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of Tthe Proble
* Patients with pain:

* at least 50% of all cancer patients

* more than 70% of patients with advanced
cancer

* Pain intensity:

* moderate to severe 1n approximately 50% of
patients with pain

* excruclating 1n 30% of patients with pain
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Ftiology of Cancer Pain

Up to 70% of patients with
advanced or terminal cancer
report pain. This can be
caused by:

* Direct tumor 1nvolvement

* Complications of treatment

* Physical changes associated with
chronic 1llness

* Concomitant disorders unrelated to
cancer



Freedom from cancer pain

Opioid for moderate to severe pain
+ Non-opioid
+ Adjuvant

Pain persisting or increasing

Opioid for mild to moderate pain
+ Non-opioid
+ Adjuvant

Pain persisting or increasing

Non-opioid
+ Adjuvant
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(_ “If the only tas: you have is

-} " a hammer, you tend to see
/" every problem as a nsil.”

Abraham Maslow
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Prevalence of Cancer

Pain
°*8 million patients have cancer (1996)
e If 50% have pain (WHO estimates). 4 million

cancer patients suffer with pain

e ITf 90% of these patients could be adequately
treated with opiates, we would be left with 4
hundred thousand patients suffering with cancer

paln each year.

Staats PS 1998 J Back Musc Rehab
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Intractable ancer Pain

“It is postulated that 25% of all
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ncreased Attention?

*Physician assisted suicide
*Palliative care
* Interventional pain Medicine
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Depressed? Don't Go See Dr. Kevorkian

By Wesley [. Smith -

OB LAND, Calil,

" & patent with mulliple sehe-

rosis has bed Sores, il

maan: by definition thal,

for whatever reasan, he or

she is ool receiving ade-

guane medical care™ D,

Fandolph B. Schiffer, an adviger 1a

the Mational Multipls Sclerosis sSocl-

aly, old me when [ asked whether

eat comedition could be genarally con-
sidered normal for sucl & pRLEENL.

Last manch, Lsther Cohan, whee

was 44 venrs old, comamutted soicihe

with the help of Jack Kevorkian, ds.

LCohan, who hed multiple sclerosis,

was dizabled but ned terminally £

Esthers sister told repariers that

her siser's pody owas opvered with

beed sgres, Yet, aecording o Jack

Beverkian's  lawyer,  Genffrey
Freiger, Dr, HEevorklan had been
“pounseling'™  Ms.  Cohan  since

march. Dida't he know thil ke was

apperrs to hivee recrived inpdequats
care?

There are some coually dislerhing
facls aboul ather deaths assisted by
Dr. Bevarkian, who is fating trial in
Michigsn for parlicipaging 1 four
such subcades. At least half of the
peaple whipm e, Kevorkian bhelped to
die, for example, were nal Eriminatly

Half of his
patients were not
terminally 1ll.

ili, And a number of those driven 1o
seek hiz help probably ceald hivee had
thedr suffering eased. .
Take the ¢ase of Margaret Car-
rish, 72 years old, whno hiul i farinful
foem af rheomatand srchrics and had

quest 0 helg her die.

Al least seven pain control speclal-
ists from around the country re-
spandedd, yer neither Mr. Feiger or
T, Eoewnrkian put these physicians
in contact with the suifering woman,
who died with the aid of Dr, Kewer-
Eian. When asked whe be had net put
1he specialistg in owch with her, Mr,
Felger claimed that the doctors wisre
publicity seckers, Yet pain control
specialisis can often alleviate pain
that nonspectialists find intractable,

Marjorie Wantz is onae Of i peo-
ple for whose death Dr. Kevorbian
will szl treial. Ms. Wantz, 55 years
old, complzined of poebvic pain, Mot
orly was she not terminally 01, her
autopsy  showed she waso't even
phsicaily 116 According 10 press -
caunis, she had deep ematineal preob-
fems aml her family and doctor said
that she had been abusing Halcitn, a
sleeping medication. that some e
perts believe can cause sulcldal im-
pulses, Despite this, in October- 1991
[xr, Kevorkian helped her kill herself.

