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A. Personal Statement
The central focus of my research is the development of a comprehensive understanding of molecular, epigenetics pathways and how alterations in gene expression contribute to cancer especially in hematologic malignancies, and how it affects outcome in immunotherapy, drug development and transitional clinical research, and also understanding the nature of drug resistance in hematological malignancies to better develop a novel treatment in leukemia.
I embarked on a project based on the over- expression of a histone H4 protein lysine methyltransferases (PKMT) SETD8 in symptomatic hematologic malignancy patients. Aberrant expression and mutations of SETD8 are implicated in tumorigenesis and metastasis, suggesting that SETD8 is a potential target for cancer treatment, utilizing an in-silico drug discoveryplatform he identified novel small molecule inhibitors that target SETD8 and evaluated their 
specificity and activity in a SETD8 enzyme assay and demonstrated in vivo activity in AML cells in culture. Structure activity modifications of the lead compounds studies have yielded potent SETD8 inhibitors. I ran a series of 
studies to identify the most potent and specific SETD8 inhibitor of SETD8 is a protein lysine methyltransferase that catalyzes mono-methylation of histone H4 at lysine 20}. Once compounds were identified, we proceeded to evaluate their mechanisms of action in AML in vitro, ex vivo tprimary patient cells) and in a mouse xenograft model of AML. I carried out this work under the mentorship of Dr. Daruka Mahadevan, M.D., Ph,D, at University of Tenessse who has a broad background in molecular biology with specific training and expertise in key research and drug development and is currently leading the phase 1 program at the University of Arizona. I am heavily engaged in translational and early phase clinical studies. I am institutional PI and co-PI on multiple industry sponsored and cooperative group studies. My long-term research interests also involve focus on immune reconstitution, cellular therapy and recovery after stem cell transplantation with the intent to focus on the immune milieu of the host. Specifically looking at the effects of the microenvironment on stem cells and T cell repertoire during recovery, investigating the immunogenic synergism of pre-transplant Cytoxan with Fludarabine/Melphalan in haploidentical transplants with post-transplant Cytoxan. Also Investigating the role of NK cell mismatch and CMV viral reactivation on the outcomes of immune system recovery and transplant outcomes.  My recent publication of “the role of genomic instability in immunotherapy with checkpoint inhibitors" indicates of my ongoing interest in immunotherapy. I am working and leading the novel therapy protocol Micro transplantation for AML patients and leading different other studies for Cellular therapy in cancer, GVHD, and combining novel targeted therapy with immunotherapy in ALL. 

Moreover, in my clinical research I focus on AYA ALL patients and developing new strategies of immunotherapy and improve post-immunotherapy treatment strategies and outcomes. 
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Br J Haematol. 2017 Nov;179(4):618-626. doi: 10.1111/bjh.14953. Epub 2017 Oct 18. PMID: 29047122
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Genomic alterations in neuroendocrine cancers of the ovary. J Ovarian Res. 2016 Aug 26;9(1):52. doi: 10.1186/s13048-016-0259-2.PMID:27566252
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Anticancer Res. 2016 Aug;36(8):4033-8. PMID:27466509
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B.  Positions and Honors

[bookmark: _GoBack]Assistant Medical Director of the Collection Facility of Jane Anne Nohl Division of Hematology and USC Blood and Marrow Transplant Program.
Norris Cancer Center. Responsibility include medical care of patients undergoing apheresis, including the pre-collection evaluation of the donor at the time of donation and care of any complications resulting from the collection procedure.

Assistant Medical Director of BMT policies of of Jane Anne Nohl Division of Hematology and USC Blood and Marrow Transplant Program.
Responsibilities in this leadership role will include periodic review of the BMT policies to keep them up to date with standard of care and FACT guidelines.


PROFESSIONAL MEMBERSHIPS AND HONORARY
2018					American Association for cancer research
2018					The scientific research honor society
2016- Present                American Society for blood and Marrow Transplantation 
2013- Present			American Society of Hematology 	
2013- Present	American Society of Oncology
2013- Present			Clinical Advances in Hematology and Oncology
2013- Present			Society of Translational Oncology
2009- 2015				American College of Physicians

AWARDS/RECOGNETIONS
2018	Southern California TOP DOCOTRS RISING STARS, Published in LOS Angeles Magazine January, 2018

2017	Southern California TOP DOCOTRS RISING STARS, Published in LOS Angeles Magazine August, 2017 

2016	The National Mayo Clinic Annual Travel Award presenting (Role of Genomic Instability in Immunotherapy with Checkpoints inhibitors)

2016	Graduated with - The Most Accomplished Fellow 2013-2016 Program Director Award/      Almost perfect Program director Award

