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Dr. Ghodoussipour:
So that's a history of how we got to where we

are today. But where are we really? Where
do we stand today?

Where do we
stand today?

Dr. Ghodoussipour:

‘ Have we moved the needle in complications?
Annual trends: 11,351 patients from BCAN | Well, this is a recent study from the NSQIP,
2006'291 8 which is the National Surgical Quality

. Improvement Program, that includes patients
o /\/\/\—\ who had surgery in the United States. This
database included 11,000 patients, over

LENGTH OF STAY (DAYS)

TIT T iT] AR 11,000 patients who had surgery from 2006
* Length of ;t;yw(;(;g T>N£g;a;; and overalI?omn":;l‘?cpllaﬂtuiz;?;:;.-lz 50.6%) to 2018_ Th|s |nc|udes Sma”er hosp|ta|s' not
decreased over time. . .
* No change in major complications (23.6%), readmissions (21%), mortality (2%) necessarlly academlc Centers' SO the Iength
« UTls (8.3%) and sepsis (8.7%) remain prevalent of Stay went down from 10 to e|ght dayS, not

necessarily four days everywhere. But
complication rates, we were able to see a
significant decrease from over 50% to just at about 50%. The major complication rates however were
unchanged. Readmissions are unchanged, specifically urinary tract infections and sepsis, which is severe
infection remaining prevalent after the operation, at about 9%.



Dr. Ghodoussipour:

Comprehensive Review and Assessment of Application of the i So why are we able to improve some things
Enlemced Reaovery After Sargeny Gridelines BCAN | but not everything? | think it requires us to
* Inconsistent reporting and use of ERAS Society Guidelines take a look at the Ilteraturel the studies that
+ 48 series reported a median of 16/22 steps with 79.3% application have been re po rtEd, and geta better
(61-85%)

understanding of how we are implementing
ERAS protocols. And if we're not
implementing them all the way, then why
not? So this was a study put out a couple of
years ago that looked at all of the studies on
ERAS, and how did they report and use all of

e those 22 measures that we talked about a

couple of slides ago? And what they found

was, after they searched the whole literature, they found 48 published series that reported on an
average of 16 of the 22 steps, meaning six of the steps were never even mentioned in most of the
studies. The adherence to the steps that were mentioned was about 80%, which does make sense. You
can't do every single one of these interventions in every patient, and these pathways do have to be
personalized, but we would still like it to be closer to 100%. And | think that we need to understand
what might be holding us back from that.

Dr. Ghodoussipour:
Association Between Antibiotic Prophylaxis Before Cystectomy or JN Another nice StUdy that looked at variations
Stent Removal and Infection Complications: A Systematic Review BCAN or heterogeneity of implementation of ERAS
On behalf of the Enhanced Recovery After Surgery ERAS Cystectomy Committee T .
pathways, was this study that looked at the

| S SEEEmSsssSSERSEENS + 20 studies, 55,306 patients - D .
E S o el association between antibiotic prophylaxis,
: i -+ UTI- 20% which is preventative antibiotics, before a
: +SSI-11% .
SN SHIY Bt % cystectomy, and at the time of stent removal,
I s R iR R AR n D * Heterogenous use of which is the stents that connect the kidneys
+ antibiotics and duration of . . . . .
. : : 138 T to the urinary diversion, and infectious
Aoy, complications. This was another systematic

review that looked at all published studies,
el and included 20 studies of 55,000 patients.
They found that the rate of any infection
after a cystectomy was 40%, urinary tract infection, 20, and bacteremia, which is a significant infection
in the bloodstream, was 6%. What was important in this study, was that there was very heterogeneous
or diverse use of antibiotics, and duration of antibiotics, and time of stent removal. On this figure here
you can see that this red line is the time, the duration that patients were on antibiotics, preventative
antibiotics. So at the top line here, you can see that antibiotics were given continuously for 30 days, and
some studies here just gave it for 24 hours right after surgery, and they didn't continue this long dose of
antibiotics. These blue triangles here, are showing the time that the stents were removed from the
urinary diversion. So you can see that it's all over the place.
So though we are all doing our best to take care of patients, everyone has a different method, a
different protocol, and really best practice comes when we're all aligned and we have a good
understanding of what really is best care for patients.




