THE ROLE OF MINIMALLY
INVASIVE SURGERY IN

THE MANAGEMENT OF
GYNAECOLOGIC CANCERS

by Dr Felix Chan

Surgary plays an important role in the
managemant of gynoecological malignancies.
Tha role of minimally invasive surgery in the
management of these concers confinues to
axpand.

CERVICAL CANCER

Radical wvaginal trachelectomy  with
loparoscopic  pelvic lymphadenactomy has
emarged as o sofe, reasonable option for
women with early-stage cervical cancer who
dasire fartility preservation.!

Similarly, laparoscopicolly assisted radical
vaginal hystereciomy hos been systemically
described s feasible and con be offered fo
women with early-stage cervical cancer who
do not desire future childbaaring.®

ENDOMETRIAL CANCER

In the freatment of sarly stoge endometrial
cancer, the surgical approach of loparoscopic
hysteractomy, peritoneal washings, and pelvic
and paro-gortic node dissaction, with or
without an omentectomy, is being compared
with the sama surgery via loparctomy®. Large
cose series and randomised controlled frials
are emerging in Austrolio and infernafional
cenfres showing safety, comparable long term
survival with reduced hospital stoy and befier
quality of life. Endemic obesity confinues
to be the leading couwse for endometrial
cancer. loporoscopic freatment reduces the
analgesic requirement, hospital stay, wound
and respiratory complication.

OVARIAN CANCER

In ovarion cancer, minimally invasive surgery
has been incorporated to manage early-
stage, advanced-stage, and recurrent diseasa,
as well os secondlook procedurss. Hond
assisted loparoscopy has been described
managing larger volume primary and recurrant
gynaecological cancers.*

Infraperitoneal chemotherapy has shown
improwement in disease free intervals for
patients with optimally debulked epithalial
ovarion cancer. A port and flexible catheter
can be inserted using loparoscopic guidance
to ensure proper plocement. Adhesions can
be divided to promote even distribufion of a
peritoneal chemotherapy agent.

Extraperitoneal laparoscopy for paro-oorfic
and pelvic lymph node dissections has been

shown to yield odequate nodal counts and fo
be sofe and feasible in the manogement of
gynaecological cancers.s

OTHER APPLICATIONS

Cwaries can be tronsposed to the upper
abdomen in patients with advanced cervical
cancer receiving chemo-radictherapy,
to preserve owarian function, especially in
younger pafients. The owaries are separafed
from the utering body with their blood supply
transposed above the pelvic brim fo avoid the
potential harmful effect of scattered rodiafion.

Owocytes preservation is performed with
operative loparoscopic wedge mesection of
the ovary. This opens the opfions for young
patients to preserve ftheir cocytes before
receiving potential long term side effects from
chemotherapy and rodiotherapy. Successful
pragnancy hos been reported through
surrogate mothers. The procadure can be
carried out o3 a day procadure without o
significant delay in cancar traatment.

FOR PATIENT SELECTION

Operative loparoscopy has bean used aos a
means of defermining a pafient’s eligibiliy
for pelvic exenteration for recurrent cervical
cancer. |t has proven to be o valvable step in
the work up and management of pafiants with
locally recurrent cervical cancer. This helps
to prevent unnecessary laparolomies, and
associated reduction in morbidity and a shorier
postoperative stay. Appropricie palliafion care
can also be carried out. The usa of a PET scan
helps to further refine the selection process.®

Loparoscopic assisted ileostomy and colostomy
have also been seen fo pallicte symptoms
of enterc and or colonic vaginal fistula. This
helps fo improve a patient’s quality of life with
reduction in pain, the length of hospital stay
and to avoid the risk of a loparctomy.

Loparoscopy is now frequently used to assess
the oeficlogy for patient with ascites. If a
patient presents with rodiclogical evidence
of ascites after o detailed history, physical
examination, loboratory fests, and a pan-
endoscopy, on operative loparoscopy can
help to obtain fissue fo confirm the diognosis.
Omental, peritoneal, nodal biopsy and
drainage of ascitic fluid con be performed as

a day procedura.

Risk reduction surgery for familial concer
syndrome can be camied out loparoscopically
for peritoneal washing, removal of fallopion
fubes, owaries, and wlerus with the odded
benefit of being minimally invasive. This
increases the therapeutic benefit of the surgery
with minimal disrupfion of o patient's quality
of lifa. Defgiled histological analysis on o
collected specimen is vsed fo exclude occult
cancer. Rapid development of molecular
biclogy and improved understonding of
familial cancer syndrome and prophyloctic
surgery has become an important, integral
treatment opfion after expert counsalling.