2015			TOPS Outstanding Fellow Award. Nashville, TN.
2015 			Asheville Hematologic Malignancies Symposium Scholarship Award. Asheville, NC.
2014			VAMC MEMPHIS STAR TEAM AWARD, Memphis
2013 			Recognized and ranked top 5% Internal medicine residents Graduate, 
Henry Ford Hospital/Wayne State University, Detroit, MI 
2011			1st place- Research poster presentation CQI/EBM project Award, ACP Chapter
				Ann Arbor, MI.
2012			Outstanding Patient satisfaction /Outstanding Performance of Patient’s Dedication/Care
				Henry Ford Hospital, Detroit, MI.
2008			Top 1% Graduate Award: ranked the 11th Aleppo University School of Medicine.
			Aleppo, Syria.
1999		AI-Nour Award for best performance in High School. Recognized and ranked among
		The top 1% high school scores at the level of the country. Syria

Board Certification:
2017			American Board of Internal Medicine, Hematology

2016			American Board of Internal Medicine, Medical Oncology 

2013			American Board of Internal Medicine. ABIM# 1009888

2008			Educational Commission for Foreign Medical Graduates. ECFMG# 0-735-308-9

C. Contribution to Science:

1) Microtransplantation (MST), a type of HLA-mismatched allogeneic cellular therapy, is a promising, cellular therapy for acute myeloid leukemia (AML). MST transfuses granulocyte colony-stimulating factor (G-CSF)-mobilized, HLA-mismatched donor peripheral blood stem cells into patients undergoing conventional chemotherapy. MST, using haploidentical donors, has been shown to yield clinical benefit without any permanent marrow engraftment in AML. Consequently, graft-versus-host disease concerns are rendered irrelevant with no need for immunosuppression. We describe the first reported patient with refractory AML who underwent salvage MST from an unrelated, complete HLA-mismatched donor. The patient achieved remission without complication, warranting further study of unrelated HLA-mismatched donor MST in AML.

Nathan Punwani, Noah Merin, Ann Mohrbacher, Allison Sano, Laleh Ramezani, George Yaghmour, Preet Chaudhary, Giridharan Ramsingh, Unrelated HLA Mismatched Microtransplantation in a Patient with Refractory Secondary Acute Myeloid Leukemia.Clinical lymphoma, Myeloma and leukemia. February 2018 Leukemia Research Reports DOI 10.1016/j.lrr.2018.02.002


2) Role of Genomic Instability in Immunotherapy with Checkpoint Inhibitors. 
Anticancer Res. 2016 Aug;36(8):4033-8. PMID:27466509 
In the era of novel immunotherapy for cancers, I investigated and retrospectively analyzed the data at west cancer institution describing the Genome landscape and mutational alterations and their effects as predictor for response and outcomes including survival, this work was presented by me orally in different big meetings including the ASCO 2016 and was published in Journal of clinical Oncology.  It also received the Mayo clinic award for research and presented at Mayo clinic science meeting in 2016. My work and my papers was the first published papers showing the importance of considering a genomic alterations and how this novel test would predict outcome and protect from unnecessarily toxic treatment, and can be used as bench for future research on immunotherapy, showing the improved correlated survival with more mutational load for cancer patients treated with checkpoint immunotherapy. The full manuscript published in Anticancer Journal in August 2016.  
 
Early mortality in acute myeloid leukemia published in Leuk Res. 2015 Feb 9. pii: S0145-2126(15)00035-1. Doi: 10.1016/j.leukres.2015.02.003.- with this work I analyzed the real world data for Early Mortality rate in Acute Myeloid Leukemia in real population based analysis, I analyzed it  and compared it to the trial SWOG studies, I  presented in big meeting American Society of Hematologic in 2014, and other local meeting  and published as an abstract in highly cited journal the blood journal and awarded the TOP award I presented in Nashville showing the importance of recognizing the real world early mortality rate in acute leukemia and How to reduce in AML and followed with article review  How Center Volumes Affect Early Outcomes in Acute Myeloid Leukemia. Published in Clin Lymphoma Myeloma Leuk. 2015 Nov;15(11):646-54. doi:10.1016/j.clml.2015.07.646. Epub 2015 Aug 5. Review. 
PMID: 26386907- reviewed and addressed the prognostic and factors would improve mortality in acute myeloid leukemia.  
 