Growing Evidence BCAN
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2023

+ 2013 Guidelines
+ 804 studies identified, 11 included

* Evidence level low/not available for 21/22
interventions

* 2024 Update
* 3711 studies identified, 182 trials
* Evidence level...better

Dr. Ghodoussipour:

Since those guidelines were published in
2013, we have had a lot of evidence come
into the field that has influenced our ability to
make recommendations for patients for what
we think is best. In 2013, the guidelines
identified 804 studies in ERAS and included
11 of them in their guideline report. And
when they synthesized or put all the data
together, they saw that the evidence level
was low for 21 of those recommendations. So
a lot of the recommendation was just expert
opinion. Again, as | said, I'm very fortunate to

be part of a group of really impressive physicians from all different backgrounds, nurses, nutritionists,
who are updating these guidelines. And in our most recent update we identified over 3,000 studies
including 182 clinical trials, which clinical trials we generally think are a higher level of evidence than just
retrospective reports where people are just talking about their experience. So the evidence level today
is better, but | will admit to you that it's not perfect even though perfection is what we are always going

for.

How can we
Improve outcomes
moving forward?

\
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More evidence based measures

N

Outcomes beyond the index
admission
Late complications
Readmissions
Costs.

Patient experience

Dr. Ghodoussipour:

So how do we use the existing data to
improve outcomes moving forward, and how
do we get better data to improve outcomes
moving forward?

Dr. Ghodoussipour:

Well, | think that one of the most important
things is that we develop more evidence-
based measures, meaning we have more
study to understand if things are truly better,
we need to be away from all of the dogmatic
practice. In the past, like | said, everyone
would get an NG tube, no one would eat
until they passed gas, and no one would get
out of bed after surgery. Bedrest was the
dogma at the time. We need more evidence-
based measures to eliminate dogma from
our perioperative care. Also, we need to look



at outcomes beyond the index admission. In our survey, you all stated that the rate of any complication
is the most important outcome after surgery. And | agree with you that it's an extremely important
outcome, but we need to look at other things including late complications, readmissions, costs, and |
think more and more important every day is getting a better understanding of the patient experience as
reported by the patient, not by us physicians. To really be honest about things, we need to understand

how our interventions affect you.

Expanding Evidence: Clinical trials in ERAS

Category Trial

BCAN
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Dr. Ghodoussipour:

So this is just a short list, not a
comprehensive list, of recently completed or
ongoing clinical trials in ERAS specifically for
radical cystectomy. This list shows that it is
possible to do clinical trials in surgery, and to
really try to get the best evidence possible for
our patients. If you look here, you can see
that a lot of these trials are centered around
something called pre-habilitation, education
and a lot of trials here on nutrition. So what is
pre-habilitation,

Dr. Ghodoussipour:

and how does nutrition play a role?

Well, pre-habilitation is essentially, the most
simple way to think about it is, exercise
before surgery to try to improve your fitness
for surgery. In order to understand who is
going to benefit from that, we need to have
an ability to preoperatively assess functional
status or fitness before surgery. If we're able
to do that, we can intervene.

You can see here this red line is where we
were before the widespread use of pre-
habilitation, or recommendation of exercise

before surgery. In the early preoperative period, patients are at a certain level of fitness. When you have
surgery, there is inherently a hit. This is a stressor and you have to recover. So there is a period of
recovery in the postoperative period, and as | showed in one of my first slides, patients do get back to a
baseline level of function and quality of life, but it can take two months, and that's just the honest truth.
Six to eight weeks is what you should expect in your recovery. But there's a lot of research, and there's
people doing things now to try to improve your recovery. If you do prehabilitation before surgery, or
exercise, or do special nutrition supplements, things like immuno-nutrition, you can improve that level
of fitness so that there's a gap, so that when the time comes for surgery, you're at a higher level of

fitness.

When that inherent drop comes, you can have a faster recovery, and get back to a higher level of
functional recovery after surgery. So that's really pre-habilitation, preoperative nutrition in a nutshell.