Prospective studies are in progress fo look
at the expanding role of minimally invasive

surgery and open surgary.
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ACUPUNCTURE IN

CANCER CARE

by Dr Byeongsang Oh
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The incidence of cancer worldwide has risen
over the past decode. Medical progress haos
ensured a mulifude of theropies are avoilable
for concer. However, some freatments howe
significant side affects and many cancer related
symptoms are difficult io manage. Acupuncture
and complementary and alternative medicing
(CAM| theropies are widely used by cancer
pafients both in Ausiralio ond abroad ™ It has
bean reported that 20-84% of cancer pafients
usa some form of CAM therapies.®® The
usa of ocupuncture specifically has increased
substontially in Waslern counfries. According
to a recent survey by the American Hospital
Associafion [AHA 2008), up o 72% hospitals
inchiding the Memorial Sloan-Katiering Cancar
Conter (MSKIC], Dano-Farber Cancer Institute
[DFCI) ond MD Anderson Cancer Cenler
wem offering evidence-based CAM theropies
inchding acupuncture after research, and B4%

of hospitals indicoted pafients demand as the
primary raficnale for offering acupunciure and
CAM services.

Recently, concurrent use of CAM theropies,
especially acupuncture, has goined increasing
popularity in relieving some side effects.
Acvpunchure is a safe, virvally painless and
effective form of Troditional Chinese Medicine
that has been procticed for thousands of
years in Eastern couniries (China, Jopan and
Korea). Acupunciure involves the sfimulafion
of specific points on the body with fine,
disposable needles or finger pressure. It works
through the body's nervous system and other
mechanisms fo relisve many physical ailments
and emotional problems.

Recent scientific ressarch with odvanced
technologies proposed that  ocupunciure
produces its effects through regulofing the
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nervous system, thus aiding the octivity of
bicchemical agents incleding endorphins and
immune system cells at specific sifes in the
body. In oddition, studies have shown that
acupuncire may alfer brain chemisiry by
changing the release of neurctransmitters and
neurchormones and thus, offecting parts of the
cantral nervous system related fo sensafion and
involuntary body functions, such as immune
reactions and processes thaot regulate a
person’s blood pressurs, blood flow, and body
lemperafura ?

Studies suggest that ocupuncture can
improve low back pain’® be used for
symplomafic treatment of ostecarthritis of the
knee!' ond effectively manage o range of
psychoneurological isswes™ Specifically in
relation to cancer, emerging evidence from
randomised clinical trials have shown that
gcupunciure can provide important sympiom
benefits and reduce side effects commonly
experienced by cancer pafients. Studies using
acupunciure have suggesied that ocupunciure
may have the potenfial to effecfively manage
deprassion,” chemotherapy-induced
nousea and vomiting, chemotherapy-
ralated neuvtropenia,’™ chemotherapy-reloted
hot flushes,'»” cancer fatigue,'® cancer
treatment reloted pain incleding joint pain,'*=0
rodiofion-induced  xerostomio, and overall
wellbaing.? Ouwr recent acupunciure study
on female broast cancer pofients conduched
at the Sydney Concer Cenler, RPAH also
found that ocupunciure hos a polenfial o
improve chemotherapy induced nousea and
vomifing, white blood cell count and neutrophil
count. (Figurs 182 Furthermore, ocupunciure
is increasingly becoming incorporated info
standard care, being included in a variety of
oncology clinics and hospices in the UK™ and
USA225 In Australia, the Sydney Advenist
Hospital wos ome of the first hospitals o
recognise the imporfance of acupunciurs and
CAM theropies in cancer care and introduced
acupunchure sarvices in 2010,
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CASTRATE RESISTANT

PROSTATE CANCER
PROGRESS TO 2011

by A/Prof Gavin Marx

Prostale cancer is a significant problem

in Auvstralio with more than 18,000 new
cases diognosed and approximataly
3,000 deaths per annum. Although there
remains some debate regarding the role of
screening, PSA detection has increased the
number of new diagnoses.