 
My work of Pre-Transplant Low Dose Cyclophosphamide Enhances Engraftment and Immune Reconstitution in Haploidentical Hematopoietic Stem Cell Transplant (HCT) Recipients Receiving Total Body Radiation (TBI) Free Reduced Intensity Conditioning with Post- Transplant Cyclophosphamide (PTCY) accepted and presented at American society meeting , I presented in 2016 and the work results published in ASH blood journal 2016, in this work I addressed that The outcomes after Haploidentical HCT with Fludarabine (Flu)/Cyclophosphamide (Cy)/TBI and PTCY  have been associated with higher risk of relapse and delayed immune reconstitution. Multiple groups have explored the potential benefits of more intensive conditioning regimens with or without TBI. However, none of these regimens to our knowledge has exploited the immunogenic properties of pre-transplant low dose Cy while avoiding the immune-suppressive effect of TBI. Additionally, there is limited knowledge regarding immune reconstitution post haploidentical HCT with the use of mobilized peripheral blood stem cells.  Accordingly,I worke with Dr. Khaled at UTHSC and we designed a protocol modification of the Hopkins regimen by replacing TBI with Melphalan (Mel) without adding Thiotepa in contrast to the MD Anderson regimen (Ciurea et al). We hypothesized that the immunogenic properties of pre-transplant low dose Cy along with the immunomodulatory effects of Mel would enhance early post-transplant engraftment and early peripheral T cell recovery through enhanced cytokine release and antigen alloreactivity. the regimen was well tolerated and resulted in effective disease control. The regimen has also demonstrated enhanced early engraftment and robust immune recovery in comparison to other studies.  
 
Evaluation of biomarker alteration in rare cancers. As a primary investigator who collected and analyzed the data and wrote the manuscript, this novel work discovered and showed the new molecular targets which can guide treatment of rare cancers, Population based analysis for rare cancers and followed with novel genetics and molecular analysis selecting possible new options in treatment of this rare cancers.   
Genomic alterations in neuroendocrine cancers of the ovary. Published in J Ovarian Res. 2016 Aug 26;9(1):52. doi: 10.1186/s13048-016-0259-2.PMID:27566252 
Genomic landscape of small cell carcinoma of the breast contrasted to small cell carcinoma of the lung. Breast Cancer Res Treat. 2016 Jul;158(1):195-202. doi: 10.1007/s10549-016-3867-z. Epub 2016 Jun 21. PMID: 27329168 these works have been accepted and presented in big meeting ASCO meeting 2016. Both published in JCO journal in 2014 which is highly prectigious and qualified work publishing journal.  


D. Research Support

Ongoing Research Support
CIBMTR Haplo transplant data analysis and protocol investigating the ratio of CD34 dose to CD3 dose and investigating the Veto effect of Megadose CD34 and immunomodulation for high risk MDS/AML
Role PI

9L-15-2 HLA-Mismatched Allogeneic Cellular Therapy (Micro transplantation) after chemotherapy in patients with Intermediate-Risk Acute Myeloid Leukemia <60 years. 
Role PI 

NCI/ ECOG-ACRIN EAI141 Early Assessment of Treatment Response in AML using FLT PET/CT Imaging
Role Co PI

Nohla Therapeutics/Med pace NLA-0101-CIN-01 A phase II open label, multi-center, randomized, controlled, dose finding study of DCC-UCB in adults receiving high dose chemotherapy for Acute Myeloid Leukemia (AML)
Role PI

Novartis-Incyte INCB18424-365 A phase III randomized open-label multi-center of ruxolitinib vs. best available therapy in patients with corticosteroid-refractory chronic graft vs. host disease after allogenic stem cell transplantation
Role PI

Incyte INCB 39110-301 A Randomized, Double-Blind, Placebo-Controlled Phase 3 Study of Itacitinib or Placebo in Combination with Corticosteroids for the Treatment of First-Line Acute Graft-Versus-Host Disease
Role PI 

13NHL-17-2 Phase 2 Study of AT13387 (onalespib) in ALK+ ALCL, MCL, and BCL-6+ DLBCL”
Role PI

A phase 3, multi-center, open-label, randomized study of oral ABL001 versus bosutinib in patients with Chronic Myelogenous Leukemia in chronic phase (CML-CP), previously treated with 2 or more tyrosine kinase inhibitors
Role PI


Completed Research Support
UTHSC
Role of Genomic Instability in Immunotherapy with Checkpoint Inhibitors. 
Role PI 
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Genomic alterations in neuroendocrine cancers of the ovary. J Ovarian Res. 2016 Aug 26;9(1):52. doi: 10.1186/s13048-016-0259-2.PMID:27566252

Yaghmour G, Pandey M, Ireland C, Patel K, Nunnery S, Powell D, Baum S, Wiedower E, Schwartzberg LS, Martin MG.
Role of Genomic Instability in Immunotherapy with Checkpoint Inhibitors.
Anticancer Res. 2016 Aug;36(8):4033-8. PMID:27466509
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