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and lead a new multidisciplinary UPMC Men’s Health Center specializing

in male reproductive and sexual health.

“Our main goal is to be a comprehensive center
for men for sensitive areas of health, areas that a
lot of people are really not comfortable to talk
about,” says Dr. Hwang. “We want to give them
an arena to be comfortable in, where they have
advocates — from the physicians to the nursing
staff and administrative staff — who understand
the intimate nature of these conditions.”

Dr. Hwang received her medical degree from
New York Medical College. After completing her
residency in urology at the University of Virginia,
she went on to complete a fellowship in male
reproductive medicine and surgery at Baylor
College of Medicine in 2011. After seven years

at the Warren Alpert Medical School of Brown
University as a clinician and research scientist
specializing in men’s reproductive and sexual
health, Dr. Hwang came to UPMC and the
University of Pittsburgh as an associate professor
of urology; director of male reproductive health;
and associate professor in the Department

of Obstetrics, Gynecology, and Reproductive
Sciences. She is one of a small number of
specialists in the country who are pursuing the
surgeon-scientist career path in the area of
male reproductive health.

Affiliated with the University of Pittsburgh School of Medicine,

A Multidisciplinary Center

In addition to focusing on male infertility and
sexual health, specialists at the new UPMC Men’s
mm  Health Center, which include
Josip Vukina, MD, MPH (left),
and reconstructive and
trauma specialist Paul
Rusilko, DO, FACS (below),
will work with men on sexual
health issues including
premature or delayed ejaculation, low testos-
terone, erectile dysfunction, Peyronie’s disease,
and vasectomy and vasectomy reversal.

“It will be a multidisciplinary
center,” says Dr. Hwang.

“In addition to urologists,
we will have bone health
specialists, sexual therapists,
and physical therapists who
specialize in pelvic pain.

-z
These are all vitally important aspects of men’s
health. For example, we will work with men
who are undergoing prostate cancer treatment
and want to focus on post-treatment quality-of-
life issues such as urinary incontinence and
erectile dysfunction.”

(Continued on Page 2)
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UPMC Presbyterian Shadyside is ranked among America’s
Best Hospitals by U.S. News & World Report.

NATIONAL [ LIFE
UPMC e
O MEDICINE




Men’S ReprOductive and Sexual Health (Continued from Page 1)

Research Interests and
Recent Investigation
Highlights

Isolating RNA From Sperm

Dr. Hwang is continuing her research at
UPMC on a number of investigational topics
and priorities. One such line of research deals
with methods of using the RNA content of
sperm to assess male fertility, as well as on
developing tests that use other genetic and
epigenetic characteristics of sperm as
biomarkers for sperm quality.

“Itis only very recently that we uncovered
that human sperm not only has significant
quantities of RNA in it, but also that it
contains many different kinds of RNA,”

says Dr. Hwang. “We are just beginning to
scratch the surface of what it means that
human sperm contain all this RNA and how
it may be a sensitive monitoring endpoint for
male reproductive toxicants. Understanding
the roles sperm RNA plays, and the
mechanisms by which they act are the
future of this research.”

In a paper' published in 2018 in Andrology,
Dr. Hwang and colleagues outlined a new
technique for reliable, consistent isolation of
high-quality RNA from sperm. Before they
developed this method, it had been difficult
to predictably extract intact, purified RNA
from human sperm.

In a follow-up study,? results of which

were published in PLOS One in May 2019,

Dr. Hwang’s team used this new technique
to show a strong relationship between the
large RNA content of sperm and poor semen
characteristics such as low total sperm count
and density. The researchers also found

that increased alcohol consumption was
associated with unfavorable amounts of
large RNA in sperm.

“The only method we have now to gauge a
man'’s fertility potential is the semen analysis,
which is a very poor surrogate for sperm
health,” says Dr. Hwang. “We need something
better, not only for fertility counseling but also
to answer questions like: What effect does a
new drug have on sperm? How does that new
drug affect male reproductive health?”

