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This is a 1st DOM Retreat for all of us: questions and suggestions will be sought!

Program includes all participants



Department of Medicine Research Mission Statement

The Department of Medicine conducts cutting edge research in 12 
academic divisions. 
Our faculty has made paradigm-shifting discoveries during the last 
decade which are described in the research pages of each division. 
The Department is home to basic and translational research laboratories 
and investigator-initiated clinical trials supported by the National 
Institutes of Health, Research Foundations, and Pharmaceutical 
Organizations.   



DOM VC Research Update 10 1 2022

Research Initiative 

a. Monitor current funding – follow SUNY RF layout 
b. Develop Plans for future growth – Research Council
c. Promote collaborative Projects
d. Develop research mentorship across the DOM including faculty and trainees
e. Designate research mentors within each division
f. Foster collaboration between divisions 
g. Develop collaborations with basic science and clinical departments
h. Take advantage of Upstate and SUNY training opportunities (BERD)
i. Pilot grant started from 7/1/2021 with the notion to secure extramural funding



UPSTATE Resources SUNY Resources



Research Metrics in October 1, 2022

Annual Research Grant expenditures:
RF accounting: $ 21,334,685.76; This includes pharma-supported 
drug trials and NIH grants; detailed grants information from 
SUNY RF is attached and organized by division.
DOM NIH Funding 2010 as per NIH Reporter: $ 2,432,708 (total 
Upstate funding: $25,657,956; detailed grant information from 
NIH Reporter is attached; NIH total $31.2 billion)
DOM NIH Funding 2022 as per NIH Reporter: $ 2,329,441 (total 
Upstate funding: $29,600,529) detailed grant information from 
NIH Reporter is attached; NIH total $45.2 billion)



Department of Medicine Grant Program

The Department of Medicine support research projects that are based on collaboration of the Faculty and Trainees, 
including medical and graduate students, residents, clinical and research fellows.

Grant Application Guide and Forms for Funding period 7/1/2022-6/30/2023 
The DOM grant application form provides detailed instructions on preparation and submission of the 

application. The application form follows the template of the Upstate Intramural Grant Program and it 
anticipates that all applicable regulatory policies will be satisfied. 

Deadline for submission: May 1, 2023.
Important items to consider:

The Principal Investigator is expected to be a full-time faculty member of the Department of Medicine 
Submission or active grant by a Principal Investigator is limited to one per year.
The grant applications will be scored on the basis of significance, impact, feasibility, qualifications of the PI 

and collaborators, potential to secure extramural support, and inclusion of trainees. 
Trainees need to be involved and listed on the face page of the application. 
Progress report would be expected upon completion of the project.
Applications will be reviewed by the DOM Research Council with representatives sought from each 

Division. Members of the council will be excluded from scoring grants of a PI from the same division.



Grant Applications Funded for the period 7/1/2021-6/30/2022 

1. Alina Basnet, MD : Association of Molecular Profiles and Mutational Status with
Distinct Histological Lung Adenocarcinoma Subtypes. An Analysis of the LACE 
Bio I and II Data.

2. Christina Geier, MD: Potential pathogenic functions and metabolic signatures of 
HLA-DR+CD45RA+ myeloid cells

3. Hiroshi Kato, MD: SLE Treg cells Expand Pathogenic CD8+ Memory T cells

4. Abirami Sivapiragasam, MD: Neurocognitive changes in breast cancer patients on 
hormonal therapy. Is there a difference between objective and perceived 
neurocognition?