The clrewmstarces of these and atle

hiad o hiivwe: her legs ampuiated. Sev-
eral manins beiore her death, in Mo
vembier 1984, Mr. Felger isswad a
warning: Unless dactors camme for-
ward who would treat her pain, Dr.
Fevprkian would agree to her re-

participating in the svicide of seme-

ar deaths assisted by D Kevorkian
one wha, by Dr. Schiffer's standarcds,

demonstrate that legalizing doctar-in-
duged Cearh coubd encoarage chroai-
cally ill people who are Qegressed or
At Tecoiving adeguate reaiment o
chease suicide. Swch was cenclusion

Wesley J. Smith, @ lowyer and oon-
sumar oduoeade, 6 writing a boak

il Guthahasia.

lzst year of the Mew York Tazsk For
on Life and the [aw, which unal
mienksly recommended agains legal
ing aszisied suicide.

[n its 1984 veport, the pane] det
muined thist legalizadien "“would |
profoundiy dangercus for many im
widuals who are U and wainerable
and thist the risks were most sove
“for those who are eldarly, pod
socially disadvantaped or witha
gooess to goodd medical care.”

The pangl also shed light an
seandal thal receives Tar too Lo
amention. Doctors are doing a po
job of alleviating the subfering &
depression of their dying and cho
cally 1] patients, Aceording to &
report, perhaps hall ol all canc
patients receiee  inadequate  pa
treatiment, and depressioan iy the o
ing ts routinely overloaked. Vel wh
ihese patients receive approprls
treatmeni, according (0 the BN
Tork panel, “they wsoally aband
the wish 1o commid swicidea,

i we want to alleviade suller
ill and dying people, then we sha
wr lepalize assisted suicide, AT
ill, if dociors are doing such an in
eeuata jobof relieving suffering
Tw will they do if death beco
raerely another treatment opdion
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Abstract

Current estimates indicate that between 50 and 90% of patients with cancer experience pain. The World
Health Organization has outlined a three-step analgesic ladder, that, if followed will result in close to S0%
pain relief. Opioids should not be withheld for fear of addiction or respiratory depression and are clearly the
most effective systemic analgesic available for patients with cancer-related pain. Unfortunately, opioids can
also cause side effects including, but not limited to, constipation and mental cloudiness. Interventional
therapies and physical modalities can decrease pain without systemic side effects associated with opioids
and should be considered a useful adjunct in the battle against pain. It is likely that by incorporating

interventional and non-pharmacologic approaches, the success rate of pain control and the quality of life
hcan be improved.



Anti-cancer treatment

Cancer pain ielief
and palliative care

At time of diagnosis

Death

Proposed allocation of cancer resources in developed countries

Anticancer treatment

Cancer pain relief
and palliative care

At time of diagnosis

Death

Proposed allocation of cancer resources in developing countries

Anticancer treatm

Cancer pain relief
and palliative care
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Beyond the ladder

STEP4
STEP 3-‘ Invasive
STEP2 | techniques

Strorg

srr Pl i oploids

Weak

Nonoopiocd opioids

analgesics
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The reason for i1ncrease 1n
palliative care
* Oncologists Don’t know what we can do

* Tnterventional Pain Mediciline
Physicians have not adequately
demonstrated what we can do

* Tncrease awareness of the appropriate
role of opiliates 1n cancer pailn

* Patients and families demand comfort
care



Lancer S Attitudes and beliefs
Pain = Knowledge deficits
= and clinical practice

== Laws and reguiations
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Therapies Directed at
Decreasing Opioid Dosage

e Infusions
! * Epidural Local
Other
Opioids (10-1)
* Intrathecal Non-Opioids
Opioids
Neurolvtic Blocks
* Intercostal Blocks

e Visceral Blocks

* Rhizotomy/Neurectomy




A\ ~ ~
S i Qe QOF

Th HO Ladder - Z@ised @
@Q § \

Neuro
ablative

’\Interventional

i Strategies,
Strong including

S\ opioid  Pumps and

stims

Weak + nonopioid
« ~ opioid
+ adjuvant

Non

Q/% onioid % nonopioid
/ \sg B? Bg




Problems with the

¢ 80-90% of patients
could have their
paln controlled by
followling this

ladder

* Provides a framework
for managing
patients with
intractable pain

* Does not 1ndicate
how to manage side
effects or when
ilnterventional
therapies are
indicated