A Potential Treatment for
Peyronie’s Disease

The UPMC Men'’s Health Center also will
provide expertise on rare conditions in men
such as Peyronie’s disease, which has been a
long-time research interest of Dr. Hwang'’s.
Her overlapping research interests in male
infertility and Peyronie’s disease have

led her to a novel line of research into a
potential treatment for men with this
debilitating condition.

While studying the role of the hormone
ghrelin in sperm production about a decade
ago, Dr. Hwang found that mice that

produced an excess of ghrelin appeared to
be protected from forming scar-tissue
adhesions like those seen in the penises

of men with Peyronie’s disease. “It was a
completely serendipitous finding, but one
that | theorized had potential as an area
of research,” says Dr. Hwang.

Since then, Dr. Hwang has been studying the
potential antifibrotic properties of ghrelin.

In one study,® published in April 2016 in
PLOS One, her team showed that ghrelin
administration in mice could reduce scarring
after surgery. The hormone appeared to
work by inhibiting an inflammatory pathway
driven by the cytokine transforming growth
factor-beta (TFG-P3).

“The TGF- pathway is the exact mechanism
of fibrotic deposition in Peyronie’s,” says

Dr. Hwang. She has now developed a rat
model to mimic Peyronie’s disease and plans
to begin testing ghrelin as a treatment for
the condition in this model.

Fertility Preservation

for Cancer Survivors:

A Discipline of Growing
Importance

Dr. Hwang also is continuing to pursue her

clinical and research interests in fertility
preservation for male cancer survivors.

(Continued on Page 4)
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Recent Publications From Department Faculty

Yu M, Davies BJ. Opium Wars to the Opioid
Epidemic: The Same Narcotics Cause
Addiction and Kill. Eur Urol. 2019 Nov 8. pii:
S0302-2838(19)30772-9. doi: 10.1016/].
eururo.2019.10.006. Epub ahead of print.

Thangasamy IA, Loeb S, Sathianathen NJ,
Leveridge M, Stork B, Davies BJ, Woo HH.
Evaluating the Effectiveness of an Online
Journal Club: Experience From the
International Urology Journal Club.

Eur Urol Focus. 2019 Oct 31. pii: S2405-
4569(19)30312-8. doi: 10.1016/].
euf.2019.10.006. Epub ahead of print.

Myrga JM, Ayyash OM, Bandari J, Fam MM,
Macleod LC, Jacobs BL, Davies BJ. The Safety
and Short-term Outcomes of Leukocyte
Depleted Autologous Transfusions During
Radical Cystectomy. Urology. 2019 Oct 16. pii:
S0090-4295(19)30883-0. doi: 10.1016/].
urology.2019.08.056. Epub ahead of print.

Hale NE, Macleod LC, Yabes JG, Turner RM
2nd, Fam MM, Gingrich JR, Skolarus TA,
Borza T, Sabik LM, Davies BJ, Jacobs BL.
Implications of Cystectomy Travel Distance
for Hospital Readmission and Survival.

Clin Genitourin Cancer. 2019 Dec; 17(6):
el171-e1180.

Macleod LC, Yabes JG, Yu M, Fam MM, Hale
NE, Turner RM 2nd, Lopa SH, Gingrich JR,
Borza T, Skolarus TA, Davies BJ, Jacobs BL.
Trends and Appropriateness of Perioperative
Chemotherapy for Muscle-Invasive Bladder
Cancer. Urol Oncol. 2019 Jul; 37(7): 462-469.
doi: 10.1016/j.urolonc.2019.04.006. Epub
2019 Apr 30.

Macleod LC, Yabes JG, Fam MM, Bandari J,
Yu M, Maganty A, Furlan A, Filson CP, Davies
BJ, Jacobs BL. Multiparametric Magnetic
Resonance Imaging Is Associated With
Increased Medicare Spending in Prostate
Cancer Active Surveillance. Eur Urol Focus.
2019 Apr 25. pii: S2405-4569(19)30124-5.
doi: 10.1016/].euf.2019.04.008. Epub ahead
of print.

