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Stephanie Chisolm:

Welcome to Enhancing Bladder Cancer Surgery Recovery, or ERAS, Strategies for Better Patient
Outcomes.

I'd like to thank Merck and UroGen for making Patient Insight webinars possible. Today's topic is about
enhancing bladder cancer surgery recovery strategies for better patient outcomes. Surgery options
ranging from a TURBT, a Transurethral Resection of a Bladder Tumor, to a radical cystectomy, actual
bladder removal, play a very important part in treating bladder cancer. Enhancing recovery after
surgery, or ERAS, is a number of different strategies that can have a significant impact on postoperative
recovery.

Our featured speaker tonight, our expert is Dr. Sam Ghodoussipour from Rutgers Cancer Institute, and
he's going to share insights into the latest strategies and practices that are really aimed at improving
recovery, including both the physical and mental health, preventing infections, just giving you overall
better outcomes after any bladder cancer surgical procedure. Dr. Ghodoussipour is a urologic surgeon,
and he focuses on the treatment of men and women with cancers of the genitourinary system. His
clinical expertise includes complex open and robotic surgeries of the pelvis and retroperitoneum. This
includes removal of the bladder, a radical cystectomy, with reconstruction of the urinary tract to
maximize functional recovery, nerve sparing procedures to maintain sexual function and fertility,
advanced vascular techniques for invasive tumors, and open extraperitoneal procedures to hasten or
speed up your recovery process. He's done research on techniques to enhance recovery methods, and
he's going to share his latest strategies and practices that are really aimed on improving recovery,
including, as | said, the physical and mental health, and infection prevention that you might have risk for
following bladder cancer surgeries. I'm now going to direct your attention to Dr. Ghodoussipour.
Welcome, I'm really looking forward to your presentation and if you would like to share your screen, you
can start your slides.
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Great. Thank you so much Stephanie, and to
BCAN, and really everyone for the
opportunity to share our experience here
with Enhanced Recovery After Surgery, also
known as ERAS, a topic that is near and dear
to my heart and what | do every day in taking
care of patients.

So | also appreciate everyone who was able
to fill out the questionnaire prior to this talk,
and based off of that, | was able to
understand that the majority of responders
had never really heard about Enhanced
Recovery After Surgery, over 70% of you. And
half of you reported not being sure if you had
ever been treated with an Enhanced
Recovery After Surgery protocol. So my main
objectives are to explain what these

protocols really are, and in order to accomplish that, I'm going to highlight some of the challenges in
recovery that patients with bladder cancer face. I'm going to go over some of the history of Enhanced
Recovery After Surgery, how we got to where we are today, and then go over some modern efforts to

improve outcomes.
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So while ERAS may be a somewhat new
concept for many of you, | think that the
indications, or the reasons patients have
surgery for bladder cancer might be a little bit
more clear based off of your personal
experience. Radical cystectomy is a vital
treatment procedure in bladder cancer. The
indications for radical cystectomy are
patients with muscle invasive bladder cancer,
patients with certain high risk non-muscle

invasive diseases that might not be good candidates for bladder sparing treatments, patients who failed
bladder sparing treatments for non-muscle invasive disease, and then patients who have failed trimodal
therapy, which is chemotherapy and radiation for bladder cancer. A lot of the focus in recovering



patients after surgery has focused on radical cystectomy, but transurethral resection of bladder tumor is

an often overlooked procedure as well.

Dr. Ghodoussipour:
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drained the kidneys into the rectum. It was not a separate

about how we've evolved from there.

Dr. Ghodoussipour:

A standard since
1950

+ Males: bladder, prostate, seminal vesicles

+ Females: bladder, uterus, fallopian tubes, ovaries,
anterior vaginal wall

+ Both: regional lymph nodes

+ SURGICAL MORTALITY 40%
+ 35% 5-year survival
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This is a procedure that every patient with
bladder cancer has to have as it is indicated
for initial diagnosis of bladder cancer at the
time of repeat resection, in patients with high
risk disease, at any time a patient may have
recurrent disease and to ensure a complete
resection of bladder tumor to enhance the
efficacy of chemotherapy and radiation.