World Health
Organization Ladder

Freedom from pain
Severe pain | Opioid for moderate to severe pain \
+/- Non-opioid
+- Adjuvant
‘ Pain persisting or increasing
. Opioid for mild to moderate pain
Moderate pain — +/- Non-opioid

+/- Adjuvant

y

Pain persisting or increasing

Mild pain—‘

Norn-opioid
+/- Adjuvant
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Examples of Interventional paln treatment
strategles

* Cervical cordotomy: Unilateral pain below C5 -

shoulder

* Celiac plexus block/ Splanchnic Block: high visceral

pain
* Hypogastric plexus block: lower visceral pain
* Intrathecal drug administration: any location

* Neurostimulation —-Neuropathic pain ( 1e Radiation



Pain Management Strategies: A Hierarchy

j‘ ET S

Y .djuvant Drugs

Nerve blocks,
palliative surgery and
ablative surgery, 1-5%

Epidural and intrathecal
analgesics, 2-6%

Intravenous and
subcutaneous diugs
5-20%

Oral, transdermal, and
rectal drugs, 75-85%



Management of Cancer Pain

A

Pain syndromes responsive to
chemotherapy or radiation therapy

Examples

*Epidural Metastasis

Y

Radiation Therapy or
Chemotherapy

(Concurrent oral therapies)\;

Neurolytic Blocks =

\

i

5 C

Paiin Syndrome known to respond

Pain syndromes not known to

to simple low risk procedures respond to Aor B
Examples / l
*Upper Abdominal _ _ _ _
malignancy Nociceptive Neuropathic Pain
-Radicular pain (Oral Therapies) (Oral Therapies)
syndromes *Nonsteroidals ~ Burning Pain Lancinating Pain
*Weak opiates  <Neuropathic pain <Carbamazepine
*Strong opiates  drugs *Weak opiates
*Weak opiates «Strong opiates
«Strong opiates *Neuropathic pain
/ drugs
3 > Neuraxial Delivery and Neurostimulation







intrathecal opiloids i
pain?

Before 2000's
Primarily




Historical Literature
Review

Reference No. of Indication Good-Excellent
Patients Pain Relief

Paice JA, et al. J Pain Symptom 429 1/3 Cancer 95%

Manage. 1996;11:71-80. 2/3 Nonma“gnant

Devulder J, et al. J Pain Symptom 33 Cancer 76%

Manage. 1994,9:75-81.

Onofrio BM, Yaksh TL. J Neurosurg. 53 Cancer 64%

1990;72:200-209.

Penn RD, Paice JA. J Neurosurg. 43 35 Cancer 84%

1987,67182'186 8 Nonma“gnant

Shetter AG, et al. Neurosurgery. 14 Cancer 7%

1986;18:740-747.

Krames ES, et al. Cancer. 1985;56:696- 17 16 Cancer 88%
702. 1 Meningomyelocele
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The Questions

* Does 1ntrathecal (IT) therapy
work?
* Without question

*Does IT therapy work better
than maximal medical therapy?

*Do splnal oplates provide
improved paln relief over
medical therapies?

*What Drugs do we administer 1n
the pumps?
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1T Morphine Versus Maximal Medical Therapsy

* Randomized controlled trial in
patients with cancer

* Comprehensive medical management (CMM)
versus 1mplantable IT drug delivery
systems (IDDS) plus CMM

* Primary objective
* Clinical success

e 220% improvement 1n Visual Analog Scale (VAS) pailn
score with equal or reduced National Cancer
Institute (NCI) Common Toxicity Criteria (CTC) score

* Equal VAS pain score with 220% improvement in NCI
CTC score

Smith TJ Staats PS, et al. J C/in Oncol. 2002;20:4040-4049.