Grant Applications Funded for the period 7/1/2022-6/30/2023 

Auyon Ghosh, MD, MPH: Optimizing the Lung Gene 
Expression and Network Imputation Engine

Christian Geier, MD:  Transcriptomic characterization of 
HLA-DR+ myeloid cells for potential pro-inflammatory 
pathways



DOM VC Research Strategic Plan 
1. Training – Research Residency

a. Scholarship model for 3rd IM year, seek UH allocation for years 1-2
b. Grant writing – integrate with MD/PhD Program
c. Statistics: open to all residents, fellows, and faculty; needed for QI projects

a. Take advantage of BERD
b. Use DOM grant support to fund statistical analysis

2. Mentoring – Promotion incentive
a. Resident
b. Fellow
c. Junior Faculty

3. Career Development – Academic track/tenure track
a. Salary protection for 3 years for new recruits
b. Salary protection with continued extramural support 

4. Research Council – Representatives from each division: response in from Endocrine (Dr. 
Weinstock), Hem-Onc (Seah Lim), ID (Drs. Asiago-Reddy and Thomas), Hospitalists (Dr. 
Hegazy) and Pulmonary (Dr. Gutsche), Dr. Shady, Dr. Knohl.

a. Mentoring
b. Review and help adjudicate pilot projects
c. Bioinformatics
d. Centers (indirect cost incentive)
e. Formulate Research Incentive Plan



Unmet Need in Rheumatology
Infections are the Leading Cause of Mortality in SLE

China Mortality % 1
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Infections 33.2
Renal 18.7
Encephalopathy 13.8
Cardiovascular 11.5
Multiple organ failure 4.1
Cerebrovascular disease 2.6
Lung failure 2
GI bleed 1.6
Liver failure 0.5
Cancer 0.5

Overall Mortality 10% in 5 years
Curr. Opin. Rheumatol. 13:345-351, 2001

2179 death in > 20,000 Chinese patients. Wang et al; Medicine Volume 94, May 2015

UK Mortality %

1

2

3

Infections 47.8
Cardiovascular 27
Cancer 13.5

382 death in UK, Rheumatology, Volume 54, Pages 836–843, May 2015



Seven Rheumatology Fellows



Rapamycin Reduced Daily Prednisone Dosage

Prospective Study of Rapamycin for the Treatment of SLE; 
ClinicalTrials.gov Identifier: NCT00779194

Daily prednisone use was reduced from 23.7±4.9 mg to 7.2±2.3 mg after 12 
months (p=0.02).

Prednisone Dosage
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§ SLE Responder Index (SRI)
§ Prospective Study of Rapamycin for the Treatment of SLE; 

ClinicalTrials.gov Identifier: NCT00779194
§ Preliminary analysis of SRI at Month 12 (visit 6): 19/29: 65.5%

Effect of Rapamycin on SRI-4
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Visit 3: Month 3
Visit 4: Month 6
Visit 5: Month 9
Visit 6: Month 12

Lancet, 391:1186-1196 (2018)



CD8+CD45RO+ memory T cells
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Rapamycin expanded CD4 and CD8 T cells memory T cells only among SRI-responders

Lancet, 391:1186-1196 (2018)
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677 biomarkers effectively 
distinguished responders (SRI+) 
from non-responders (SRI-)

Area under the receiver operating 
characteristic (ROC) curve (AUC) logistic 
regression approach identified CD8+ EMT 
cells (AUC = 0.967) to have the greatest 
specificity and sensitivity to distinguish SRI+ 
and SRI- patients

Depletion of CD8+ EMT cells predicts responsiveness to rapamycin

Lancet, 391:1186-1196 (2018)



FoxP3+CD4+ Tregs in freshly isolated PBMC
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Rapamycin expands Tregs in SLE patients in Vivo

* p < 0.05, ** p < 0.01 compared to control (HC);  # p < 0.05, ## p < 0.01 compared to baseline (visit 1)

z=4.09, p<0.0009

Lancet, 391:1186-1196 (2018)



Mice were treated with oral rapamycin was added at concentration of 14 ppm 
(mg of drug per kg of food) using Eudragit S100 (Evonik) between ages of 3-6 
months. Published: 29 August 2022

https://www.nature.com/articles/s43587-022-00278-w
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Placebo versus NAC Dose 2 Visits 1 and 4
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Placebo NAC Dose 2
Visits Proteinuria 