Dr. Ghodoussipour:
] Another important outcome that | think up
BCAN | until recently we have not been giving
enough attention to, is the importance of
mental health in the patient experience. So
Mol ol ot St patients with bladder cancer have
disproportionately high rates of depression
« Preoperative patient reported mental health is associated with 30-day high grade . .
complications after radiical cystectorny. and anxiety. Depression rates can be up to
23% before treatment, and 71% after
« Individuals with cancer, including those with bladder cancer, are at 2x increased risk .
of death from suicide compared to the general population treatment, and anxiety can go up to 78%
after treatment. We do note from
el retrospective series looking back at how
patients did, that preoperative mental health
is associated with your risk of developing a high grade complication after a cystectomy. And again, |
think it's very healthy and good that we're talking about this more and more in society as a whole. But
individuals with cancer, including those with bladder cancer, are at a two times increased risk of death
from suicide compared to the general population. So these mental health risk factors for depression,
anxiety, and suicidal ideation need to be screened before surgery. And if identified, patients should see
a specialist, whether that be a mental health specialist, a psychiatrist or whatnot, but it's not something
that should be ignored.
And as competent surgeons, as Professor Leadbetter urged back in 1950, | want it to be clear that this is
something that we think about, and we make sure is addressed in our patients who are undergoing
surgery for bladder cancer.

The importance of mental health in
the patient experience

« Patients with bladder cancer have disproportionately high rates of depression and
anxiety

Vartolomei et al. Bladder Cancer.

Dr. Ghodoussipour:

: Now, everything I've talked about so far has
Recovery after TURBT BCAN | been recovery after a radical cystectomy,
because that is the more complex and major
operation that we perform. However,
recovery after TURBT has been overlooked

* Over 100,000 performed in the US each year

« Patient challenges are often overlooked

« ED visits, pain, hematuria, catheter issues

« ERAS for TURBT has potential to improve the patient experience and neglected, and it shouldn't be' because
. s;@?oﬁ/zr endoscopic kidney stone surgery reduced post op opioid use from thlS |S the most common proced ure done'
« Earlier catheter removal and better pain control with ERAS after transurethral and most common su I’glca| procedure |n

surgery for benign prostatic hyperplasia.

bladder cancer. Over 100,000 transurethral
resections are performed in the United States
each year, and patients do experience things
like ED visits. They have pain, they have
hematuria or blood in the urine, and they can have issues with their catheters that require them to
come to the ED or come back to clinic. The rates of all these things are not nearly as well studied or
reported as the rate of complications after a cystectomy. So just as that paper in 2009 sobered us to the
challenges in recovery after a cystectomy, | think that we're being honest in looking at these outcomes
after TURBT, and thinking about how we can improve the patient experience. And ERAS is certainly a
way that we can improve the patient experience.

ERAS, standardized pathways have been used for other endoscopic surgeries. For example, in kidney
stone surgery using an enhanced recovery after surgery protocol decreased the use of postoperative
opioid use, narcotics like Percocet, Vicodin, Oxycontin decreased from 93% to 0% in one study. In
another study of endoscopic surgery for benign prostate disease, ERAS protocols were able to lead to
earlier catheter removals and better pain control.




Dr. Ghodoussipour:

ERAS for Ambulatory TURBT: Enhancing - | wanted to give a well-deserved shout-out to

. BCAN | one of my friends and colleagues, Max Kates,
Bladder Cancer Care (EMBRACE) Trial for initiating the effort in ERAS after TURBT in

NCT05905276 . L .
an ongoing clinical trial called Embrace. And
P i Intraoperative P ; . ol
iy et s | 8 Ran ] e you can see in these three groups here, it's
gy nestbrenclaimmo el it G it B not too dissimilar from the guidelines for a

3. Avoid fasting Deep extubation 10. Ointment to meatus twice

4. Treatment of constipation 6 Now meore pan management 248y unt emoua cystectomy. There are a lot of preoperative,

7 Insurehraldoceine intraoperative and postoperative measures
that can be done to enhance recovery after
transurethral resection. Whether that's just
_ better counseling and education of how to

care for a catheter at home, avoiding fasting

before a TURBT could be just as important as before cystectomy, standardizing anesthesia protocols
during TURBT, using non-narcotic pain medicines, and then other things to make the catheter care if
needed a little bit more comfortable after a transurethral resection. So this is ongoing work, and | think
that we're going to see a lot more study in this in the future.