Study Design

ET
\

bRandomize

.4
IDDS + CMM { I

Crossover:

allowed 1 month after enrollment
either arm

Intention to treat:
patients analyzed with group to

!
E@w which they were randomized

Morphine +
CMM Smith TJ, et al. J Clin Oncol. 2002;20:4040-4049.




Schedule: Primarv End Point

Eligibility
Baseline

Randomized
2 wk f/u

6 wk f/u

10 wk f/u

monthly

flu

>

4 wk f/u

IDDS + CMM Arm
Trial and begin
IT therapy

Primary Objective
Clinical Success

8 wk flu
Clinical Success

12 wk f/u
Clinical Success

within 1-7 days Pain score comparisons made at 1 month (primary objective)
and at 2, 3, and 6 months. Monthly follow-up continued until all
patients withdrew from the study or were lost to follow-up

Smith TJ, et al. J Cl/in Oncol. 2002;20:4040-4049.



Reduction 1n Pain

. \|
l i
A

CMM  IDDS + CMM CMM  IDDS + CMM Not Implanted Not Impianted
(n=72) (n=71) (n=72) (n=71) Implanted(n=54) Implanted (n=54)
(n=89) (n=89)
Baseline 4 Weeks Baseline 4 Weeks

Error bars are + 2 standard errors.

Significantly improved pain contro! with IDDS + CMM (p=0.055 as randomized; p=0.007 as treated).



Fatigue —
Confusion — .
Depressed level of consciousness ]
Memory loss —1—
Personality ——1———

Anorexia | ! . O
Constipation| . CMM

Dehydration F=— [ IDDS + CMM

Nausea 1

Individual Toxicity

Vomiting ——
Weight Ioss[ 1

Pruritus——
Urticaria [

Impotence
Reduced libido} ' I

03 -02 -01 O 01 02 03 04 05 06 07 08
Reduction in Mean Severity

From baseline to Week 4, all opioid side eiffects reduced with IDDS + CMM, fatigue and sedation
(depiessed level of consciousness) significantly (*p<0.05).

Smith TJ, and Staats et al. Randomized clinicai trial of an implantable drug delivery system compared with
comprehensive medical management for refractory cancer pain: impact on pain, drug-related toxicity, and survival. J
Clin Oncol. 2002;20(19):4040-40492. Reprinted with permission from the American Society of Clinical Oncology.



IDDS + CMM CMM p Value

. 0
Pain reduced >20% regardless of 60/71 51/72

toxicity or o o 0.05
equal pain with >20% reduced toxicity 84.5% 70.8%
: . 41/71 27[72
o)
Both pain and toxicity reduced >20% 5779 3750, 0.02
Neither pain nor toxicity reduced 8/71 17/72 0.05
>20% 11.3% 23.6% '

Superior clinical success with IDDS + CMM pain
management

Smith TJ Staats PS, et al. Randomized clinica! trial of an implantable drug delivery system compared with
comprehensive medical management for refractory cancer pain: impact on pain, drug-related toxicity, and survival. J
Clin Oncol. 2002;20(19):4040-40492. Reprinted with permission from the American Society of Clinical Oncology.




Survival - as Randomized

100% -
80% % '
Q) 0
E\, 60% - ID§+ CMM: 53.9%
©
=
E 0% - [,
(7)) CMM: 37.2%
20% -
00/0 T T T T T 1
0 30 60 90 120 150 180
No. at Risk Days
CMM 99 76 65 56 46 48 11
1DDS + CMM 101 86 70 57 50 49 18
Percentage of surviving patients
CMM 6.6% 24.6% 33.9% 34.8% 39.5% 45.5%
IDDS + CMM 72.1% 78.6% 79.0% 84.0% 83.7% 83.3%

Estimated cumulative survival was 53.9% for the IDDS + CMM group and 37.2% for the CMM group

Smith TJ, et al. Randomized clinical trial of an implantable drug delivery system compared with comprehensive medical
management for refractory cancer pain: impact on pain, drug-related toxicity, and survival. J C/in Oncol.