Maganty A, Turner RM 2nd, Yabes JG,

Davies BJ, Heron DE, Jacobs BL. Downstream
Studies Following the Use of Bone Scan in the
Staging of Muscle-Invasive Bladder Cancer.
Urology. 2019 Jul; 129: 74-78. doi: 10.1016/j.
urology.2019.04.009. Epub 2019 Apr 18.

Fam MM, Yabes JG, Macleod LC, Bandari J,
Turner RM 2nd, Lopa SH, Furlan A, Filson CP,
Davies BJ, Jacobs BL. Increasing Utilization
of Multiparametric Magnetic Resonance
Imaging in Prostate Cancer Active
Surveillance. Urology. 2019 Aug; 130: 99-105.

Jacobs BL, Yabes JG, Lopa SH, Heron DE,
Chang CH, Bekelman JE, Nelson JB, Bynum
JPW, Barnato AE, Kahn JM. Patterns of
Stereotactic Body Radiation Therapy: The
Influence of Lung Cancer Treatment on
Prostate Cancer Treatment. Uro/ Oncol. 2019
Nov 4. pii: S1078-1439(19)30382-5. doi: 101016/
j.urolonc.2019.09.031. Epub ahead of print.

Yang Z, Wang D, Johnson JK, Pascal LE,
Takubo K, Avula R, Chakka AB, Zhou J,

Chen W, Zhong M, Song Q, Ding H, Wu Z,
Chandran UR, Maskrey TS, Nelson JB, Wipf P,
Wang Z. A Novel Small Molecule Targets
Androgen Receptor and Its Splice Variants
in Castration-Resistant Prostate Cancer. Mo/
Cancer Ther. 2019 Sep 25. pii: molcanther.
0489.2019. doi: 10.1158/1535-7163.MCT-19-
0489. Epub ahead of print.

Jacobs BL, Yabes JG, Lopa SH, Heron DE,
Chang CH, Bekelman JE, Nelson JB,
Bynum JPW, Barnato AE, Kahn JM. The
Influence of Stereotactic Body Radiation
Therapy Adoption on Prostate Cancer
Treatment Patterns. J Urol. 2019 Jul 30:
101097JUOOO0000000000471.

Epub ahead of print.

Li F, Pascal LE, Stolz DB, Wang K, Zhou Y,
Chen W, Xu'Y, Chen Y, Dhir R, Parwani AV,
Nelson JB, DeFranco DB, Yoshimura N,
Balasubramani GK, Gingrich JR, Maranchie
JK, Jacobs BL, Davies BJ, Hrebinko RL,
Bigley JD, McBride D, Guo P, He D, Wang Z.
E-cadherin Is Downregulated in Benign
Prostatic Hyperplasia and Required for Tight
Junction Formation and Permeability Barrier
in The Prostatic Epithelial Cell Monolayer.
Prostate. 2019 Aug; 79(11): 1226-1237. doi:
10.1002/pros.23806. Epub 2019 Jun 18.

Jacobs BL, Lopa SH, Yabes JG, Nelson JB,
Barnato AE, Degenholtz HB. Change in
Functional Status After Prostate Cancer
Treatment Among Medicare Advantage
Beneficiaries. Urology. 2019 Sep; 131: 104-111.
doi: 10.1016/j.urology.2019.05.029.

Epub 2019 Jun 7.

Yu YP, Liu P, Nelson J, Hamilton RL, Bhargava
R, Michalopoulos G, Chen Q, Zhang J, Ma D,
Pennathur A, Luketich J, Nalesnik M, Tseng G,
Luo JH. Identification of Recurrent Fusion
Genes Across Multiple Cancer Types. Sci Rep.
2019 Jan 31; 9(1): 1074. doi: 10.1038/541598-
019-38550-6.

