(9)/L (without platelet transfusion or growth factors within the 7 days prior to the screening laboratory assessment)

2. Hepatic: aspartate transaminase (AST)/alanine transaminase (ALT) ≤2.5 x upper limit of normal (ULN); total or conjugated bilirubin ≤1.5 x ULN

3. Renal: serum creatinine ≤1.5 x ULN or creatinine clearance (CrCl) ≥60 mL/min as calculated by the Cockroft-Gault method

10. Coagulation: International normalized ratio (INR) ≤1.2 within 28 days of starting study.

11. All acute toxic effects of any prior antitumor therapy resolved to Grade ≤1 before baseline, with the exception of alopecia and neurotoxicity (CTCAE Grade 1 or 2 permitted).

12. Able and willing to provide written informed consent to participate in this study.

13. Subject is willing and able to comply with the protocol for the duration of the study including undergoing treatment and scheduled visits and examinations including follow up.

14. Subjects must be able to swallow whole capsule.

15. Female subjects must either be of non-reproductive potential, not breast-feeding or must have a negative urine or serum pregnancy test within 28 days of study treatment, confirmed prior to treatment on day 1.

16. Subjects of fertile potential who engage in heterosexual intercourse with partners of childbearing potential must agree to use highly effective contraception while enrolled in the study and for at least 6 months following the last dose of study drug

Exclusion Criteria:

1. Any screening laboratory, electrocardiogram (ECG), or other findings that, in the opinion of the investigator or the sponsor, indicate an unacceptable risk for the subject's participation in the study.

2. History or evidence of any clinically significant disorder, condition, or disease that, in the opinion of the investigator or medical monitor would pose a risk to the subject's safety or interfere with the study evaluations, procedures, or completion. Examples include intercurrent illness such as active uncontrolled infection, active or chronic bleeding event within 28 days of baseline, uncontrolled cardiac arrhythmia, or psychiatric illness/social situation that would limit compliance with study requirements.

3. History of a concurrent or second malignancy, except for adequately treated local basal cell or squamous cell carcinoma of the skin, adequately treated superficial bladder cancer, adequately treated Stage 1 or 2 cancer currently in complete remission; or any other cancer that has been in complete remission for ≥5 years.

4. Subjects with MSI-H pancreatic cancer who have not previously received pembrolizumab.

5. Radiation to all target lesions within 12 weeks of study baseline,

6. No measurable target lesions.

7. Current use, or up to 14 days prior use, of certain prohibited medication or requires any of these medications during treatment phase.

8. Major surgery, defined as any surgical procedure that involves general anesthesia and a significant incision (i.e. larger than that required for placement of central venous access, percutaneous feeding tube, or biopsy) within 28 days of the first dose of study drug

9. Minor surgical procedures within 7 days of baseline, or not yet recovered from prior surgery.

10. Any dysphagia, odynophagia, esophageal dysmotility or stricture, known GI malabsorption syndrome, or intractable diarrhea that may significantly alter the absorption of any of the components of SM-88, e.g., cirrhosis.

11. Known human immunodeficiency (HIV) virus infection.

12. Known hepatitis B surface antigen (HBsAg) positive.

13. Known hepatitis C virus (HCV) antibody positive.

14. Have previously been enrolled in this study or any other study investigating SM-88 or who have previously received any component of SM-88 in a clinical trial.

15. History of any drug allergies or significant adverse reactions to any of the components of SM-88.

16. Are currently enrolled in, or have discontinued within 30 days of screening, from a clinical trial involving an investigational product or non-approved use of a drug or device.

17. Subjects must not have any clinically significant and uncontrolled major medical condition(s) including, but not limited to uncontrolled nausea/vomiting/diarrhea; active uncontrolled infection; symptomatic congestive heart failure (New York Heart Association [NYHA] class >= II); unstable angina pectoris or cardiac arrhythmia; psychiatric illness/social situation that would limit compliance with study requirements.

18. >10% weight loss over the 28 days prior to consent.

19. Subject has a variety of factors influencing oral drugs (such as unable to swallow, nausea, vomiting, chronic diarrhea and intestinal obstruction, etc.).

20. Subjects with central nervous system metastasis; with the exception of subjects who have stable brain metastases as defined as off steroids and no CNS progress for 6 months after CNS treatment.

21. Pregnant or lactating women.

22. History of psychiatric drug abuse that cannot be ended, or subjects with mental disorders that will prevent compliance or evaluation including uncontrolled schizophrenia, uncontrolled depression or other uncontrolled disorders.

23. Subjects with a history of hypersensitivity to phenytoin, its inactive ingredients, or other hydantoins; or a history of prior acute hepatotoxicity attributable to phenytoin.

