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A.	Personal Statement (updated in 5/2023)
I am a (Visiting) Professor of Medicine at USC. My research explores cancer driver-dependent regulation of cell death and stress adaptation with the goal to develop mechanism-based therapeutics. 
Research: Programmed cell death is used by a multi-cellular organism to selectively remove cells that are no longer needed, damaged, or dangerous.  Deregulated cell death leads to a wide variety of human diseases including chronic inflammation and cancer by compromising tissue repair, remodel and regeneration. My research focuses on cancer driver-dependent regulation of cell death and stress adapation signaling in the intestinal epithelium, the fastest renewing adult tissue that interacts extensively with the immune system and microorganisms. I defined p53 transcriptome in colon cancer cells, and discovered PUMA, a stress-inducible Bcl-2 member, as a major mediator of p53-dependent and -indepdent cell death in response to DNA damage, metablic and oxidative stress.  There are three major research areas in my lab: 1) regulation of cell death and therapeutic responses in colon cancer, 2) mechanistic underpinning of stem cell-niche interactions during injury and regeneration, and 3) discovery of druggable cell death targets to “normalize” intestinal stem cell-niche interactions. My group works with a variety of therapeutic modalities including radiation, chemotherapy, and targeted agents.  The focus is on differential signaling regulated by p53, APC/Myc, and RAS/RAF in normal vs. cancer tissues, apoptotic vs. non-apopotoic forms of cell death, and the impact on the immune microenvironment. Our approach is multidisciplinary and collaboarative, utilizing cell lines, mouse models, patient samples and derived organoids and xenografts, and systems and computational biology.  Our long-term goal is to discover mechanism-based novel targets and treatments to improve therapeutic index and quality of life in cancer patients through stem cell and barrier longevity.  Prior to joining USC Keck School of Medicine, I had been with Department of Pathology, Department of Radiation Oncology at University of Pittsburgh School of Medicine, and the UPMC Hillman Cancer Center for over 20 years. I have been engaged in basic and translational cancer research, teaching, mentoring and various service to the immediate and larger scientific community. 


Ongoing and recently completed projects that I would like to highlight include:

R01CA260900						
Yu (PI)
2/7/22-1/31/2027 
STING-dependent Intestinal Regeneration upon Radiation Injury

1R01 R01CA247231					
Zhang and Yu (MPI) 			
12/01/20-11/30/2025
Targeting defective necroptosis in colorectal cancer

75N93021C00008   					
Greenberger (PI); Role: co-investigator				
04/01/21- 03/31/2024
Development of second-generation probiotics as radiation mitigators	

U01 AI172885-01			
Greenberger (PI), Role: co-investigator 		
12/01/2022-11/30/2027
LR-IL-22 for Mitigation and Management of Radiation Injuries

R01CA236271					
Zhang (PI); Role: co-investigator						
06/01/19-5/30/2024		 
Role of necroptosis in colorectal cancer therapy

R01CA248112 						
Zhang (PI); Role: co-investigator					
04/01/21-03/31/2026 		
BET degraders for improving colorectal cancer therapy


Recently completed
R01CA215481			
Yu (PI)			 	
1/01/2018-3/31/2023
Translation addiction and targeting in colon cancer
	

B.	Positions, Scientific Appointments, and Honors

[bookmark: _Hlk90460160]Positions and Scientific Appointments
2000-02 	Postdoctoral Fellow, The Sidney Kimmel Comprehensive Cancer Center at Johns Hopkins, Baltimore
2002-11	Assistant Professor, Department of Pathology, University of Pittsburgh School of Medicine, Pittsburgh, PA
2011-15 	Associate Professor (tenured), Department of Pathology, Department of Radiation Oncology (secondary appointment), University of Pittsburgh School of Medicine, Pittsburgh, PA
2015-23	Professor, Department of Pathology, Department of Radiation Oncology (secondary appointment), University of Pittsburgh School of Medicine, Pittsburgh, PA
2002-23	Member, UPMC Hillman Cancer Center (UPMC HCC) affiliated with University of Pittsburgh 
2008-23	Affiliate member, Experimental Pathology Division, University of Pittsburgh School of Medicine
2008-23	Member, Molecular and Cellular Pathology Graduate Training Program, University of Pittsburgh
2008-14	Chair, the UPCI Lentiviral and Vector Core Facility Advisory Committee
2015-22	Chair, the UPMC HCC Animal Facility Advisory Committee
2018-20     Founding member, the UPMC Hillman Cancer Center Women’s Task Force  
2011-18	Associate Editor, Molecular Carcinogenesis
2021-23	Elected Member, Committee for Tenured Faculty Promotions and Appointments (TFPA) University of Pittsburgh School of Medicine (3 yr)
2018-	Associate Editor, Genes and Diseases 
2019- 	Executive Editor, Molecular Carcinogenesis (70-120 manuscripts/year)
2023-	Professor (Visiting),Department of Medicine, University of Southern California Keck School of Medicine