Treatment options at diognosis are
dependent on a number of foctors:

axtent of kocalised disease, gleason
grade, presence of metastoses, Prostate
Specific Antigen [PSA), co-morbidities and
patient preferences. Depending on thase
factors treatment options would include
acfive surveillance, a radiotherapeutic
approach or a surgical approach. Initial
treatment for those patients with relopsed
or matastatic dissase would include
hormonal manipulation through androgen
deprivation. These strategies may involve
LHRH agonists, crchidectomy, anti
androgen therapy, combined androgen
deprivation, infermittent androgen
deprivation or androgen withdrawal
therapy. As cuflined in Figure 1, some
patients will become resistant to costrate
levels of testostarone. This paper outlines
the prograss in systemic freatment opfions
for these pafients with castrate resistant
prostate cancer (CRPC).

Casirate resistant prostate cancer (CRPC)
consists of a heterogenaous group of
patients, ranging from patients with
asymptomatic biochemical progression

only, to patients with high volume
metastatic disease involving the bone
and viscera.'! The ideal timing for
commeancemant of cytotoxics ramains
somewhat controversial.* Early palliafive
care intervention, local radiation

therapy and appropriate ufilisation of
bisphosphonates are imporfant medalities
that need to be incorporated info the
multidisciplinary approach fo this disease.

Mot all patients with CRPC require systemic
therapy. Considerafion of extent of disensa,
presence of metastases (particularly
visceral), PSA doubling fime, gleason scora,
presance of systemic symptoms, competing
co-morbidifies and paofient preferance will
influence the decisions regarding fiming
and systemic chemotherapy opfions (REF
APJCH].

Historically, the median survival for CRPC
was 10-12 months. The monogement of
CRPC has dramatically changed since
2004 when it was recognised that
cytoloxics can improve survival. Docetaxel
[Taxotere) has emenged as the standard
first line chemotherapy for CRPC since
2004, based on two phase [l studies
demonsirafing a survival benefit. 4 In

the londmark TAX-327 trial, * 1004 men
with chemaotherapy-naive metostafic CRPC
[sither asympiomatic or symplomatic)
were randomised to three fraatmant arms:
docetaxel 3 weekly vs. docelaxel weekly
vs. mitoxantrone. This stedy demonstrated

PROSTATE CANCER DISEASE CONTINUUM

ERLM PEA

|F!-|\.CI“I"'| L1 |C|I'ld.:|

5

e

= DEATH

—— —— —————————
DlAGHOES PRIMARY P5A FALLBE SECOMD PSa FAILURE - HRPC
AMDROGEMN DEPRIVATION
THERAFY
LOCALSED PC ADVAMCED PC CASTRATE RESISTAMT PC

Figure 1. Prosidle Concer Diseoss Confinuum

improved survival in patients treated with
tha 3 weekly docataxel regimen. In the
maost recent update,® the survival banefit of
3 woekly docetaxel has persisted fo over
19 months with @ 3 year survival rafe of
18%. Furthermore, it provided PSA, quality
of life and symptom control bensfits.

Despite first line docetaxel chemotherapy
providing @ modest overall survival benefit,
the prognosis of patients with CRPC
remains limited. In 2010, three randomisad
contrel trials have demonstrated survival
benefits in the second line, post docetaxel
soffing. Interestingly, these have boen
ufilising 3 differant modalifies: cytotoxic
(Cobazitaxel) ¥ hormonal [Abiraferone)™
and immune-therapy (Sipulevcel 1),

CABAZITAXEL

The TROPIC trial evaluated the role of
cabaozitaxel, o semi-synthatic faxane
developed to overcome the emargance
of taxane resistance, versus mitoxanirons
in tha second line setting. Seven hundred
and fifty five patients were randomised
in a multicentre internafional frial of
carbazitaxel versus mitoxantrone.

The grovps were well maiched and
approximately 75% of patients in each
arm had relapsed within 3 months of
completing docetaxel therapy. There
was a significant improvement in ovarall
survival (15.1 months versus 12.7
months, p<0.0001). Response rate and
P5A response also reached stalistical
significance. The main toxicities were
fatigue, myelosuppression (including febrile
neutropenia) and diarrhoea?®

SIPULEUCEL-T

The IMPACT trial evaluated the rola

of immunctheropy in asymplomatic or
minimally symptomafic metastatic CRPC.
Patients ware randomised in a 2:1 ratio fo
SipulevcalT versus placebo 2 weakly for 3
apisodes. SipuleucelT is a novel cellbased
vaccine composed of autologous antigen-
presenfing peripheral blood mononuclear
cells that have been exposed to a
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recombinant protein consisting
of granulocyte-mocrophage,
colony-stimulafing foctor fused
to prostatic-ocid phosphatase,

a protein expressad by

prostote cancar cells. Upon
odministrafion, the vaccine

may stimulate an antifumor
T-cell response cgainst tumour
cells. The results confirmad an
improvemant in the primary
endpoint of overall survival [25.8
months versus 21.7 months). This
study is the first positive study for
immune based therapy in CRPC
and may have a role in second
lina therapy in the future.”

