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- NOYCORC analgesic: druds that can reduce PANWIO eayling unconftiousnesy.
~. Opioicy ave clasyified as navcoric AValgencs

- (Hevoin: intveaitd ability to pags throug h 112 BBB bic of 4 lipid folubility:
Yo 2 addifiond - acety |- Groups: in(redled permeability -tnrough tne 865.
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" moin endogenow opiaid receprory in the body ¥, Ki@nd NOP=R» — au are membonopic recepton.

- entlogenous opioid R _are found inthe: brain and the gut .

- TeCepRQrs d’- Receprors
- Found in variou) area) of the brain: - main found in the same area) a\ the N-reteptort;
- EOVOIRSTEND: cough, re spiratony, Cirulam confval, digtviputed inthe forebrain.
vomiting. ~-sameaiitvipnmon as N--&: Gnalgelia
~LOCUS “Coeurulus. PRG, SC,Raphei Nucler, Thaigmus: = ofher funchions: olfaction, cognitive tunchion ,
pain regulanon (analgesia mofo¥ integration-
- (friaram, thalamus: .sensorimotor integrarion,
motor. learning
k - RecepiHl
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“doesnt respona to oproids: binding will cauiea reducnon in
paihthreinold.
- covkex, limlor( sY(kem, Stviarum, Raphe nuclei, S¢ ¢ 1earnihg,
motor funcion, hevroendecrine fcn, teeaing.

SYNTHESIS

- opiorfd( = Synrhesited ar a large Pro-peptide; cledaved into Smallev R Sequenc.
- can.be. (0-localited with other. NT in Fhe neuvony.
S oprotadihave. e SYnfhesited iNthe soma — the AXon terminagly aon’t have the_ cieavage
entyme !l vequired.



sele(Hive acnvaton of the opioid recepton:

Moreceprory: — -preterentially activated byendarphing
partiauny achvared byendomovphing

“k=receptor): — preterennally activared by dynovphing

0 - receprori:— preferentia(ly activated by enkephaling,
endorphing

oploid receptoy) ave all coupled to.@&¢ Proreiny. (L CAMP)

paniwondlooy

- (Buprenarphine: partial agonist of oproids.
W L chance of respiralory depresyion/ dependence-

-(NaloXone, Naltrexane: antagonidt of opioid receprorl

3 WONS Opioid R can ActIn Criurts -
Q@AX0AXONIC :.inhibihon of 0ThEV WeUrons

YNTYeledse
OLrvate G provein tv closeca

channe|.

@ Poit:- Synaphc: aLHvate .6 prorein fo apen

1 channel.

G Pre-synapfic: reduce release of the NT.

(to-locdlited).

NaloXone / Naltrexone ave uled
f 1Y aplold overdoye: resprramry
depression.

L reverye the etfects of oploids @ the opioid receprory.

9 same_Shape as oproi di butno funchohal etfed.
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- 3main locahony where oproid) can act 1 block paihin the body:

O©Inthe 8¢ ® nthe Brain
opioid & Tothelorain descending parh.
I
- g it o ascending
H O
¥ @ ° eainproj neuron
sensoly nenran

. blocking the pain projechon neyrobh
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i ) painstgnal to
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- supraspinal regions of opioid achwN*

-{imbic §ystem

“hypothalami( regions
--SENI0Wy regn ong

-CRecapunctare: woncsvra.§ fimutarion of the -endogenow.s-oproid System-

5'pioid- antagoniit = -inethicacy of accupuUncruve.
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sensory
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- blocking the intey heuron
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ascehdfhg

the ) parhwavs ave disinhibited
when the ‘PRGITI aciivated.
L PRG projechdown 1 thale
regions.

thele regions-ave repantsible MY Hhe veguiation of ather aspect) of pain
(ie, emoiTonal, neuroendowring, aurhomic).
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Therapeun' Effects At low doe) of opioids: Rt igh dose) of opiojds -
- paih relief ~ Lonstvicred pupils : e‘;‘;)hom stare of
- usuaity given 1M orally; slow cbsorption. - drowsinesi E glarron
- inab 'ty toconcentrate .
Recreamonal effects - - i
creananal G analgesia nighest ololes cdn Caude
- v /Ihhalanon Ctast methods of absorpon). - dreamy s(eep- unconicrousnels, dearh .,
- euphon'c effeck) respirarory olepre §sion.

pversive Effects:
DR Qnd_opioids

. - parangia,restiesiness, anxiety, nausea-
- InCreated -DRYIA: umuurronof He. mesolimbic $¥stem- i !

- cancause 4 Qut motility — constipation.

c\amvanon Nlctell T DR release. - MONY negahive effects are due tothe. injection
[ of the.dvug
o
| 0{_ - O_( > coligpsed-veins,kidhey dmg, infection.
inhipition of@ BH IN l - can have prolonged cognitive deficits:
mesoirmbrc cel:-
achvared

' R ] o { -the releaseat-DA- e
If the: K-receproriare achivated: it can elea G=RECEHTON can (NNibIT GRGR N

) . .
‘\"ci'fﬁvany narphin acivared K k - receprory inhibit mesolimbic cch—
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nacevar
| N Cell Inacrlvared -CAgoniy of Y=R'will T self-admin of dvugs

melotimbic : - |
cell nacrivared RQONNEGF =R will ¢ fetf-admin of dvuugs

opjofa activahion of mego(imbic SYsrem Confvibutey 1o reintorcement of opiordi.

o tetante + wikhdionwoak ¢

. Tolevante o drff etech of opioid) develop @ drfterent raves-
- euphoYia > develop) Fast
- pupil consrrichion / constiparion = Stow

“(Crosi-rolerante of opioras: toferance to one typeof opioid : willgiso have tolerance Yo anorer aprord dvug similar

]-mam mechanismof tolerance: pnarma codynamre.

toit-
i ' Fom -
withdrawal symptoms : aependent onthedrug taken : rebo:v?;ha;\{g\l’i Aoy won da3
~ buprenorphine / methadone: ndtasievere 9ane by day3.

= morphine/ rexgin: seyere.
- Precipitated withdrawal Symproms:
~‘emononal withdrawal symptoms =-wa-injécrion of opiprd antaggnist: inf the (NAC, rmygddla
- (phvstcal withdrawalsymptomis = vio ihjection of apioid antagoniskinfo the PR&, 1ocw toreulins:
- sysremic injecnahat nale¥one = withdrawal rymproms.

CELLULAR LEVEL OF WITHDRAWNL



- opioid) acel2 things@ a cellular evel~ O reduch'ohin the ¢cAMP praduchon
© avera(l ¥ Cellular ElVing.
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- innibrvon of camp dure ro oploid usage.

- (Folerance of dvuq: e (AMPpievel yeturnto noymal - Drug ¥ e pasal cell firing.
-(withdrawap of dywng: cRMRIevels nigher +han usual. “haltrexone / the vemoval of the drug
cabove (00 /.) willcquie withdrawal- ebound in
- remove opioid/ add haloxone = 4 in (AMP cellular §iving.
(witharawal). o incredled Firngvate ih the CEEEIE
TREATING OP101D RDDICTION
@ DeroxificAfon— done via. 91ving (ra agonit deroxification
- veduce the nyperactivily inthe L¢ cg)ls- v
- preventiah of nyperactivrty. Mainte nance
® Maintenance: —s- mernadone /- Nairrexone.
Methadone Nalfrexone
- can develop cross foleranc fo - can't veduce cravings.
euphona. - 10ngev lainng effects
- decreale cravings - fovpesple wino are. more_mghvaied.
- farenorally-

L taken v ean caue high: need
to hdve someone supervie.