Now we're talking about radical cystectomy
now in 2024, but this has really been around
for almost a century. In 1950, Professor
Leadbetter and Cooper from Tufts Medical
School in Boston explained the concept of
regional gland dissection, which means lymph
node removal, cystectomy and urinary
diversion for bladder cancer. At the time of
this publication, the urinary diversion that
they did was plugging the ureters, which
urinary diversion at the time, and we'll talk

So really this surgery has been a standard
since 1950. At that time, similar to now, the
surgery in men involved removal of the
bladder, prostate and seminal vesicles, and in
female patients it involved removal of the
bladder, uterus, fallopian tubes, ovaries, the
anterior or top wall of the vagina, and in both
sexes, removal of the regional lymph nodes.
Now this was done to cure patients of
bladder cancer, but at the time of this

publication in 1950, the mortality rate or risk of death after surgery was 40%, and the survival at that

time was 35%. But these results were what we had at that time.
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So in the remainder of this talk I'm going to

talk about how we've evolved from this
statement, and how he really was able to be a visionary in this statement here. The success of
cystectomy as a palliative procedure refers to its ability to improve symptoms and potentially maintain
quality of life. Cure | think is a little bit more clear, it's to rid patients of this so that they can live their
life. And competent surgeons, | think he was putting the onus on us to continue to improve outcomes
for patients.

Dr. Ghodoussipour:
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with muscle invasive bladder cancer were treated with chemotherapy before surgery, versus surgery

alone, and we saw that we were able to really move that needle towards cure when patients had a great
response to chemotherapy.
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| promised Stephanie that | would stay away
from Kaplan-Meier curves in this talk, and |
really want this to be more of a practical
conversation, less so about the science. But if
you see this top curve here, and the 100
markup here, we're showing that patients
who have a great response to chemotherapy
are essentially cured of this disease, 95%
chance of cure.

When it comes to maintaining quality of life,
there's been a lot of variability in the data on
quality of life after cystectomy, and the
quality of life as it pertains to research has
really centered around the focus of urinary
diversion. There's a lot of different types of
urinary diversion including ileal conduit,
which is the most common. That's the one
where you have a bag on the abdomen,
versus continent urinary diversions, the most
common being a neobladder or an Indiana

pouch. A lot of studies have shown that you can preserve quality of life.

Dr. Ghodoussipour:
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One of the most well done studies | think was
this one, that included 411 patients with
bladder cancer who were treated with
cystectomy, and they looked at 14 different
patient reported quality of life measures. And
you can see in all of these figures that the
quality of life from baseline, meaning before
surgery here on the left, to after surgery up
to two years, the numbers actually were
pretty good. After two months of surgery,

most of these measures returned to where they were before surgery and some of them get even better.

In these top three figures, higher numbers are better, and in this bottom one, body image, higher

numbers tend to be a little bit worse, so that you can see that with ileal conduit compared to continent

diversion, body image does get slightly worse, but it's not dramatically far off from baseline. So we now



understand that patients are going through a major operation, but if we're able to preserve quality of

life, then that's a significant effort that we want to make.

Dr. Ghodoussipour:

Continent Urinary Diversion
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| have to throw this slide up here as another
one of my main areas of interest is continent
diversion after radical cystectomy. The man
in this figure is Donald Skinner, who is one of
the grandfathers of urologic oncology, and
champions of continent diversions. At the
time of this presentation, this slide of his, he
said that any patient who's an appropriate
surgical candidate for a cystectomy is also a
potential candidate for continent urinary
diversion. | think this is a talk unto itself.

So we can move on understanding that we've
been able to move the curative needle as
well as the palliative needle in cystectomy for
bladder cancer. Now this is a really important
paper that was published in 2009, that looked
at complications or challenges in recovery
after a cystectomy, and over 1,000 patients
treated over a 10-year period. These results |
think were sobering to a lot of urologists and
patients.

