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Immediate Release Opioids

MIR (motphine sulphate)
MSP(morphine sulphate)

Percocet (oxycodone+-..)

Percodan (oxycodone+-..)

Oxycod (oxycodone)

Agqtic( Fentanyl)

Nopan (buptenorphine)

Motphine (morphine hydrochloride)
Palladone (Hydromorphone)
Fentanyl

Fentora (FBT-Fentanvl Buccal Tablets)
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Opioid pharmacology . . .

* Cmax after
—po ~ 1h
—SC, IM ~ 30 min
—IV. =6 min
* half-life at steady state
—po / pt /SC/IM /IV =3-4h
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. . . Opioid pharmacology

* Steady state after 4—5 half-lives
—steady state after 1 day (24 hours)
* Duration of effect of “immediate-release”
formulations (except methadone)
—3-5 houts po / pt
—shozter with patenteral bolus

Actiq

|oral iransmucosal
fertanyl citrate]

) e




Absorption of Opioids from
Oral Mucosa

Commonly
prescribed
opioid
medications,

Opioid (dose in mg)

Adapted from Weinberg DS, et al. Clin Pharm Ther. 198

ACTIQ Indication

> ACTIQ was FDA approved in April, 1999

¢ ACTIQ is indicated in the US for the
management of breakthrough cancer g
patients with malignancies who ate alteady
receiving and who are tolerant® to opioid
therapy for their underlying persistent
cancer pain.

* Patients considered opioid tolerant are those who are
taking at least 60 mg motphine/day, 50 mcg
transdermal fentanyl/hour, or equianalgesic ~ dose of
another opioid for a week or longer

Pharmacodynamics — Onset of
Pain Relief

Once in the bloodstream, fentanyl is rapidly

distributed to the CNS (a process with a 3- to
5-minute half-life)

Onset of pain relief may begin while
consuming an ACTIQ unit (within 15 minutes)
Full pain relief may not be felt for up to 45
minutes after consuming an ACTIQ unit

Longer or shotter consumption times may
produce less efficacy than reported in ACTIQ.
clinical trials

Insert. May 2003.




Extended Release Opioids

MCR (motphine sulphate)
Motrphex CR (morphine sulphate)
Oxycontin (oxycodone)
Durogesic,Fenta (Fentanyl Patch)
Adolan (Methadone)

Butrans (Buprenorphine patch

Jurnista (hydromorphone CR)

101 X7/ 3 a'inw

MCR 17 D07 [N AXd2 NOINN Yr MW7 OX
AN NN N7pPn7 OXYCONTIN I

DI’ 73 METHADONE [2! [2TY7 U*

7'OANIT NZATA AZY 'NII7 NIVOIN INYMT7 DX
['01707 1970 [0 NIYY 6 'NNRY N1NYT Y*

Routine oral dosing
extended-telease preparations

* Improve compliance, adherence
* Dose q 8, 12, or 24 h (product specific)
—don’t crush or chew tablets
—may flush time-release granules down feeding tubes
* Adjust dose q 2—4 days (once steady state
reached)
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Transdermal Fentanyl

Generally leveling 12-24 h
Peak level 24-48 h
After removal (50% falling) 17 h

Range 13-22 h
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Routine oral dosing
long-half-life opioids

° Dose interval for methadone is vatiable (q 6 h or
q 8 h usually adequate)

° Adjust methadone dose q 4—7 days
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Gidelines for analgesic dng hesapy

* “By the Elevator”
> “By the clock”

“By the apptroptriate route”

* “By the patient/family”

4 a"1Inv

N7¥N NI NNy |72 OVS "T' AXON NONN DY ©

nivw 4 9 .1
D'NYY 7D1.2

JNIXN 'O VY D TV .3
nyw yan ' 4

5 n'inw

NI N7XNN AN [ e
niyw 24-5 nann Jon 10-20% .1
2" 30 'onim? Y alYs .2
nmin nannn 5% .3




Routine oral dosing
immediate-release prepatations

¢ Codeine, hydrocodone, morphine,
hydromorphone, oxycodone

—adjust dose daily
* mild / moderate pain A 25%—50%
* severe / uncontrolled pain A 50%—100%

—adjust mote quickly for severe uncontrolled pain

Using Opioids for Breakthrough Pain

* Patient must feel in control, empowered
* Use aggressive dose and interval

Patient Taking Short-Acting Opioids:
* 50 - 100% of the q4h dose given qlh prn

Patient Taking Long-Acting Opioids:
*prn
with short-acting opioid preparation 10 -
20% of total daily dose given qlh

