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The methodology 1nvctved injectlng nlcotlne 1nto varmous

v 1s the vestlbular nucleus";f;"{f

\pu»»v-,'\— \_”’- .

that‘the action of

RY

nlcotlne on the *estibular nucleus could

§

w1th drugs, a dl \zent braln stucture.‘

i

The rasearch reported i
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‘g;tlon for smoklng, the fact that Phlllp N

: /5” f‘»ythﬂt AT
;t of Behav1oral Tolerance

As is clear from the title, thls Mele and DeNoble paper

‘nhthe statement that it is "wall dccumented that tolerance develops

RS

The questlon i)r

mediated by behav1ora1/env1ronmental

'factors”versus'phySLOIOglcal factors.
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In thls method, a behav1oral
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The other group recelvesf

e
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the "before" group experlences expo

rA: Lyl

. e » Ml ,‘,'-‘;?
S could also

L _-',x.. iy,

¢

.,tr\,-."\ v EEL S e T el :,‘.4,‘ .

1nvolves, after a perlod of repeated admln

Lo ‘ R o
, EEBA
the "after" group to effects

ethele and DeNoble reported that

N a

"before" ‘group showed less dlsruptlonwoﬁ respondlng 1n the

i Ttest for tolerance than the "aft:r" group, thereby 1nd1cat1ng
e - |

’behav1oral tolerance.

&*T‘.

iexoondlng than durlng an 1nlt1al

e e
AP g

thereby 1nd1c tlng some phy51olog1cal tolerance.

and phy51ologlcat ractorss

e
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s

A

and that such has not been demonstrated 1n the cas

experlmental

the 1mpl1ca—‘

L 2
Ry ».'-.;_

is d01ng thls research, }

to smokmng behav1or.

chronic Nicotlne Admlnlstra—

This study by DeNoble,det al was of the effect of

oo -

1rats. Rats were given chronic nlcotlne 1n3ectlons durlng thelr:T

,performance of a food relnfor\ement schedule. Follow1ng thas

1¢n of nlcotlne, the rats were

wlamlne.v Thls drug presumably

“blocks the central nervaus rsstem actions of nlcotlne.

. 284 e

mecamylamlne should precipitate w1thdrawal and lead to'a dlsruptldn

=f behaVlor 1n rats chronically exposed to nacotlne.bj
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¢phy51olog1cal dependence 1nvolv1ng nlcotlne.' Ne\ rt}

less, ln a"

. ’;v“ <

oo m ke that

“v

<?»Published article: Behav1ora1 Effects of lutraventrlcularly s

. ‘“._, s Rl

]

Admlnlstered (~ )- Nlcotlne on leed Ratilo Schedules of Food

T,

ti

o §
sl of the response

suppre551ng effects of nlcotlne, ‘and the3r

R

x,‘

Thls resulted'ln
. R o .,ag ﬁ«&‘r : : = . " R ’ g'.
suppre551onwof respondlng, whlc\ was ellmlnated 1f the central R

s

i .;, REa
nervous system nicotine antaggnist mecamylamlne was also admln-

1stered The response suppiassing effects of nlcotlne were not

3

whexamethonlum. Accordlng to the authors thls.lndlcated that

‘:A .,rw‘ Tt

response suppreSSLng‘effect due to its

There was 10 speculation made by the authors as to

M_relevance of their results to human smok1ng_behav1or. Neverthe-

less, the authors dg use drug termlnology (e g., dose, antagonlsm,

.J:, HE - LnE

site of actlon, stc.). This, 1n‘the context of research supported

ﬁ, by a crgarette w\nufacturer, could leave 1mp11c1t to some that
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‘If so, then the emphas;s of thlS

\ ._,‘A‘

at varlance with p051tlons whlch the 1ndustr} takss in regard

b2 .’v

toJ

“In press manuscrlpt' Nlcotlne as a P
QRats. Effects of Infusron Dose and ?ixed Ratlo Slze.

ThlS was a study by DeNobtc, et al of lever pre551ng

A

fin rats, such that presses led to contizgent nlcotlne

: '/

1nfu51on.

-

paradlgm In thlS partlcular st 1y, two levers were used such

;that 1f the rat pressed one le\:\W lt would result 1n‘n1cot1ne

S -

1njectlon‘ 1f the rat pressed the other lever there was no effect

Tl

other than for the response to b counted.l Thus, one lever

*-served as a c0ntrol for any oncontlngent stlmulatory effects of
¥ - . .

',v_ i

‘Thls particular cc“trol has been absent 1n most past

research on nlcotlne ‘self-ads \inistration in anlmals and has-been

At;any rmte, the authors of thls report clalm to have

it

shown the relnforcing properties of nlCOtlne -- a bellevable

clalm based on thsir data‘ They state that their results unequlv-

ocally" demonstrste that contingent nicotine infusions will B

malntaln behav;e:,
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th*tr study.“m

rat one point in thelr study, they dellvere i inwaddition'

e o

response contlngent nlcotlne 1njectlons‘ an addltlonal

of these on the anmmals respondlng for n“totln@

reported that as the lnterval between Mohcentlngent nlcotlne

N Vo 3“_2.,‘\ ] »._, L FRO ""s

. i :-,Sv .',a PRt

response contlngent nlcotlne 1n3ect ons. What thls 1mp11es is

that the more the rat received nicotins noncontlngently, the'less :

1t was motlvated to respond to ob in nicotine injections.rfw”

PR

‘Accordlng to the authors, these rasults "suggest that under the

e

present condltlons the dally leval. of nlcotlne self- admlnlstratlon

_ T L

1s at least in part under the gontrol of some circulating blood'

A second addltJo.aa aspect of the study is that the

<
_\u .

