. taken l>0.‘ mean the
dical use of a licit

of chemicals that gene

drug, Tealso denotes

rally are not consid-
b us‘;]g}? public but may be_ harmful to.the user. -
on fot drug abuse ﬁppcqrs"“td be the antici
derived from the NS effects of the

e
g of
e older 1€ -

g e e g de] Jdence, whereas

G aetdlly denoted 25 epeREEn L

ﬁ«-idente" is more simply called addiction. ©

st

|y DOPAMINE HY
JpADDICTION. -+
ggm'mc in the mc;p\iiﬁbic f;ys‘.&'cri-\ iépd;& to play 2 prirﬁafy"
g'{m the expression of “rcw:igd,“ but excessive c{opnminctgic
| saurion 3y Jead -to pathologic- reinforcement such that -
¢ ybaior may become compulsive and no longet under r:pntrol—%’
aomon features of addicplon,?_Thqugh not necessarily the only.

1 srochemical chanaceristic: of drugs ‘of abuse, s

# mnaddictive drugs havcvac'tions"thatiﬁclude facilitation of the
% et of dopamine in the CNS. ke e '

e

| GDATIVEHYPNOTICS
4 The sid;dvc—hyphbtié-ﬁ drugs
i lng abuse. The
i benzodiazepines.
g drugs for anxety and, as Schedule IV
1 - government to have
7 bubiturates (eg, secobarbital) ‘have
Ethanol is not listed '."m,schcdu_lgs', of

group includes ethanols barbitarates, and_

" Benzodiazepines ar¢ commonly - prescribe

drugs, arc ]udgcd by thc'US

high addiction potential.

encourage

rigs
n possibly related to the development of

the use of an licic drugor Y
- effects are enhanced by ¢onco
 antpsychotic agents, 0

- (Table 32-2). Management ofove

erm phys"n_ca_\ : (phjrsioldgic)'_ dcpcndm‘c_e_" T
"psychqlqgivcal L reverse the CNS

_ diazepine Wi

‘PDTHESiS o "; o .

~metabolite of GABA, binds t0

it ‘appears that .

o syndrome are mOst pron
of less than 24

ate responsible for many cases of

low abuse lia\;il'tty (Table 32-1). Short-acting .

controlled substances with .

‘primary actions of sedative-hypnotics- -
ects of GABA and/or antagonism at
also enhance brain dopaminergic

Md‘i'ciion,_ Th '

and their depressant i
mitant use of opioid analgesics, e
and any other drug with sedative. re
o death through

: dries are CNS depressants,

mérijpan'a,'
rdoses commonly result in

propetties. Acute ove
depression of the medullary respiratory and ¢
: of overdose includes
plus ventilatory suppor: Flumazenil can
depressant effects of benzodiazepines,
~is no antidote for parbiturates or»e(bhnol. e
Fluﬁitrdicpam (Rohypnbl), a potent rapid-onset benzo- -
h marked amnestic properties, has bccn'uscd in
“date rape.” dded to alcoholic beverages, chloral hydrate" or
jY-hydroxybuiyratc (GHB; sodium oxybate) also render the
victim incapable of resisting rape: T he latter compound, 2 minor
GABA; receptors in
HB  causes euphoria,

be psed €0
but there

patent airway

“

When used as a “club drug” G

enhanced
| genisory perceptions and amnesia, S
‘g, Withdrawal 7 ‘

Physiologic dependence occurs with continued use of sedative- -

hypnorics; the signs and symptoms of t_hc‘__withdrawal (abs_tin'cncé)
sunced with drugs that have a half-life
h (g ethanol, secobarbital, methaqualone)-

" However, physiologic dependence may oc

~ hypnotic, including the longer acting benzodiazepines. The most -

3 1mpprmnt' signs of withdrawal derive from excessive CNS ;timu}’d; :
tion and include anxiety, tremor nausca and vomiting, delisium,
 and hallucinations (Table 32-2). Seizures are not uncommon 2nd
may be life-threatening, : : i :
* Treaument of sedative-hypnotic withdrawal involves adminis-
“tration of 2 long acting sedative-hypnotic (g, chlordiazepoxide or
- diazepam) to suppress the acute withdrawal syndrome, followed
by gradual dose reduction. Clonidine or propranolol may also be
of value to suppress sympathetic overactivity. The opioid recep-
tor antagonist naltrexone, and acamprosate, an antagonist at
~N-methyl-D-aspartate (NMDA) glutamate receptors, are both
~used in the treatment of alcoholism (see Chapter 23). L
- A syndrome o.f therapeutic withdrawal has occurred on discon-
i e e
"~ in Table 32-2, this synd D e caighe il e
, this syndrome includes weight loss, paresthesias, and