Dong J, Wu Z, Wang D, Pascal LE, Nelson JB,
Wipf P, Wang Z. Hsp70 Binds to the Androgen
Receptor N-terminal Domain and Modulates
the Receptor Function in Prostate Cancer
Cells. Mol Cancer Ther. 2019 Jan; 18(1): 39-50.

Russell KL, Gorgulho CM, Allen A, Vakaki M,
Wang Y, Facciabene A, Lee D, Roy P, Buchser
WJ, Appleman LJ, Maranchie J, Storkus WJ,
Lotze MT. Inhibiting Autophagy in Renal Cell
Cancer and the Associated Tumor Endothe-
lium. Cancer J. 2019 May/Jun; 25(3): 165-177.

(Continued on Page 4)
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Morgan TN, Turner RM Il, Baptiste J, Lyon TD,
Maranchie JK, Hrebinko RL, Davies BJ,
Gingrich JR, Jacobs BL. Small Cell Bladder
Cancer: Should We Consider Prophylactic
Cranial Irradiation? /nt Braz J Urol. 2019
Mar-Apr; 45(2): 299-305.

Mohapatra A, Hyun G, Semins MJ. Trends in
the Usage of Contrast Allergy Prophylaxis for
Endourologic Procedures. Urology. 2019 Sep;
131: 53-56. doi: 10.1016/j.urology.2019.05.010.
Epub 2019 May 25.

Yecies TS, Semins MJ. Modeling the Incidence
of Secondary Malignancy Related to lonizing
Radiation Use in the Management of
Nephrolithiasis. Urology. 2019 Aug; 130:
48-53. doi: 10.1016/j.urology.2019.01.070.
Epub 2019 Apr 23.

Yecies TS, Semins MJ. Radiation Mitigation
Techniques in Kidney Stone Management.
Urol Clin North Am. 2019 May; 46(2):
265-272. doi: 10.1016/j.ucl.2018.12.008.
Epub 2019 Mar 4. Review.
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In the past, Dr. Hwang has collaborated
extensively with fertility preservation expert
and pioneering researcher Kyle Orwig, PhD,
who directs the Fertility Preservation
Program of UPMC, and who also is a
professor and director of research in
reproductive endocrinology and infertility in
the Department of Obstetrics, Gynecology,
and Reproductive Sciences at UPMC Magee.
Dr. Orwig also is currently the principal
investigator on a number of experimental
protocols in fertility preservation for young,
prepubescent cancer patients — both boys
and girls — in addition to other clinical trials
and research with adult patients.

Now that she is at UPMC, she is continuing
her collaboration with Dr. Orwig on aspects of
fertility preservation for cancer patients with
several new initiatives in the planning stages.

Yecies T, Mohapatra A, Semins MJ. Outcomes
of Endourologic Interventions in Patients
With Preoperative Funguria. J Endourol.
2019 Aug; 33(8): 668-672. doi: 101089/
end.2018.0852. Epub 2019 May 7.

Hugar LA, Kafka I, Fuller TW, Taan H, Averch
TD, Semins MJ. Trends in Renal Calculus
Composition and 24-hour Urine Analyses in
Patients With Neurologically Derived
Musculoskeletal Deficiencies. Int Braz J Urol.
2019 May-Jun; 45(3): 572-580.

Bianchi E, Boekelheide K, Sigman M,

Braun JM, Eliot M, Hall SJ, Dere E, Hwang K.
Spermatozoal Large RNA Content Is
Associated With Semen Characteristics,
Sociodemographic and Lifestyle Factors.
PLoS One. 2019 May 23; 14(5): e0216584. doi:
10.1371/journal.pone.0216584. eCollection 2019.

“It has always been a wrenching experience
with patients who have survived cancer,

and who suddenly realize, ‘| really want

to be a father.” They're not always lucky
enough to have been counseled or had
sufficient means to bank sperm before
starting their cancer treatments, many of
which are gonadotoxic and can render an
individual infertile. Our goal is to counsel and
guide them through the process and explain
what fertility options are feasible for them,
either before or after they have been treated
for cancer,” says Dr. Hwang.