Dr. Ghodoussipour:
: So with all of these efforts going on for ERAS,
BCAN | and all of the new data coming out, how do
we ensure that we're implementing these to
the best of our ability to improve outcomes
for our patients? Well, the society guidelines |
think are important in my biased opinion, as |
SPZGmf‘lu:thB:ttf said, being able to be involved in the
Rty development of these guidelines, but these
guidelines do represent best practice. It
doesn't mean that every single measure has
_ to be performed, but they provide a checklist
that's essential for execution of a care plan
that can very often-times be very complex, and coordination among multiple different treatment teams
is needed. It's not just the urologist, urological oncologist taking care of these patients, it's the nurses,
it's the anesthesiologist, the physical therapist, the nutritionist. So having a checklist helps everyone stay
on the same page. These checklists do not replace expertise or responsibility, but the existence of
checklists and existing care pathways really facilitate the conversation amongst all the stakeholders to
improve care for patients.
And one very important stakeholder is the patients themselves, and that's why the patient reported
outcomes | think are going to be essential to look at moving forward.
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Implementation Logjistics




Dr. Ghodoussipour:

Enhanced Recovery After Surgery (ERAS) | Thisis justan example of how we have
BCAN | created checklists to try to improve outcomes

at my institution. We make it readily available
to patients. These may be a little bit outdated

; at this point, but this is an example of a flier
that we give to patients.

RUTGERS I

Dr. Ghodoussipour:

ERAS Pre-Surgery Checklisr RUIGERS — | Thisis a checklist that patients get before
:MFM T BCAN surgery
e Morningof surgery Jr
RUTGERS HEALTH
Dr. Ghodoussipour:
ERAS PostSurgery Checklist. RULGERS. | \ir ...and after surgery, to keep track of what's

Time Since Surgery

ed to Do to Recover Faster
Righ after surgery. achar

BCAN | happening with us in their care journey,

ay 1 after surgery
Day2after surgery
Day 3 ater surgery until
discharge.

Preparing for discharge

Atter discharge




Dr. Ghodoussipour:

and this I'm very happy to see up on the wall
in our unit at the hospital. These are
laminated posters that we put on the wall of
every patient who's had a cystectomy. But
you can see that cystectomy is just one of the
operations that has an ERAS checklist. We've
got colectomy here, gastrectomy,
pancreatectomy, hepatectomy. So it's not
unique to patients undergoing bladder cancer
to want to enhance recovery after surgery,
but radical cystectomy, transurethral
resection of bladder tumor, these are very

unique procedures and we should have unique and dedicated care pathways.

Take Home Points BCRES

+ Bladder Cancer is an aggressive malignancy requiring aggressive therapy
« TURBT is an essential diagnostic and therapeutic tool
* Radical cystectomy provides curative benefit

« Excellent functional outcomes and quality of life with meticulous dissection and
appropriate selection of continent diversions

+ Challenges in recovery exist for radical cystectomy and TURBT
* Perioperative Care

« ERAS pathways have revolutionized patient recovery

* Well accepted but implementation is inconsistent

+ Continued multidisciplinary collaboration will result in further improvement

Dr. Ghodoussipour:

| think my most important take home points
are that bladder cancer is an aggressive
malignancy requiring aggressive therapy. |
think we've done Professor Leadbetter proud
in moving that cure rate to almost 100%,
we're doing a great job there, but
transurethral resection of bladder tumor and
radical cystectomy are still essential
treatment modalities in patients with bladder
cancer. Not every patient needs a
cystectomy. Every patient does need TURBT.
We're able to preserve quality of life with

meticulous surgeries, appropriate selection of urinary diversions, but challenges in recovery do exist.
Perioperative care pathways, ERAS has revolutionized the patient recovery and the patient experience
after surgery, they're well accepted, but implementation is inconsistent. But | think that continued
multidisciplinary collaboration will result in improvement both in the implementation of these
pathways, but in the recovery of patients with bladder cancer. So I'll stop there. | really look forward to
hearing what questions you guys might have, and to having a little back and forth.
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