2002;20(19):4040-4049. Reprinted with permission from the American Society of Clinical Oncology.



Dorsal Horn Circuiltry

Descending Inputs

Transmitters
Glutamate, Acetylcholing,
Serotonin, Morepinephrine,

Primary Afferents
Transmitters

Dopamine . +
Modulators Projection
Somatostatin, Substance P, Neuron
Endorphin

L
2/:7

Non-Specific Targets
lon channels (Na+, K+, Ca++, Cl) Second Messengers

Trans-Synaptic Signals
Nitric Oxide, Carbon Monoxide, Prostaglandins

1 Glutamate & Aspartate
Modulators
Substance P,
N Calcitonin Gene-Related
Peptide, Vasoactive Intestinal

Polypeptide, Neuropeptide Y

Local Circuit
Interneurons
Transmitters
Glutamate, Aspartate, Glycine
GABA, Acetylcholine
Modulators
Somatostatin, Substance P,
Enkephalin
Vasoactive Intestinal Polypeptide
Neuropeptide Y

Q&&arty and Staats 1999




SP —1T pLC acuvity
PLC =T second messengers
(ITP3 + DAG)

ITP3 =T Release intracellular
Ca++

DAG—T pKC

PKC == T Ca++ influx
NMDA- channel

PKC — T Membrane exitability
PKC — T IEG

o~

RECEPTCRS 7
8 non-NMDA

<]
<G NMDA
8 NK-|

CJWV G-Protein

.|

' Descending inhibition

GA BA/Glycine
inhibition of

l A~[ input

Dewgherty and Staats 1999
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Intrathecal Infusion Therapies
Being Explored

* Opioids

* Local anesthetics

* o2 agonists

* NMDA receptor antagonists

* GABA agonists

* Prostaglandin synthesis inhibitors
* Neuron specific calcium channel blockers
° Excitatory amino acid inhibitors

e Acetylcholinesterase inhibitors

* Tricyclic Antidepressants

* Labetalol



Only Non-opioid IT Therapy Approved for Severe
Chronic Pain

* 500+ species of cone snaills populate the world’s oceans

* Synthetic equivalent of omega conopeptide MVIIA found 1n
the cone snail Conus magus (magician’s cone snail)

* First intrathecal (IT) analgesic approved (December 2004)
for the management of severe chronic pain in the United
States 1n more than two dec




25-amino-acia sequence

H-Cys-Lys-Gly-Lys-Gly-Ala-Lys-Cys-Ser-Arg-Leu-Met-Tyr-Asp-Cys-

| = |
) |

o | [

Cys-Thr-Gly-Ser-Cys-Arg-Ser-Gly-Lys-Cys-NH,,

Mather V, et al. Pharmaceutical News. 1998;5:25-29. 37
Jmol: an open-source Java viewer for chemical structures in 3D. http://www.jmol.org/.
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1980 Scientists discovered venom in Magician’s Cone
1984 Calcium channel-blocking activity
1989 Anti-nociceptive activity i1n animals
1993 First in humans
1995 Analgesic activity 1n humans
1. 8808 Pivotal phase III clinical studies
1999 New Drug Application submitted
2000 FDA: “Approvable”

2004 Re—-submission of NDA



N-type Chiannels are Localized 10 the Outer Layers oi
the Darsal Horn: P/Q Channeis are More Broadly
Distiibuted in the Spinal Cord.

125]-SNX-111 125].SNX-23¢
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* Presynaptic calcium Actio p, il
channels trigger e Primary Afferent
calcium—-dependent chan Projection Neuron

CLransmitter release

* Ziconotide directly
blocks presynaptic N-
type calcium
channels*!

* Opioids, such as
morphine, also
inhibit N-type
channels through G-
protein coupllng, but

h 1
J.C %ﬁconopdh§ anJ’('nocmeptlve %echanlsm of action in animals is inhibition of primary nociceptive afferent neurons through
gf N-type calcium channels. Ziconotide blocks human N-type calcium channels, but its analgesic MOA in
humans has not been established.