[bookmark: _Hlk90460138]Other Experience and Professional Memberships
[bookmark: _Hlk68180169]1997-	Member, American Association for the Advancement of Science
2002-	Active member, American Association for Cancer Research 
2003-	Reviewer for over 30 journals: Genes and Development, Proceedings of the National Academy of Sciences, The Journal of Experimental Medicine,  The Journal of Clinical Investigation, EMBO Journal, Science Translational Medicine, Nature Communications, Chemistry and Biology, Cancer Research, Clinical Cancer Research, Gastroenterology, Cell Death and Differentiation, Leukemia etc. 
2016-17	AACR Colon Cancer Research Fellowships Scientific Review Committee 
2004-	Grant reviewer (Ad Hoc), Cancer Research UK, Medical Research Council of UK, The Health Research Board (Ireland), The French National Research Agency, Chinese National Science Foundation, Alliance for Cancer Gene Therapy (US), Biomedical Research Council A*STAR, (Singapore), Austrian Science Foundation, the Vienna Science and Technology Fund (WWTF) Life Sciences Program (Austria). Scottish Government Health Directorates.
2012-16	NIH Grant Reviewer (Ad Hoc), BMCT, RTB and special emphasis panels (SEP).14 meetings.
2017-21 	NIH study section standing member, Mechanisms of Cancer Therapeutics Study Section (MCT1, former BMCT) (7/1/2017-6/2021), Co-chair (10/2018-10/2019). 11 meetings.
2021-22	NIH Grant Reviewer (Ad Hoc), SEP (Cancer Therapeutics & Drug development) (11/21), Digestive and Nutrient Physiology and Diseases (DNPD) study section (6/22).
 
[bookmark: _Hlk90460110]Patents and Invention Disclosures
Jian Yu, Lin Zhang, Brian J Leibowitz.  Method of Preventing or Treating Treatment-induced Gastrointestinal Injury.  International Application WO2020163187A1, US application PCT/US2020/016302, CN application No. 202080014636.5, Japanese Application No. 2021-569250, and European application 20752141.0.
Jian Yu, Kenneth W. Kinzler, Bert Vogelstein.  JFY1 (PUMA) Protein Induces Rapid Apoptosis. International Application, WO 02/064790, and US application, US 2004/0077832.
Jian Yu, Lin Zhang, Kenneth W. Kinzler, Bert Vogelstein.  PUMA Mediates the Apoptotic Response to p53 Invention disclosure, JHU Ref #4140.
Lin Zhang, Kenneth Kinzler, Jian Yu, Bert Vogelstein.  A Cell Line with Targeted Deletions of both Bax and p21, Invention disclosure JHU Ref#4312.
Lin Zhang, Manu Kohli, Jian Yu, Bert Vogelstein, Christoph Lengauer, Kenneth Kinzler. SMAC KO Lines for Drug Discovery.  Invention disclosure, JHU Ref#4651.
Jian Yu and Lin Zhang.  Somatic knockout and knock-in colon cancer cell lines on miR-21 and various cell death regulators (PUMA, bid, Caspase-3, Bid, FADD, p73), University of Pittsburgh No: 02324, 02384, 03685, 03686, 03687, 03688 and 03689)
Robert William Sobol Jr., and Jian Yu.  Apoptosis deficient LN428 cells (University of Pittsburgh No.02811)

[bookmark: _Hlk90460096]Honors and Awards
2001	Michael A. Shanoff Research Excellence Award, Johns Hopkins University 
2001	The 1st prize Poster for Basic Research, Johns Hopkins Cancer Center 
2003	The Flight Attendant Medical Research Institute Young Clinical Scientist Award 
2004		The Hillman Foundation Award for Innovative Cancer Research
2005		The Alliance for Cancer Gene Therapy Young Investigator Award
2008	Junior Scholar Award, University of Pittsburgh Cancer Institute
2010	American Cancer Society Research Scholar Award
2011	University of Pittsburgh Innovator Award