+
Proteinuria - Proteinuria + Proteinuria -

Baseline/Visit 1 2 7 1 8
3-month/Visit 3 3 4 0 8

Two patients' urine samples 
were missing, one had 
proteinuria on visit 1

One urine sample missing, 
which did not show proteinuria 
on visit 1

NAC (1.2 g bid) reduced proteinuria



Three Rheumatology Fellows
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…correlate with disease activity…

… and ASRS A scores respond to NAC in SLE

Arthritis Rheum. 65: 1313-1318 (2013). PMID: 23400548.

The cognitive/inattentive (ASRS part A),
hyperactivity/impulsive (ASRS part B), and 
combined (total) ASRS scores are increased in 
patients with SLE

ADHD Self-Report Scale (ASRS) scores are increased in SLE



Open-Label Period
NAC Titration
2.4-4.8 g/day

Months -1 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Visits 1 2 3 4 5 6 7

Double-Blind Period

Biomarkers

Placebo Dosages between 2.4-4.8 g/day
NAC Dosages between 2.4-4.8 g/day

Wash
out

Screening

Randomization Primary EndpointEnrollment

T

Figure 1. Schematic overview of the SNAC study. All participants will receive NAC for a 3-month open-label 
period, titrated up to the individual’s maximally tolerated dosage between 2.4-4.8 g/day. Subjects who tolerate at 
least 2.4 g/day NAC will be randomized 1:1 to receive either NAC (at the subject’s tolerated dosage) or matching 
placebo for the remaining 9 months (double-blind period). To minimize the risk of unblinding, NAC will be tapered 
down in the placebo arm over 1 week (T, taper) (2).The primary endpoint will be the achievement of SRI-4 
(yes/no) at Month 12 relative to enrollment at Month 0.

SLE Treatment with NAC - SNAC study

It is an antidote for acetaminophen-induced liver failure, the leading cause of death due to acute liver failure
This safe intervention may also work in ILD
This safe intervention may also work in mTOR-dependent proteinuria
mTOR blockade extends lifespan via reducing inflammation, cardiovascular disease, and cancer rates



© ACR

DISCLOSURE OF RESEARCH SUPPORT
NIH RO1 AI48079:
Genetic and immunological impact of the HRES-1 human endogenous retrovirus 
locus in SLE (1992-2015)

NIH RO1 AI72648:
Metabolic control of systemic autoimmunity (2008-2025)

NIH RO1 AI122176:
Endocytic Control of Autophagosome Formation in Lupus T cells (2016-2021)

NIH U01 AR076092 (2020-2026) SLE Treatment with N-acetylcysteine (SNAC) 
FDA: IND # 101,320; RO1 AT004332 (2008-2012); R34AR068052 (2016-2019) 

Wyeth/Pfizer Investigator-Initiated Research Grant:
Prospective Study of Rapamycin for the Treatment of Systemic Lupus 
Erythematosus (2009-2015; FDA: IND # 101,566)

NIH R34 AI141304: Treatment of SLE with sirolimus (2018-2020); U01 is pending
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Thank you…



October 1,2022
NAB-4th floor Auditorium

Hybrid meeting: also available via Webex

8 am - 1 pm
Starts with breakfast – Ends with lunch

Separate desks by division for faculty – for trainees

Poster Session during Lunch 

Boxed meals and drinks from Panera

Oral presentations:

Presentations should last 8 (eight) minutes allowing 
for 2 (two) minutes for discussion. 

Junior Faculty Grantees and Trainees Present

Further discussions can take place during the poster 
session.
Attendees via Webex can post questions

8 am - 12 pm (15 min Coffee Break at 10 am)

Generate New Knowledge through Collaboration 

1 pm Dr. Knohl – Closing Remarks



Thank you….

Shouldn’t you control your mTOR

Discussions can follow during Lunch Poster Session and Beyond