Ewhere sallne was substituted for nlcotmne.

They v1sually noted

.

;no 51gns of w1thdrawal mhey clalm‘that based on’ thls there was

1005059927

e authors' position regarding the apparent

1ack of phy51oi@sacal dependence, their overall results are
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a‘, et L

extremely unfavorable. The major reasons are. s) Fa w‘people,‘fm'r'

;ac1t1es of

o

Even more peomle a\ ept demonstratlon

e Lt

o* 1east one of several

S

1 such as thlS

‘crlterla for an addlctlve drug. Thus, researo'

..‘:«‘,,‘ S y P

nlcotlne. The DeNoble, et al. study is‘conslstent w1th thls B -

Anotlon, 51nce apparently the reln?or ing capac1ty of nlcotlne

. i e e
nlcotlne level. (See earller c“mments in regard to noncontlngent

nlcotlne procedure ) As with the prev1ous p01nt this serves to

e ' A

(3) It may be con51dered he& lgful that the authors speculated

Fadiat e -

e N

Nevertheless, thelr rat}‘r gross observat10nal procedure, which -

e a - -

pronded the ba51s for their Oplnlons of physxologlcal dependenee,

q_ls subject to strong criticisms. It is hot-a sophisticated test

1for phy51olog1cal dopendence and I thlnk that the authors would

be ea51ly challe ¢able on this ba51s.
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In sum, there are at 1east two major reasong why thms
E : '.I:‘a L RERE B
:esearch is detrimental to the 1ndustry, and th one “eason for

RN

lwhlch the research mlght be con51dered helpful is suoject to

'"strong challenge. T . fc:»~°;;n‘f‘?{§“fff"”

EEEEEEEEREEE.

f"-b; Lo S _;_ i

e The followmng dlscu551on pertaixs

. s Ks\n’?l"’}
'Abood to Dr. Osdene in whlch Abood encloas L a paper by Bozarth

i

and,Wise entitled "Disassociation of the Rewardlng and Phy51cal

The Bozarth and Wise {iaper 1eports an attempt to 1dent1fy
ke it R . L _-4‘.,~rl(
the anatomlcal brain areas responsible for the phy51ca1 dependence

-pfoducing aspect of morphine. . According to the paper, prev1ous

The ba51c pracedure was to 1nject morphlne repeatedly

_morphlne antagonlst naickone.

e

If the rats were phy51cally dependent tpé
. on morphlne,'such gﬁ in ﬁectlon should prec1p1tate w1thdrawal

symptoms. »Bezafthhénd Wise reported that naloxone precipitated
withdrawal symptoms only when the rats had been previously injected

with morphine in the “periventricular gray" area of the brain.
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dependence, as suggested by an absence of naloxono—lnduced w1th-
U T ' )

drawal

Thus, they clalm to have locallzed anatomgoally the

.\‘

_ The Bozarth and Wlse results have littie helpful bearlng

on the smoklng and addlctlon 1ssue.” It is conceivable that

<

i;r morphlne to nlcotlne.

The p01nt would be to demonstrate tbat iuotine's'actions were

ﬂdemonstrable in a reward area, but no* & physiological dependence

area, of the brain. The thinking mig ht be that this would be one

.way to demonstrate clearly that i cotrne dld not act as an addlctlve

f_drug analogous to merphine. - - &rh#@.f?;ﬁ.

There are several 1ff“cult1es w1th such thlnklng
it is highly speculative whether or not the Bozarth and
.Wlse flndlngs apply to nicotins. 1In partlcular, nlcotlne may

have its own reward and dependency produc1ng anatomlcal sites in

r: e

morphlne. Second even if it was p0551ble to demonstrate that

wﬁnlcotlne was active in a reward, but not a dependency produc1ng,

m::area of the brains it seems doubtful that thls would have much of

an impact on our adversaries. Such a flndlng would probably be'

looked on as largsiy irrelevant and esoterlc by those who empha51ze

_ behav1oral conce?tuallzatlons of addlctlon. Thlrd, it is not
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fébssible'to predlct w1th certalnty how research such

mlght turn out. (E.q., what 1f the results 1mp11e hat nlcotlne s‘

-v;actlons were tied to a dependency produc1ng arsa of the braln’)
!

" Conclusion

7 con51deratlon, by Phlllp Morrls has undesi zable and dangerous

1mp11cat10ns for lltlgatlon p031tlons the ndustry takes 1n

regard to smoklng behav;or. The phurmacologlcal nature of the

researchwlmplles strongly a view of. . thse 1mportance of nlCOtlne.vfﬁr

What is worse, research reports wuander Phlllp Morrls sponsorshlp

:“contaln claims of phy51olog1cal colerance to nlcotlne, as well as
o T et e e

clalms of unequ1vocal demonstratinns of relnforcement by nicotine _ - -

1 in animals. "This kind of reSuarch is a major tool of our adversarles

'”uon the addlctlonwlssue, the drony is that 1ndustry sponsored

res arch 1s honlng that tgoly .In the flnal analy51s, the performlng

'L-r-

and publlshlng of nicotine xelated research clearly seems ill-

LR

A ihe

'adv1sed from‘a lltlgat“;

i

i

pcint of view.,
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