24. Subjects exhibiting idiosyncratic reactions to psoralen compounds.

25. Subjects with a hypersensitivity to sirolimus.

26. Subjects with a history of the light sensitive diseases for which methoxsalen would be contraindicated. Diseases associated with photosensitivity include lupus erythematosus, porphyria cutanea tarda, erythropoietic protoporphyria, variegate porphyria, xeroderma pigmentosum, and albinism.

27. Subjects treated, or anticipated to be treated, with delavirdine (due to potential for loss of virologic response and possible resistance to delavirdine or to the class of non-nucleoside reverse transcriptase inhibitors caused by phenytoin).

28. Subjects with melanoma or with a history of melanoma, invasive squamous cell carcinomas, or aphakia (due to contraindication for use of methoxsalen).

29. Subjects with prior organ transplant or being treated, or anticipated to be treated, with cyclosporine (because long-term administration of the combination of cyclosporine and sirolimus is associated with deterioration of renal function).

30. Subjects with a seizure disorder that is not well controlled or who have required a change in seizure medications within 60 days of enrollment to the trial.

31. Subjects treated, or anticipated to be treated, with a calcineurin inhibitor (because concomitant use of sirolimus and a calcineurin inhibitor increases the risk of calcineurin inhibitor-induced hemolytic uremic syndrome/thrombotic thrombocytopenic purpura/thrombotic microangiopathy [HUS/TTP/TMA]).

32. Subjects with interstitial lung disease (ILD) (including pneumonitis, bronchiolitis obliterans organizing pneumonia [BOOP], and pulmonary fibrosis).

Contacts and Locations

Information from the National Library of Medicine 

To learn more about this study, you or your doctor may contact the study research staff using the contact information provided by the sponsor. 
Please refer to this study by its ClinicalTrials.gov identifier (NCT number): NCT03512756 
Contacts

	

	Contact: Maria Loushin
	212-461-2198
	Maria.Loushin@TymeInc.com
	

	Contact: Shab Stanicky
	212-461-2196
	Shabnam.Stanicky@TymeInc.com
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Locations

	