& c_lllc?dachc. (See Chapters 22 and 23 for additional details)
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. PARTV Dmss “That Act in the Central Nervous System
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A detneased‘ response' to drug, necessntattng larger doses t
esult from increased disposition of the drug {metabolic tolerance)_ ana
he effects of adrug (behaviora! tolerance), or changes i

& same effen Th
bt!ny to

! edxca! use; mode'ate abuse potentnai moderate s
loid agonists :

f‘; ; Adap:ed with pem\lssmn. from Katzung BG, editor; Basic & Clinical Prmmamrogy, 11th ed, McGraw-Hill, 2009,
;;Lso lyserglc acid di e'hyiamlde

5 5.d|mﬂht)l‘l“ ot
s MDA methylene d:oxyamphetamme MDMA, methylene dioxymethamphetamme, PCP, phencyclidine; STP (DOMJ,
methy!amphe!am:ne ‘ :

- TABLE 322 signg ahd‘syﬁ\:ptd'ms'of overdose and withd

rawal from selected drugs of abuse.
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isonentatren, depresson
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A s in heroin ar¢ dqscribed by abus-
o i e argasmic fecling followed by cuphotia and then
al | ctrarion of OPi "dsﬂisas'sociat‘cdwi:‘h _
d psych Looical and physiologic
£ \Pm‘ ';d'nﬁnisfmlidn or smoking of -opioids' causes
5@,:-5 ith a dower onset of tolérance and d,‘?_‘_'?‘dcncc"
s lads 0 pmwﬁf depression prca‘grc.s_ging o
oo md; (Table 32-2). Overdose is 'managed_thh intrave-

: ﬁﬁmn:ébf

gl S
<cuaion of opioids i2 hysiclogically dependent individudl
B = shscinence syndrome that includes lacrimation, thinor-
= mmagsswamga ‘weakness,” gooseflesh (“cold turkey”)s
4 vomiting, TEMOD musdle jerks (‘locking the habit");
< imepeca (Table: 32-2). Alhough extre
cpicids Is rarely faual (unlike withdra

Mh’! sow aml-aducuon Bﬁpfcnmpmﬁq 2 ?anial agonist
i o and 2 longer acting OPiC
- e 0 sppres withdraval ympromS
s ot opiod ;
s whois uing srong opioids (but
s and mopeense P
| rﬁ‘w‘ﬁ’ Nm born to mo{hcﬂ ?hystologn cally depen (lCn(
o a g o b .

¥ GffeineandNicotine
srdcn) are Yegdl in mosc Wesserni culrisses even though they have

e il e Tn dhe United Seates, cigarerte smoking i8 -«
{see Chapter 30), and seizures. A withdrawal syndrome Wi

ce of il . cespiratoty, and neoplastic discase.
n imm&’cim;nd@m'h;;“'
; W“md?dm’mﬁmof

meene and venlarory SUPPOTE

state (with delusions and paranoia)

mely unpleasant, .
drawal from 5 rorecrion against ¢!
&5 replacement of the illicit St g :

SRLIET R it of amphetamines s ass0cid

-~ arreritis, lea
d (alf e >40 ),
and as substitution -

addicts. The sdministration of naloxone w0a
ot overdosing) may cause. 1
of withdrawal (;Jrcdpiuted' e

tite, sleepiness

~include _2,5-dim_cthoxy-4-mcthylamphctaminc
* methylene di;ixyunphctaminc
o methamphetamine (MDMA; “ecstasy”):
o selective action than ampheramine
i the}CNVS."I'hc'drvug is purpor
i gqmmun’lcation_and act as 2 sexud
 tomography studies of the brains of regular users @

mczcd d"fP’??’_iOD hﬂs been described in chironic users of MDM

i - ‘I; Effect';...‘.cp“::ﬁ n.é.' dio 4
L of dopunine, ‘norcpidephitne
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impedim ‘ 2
# fhc . (;Et;xj t((:x q‘;l.l)mng the habit. Vareni
the rewardi 2P) subtype nicotini
in e IC recept: \
g effects of nicotine, is used fErOSf; “lg"dl ourlidas
oking cessation,

Rimonab
mt, an agOnis
: y t at cannabinoi
use in obesity, i nabinoid rece
ty, is also used off-label in smokingwrs, approved for
7 cessation,

cline, a partial agonist

3. Toxicity—Ac ;
. —Acute toxicity from
overdosage of caffi
eine or nicotine

:;l:od::n coscscc;s:‘v; CNS stirlnulation with tremor, insomni
Tarphs m, = ac st:r:lulalnon and arrhythmias; and, in thc!:'nsmdf
i mp,omﬂ in :)IZ aﬁ ch.)'sxs (Chapters 6 and 7). Severe toxici °h°
cen : ildren who ingest discarded nicoti il
nicotine patches, which are used as substitutes for tobaioc:r:rg:::t:r