The broad expertise of Dr. Hwang and her
fellow clinicians at the new UPMC Men’s
Health Center means that they can offer
patients a wide range of evidence-based
treatment options. We're very much always
trying to keep our finger on the pulse of

clinical care for men’s health,” says Dr. Hwang.

Avellino GJ, Lipshultz LI, Sigman M, Hwang K.
Transurethral Resection of the Ejaculatory
Ducts: Etiology of Obstruction and Surgical
Treatment Options. Fertil Steril. 2019 Mar;
M(3): 427-443. doi: 10.1016/j fertnstert.
2019.01.001. Review.

Kaminetsky JC, McCullough A, Hwang K,
Jaffe JS, Wang C, Swerdloff RS. A 52-Week
Study of Dose Adjusted Subcutaneous
Testosterone Enanthate in Oil Self-
Administered Via Disposable Auto-Injector.
J Urol. 2019 Mar; 201(3): 587-594. doi:
10.1016/].juro.2018.09.057.

Hwang K, Guo D. Sports-related Male Infertility.
Eur Urol Focus. 2019 Nov; 5(6): 1143-1145.
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To refer a patient to the UPMC Men’s
Health Center for consultation or
treatment, please call 877-641-4MEN
(4636). For additional information about
the Center, visit UPMC.com/MensHealth.
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Presentations and Research at the 2019 American

Urological Association’s Annual Meeting

UPMC and the University of Pittsburgh was well-represented at the American Urological Association’s (AUA) 2019 Annual

Meeting, held in May in Chicago. The annual event gathers more than 16,000 attendees from more than 100 countries around the

world to review and discuss groundbreaking research, new clinical guidelines, and the most advanced technologies in the field.

UPMC physicians and researchers delivered
presentations, moderated poster sessions,
and podium sessions. These included:

Omar Ayyash, MD

» New Psychiatric Diagnosis Is a Poor
Prognostic Factor for Patients With Muscle
Invasive Bladder Cancer

Pharmaceutical Payments for Opioids
Significantly Favor Extended-Release
Medication and Correlate With Physician
Prescriptions

+ Key Opinion Leaders Motivate Increased
Prescriptions Among Their Local
Physicians

Benjamin Davies, MD

* Prostate Cancer: Staging |l

» Opiate Use After Radical Prostatectomy:
The End Is Here

+ Panel Discussion on Clinical Cases: How do
You Treat this Patient? Differences in
Approaches?

Lee Hugar, MD

* Aggressive End-of-Life Care in Medicare
Beneficiaries Dying With Bladder Cancer

Kathleen Hwang, MD

* |s There a Real Future for Stem Cell
Cryopreservation?

Mary Killian, MD

» Socioeconomic Factors in the Presentation
and Progression of Posterior Urethral Valves

Jodi Maranchie, MD
+ Kidney Cancer: Basic Research &
Pathophysiology |

* How Are We Improving Outcomes of
Locally Advanced RRC?

Tara Morgan, MD

» Sacral Neuromodulation: Determining
Predictors of Success

John Myrga, MS4 (Upcoming Urology PGY-1
at UPMC)

Dramatic Decrease in Urologic Opioid
Prescribing After Implementation

of Statewide Prescription Drug
Monitoring Program

Joel Nelson, MD

* Prostate Cancer: Localized: Active
Surveillance Il

UPMC Physician Resources

Laura Pascal, PhD

* Inducible Prostate Luminal Epithelial
Cell-Specific Deletion of CDH1 Induces
Murine Prostatic Hyperplasia,
Inflammation, and Stromal Fibrosis

Devin Rogers, MS3

+ Socioeconomic Factors in the Presentation
and Progression of Posterior Urethral Valves

Michelle Semins, MD
+ Panel Discussion: Next Generation Lasers
+ Stone Disease: Epidemiology & Evaluation |