Breakthrough dosing

* Use immediate-rele pioids

—offer after Cmax reached
~qlh
~ q 30 min
~ q 10-15 min

> Do NOT use extended-release opioids




Equianalgesic doses
of opioid analgesics

SC / IV / IM (mg) Analgesic po / pt (mg)
0 Codeine 100
= Hydrocodone 15
1.5 Hydtomorphone 4
5) Motphine

= Oxycodone 10,

Motphine Oral to Fentanyl Skin
Patch Conversion

Oral Motphine,
mg /24 Fentanyl p1tc11 mg/hr

2‘3 75

—

Methadone Equianalgeesic

MOR/MethadoneORAL MORPHINE
° 31 <100mg
EROAll 100-300
* 10:1 300-600
2 121 600-800
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. . . Changing opioids

* Cross-tolerance
—start with 50%—=75% of published equianalgesic
dose
* more if pain, less if adverse effects
° Methadone
—start with 10%—25% of published equianalgesic

dose

Changing routes
of administration

SC=1IV=1/3PO

Cleatance concerns

* Conjugated by liver
* 90%—95% excreted in urine
* Dehydration, renal failure, severe hepatic
failure
= dosing interval, & dosage size
—if oligutia or anutia

* STOP routine dosing of morphine
* use ONLY prn
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Not recommended . . .

* Meperidine
—poot oral absotption
>rmeperidine is a toxic metabolite

t half-life (6 hou

o 3 h for analgesia, normeperidine builds

accumulates with renal failure

Not recommended . . .

* Propoxyphene

—no better than placebo

* low efficacy at commercially available doses

—toxic metabolite at high do

.. . Not recommended

° Mixed agonist-antagonists
—pentazocine, butorphanol, nalbuphine, dezocine
° compete with ag — withdrawal
ic ceiling effect

omimetic advetse effects with
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Opzoids and. driving

Chronic motphine use was associated with

* Slower reaction times
° mote mistakes

* slower ability to process visual

information

NON STATISTICALLY SIGNIFICANT!!!
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Driving

Studies have shown that cognitive function,
including the ability to drive and operate
machinery, is preserved in patients taking stable,
moderate doses of opioids for chronic pain.
However, cognitive function may be impaired
for up to seven days after an increase in the
dose.
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Tolerance

° Reduced effectiveness to a given dose over time
* Not clinically significant with chronic dosing

* If dose is increasing, suspect disease progression

Tolerance
* Tolerance to Side Effects occurs in 1st
few months

— nausea

— CNS effect
— respiratory depression
— myoclonus

* Toletance to constipation does not occur
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Addiction . . .

Psychological dependence
Compulsive use
Loss of control over drugs

Loss of interest in pleasurable activities

Addiction . . .

* Continued use of drugs in spite of harm

° A rare outcome of pain a

—patticularly, if no histoty of substance abuse

Physical dependence

° A process of neuroadaptation

° Abrupt withdrawal may —> abstinence syndrome

* If dose reduction requited, reduce by 50% q 2—3
days

—avoid antagc
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Side Effects of Opioids

Nausea ° Dysfunction of
Vomiting erection

Sedation * Endocrinological

oz han
Constipation SHEREES

Urinary * Respiratory

: depression
retention p

Pruritus

Othet Side Effects

— Confusion

— Hallucinations

— Night mares

— Utinary retention

— Multifocal Myoclonus
— Dizzines

— Dysphotia

Long Term Opioids

* The reported length of treatment is up to six
years.

* In most cases, doses ate in a moderate range
(up to 195 mg of morphine or monphine
equivalent per day)

¢ In two repotts, higher doses wete used (up to
360 mg in 52 patients, and up to 2 g in 23
patients).

NEJM 13/11/2003
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Opioids Induced Hormonal Changes

Dectease libido
Agoression
Amenotrhea
Irregular menses

Galactorrhea

Avoiding side effects of opioid
therapy Mandatory Co-Medication

Initially Long
term

Laxatives
Antiemetics
Antihistamine

Anticholinregics

Abuse Rates

1/1000 cancet patients

3/2369 headache patients
0/10,000 butn patients

4/1182 hospitalized patients
3/133 theumatoid arthritis patients

5-6/100 in general population

adapted from Mahowald, Snowmass Conference, 2000
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Misconceptions and Realities of Opioid

Therapy

Addiction

Physical Dependence

Tolerance

Diversion

Respiratory Depression and Side Effects

Dosing:Regimen

Source: The Role of Opioids in O: arthritis, S.H.Roth,
R.F.Reder, Resident and Staff Phy an, publication pending

Abuse

* Tampering with, improperly
applying or improperly dosing
an agent to achieve a non-
medical or improper purpose
with a significant risk of ill-
effects or injury