1. Miljanich GP. Current Medicinal Chemistry. 2004; 11:3029-3040.
2. DuPen A, et al. Pain Management Nursing. 2007; 8(3);113-121.



* Randomized, double-blind, parallel comparison

to placebo
— Nonresponders switch to alternate treatment
— Study centers in US, Europe, Australia

* Chronic pain patient popuiations
— Cancer or AIDS (malignant pain study)
— Nonmalignant conditions or injuries (nonmalighant
pain study)

* Long-term, open-label follow-up for responders
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Break

Maintenance  Blind
. Dri Period
Day 6: Primary Enroll into
Efficacy Endpoint Responders SNX-111 » |long-term study
continue on
Initial Dosing same {reatment
Th Period (5 days
erapy Perio ' Out-patient) Placebo —p»> | Terminate
i Randomize N
|Screenlng | SNX-111/Placebo Study Termlnat.lon
| Period | 6-day In-patient Break (before break blind)
Blind
SNX-111 - Terminate
Crossover
Nonresponders :
. Responders Enrollinto
Open-label trial long-term
Placebo | B gnx-111 (5-day study
In-patient)
Nonresponders p| Terminate

Study Termination
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Intrathecal Ziconotide in the Treatment
of Refractory Pain in Patients

With Cancer or AIDS
A Randomized Controlled Trial

Peter 5. Staats, MD
Thomas Yearwood, MD. PhD
Steven (. Charapxta, MD
Robert W. Presley, MD
Mark 5. Wallace, MID
Michael Byas-Smith, MD
Bobert Fisher, MDD

David A. Bryue, MD
Eugene A. Mangieri, MD
Robert R. Luther, MD
Martha Mayo. PharmD
Dawn MceGuire, MD
David Ellis, MD, PhD

ICONOTIDE {FORMERLY SMNX-
111, Meurex Pharmaceuti-
cals, Menlo Park, Calil} is the
synihetic equivalent of m-cono-
peptide MVTIA, a 25-amino-acid poly-
basic pepude present in the venom of
Conus magus, a marine snail.’ Zi-
conotide produces potent antinocicep-
tive effects® by selectively binding to
“N-type voltage-sensitive calcium chan-
nels** on neuronal somata, dendrites,
dendritic shafts, and axon terminals,
thus blocking neurotransmission from
primary nociceptive afferents.
Ziconotide is the first selective N-
type voltage-sensitive calcium channel
blocking agent to be tested in clinical
trials. There is no evidence of tolerance
to ziconotide® or of addictive hehavior
in animals (Elan Pharmaceudicals Inc,
unpublished data), and the drug must
be administered intrathecally (o maxi-
mize antinociceptive effectiveness and
minimize sympatholysis.”

2004 American Medical Aszociation. Al rights reserved.

Context Ziconolide (formeny SNX-111) selectively blocks N-type voltage-sensitive
calcium channels and may be effective in patients with pain that is refractory to apioid
therapy or those with intolerable opicid-related adverse effects.

Objective Toassess the safety and efficacy of intrathecal ziconotide in patients with
pain that is refractory to conventional treatment.

Design, Setting, and Patients Double-blind, placebo-controlied, randomized trial
conducted from March 12, 1996, to July 11, 1998, at 32 study ceniers in the United
States, Awustralia, and the Netherlands. Patients were 111 individuais ages 24 to 85
years with cancer or AIDS and a mean Visual Analog Scale of Pain Intensity (VASPI)
score of 50 mm or greater, Patients were randomly assigned in a 2:1 ratio to receive
ziconotide or placebo treatment.

Interventions Intrathecal ziconotide was titrated owver 5 to 6 days, followed by a
5-day maintenance phase for responders and crossover of nonresponders to the op-
posite treatment group.

Main Outcome Measure Mean percentage change in VASPI score from baseline
to the end of the initial titration period.