Todd Yecies, MD

» Sympathetic Afferents in the Hypogastric
Nerve Facilitate Nociceptive Bladder
Activity in Cats

» Qutcomes of Endourologic Interventions in
Patients With Preoperative Funguria

Michelle Yu, MD

» Impact of Multi-Parametric Magnetic
Resonance Imaging on Medicare Spending
in Prostate Cancer Active Surveillance

* Increasing Utilization of Multi-Parametric
Magnetic Resonance Imaging in Prostate
Cancer Active Surveillance

For the latest free CME courses, news, and events at UPMC, visit UPMCPhysicianResources.com/Urology. A selection of offerings

in adult and pediatric urology include:

CME Courses Video Rounds

Reconstructive Urology
Paul Rusilko, DO, FACS

Prostate Cancer: Update on Screening and Management
Presented by Bruce L. Jacobs, MD, MPH

Health Services Research in Urologic Oncology
Bruce L. Jacobs, MD, MPH

Fusion MRI and Prostate Cancer
Benjamin J. Davies, MD

Diagnoses and Treatment of Kidney Stones During Pregnancy
Michelle Jo Semins, MD




UPMC

LIFE CHANGING MEDICINE
200 Lothrop St.
Pittsburgh, PA 15213-2582

ABOUT THE UPMC DEPARTMENT OF UROLOGY

The Department of Urology at UPMC is at the forefront of providing clinical services,
innovative treatment strategies, and fundamental research for diseases of the male and
female urinary tract and the male reproductive organs.

We offer a multidisciplinary approach to care, with our team of nationally recognized
clinicians and researchers working together to offer the very latest in diagnostic and
treatment options for urologic disease.

Through the Comprehensive Prostate and Urologic Cancer Center, we strive to provide
state-of-the-art treatments and therapies for those with prostate and urologic cancers.

We are nationally renowned for our expertise in highly specialized technologies and
minimally invasive surgical techniques, many of which have been developed or refined
by UPMC surgeons.

Fellowship Programs

The Department of Urology at the University of Pittsburgh currently offers three fellowship
training programs for interested candidates:

= Urologic Oncology — Fellowship Director: Benjamin J. Davies, MD

* Pediatric Urology — Fellowship Director: Francis X. Schneck, MD

To learn more about the UPMC Department of Urology,
please visit UPMCPhysicianResources.com/Urology.

Joel B. Nelson, MD

Frederic N. Schwentker Professor
Chairman, Department of Urology
Chief Clinical Officer, UPMC Health
Services Division

ADDRESS CORRESPONDENCE TO:

UPMC Department of Urology
Kaufmann Medical Building
3471 Fifth Ave., Suite 801
Pittsburgh, PA 15213
412-605-3000

For consults and referrals,
please call UPMC's 24-hour
physician OnDemand service
at 1-866-884-8579.

A $20 billion health care provider and insurer,
Pittsburgh-based UPMC is inventing new models of
patient-centered, cost-effective, accountable care.
The largest nongovernmental employer in Pennsylvania,
UPMC integrates 89,000 employees, 40 hospitals,
700 doctors’ offices and outpatient sites, and a nearly
3.6 million-member Insurance Services Division, the
largest medical insurer in western Pennsylvania. In the
most recent fiscal year, UPMC contributed $1.2 billion
in benefits to its communities, including more care to
the region’s most vulnerable citizens than any other
health care institution, and paid $587 million in federal,
state, and local taxes. Working in close collaboration
with the University of Pittsburgh Schools of the Health
Sciences, UPMC shares its clinical, managerial, and
technological skills worldwide through its innovation
and commercialization arm, UPMC Enterprises, and
through UPMC International. U.S. News & World Report
consistently ranks UPMC Presbyterian Shadyside on its
annual Honor Roll of America’s Best Hospitals and
ranks UPMC Children's Hospital of Pittsburgh on its
Honor Roll of America’s Best Children’s Hospitals.

For more information, go to UPMC.com.
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