C.  Contributions to Science
123 research articles in Web of Science with an H index of 56 and over 15,000 citations, plus
25 review articles and book chapters.  
Google Scholar (142 publications), over 25,000 citations with an h-Index of 70, i10-index of 131. 
http://scholar.google.com/citations?user=PfNbw24AAAAJ&hl=en&oi=ao
1. [bookmark: _Hlk90460454]My early work as part of my Ph.D. thesis in the laboratory of Bert Vogelstein and Ken Kinzler, systematically defined p53 targets through transcriptomic analysis, and identified the novel Bcl-2 family member PUMA as the major mediator of p53-dependent apoptosis in human cancer cells upon DNA damage. Follow up studies demonstrated that transcriptional activation of PUMA depends on p53 binding-induced chromatin modification. Mitochondrial targeting is essential for PUMA to induce Bax- and caspase-dependent apoptosis through BH3- dependent inhibition of all five known Bcl-2 like proteins and subsequent mitochondrial damage.
a) Yu J, Zhang L, Hwang PM, Rago C, Kinzler KW, Vogelstein B. (1999). Identification and classification of p53-regulated genes. Proc Natl Acad Sci USA, 96(25):14517-22. PMCID: PMC24468.  
b) Yu J, Zhang L, Hwang PM, Kinzler KW, Vogelstein B. (2001). PUMA induces the rapid apoptosis in colorectal cancer cells.  Mol. Cell, 7(3):673-82. (Highlighted in Nature Reviews of Molecular Cell Biology 2:319, 2001) PMID: 11463391.
c) Hwang PM, Bunz F, Yu J, Rago C, Chan TA, Murphy MP, Kelso GF, Smith RA, Kinzler KW, Vogelstein  B. (2001). Ferredoxin reductase affects p53-dependent, 5-fluorouracil-induced apoptosis in colorectal cancer cells.  Nat Med, 7(10):1111-7.  PMCID: PMC4086305
d) Yu J, Wang Z, Kinzler KW, Vogelstein B, Zhang L. (2003). PUMA mediates the apoptotic response to p53 in colorectal cancer cells. Proc Natl Acad Sci USA, 100(4):1931-1936.  PMCID: PMC149936.

2. Established the role of the Bcl-2 family and caspases in regulating therapeutic responses via p53-dependent  and -independent cell death in my lab.  These findings support cell death evasion as a critical mechanism in the development of cancer and therapeutic resistance.  
a) Sun Q, Ming L, Thomas SM, Wang Y, Chen Z, Ferris RL, Grandis JR, Zhang L, Yu J. (2009). PUMA mediates EGFR tyrosine kinase inhibitor-induced apoptosis in head and neck cancer cells. Oncogene, 28(24):2348-57. PMCID: PMC2872091
b) Sun J, Sun Q, Brown M, Dudgeon C, Chandler J, Xu X, Shu Y, Zhang L, Yu J. (2012). The multi-targeted kinase inhibitor sunitinib induces apoptosis in colon cancer cells via PUMA. PLoS One, 7(8):e43158. PMCID: PMC3422222
c) Brown MF, Leibowitz BJ, Chen D, He K, Zou F, Sobol RW, Beer-Stolz D, Zhang L, Yu J. (2015). Loss of Caspase-3 sensitizes colon cancer cells to genotoxic stress via RIP1-dependent necrosis. Cell Death Dis, 6(4):e1729. PMCID: PMC4650537
d) Tong J, Wang P, Tan S, Chen D, Nikolovska-Coleska Z, Zou F, Yu J, Zhang L. (2017). Mcl-1 Degradation Is Required for Targeted Therapeutics to Eradicate Colon Cancer Cells. Cancer Res, 77(9):2512-2521. PMCID: PMC5626525