In this study, we found that in these patients who had cystectomy, though there was excellent cure
rates and preserved quality of life, the 90-day complication rate approached 64%, meaning the majority
of patients are having some complication. Now, the rate of high grade complications, meaning
complications that really required treatment in the hospital, that was lower, that was around 13%. But a
lot of these complications even happen after discharge from the hospital. The most common
complications that occurred were Gl related, or gastrointestinal related complications, things like having
nausea or vomiting after surgery, or having a hard time moving your bowels after surgery, the bowels
sort of get paralyzed. There's a concept called paralytic ileus where the intestines slow down, infectious
complications like urinary tract infections, and wound infections happen in a quarter of patients, and
other noninfectious wound related complications happen in 15% of patients.

On top of this, the average hospital length of stay was nine days. That's a long time to stay in the
hospital for a lot of patients, but that varies by location. I'm going to get into that a little bit later. Re-
admissions to the hospital were also a significant concern. A quarter of patients, 26%, would have to



come back to the hospital for treatment. Mortality rate was low, 1.5%, but you may say that we want it
to be even lower. And there were several predictors of complications, but really had a hard time
predicting who was going to have a complication, and these numbers were not really where we would
want them to be, and as a field we sought ways to improve this.

Dr. Ghodoussipour:
So what was the first thing that we did to try

A need to learn from our colleagues scan | toimprove outcomes when it comes to
recovery after a radical cystectomy? Well,
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publication that included the use of epidurals

to decrease pain after surgery, omission of a nasogastric tube, that's a tube going down the nose to
drain the stomach, which up until that time had been sort of a dogmatic standard of care. Early oral
feeding was used, and in the past we used to not give patients any food until they passed flatus, and
they would sit there hungry in the hospital. And intensive mobilization was used, meaning patients were
encouraged to walk right after surgery. Up until this time we were still in the era of bed rest. If you had a
major operation, you were instructed to stay in bed all the time, but now we know that the more you
move, the more your body starts to move, the faster you'll recover. But by implementing all these
changes, they were able to have patients stay in the hospital for a median of five days.

Now these are not patients having cystectomy for bladder cancer, but there's a lot of similarities
between colorectal surgeries and bladder cancer surgeries. There's still bowel resections and bowel
anastomosis, but the urinary diversion does make cystectomy a little bit unique. In 2000, they were able
to update some of the experience with fast track for colorectal surgery, and saw that patients were able
to stay in the hospital two days, which is a significant improvement. This ultimately led to the
development of Enhanced Recovery After Surgery protocols. So what are ERAS protocols? The sort of
topic of the evening tonight? So ERAS protocols are multimodal pathways that optimize all elements of
perioperative care. This includes interventions that happen before surgery, before you ever come to the
operating room, interventions inside of the operating room that we perform to improve your recovery,
and then interventions after surgery to speed things up.

These are really multidisciplinary efforts as well. It's not just us surgeons who are involved with ERAS, it
involves nursing, it involves nutritionists, physical therapists before surgery, it involves our
anesthesiology colleagues intraoperatively, and then postoperatively, it's still the whole team as well.
The ERAS society is an international society that was created in 2001. I'm very fortunate to be a part of
this group, and along with some other very distinguished colleagues who are focusing on bladder cancer



surgery. But the mission of the ERAS Society was to develop perioperative care to improve recovery
through research, education, audit and implementation of evidence-based practice. The ERAS Society
employed specialty specific guidelines to make specific recommendations. Because as | said, though
colorectal surgery and bladder cancer surgery have some similarities, each is very unique, as is trauma
surgery, gynecologic surgery.

Dr. Ghodoussipour:

So that is what the ERAS Society set out to
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with this modified care plan. Their care plan
included a limited bowel preparation. Up

until that time, all patients who went to
cystectomy for bladder cancer had a bowel
preparation, which sort of cleaned out the intestines. Then the thought was that it could decrease
infection rates. However, there were some studies to show that there's no benefit, and there's
potentially harm if you do a bowel preparation, patients can get dehydrated. Preoperative education
was standardized in their protocol. Incisions were made smaller. Preperitoneal dissection means that we
stayed outside of the abdominal cavity for as long as we could, and stapling devices were used to make
the surgery faster. Again, nasogastric tube, which is the tube going down the nose, was emitted from
ERAS protocols for a cystectomy, and non-narcotic pain medications were used. We now know that
there's a lot of side effects from narcotic pain medications, and if you use things like Tylenol or anti-
inflammatories, you can avoid a lot of those undesired side effects, and early feeding has been and
remains to be an important tenet of ERAS after a radical cystectomy.