Results Of the evaluabie population, 67 (98.5%) of 68 patients receiving ziconotide
and 38 (95%) of 40 patients receiving placebo were taking opioids at baseline (median
morphine equivalent dosage of 300 mg/d for the ziconotide group and 600 mg/d for
the placebo group; P=.63, based on mean values), and 36 had used intrathecal mor-
phine. Mean (SD} VASPI scores were 736 (1.8) mm in the ziconotide group and 77.9
{2.3) mmin the placebo group (P=.18). Mean VASPI scores improved 53.1% (95 % con-
fidence interval [C1], 44.0% -62 2% ) in the ziconotide group and 18.1% (95% CI, 4.8%-
31.4%}in the placebo group (F-2.001), with no loss of efficacy of ziconotide in the main-
tenance phase. Pain refic§was moderate to complete in 52 9% of patientsin the ziconotide
group compared with 17.5% in the placebo group (P<.001). Five patients receiving zi-
conotide achieved complete pain relief, and 50.0% of patients receiving ziconotide re-
sponded to therapy compared with 17.5% of those receiving placebo (P=.001).

Conclusion Intrathecal riconotide provided dinically and statistically significant an-
algesia in patients with pain from cancer or AIDS.

FAM A 2003, 297:63-70

W L AFTRLC M

Author Affillations: Davision of Pain Medicine, lohms
Hopkins University School af Medicine, Baltimore, Md
(D Staals); Integrated Spine Clinic, Daphne, Ada (Dr
Yeanwood); Pain Management Assodates, Research
tedical Center, Pain institute, Kansas City, Mo (Dr
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(Dr i Center for Pain and Palliative Medicine,
Uiriversity of California, San Diego. La bolla (Dr Wal-
lace); Department of Anesthesla, Emory University
Schoaol of Medicne, Atlanta, Ga (Dr Byas-Smith); R. C.
Goodman Institute for Pain Management, Sparks Re-
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Chemical Splanchnicetomy
Methods:

* Feb ‘87 - Dec ‘91
informed consent 371
patients explored for
pancreatlic cancer

* Standardized
questionnaire
preoperatively

* 50% alcohol or normal
saline 1njected

°* Questionnalre every 2
months until death




Chemical Splanchnicectomy

* Preoperative * 371 patients
Assessment

* Resected/Excluded e 232 patients

* Randomized *139 patients

* Unable to perform

. *?2 patients
splanchnicectomy



Chemical Splanchnicectomy

Alcohol Saline
No Pain No Pain P
(N=45) (N=55)

Pain Free \)2 mo

N‘r@ics 46%

2

Pain a
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onclusion. In these subject

management alone, impr , elevated mood, reduced paifaimterference with
activity, and was assoe «@ ; an increase in life expecta @
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Neurolvtic Splanchnic
Nerve Biock and

Pain Relief, Survival,
and Quality of Life in
Unresectable Paucreatic
Cancer: A Rando:inized
Controlled Trial

Daosong Dong. M.D., Mingfang Zhao, M.D.,

Jingmei Zhang, M.D., Ming Huang, M.D., Yanwei Wang, M.D.,
Liang Qi, M.D., Cheng-fu Wan, M.D., Xue Yu, M.D.,

Tao Song, M.D.
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What T'ms Artmle Tells Us That Is New

» A multicenter study was designed in which patients with unresectable

pancreatic cancer and moderate to severe pain were randomized to

Ivtic splanchnic nerve block or block using saline. All patients received
opioids according to a set protocol.

e Pain relief was superior for those receiving Iytic blocks for 3
months, and opioid use was lower for 5 monins. Quality of life was
not affected, however.

Conclusions: Neurolytic splanciinic nerve block appears to be an effective
option for controlling pain and reducing opioid requirements in patients with
unresectable pancreatic cancer.

EDITORMAN. |/

Q

Reassessing the Role for Sympathetic Neurolysis in
Patients with Pancreatic Cancer

James P. Rathmell, M.D., Elizabeth M. Rickerson, M.D., James A. Tulsky, M.D., Keith D. Lillemoe, M.D.



COI’]C]_JS:II_OD_S There's &Awady to do

: , . , THOMAS” EDISON
*While opioi1ids remailn

a tool 1n the
toolbox, there are
other strategies

* By using
interventional
strateglies we can
improve paln
control, side
effects, QOL, and
possibly survival




