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Martin A; Rixack. M.D_ PhD. -
’-Mamnnmmumum!r‘ ;?:ns Humsnwm

Ol Martin was' ah integral pért "Midical Lettar for

many ysars, begimingm 19$mamrnfour~
"Editorial' Board. He' was iti¢' chedtor. of our, Dy .
" interactions ‘Handbhook. to’ Tecent-ysars; ‘Martin Served .
"as Censuting Edilor, We will miss him.
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Palliidnne for Chronic Pain

Amwmmm(emmmma
the opioid analgesic ' hydromorphone hydrochioride
(Pnﬂdme Purdue Pharma) has been approved by
mmumdnﬂd&mmm
pemmumdmmmsmmpmn Hydromorphone
Mammdmwm
mammmmmmm
19205, &= also awhbla in immediaterefease oral,
lMﬂMWW(M“M)

PHARMACOLOGY. — With repeated dosing, the
blaavafiability of a once-dally dose of Palladone has
been shown to be equivalent to that of the same total
daily dose of immediate-release (IR) hydromorphone
gweanddmsmryShours(thydm»
phone is usually dosed q4h). Fluctuations in piasma
mmnsmrazd»hmxwlodmdaaaased

'with the exiended-release formulation. The mean hali-

IIIbofPalladonalsabmﬂ 18 hours, which reflects its
rate of release from the dosage form (an immediate-
dissolving capsule containing controlied-release pel-
lets) and not its rate of elimination from the body.

ANALGESIC EFFICACY — Long-ecting opioids are
frequertly prescribed for treatment of chronic pain,
ofien i combination with adjuvart analgesics
Milﬁgmnﬁ:rmﬁﬂgm’n oral hydromorphone is about
4-8 times more polent than oml morphine. Available
studies suggest little difference in eflicacy (or adverss
eliects or patient preference} between morphine and
hydromarphone when they are 1aken in appropriate
doses? Studigs have shown that long-acting opioids
areswndarin efiicacy, but some patients may respond
better to one opicid than 1o another.2

In 2 unpublished crossover shidies, 344 patients with
mmmmmmwm
receive either IR hydmmorphone 4 times per day or ER
hydromorphone once dally. Aftar 7 days on each treat-
ment, pain conftrol and use of rescue medicalion were
similar in the two groups.4 The efficacy of Palladone was
estahlished by an unpublished 4weck. randomized,
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double-biind trial in 221 patients with chranic moderats to

severe pain, described in the package insert patients -

who raceived Palladone 12 myg once dally, oRten in addi-
tion to non-opicid medications, maintained adequate
analgesia for a statistically significanily longer pefiad of
time than those given a placebo.

ADVERSE EFFECTS — The adversa effects of hydro-

morphone are the same as those of other opioids,
inclding constipation, somnolence, dizziness, nau-

sea, vomifing and pruritus. Use of aicohol (or other

CNS depressants) in combination with opioids is
known to lead to additive effects, but there is an addi-
tienal risk with Palladone: alcohol acts as a solvent and
can speed up absorption of hydromorphone from the
pellets, possibly leading to averdeose and death, As
with other opiaids, cverdose or use in non-opiaid-tolar-
ant pafients may result in hypotenslon, respiratory
depression, cardiac arrest and death. Overdosage with
intacl Pafladone capsules requires an extensive period
of monfitoring due to the drug's long half-life. If the
integrity of the capsules is violated or they aro taken
with alcohol (amount and timing are unclear), a single
rase can bacnma an twerminge

DRUG DEPENDENCE AND ABUSE — Hydro-
morphone is a Schedule Il corntrolled substance, the
highest level of restriction for marketed drugs. Physical
dependence and tolerance can develop with repeated
adrministration. Addiction can oceur, pamculany in pre-
disposed patients such as those with a history of alco-
holism or drug abuse. Discontinuation of the drug in a
physically dependent person without tapering the dose
results in a withdrawal syndrome.

Diversion of prescription opioid pain refievers for Wick
use is common in the US, particularly with OxyConfin =
Fouse of orel i3 iablets of hydromorphons, ofien b

hervin adardicts, hes been a serious problern for dacades.
ﬂnhﬂalsmusuaﬁaumed dissoived and injectad
intravenously; if the comerns of a Palladone capsule are
handied in this way, or taken with possibly even smal
armounts of alcohol, a single dose could be fatal, espe-
aallyhanon-opmd—tulamm::amm

RISK MNAGEMEHT - A tisk management pro-
gram that Includes safely messages, tamper-rasist-
ant pmscripﬁan pads. and a 24-hour dedicated
hotline hashaendewahpad by the FDA and the man-