3. Elucidated driver-dependent therapeutic vulnerability and resistance in colon cancer through the rewiring of the Integrated Stress Response (ISR).
a) He K, Chen D, Ruan H, Li X., Tong J, Xu X, Zhang L, Yu J.  (2016). BRAFV600E-dependent Mcl-1 stabilization leads to Everolimus resistance in colon cancer cells. Oncotarget, 7(30):47699-47710. PMCID: PMC5216972 
b) Tan X, Tong J, Wang YJ, Fletcher R, Schoen RE, Yu J, Shen L, Zhang L. (2019). BET inhibitors potentiate chemotherapy and killing of SPOP-mutant colon cancer cells via induction of DR5. Cancer Res, 79(6):1191-1203. PMCID: PMC6420862.
c) Ruan H, Li X, Xu X, Leibowitz BJ, Tong J, Chen L, Ao L, Xing W, Luo J, Yu Y, Schoen RE, Sonenberg N, Lu X, Zhang L, Yu J. (2020). eIF4E S209 phosphorylation licenses Myc- and stress-driven oncogenesis.  eLife, 9:e60151. PMCID: PMC7665890.
d) Leibowitz BJ, Zhao G, Xia W, Wang Y, Ruan H, Zhang L, Yu J. mTOR inhibition suppresses Myc-driven polyposis by inducing immunogenic cell death.  Oncogene.  2023 May 3. PMID: 37138032 

4. Investigated the crosstalk of cell death and inflammation. Our work suggests cell death as a promising target to prevent or treat inflammation associated injury and cancer.
a) Qiu W, Wu B, Wang X, Buchanan M, Regueiro MD, Hartman D, Schoen RE, Yu J, Zhang L. (2011). PUMA-mediated intestinal epithelial apoptosis contributes to ulcerative colitis in humans and mice. J Clin Invest, 121(5):1722-32. PMCID: PMC3083802
b) Qiu W, Wang X, Leibowitz B, Yang W, Zhang L, Yu J. (2011). PUMA-mediated apoptosis drives chemical hepatocarcinogenesis in mice. Hepatology, 54(4):1249-58. PMCID: PMC3184207.
c) Qiu W, Wang X, Buchanan ME, He K, Sharma R, Zhang L, Wang Q*, Yu J*.  ADAR1 is essential for intestinal homeostasis and stem cell maintenance.  Cell Death Dis. 2013 Apr 18;4:e599. doi: 10.1038/cddis.2013.125. * Co-corresponding author.  PMCID:PMC3641348.
d) Wei L, Leibowitz BJ, Epperly M, Bi C, Li A, Steinman J, Wipf P, Li S, Zhang L, Greenberger J, Yu J. (2018). The GS-nitroxide JP4-039 improves intestinal barrier and stem cell recovery in irradiated mice. Sci Rep, 18(1):2072.  PMCID: PMC5794877.

5. Dissected the mechanistic coupling of intestinal injury and regeneration. This line of work establishes the p53 and STING pathways as critical regulators of intestinal regeneration upon acute DNA damage.  p53-dependent apoptosis and STING-dependent IFN b production as promising targets in ISC preservation through enhanced DNA damage repair and niche normalization. 
a) Qiu W, Carson-Walter EB, Liu H, Epperly M, Greenberger JS, Zambetti, GP, Zhang L, Yu J. (2008). PUMA regulates intestinal progenitor cell radiosensitivity and gastrointestinal syndrome. Cell Stem Cell, 2(6):576-83.  (Previewed by Cell Stem Cell 2: 517-518, 2008 and highlighted in Nature Biotechnology 26 (7):777, 2008). PMCID: PMC2892934.
b) Wei L, Leibowitz BJ, Wang X, Epperly M, Greenberger J, Zhang L, Yu J. (2016).  Inhibition of CDK4/6 protects against radiation-induced intestinal injury in mice. J Clin Invest, 126(11):4076-4087. PMCID: PMC5096907. (Highlighted by Nature Reviews Gastroenterology & Hepatology)
c) Leibowitz BJ, Yang L, Wei L, Buchanan ME, Rachid M, Parise RA, Beumer JH, Eiseman JL, Schoen RE, Zhang L, Yu J. (2018). Targeting p53-dependent stem cell loss for intestinal chemoprotection. Sci Transl Med. 2018 Feb 7;10(427). PMCID: PMC5827930
d) Leibowitz BJ, Zhao G, Wei L, Ruan H, Epperly M, Chen L, Lu X, Greenberger JS, Zhang L, Yu J. (2021) Interferon b drives Intestinal Regeneration after Radiation. Sci Adv 2021 Oct 8;7(41):eabi5253. PMCID: PMC8494436.

In summary, the research in Yu lab studies mechanistic coupling of cell death and regeneration to discover druggable targets for colon cancer prevention and treatment. 

Complete List of Published Work in Mybibliography (143 Total Citations)
https://www.ncbi.nlm.nih.gov/myncbi/jian.yu.1/bibliography/public/