	United States, Arizona

	Arizona Oncology
	Recruiting

	Mesa, Arizona, United States, 85206 

	Contact: Kari Carey    480-854-1130    kari.carey@usoncology.com    

	Principal Investigator: Kasra Karamlou, MD          

	United States, Arkansas

	Highlands Oncology Group
	Recruiting

	Fayetteville, Arkansas, United States, 72703 

	Contact: Katherine Clarke    479-587-1700       

	Principal Investigator: J. Thaddeus Beck, MD          

	United States, California

	City Of Hope
	Recruiting

	Duarte, California, United States, 91010 

	Contact: Isma Hafeez    626-359-8111       

	Principal Investigator: Vincent Chung, MD          

	Sarcoma Oncology Research Center
	Recruiting

	Santa Monica, California, United States, 90403 

	Contact: Victoria Chua-Alcala, MD, CLS    310-552-9999       

	Principal Investigator: Steve Wong, MD          

	UCLA
	Recruiting

	Santa Monica, California, United States, 90404 

	Contact: Rose Estrada    310-633-8400 ext 20276       

	Principal Investigator: Lee Rosen, MD          

	United States, Connecticut

	Cancer Center of Central Connecticut
	Recruiting

	Southington, Connecticut, United States, 06489 

	Contact: Mark Turney    860-244-4408       

	Principal Investigator: Peter Byeff, MD          

	United States, Florida

	H. Lee Moffitt Cancer Center & Research Institute
	Recruiting

	Tampa, Florida, United States, 33612 

	Contact: Taymeyah Al-Toubah    813-745-6454    Taymeyah.al-toubah@moffitt.org    

	Principal Investigator: Dae Won Kim, MD          

	Florida Hospital Tampa
	Recruiting

	Tampa, Florida, United States, 33613 

	Contact: Heather Davis    813-615-7068       

	Principal Investigator: Alexander Rosemurgy, MD          

	United States, Illinois

	Illinois Cancer Specialists
	Recruiting

	Arlington Heights, Illinois, United States, 60005 

	Contact: Andrea Glidden    847-259-4482    andrea.glidden@usoncology.com    

	Principal Investigator: Richard Siegel, MD          

	United States, Iowa

	June E. Nylen Cancer Center
	Recruiting

	Sioux City, Iowa, United States, 51101 

	Contact: Mary Ann O'Dell          

	Principal Investigator: Donald Wender, MD          

	United States, Louisiana

	University Medical Center
	Recruiting

	New Orleans, Louisiana, United States, 70112 

	Contact: Jeannine Ascani    504-702-5700       

	Principal Investigator: Jyotsna Fuloria, MD          

	United States, Michigan

	Karmanos Cancer Institute
	Recruiting

	Detroit, Michigan, United States, 48201 

	Contact: Colette Zack    313-576-9385    zackc@karmanos.org    

	Principal Investigator: Philip Philip, MD          

	United States, Missouri

	Washington University
	Recruiting

	Saint Louis, Missouri, United States, 63110 

	Contact: Megan MacDougall    314-362-5740       

	Principal Investigator: Andrea Wang Gillam, MD          

	United States, Montana

	St. Vincent Frontier
	Not yet recruiting

	Billings, Montana, United States, 59102 

	Contact: Tina Erhardt    406-238-6962       

	Principal Investigator: Patrick Cobb, MD          

	United States, Nebraska

	Hematology West PC, Nebraska Cancer Specialists
	Recruiting

	Papillion, Nebraska, United States, 68046 

	Contact: Megan Meays          

	Principal Investigator: Timothy Huyck, MD          

	United States, New York

	New York Oncology and hemotology
	Recruiting

	Albany, New York, United States, 12206 

	Contact    518-489-0044       

	Principal Investigator: Lawrence Garbo, MD          

	New York Cancer and Blood Specialist
	Recruiting

	Bronx, New York, United States, 10469 

	Contact: Laura Brady    631-675-5143       

	Principal Investigator: Harry Staszewski, MD          

	North Shore Hematology Oncology
	Recruiting

	East Setauket, New York, United States, 11733 

	Contact: Laura Brady          

	Principal Investigator: Harry Staszewski, MD          

	NY Cancer and Blood Specialist
	Recruiting

	East Setauket, New York, United States, 11733 

	Contact: Laura Brady    631-675-5143       

	Principal Investigator: Harry Staszewski, MD          

	Central Park Hematology & Oncology
	Recruiting

	New York, New York, United States, 10028 

	Contact: Laura Brady    631-675-5143       

	Principal Investigator: Harry Staszewski, MD          

	United States, Ohio

	Oncology Hemotology Care
	Not yet recruiting

	Cincinnati, Ohio, United States, 45226 

	Contact    888-961-4131       

	Principal Investigator: Mark E Johns, MD          

	The Ohio State University
	Recruiting

	Columbus, Ohio, United States, 43221 

	Contact: Nathan Donath    614-293-4822    Nathan.Donath@osumc.edu    

	Principal Investigator: Anne Noonan, MD          

	United States, Tennessee

	Vanderbilt University Medical Center
	Not yet recruiting

	Nashville, Tennessee, United States, 37203 

	Contact: Rachel Krumsick          

	Principal Investigator: Dana Cardin, MD          

	United States, Texas

	Texas Oncology-PA
	Recruiting

	Dallas, Texas, United States, 75231 

	Contact: Cathy Barter    214-739-4175    catherine.barter@usoncology.com    

	Principal Investigator: KRISTI MCINTYRE, MD          

	Texas Oncology-Baylor
	Recruiting

	Dallas, Texas, United States, 75246 

	Contact: Teinette Wells    214-370-1000    teinette.wells@usoncology.com    

	Principal Investigator: Carlos Becerra, MD          

	Center for Cancer & Blood Disorders
	Recruiting

	Fort Worth, Texas, United States, 76104 

	Contact: Deanna Phillips          

	Principal Investigator: Henry Xiong, MD          

	Center for Cancer and Blood Disorders
	Recruiting

	Fort Worth, Texas, United States, 76104 

	Contact: Melissa Pool    817-759-7023       

	Principal Investigator: Henry Xiong, MD          

	Texas Oncology-Tyler
	Recruiting

	Tyler, Texas, United States, 75702 

	Contact: Shelly Maxfield    903-579-9800    shelly.maxfield@usoncology.com    

	Principal Investigator: Donald Richards, MD          

	United States, Virginia

	Virginia Cancer Specialists
	Recruiting

	Fairfax, Virginia, United States, 22031 

	Contact    703-280-5390       

	Principal Investigator: Raymond Wadlow, MD          

	United States, Washington

	Virginia Mason Medical Center
	Recruiting

	Seattle, Washington, United States, 98101 

	Contact: Anas Najjar    206-287-5671       

	Principal Investigator: Vincent Picozzi, MD          
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	Giuseppe Del Priore, MD, MPH
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Anti-Bacterial Agents
Anti-Infective Agents
	Antibiotics, Antineoplastic
Antineoplastic Agents
Antifungal Agents
Immunosuppressive Agents
Immunologic Factors
Physiological Effects of Drugs
Anticonvulsants
Voltage-Gated Sodium Channel Blockers
Sodium Channel Blockers
Membrane Transport Modulators
Molecular Mechanisms of Pharmacological Action
Cytochrome P-450 CYP1A2 Inducers
Cytochrome P-450 Enzyme Inducers
Photosensitizing Agents
Dermatologic Agents