. ufanturar 1o 'deal with the potential for improper use,

amdemal exposyre and abuse or diversion. In addi-
tion, a black-box warning has been Included in the
labeling and an FDA-approved tnedication guide
must be distributed 10 patierds by the pharmacist
each time the drug is dispansed,

DDSAGEANDADMWHATION Palladone cap-
sulesslnuumvbebmkan chewed, oponed, dissolved
or crushed, and are recomnendad only for patients who
are airaady recelving opivid therapy and have demon-
Mwmmmmmm
oidHplerant when they have been !a!mg an cpioid (a
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oxycodane of 8 mg oral hiydmamorphone, or an equianal-
gesic dose of ancther opioid) for one week or longer. The
product tabefing includes dosing recommendations for
switching from anothar opiold 1o Paffladone. The dose
mnhemudupmrﬂmryzmadmasnmam
mmgmewwmzsmmmﬁnaum
There is no dose ceifing, except as imposed by adverse
Mm@mmmmm 12 to 500,
mg per day (average 40-50 mg/day) of hydromorphone.
medrugsrnmanotbamnaapaﬁmwm“vem
hepnmmpawnmlnpﬁenlswmmurmndtomaﬂ-
erale ha-~s%c i ‘ﬂk'mam earzful monkordng - Haon
adjustm,':: e & tvisall
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CONCLUSION — Pafiadone is a once-daily axtendod-
release formulation of hydromorphone for relief of per-
sisteht moderate t© severe pain in opivid-folerant
patients. There Is no evidence that &t s more offective
than appropriate doses of other long-acting oploids, but
it may be useful in patients who have not achieved ade-
quate pain relief with other drugs. Uke OxyContin,
Pa!ladonenshkolytobediveﬂedbnmaﬁuae,and!fme
imegrity of the capsules is vxcfa:ed or they are taken
with alcohol, fatal respimtory depression . could oo,
Oﬁerbng-aaungopiodsmbeaafer o
1. Drugs for Pain. Treat Guidel Med Lot 2004; 2:47.
2 CCuigay and PW Willon. A aysiomasic review of Iycomor-
émhMWMMJMWMM
3. R Chou et al Compamtive efficacy and satety of long-acting armi
opicids for chani: nan-cancey paky:  systernatic review, J§ Pain

Sympiom Manage Z00S; 26:1026.
qa. suwwmnammmmm«m

p A
hydomorphons dosed gid. 18th
Annisal Scientific Mesting of the Amevicen Paln Soviely;
Qotober 21-234, 1989; Fort Laudardsle, FL, Poster §645
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danacln :suwinaae ( VESIm Ymmuuhl and
GlaxoSmithidine) and darifenacin  hydrobromide
(Enablex ~ Novartis) have been approved by the FDA
for oral treatment of overactive bladder.

THE CONDITION — Overaclive bladder is a chronic
condition associated with urgency, frequency, nocturia
and incontinence. It is the most common cause of
incontinence in the elderly. Anticholinergic drugs are
the usual reatment for sympioms, bt they cause dry
mouth and constipation, and can cause confusion in
eiderly patients. Formulations that cause less dry
mouth (jong-acting oral drugs, paich formulations)
tand to be less effective.

MECHANISM OF ACTION — Darifenacin and solife-
eI, e wAYMOLY L WIRBIOUNNE 810 TESPILM, Are
muscarinic receptor antagonists. Muscarinic recap-
tors are Involved in both gmooth muscle contraction
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and salivary secretion. in animals, solifenacin had s
highes affinity for bladder smoath muscie celis than it
did for salivary gland tssue.’ /n viiro, darlfenacin -
had greater afﬁnﬂy for M3 muscarinic recepiors,
which mediate affects on the bladder, GI tract, sali-
vary gtand and iris sphincter, than for M1 receptors
that may mediate CNS effects.
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CLINICAL STUDIES ~ Saelifenacin — A rardomized,
doubla-blmm in 857paﬂents found that sofffenacin
...v vt'--—v-wv u e AR ¥ uu-uuu.l wH nm.u.u [IR1¥: R uw P
hours (about 12 per day at bageline) by 2.37 (5 mg)
and 2.81 (10 mg), compared to a decrease of 1.58 with
placebo. The drug also decreased the number of
mmmaepimdes(amms pet day at baseline) by
1.63 (5 mg) and 1 W(tom).mmparedtnadecream
of 1.25 with placebo, The volume voided per micturition
lncmasedbyameanofao'is mi. with 5 mg of the
drug. by 35.99 mL with 10 myg, and by 10.67 mL with
placebo.2 In another large study that used tolterodine 2
mg twice daily as an ‘active control, solifenacin was
similarly more elfective than placebo and slightly mors
eﬁecl;zx-; o
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