This agent has recently baen
approved by the FDA. Although
the costs of this agent may be
prohibifiva, this is on imporfant
trial that highlights a proof of
principle potenfial benefits with
immune modulated therapy in
this satting.

ABIRATEROME ACETATE

Ongoing research inko the
biclogy and mechanisms of
resistonce at the androgan
receptor level in CRPC has
resulted in an improvement

in our understanding of this
complex process. & number of
confributing factors have been
identified including; non-gonadal
sources of androgens, androgen
receplor ovar-axprassion,
mutation, and activation by
coactivators. These pathways
and factors are potenfial targets
for therapautic interventions.
Studies involving agents fargeting
the androgen receptor in CRPC
have recantly bean complated
or are nearing complefion.
Abirglerone ocetata, an oral,

potent imeversible inhibitor of
CYP17 has been evaluated

in the second line safting.
Importantly this agent provides
potent inhibition of testosterona
preduction in the testes, adrenals
and infro-tumaoral. These data
have recenily been published
in abstract form demonstrating
a survival and P5SA bensfit
comparad with placebo.®

Despita significant prograss

in the last few years with
CRPC, the oufcomaes still

remain poor. ldentification of
foctors and biomarkars that
pradict which pafients will

most likely need and benafit
from o particular treatmant
modality is needed. Ongoing
research in the setfing of CRPC
fo opfimise treatment options,
with the objectives of survival
prolongation, improvement

in quality of life and pain
managemant, and appropriate
patient selaction is ongoing.
Improved understanding of the
mechanisms and biology of
androgen resistance has proven
important in the developmant
of novel treatment opticns and
clinical frial design. Continued
inclusion and support for well
designed clinical frials remains
an important approach to
further improve the outcomas
for patients with CRPC. A focus
on selection and ufilisation

of oppropriate biomarkers as
pradictors of response is required
in future trials to befier aid
physicians in the most clinically
relevant freatment option for our
patients with CRPC.
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ABIRATERONE ACTIVITY

PROSTATE TUMOR CELLS

NEWS FROM THE SAN

The Sydney Adventist Hospital Clinical School of The University
of Sydney was opened on February 9 by Her Excallancy Marie Bashir
AC CVO, Governor of NSW and Chancallor of The University of Sydney.
It is the first fully-fledged privale hospital clinical school in NSW offering
training for fulure doctors, physiotherapists, phormacists and other health
professionals. The opening was aftended by over 250 guests.

12 stoge one medical students, 28 new physictheropy students, 20
phormacy students, and 2 health informatics students will underioke clinical
training ot the SAH Clinical School in 2011,

San Cancer Support Groups and resources are available free
te any cancer patients, imespective of where their reatment is provided.

+ Bowel Cancer Group - 10om Thurs (allemate weaks)
+ Breast Cancer Group (women) - lpm Tues
* General Group - 10am Wed

* Carcinoid Group - 1:30pm 3rd Thurs

* Gynaecological Group (women) - 10am 3rd Monday

* Look Good [/ Feel Better Workshops 10om Tues (4 - & woakly]

* Lung Cancer Group - 10am Thurs (oliemale waeks)

* Meditation/Relaxation - 10am Thurs, Support Group follows at 11am
* Prostate Cancer Group - 2.30pm 2nd Monday or 7pm 4th Monday
* Stema Group - 10am 1st Wad

San Cancer Support ph: 9487 90561

NEWLY ACCREDITED DOCTORS

Dr Shawn L - Anaesthesia Dr Cindy Pan — Surgical

Dr Andrew Fong - Rodiofion ~ Assistant

Oncology Dr Rajesh Bedl - Surgical
Dr Luke Timmermans — Assistant

Surgical Assishant Dr Shyan Goh - Surgical

Dr Jenny Yang — Surgical Assistani

Assistant Dr Bruce Grelg - Surgical
Dr Fiona Pearce — Sungical Assistant

Assistant Dr Chung Kwun Won —

Surgical Assistant