B. Amphetamines

1. Ef‘f?cts—Amp}'xcramincs ir}hibit transporters of CNS amines
mcludnrxg dopamine, norepinephrine, and serotonin, thus
enhancing their actions. They cause a feeling of cuphorlia and
self-confidence that contributes to the rapid development of
addiction. Drugs in this class include dextroamphetamine and
mcthamphctamine (“speed”), a crystal form of which (“ice”)
can be smoked. Chronic high-dose abuse leads to a psychotic

that is difficult to differenti-
ate from schizophrenia. Symptoms of overdose include agitation,

restlessness, rachycardia, hyperthermia, hyperreflexia, and possibly
seizures (Table 32-2). There is no specific antidote, and support-
rd control of body temperature and

jve measures are directed towa
diac arrhythmias and scizures. Chronic abuse

1ed with the development of necrotizing
orrhage and renal failure.

ding 10 cercbral hem

withdrawal-Tolcrancc can be marked,
and an abstinence syndrome, characterized by increased appe-
i d mental depression, €0 occur on
w,i;hdrawal. Antidepressant drugs may be indicated,
f ﬁmphetamines—chcrnl chemical con-
¢s have hallucinogenic propertics. These
(DOM [STP])
(MDA), and methylene dioxy-

MDMA has 2 more
n wansporeer

3 Congeners ©
ners of ampheramin

on the serotoni
ted to facilitate interpersona
| enhancer. Positron emission
f MDMA show

?dcplc[i"'".f"f neutons in serotonergic tracts. Overdose toxicity
includes hyperchermia, symptoms of the serotonin syndrome

¥

1 inhibitor of the CNSftiﬁa’hspmrqr@
“and _serotonin, jihaxl"gfm‘a‘;k_cd
), Its abuse can
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;fliyt}nm.u. seliires, of respiratory depirsssion (sex Ta ,,.v ; /,.,/,7,4
Cﬂfdl&(, wmu/ 18 me/ due 10 Blockads of frey i
reuptike by cocaine; i fercal anesthictic actior u{,r‘.: es
prodlmwn of seieures, I addition, the powerful vasocststdier
tive actioh of cocaine may lead to sevese hyperentie rprx..,,,
resuhmgmmyocauful ifarcts and steokes. Mo specific antidors
is available. Cocaine abuse during prrgm:;cy is asocizted with
: ncrcased fetal mmlmhcy and mortaixz 7.

Z. Wlthdrawal—-ﬂw ab,unenca eym}mm* afu wichdzaurs
from cocdine s similar to that after amphetamine d;‘ca-xtzsmmc,
- Severe depression of mood is common and strongly v

" the compulsion to use the drug. Amd*pmﬂmr d'ag: iz

amphctammes) have ‘possible teratogenic: abnormalicies ( :y*r.c
 cortical Iestons} and increased morb:dlty and moreality 2ad sz
 be cocaine dependent. The signs and symptoms of NS s ?z:.:
ovcrdose and thhdran are hszed in Table 32-2,

HAL’LUC:RQGENS

: A Phencychdme

- The arylcyclohcxylammc drugs :r-.dudc phquuimc (PCP;
“angel dust”) and ketamine (“special K™}, which are ar antagonists at
the glummatc NMDA rcczpmr {Chaprer 21). Unliks £ mose d..;s-:s

. ~ CNS, PCPis probabl) the most dangerous of the hallucinogenic

‘.\-.u

agents. Psychotic reactions are common with PCP. 2nd impaired

classtﬁed asa psychotomxmenc. Eﬂ'ecrs of ov,rdnsaﬁ- with PCP
o mdudc both honzon:a! and vertical nystagmus, marksd hyperten-
. sion, and scizures, which may be fatal. Parenteral bmﬁdm’“{rt
ey dlacham, lorazepam) are ukcd to curb excinarh
< agamsr sclzures

i

B'* ,Mtscetlaneous Hai!ucmogemc Agents
S;veral drugs with hallucinogenic effeces have been classified
as having
(LSD  mescaline, andp
“also o occur with scopolas
None of - thcsc drugs has
in thc CN

sxlocybm. Haﬁurmovem < effects may

- mabydsscuaki
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"< of abuse, they have 10 actions on dopzminergic neurons in the

* judgment often icads to reckless behavior. This drug should be
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