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Emerging Role of RN624
(tanezumab) for Pain
Management

Most pain-relieving agents work by
acting on receptors found in the eentral
and periphe
drugs block pain by locking onto opioid
receptors |n the brain. Other drugs, such
as N: trol pain outside the
brain by iting prostaglandins,
v.lm‘h stimulate nerves at the site of
s causing inflammation. COXz2
block evelooxy by
ipeding the production of
prostaglandins. RNG:.x is a Nerve
Trowth Factor (NFG)-capluring agent
that attenuates pain by binding to N

NGF is a target-derived survival factor
that plays an important role in human
development. NGF also plays a critical
role in the regulation of sensory newron
pmpemec. in ml'hnmnllon and

I states, as d iin
animal models. Experimental and
clinical studies have allowed us W
coneclude:

are elevated in injury,
on and chronic pain

istration of NGF provokes
pain and hyperalgesia
3. Inhibition of NGF function
and hyperalgesia in
nodels
orders of pain
are caused by
the Benes that

A predominance of NGF caused by the
action of pro-inflammatory cytokines
induces pain and hyperalgesia,
Nociceptive action of NGF is dependent
on trkA receptors, which are expressed
on neurons and dorsal root ganglia.
Antibody-mediated blockade has

molecular detector for noxious Iw'll and
extracellular acidification oceurring in
tissue inflammation. In addition, N
triggers changes in gene expression in
nociceptors sensitizing neurons to
activation. Lastly, NGF sensitizes mast
cells to re other pain mediators
creating a positive feedback loop
producing continual pain responses,
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In order to prevent the activation of trka
by NGF effective blockade must oceur,
'!‘Iu.n_ are three mechanism of action to
hibit activation of trkA. The first is by
using a NGF-capturing agent, Other
means are NGF-binding site antagonism
and trkA antagonism. As a NC
capturing agent, RN624 provides
blockade of trkA, thus attenuating pain.

Beneficial Characteristies of
RNGz24

RN624 is a humanized anti-NGF
maenoclonal antibody (MAbB) currently i
i Antibodies like this ha

Pain persisting
or increasing

Severe

city of targel recognition
and thus generate highly selective
outeomes following i
administration. Hu
murine IgG precursor provides an
ﬁd\:ml:lge over stnct]\ murine-hased
urine antibodies
ar to human ones; however

mouse an
ient mou
st them, pm([ucmg HAMA (human
anti-mouse ar 2 I
cause the therapeutic antibodies to be

Monoclonal antibodies are typically
given intravenously and the side effects
are usually fairly mild and are often
related to an rgic-type reaction, If
is often while the drug
g given. Possible side effects
vet clinically determined for
a4) can include:

Fever
Chil

Weakness

N3

Vomiting

Diarrhea

Low blood pressure
Rashes

Some MAbs also have effects that are

properties. It has

v being effective in
animal modo[ﬁ of chranic arthritic pain
with an EDyof ~10 meg kg, Its half-life
is several days with a low clearance and
minimal volume of distribution. Due to
a mechanism of extravasation, the

antibody preferentially distributes into
inflamed tissues providing a unigque
advantage over small-molecule drugs.
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