So with all of these measures, they were able to have a median hospital stay of five days. Only one
patient out of these 40 had an ileus, which is where the bowels don't really quite wake up right after
surgery, and that patient had to stay in the hospital for seven days.

Dr. Ghodoussipour:

This study and other small studies similar to it, led the ERAS Society to create specialty specific
recommendations for a radical cystectomy. Now these guidelines were published in 2013, and they're
the last version of guidelines for enhanced recovery after a cystectomy for bladder cancer, and they
included these 22 different measures. Now, as part of our questionnaire, we got some feedback from
you all on what measures you thought might be important in the preoperative area. All of you thought
that counseling and education was extremely effective, and | would agree with you. However, | feel that
all of these other interventions are similarly effective, and that includes medical optimization, making
sure that you're healthy enough for surgery, that your heart, and your lungs, and your diabetes if you
have it, are under control. Other things involved in medical optimization include smoking cessation and
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and thromboprophylaxis, means giving medication to prevent blood clots, which is something that can
happen in any patient who's having any operation, and especially so in patients who are having
operations for cancer. Intraoperative interventions included in this guideline series epidurals to avoid

ability to recover right away, we now know,

so we avoid those things. Giving medications

narcotics after surgery. They recommended minimally invasive approaches using drains to avoid
lymphatic collections and urine collections using antibiotics to prevent infections from ever happening,
starting them before you have an infection rather than waiting for an infection, having a standardized
anesthetic protocol, and one of the most important parts of that is fluid management. You don't want to
be overloaded with fluid, which can make you feel boggy after surgery and patients can really feel that,
but you also don't want to be dry. Your kidneys need fluid, and overall you need fluid to recover after
surgery. Maintaining your body temperature, preventing hypothermia, and avoiding that NG tube.
Postoperative, | think you all agreed that early mobilization and early diet are important. Those remain
cornerstones of ERAS for a cystectomy, but avoiding postoperative narcotics, preventing ileus with
medications that stimulate the gut are all important. And the last one on this measure is audit. That
means tracking our outcomes, learning what we can do better and making modifications. And we've
done a lot of that since 2013, and there's been a lot of evidence which we'll get into.

Dr. Ghodoussipour:

Enh d Recovery Pi | after Radical Cystectomy One of the first reports of ERAS, one of the

for Bladder Cancer

Siamak Daneshmand," Hamed Ahmad, Amne K. Schuckman Anmoan e s, BN [ first large series reports of ERAS for a radical

Jie Cai, Gus Miranda and Hooman Djaladat

cystectomy came from the University of

Hospital Stay

. = euss s et conon Southern California in 2014. In this series they
s Dacrasss flom 81 Adays zs included 126 patients who were treated with
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eight days after surgery to four days. That
eight days was before the use of ERAS
protocols. Complication rates remained unchanged, still 68% complication rates, 14% major. And again,
the most common complications were anemia, which is a low blood count requiring transfusion in 20%
of patients, infection in 13% of patients, and dehydration in 10%. Readmissions were 21%.



So you can look at all of these outcomes and say, "Yeah, we were able to knock down hospital stay,
which can get patients home, not because we're getting them out of the hospital quicker, just because
they're ready to go quicker without negatively impacting complications and readmissions."

Dr. Ghodoussipour:
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Since that publication, there have been many,
many, many studies done on ERAS for
cystectomy. We've shown that we can
decrease the rate of gastrointestinal
complications, things like ileus, ability to eat,
rates have been knocked down to 7% with
the use of ERAS. Pain has been significantly
decreased by having standardized pathways
to give pain medication, specifically non-
narcotics, after a radical cystectomy. Costs

have actually come down. There might be an initial increase in cost because of all these different
interventions that are done, but in the long run, if patients do better costs come down. And there's been
a lot of studies to suggest that patient reported quality of life, how you feel about your recovery is
improved after an Enhanced Recovery After Surgery for a cystectomy.
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