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" Durerea intr-o form3 sau alta este simptomul
care-[ determind pe pacient sa se adreseze la
medic’

Dr. Charles
H. Mayo

1931




DUREREA

“experienta senzoriala si
emotionala neplacuta

asociata cu leziune tisulara
actuala sau potentiala

sau descrisa in termeni
echivalenti unor asemenea stari”

International Association for
the Study of Pain

11 septembrie 2011




Clasificarea durerii




Clasificarea durerii

A. Nociceptiva

Tesut afectat

N

=
-

B. Neuropatica X

Leziunea nervului

C. Functionala

(Psihogena)

Dereglarea proceselor nespecifice centrale




Prevalenta durerii neuropatice

7 % populatia generala

Bouhassira D, Lanteri-Minet M,
Pain 2008; 136 (3):380-387.
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Neuropathic Pain:
Mechanisms,
Therapeutic Approach,
and Interpretation of
Clinical Trials

Nadine Attal, MD, PhD

ABSTRACT

Purpose of Review: Neurcpathic pain (NP) 5 caused by a lesion of the somato-
sensory system and & characterized by a combinaton of postive symptoms (ongaing
pan, paroxysmal pain, evoked pain) and negative phanamena (sensory defict inthe
panful ama). Examples of NP include panful diabtetic and nondiabetic neuropathes,
paostherpetic nauralga, traumatic nenve lesions, radiculopathies, and central pain (eq,
spinal cord injury pain, poststrake pain). This review presents the mechanisms and
tharapautic options for NP.

Recent Findings: Corsensus mammendatons for e teatment of NP or of some
neumpathe mndtions propose usng antdepressants, artepieptcs, and Dpeal Ido@ne
& fist-ine teament and 1sng Tamadd and other opoids & second or thirdine traat-
ment. Clincal advances n $he management of NP indluce the impementaton of com-
paratve studies and mmbinaton tharapy taals, the study of rarer and often nedgectad NP
conditors, and e identfiaton of msponder profiss tased on 3 delied characen-
zaton of symptoms and Sigrs Lsing sensory examnation and specific pain questionnaires.
Summary: The managemert of patients with chrone NP s chalenging because of the
multpicity of mechansms rvolved n NP andtions. Badene-based recommendations
for the phamacdoge teatment of NP have recently been proposed.
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Mecanisme periferice

Peripheral nerve

Sympathetic
postganglionic

* A-beta (AB), fibre groase
stimuli tactili, stimuli determinati de

miscare
Dorsal root
ganghon )
Spinal . ..
cod * A-delta (Ad), fibre subtiri
e ? / mielinizate si C nemielinizate
—Q2X \,\\1 In fibre cutanate si structuri somatice
B ~
/ ) si viscerale
gs
(« | Nociceptorii reactioneaza la caldura,
O sympathetic frig, vibratie, tensionare, stimuli

preganglionic

chimici (serotonina, bradichinina,
histamina)



Mecanisme centrale
The Spinal Cord and Referred Pain

- -

Viscus ; ~ Anterolateral
T— — tract axon




Transmiterea si modularea durerii

A. Sistemul de transmisiune nociceptiv B. Reteaua de modulare a durerii
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Exemple de Durere Nociceptiva si
Durere Neuropatica

Nociceptiva Neuropatica

e Artrite e Durerilombare ¢ Neuropatie diabetica dureroasa
e Dureri lombare * Fibromialgia * Nevralgie postherpetica
« Leziuni sportive e Dureri cervicale ¢ Durere lombara neuropatica
. e Dureriin cadrul ¢ Nevralgie trigemeniala
* Durere postoperatorie , .
cancerului e Durere centrala post-stroke

e Sindrom de durere regionala
complexa

e Polineuropatie distala in cadrul HIV



Componentele nociceptic si neuropatic in durerea lombara
pot fi prezente concomitent




Cauzele durerii neuropatice

Cauze centrale

e Stroke
e Leziuni medulare
e Scleroza multipla
e Tumori

Cauze periferice

* Traume
* Toxice (alcool)

* Infectii (herpes zoster, HIV,
Borrelia)

e Maladii autoimune

* Tulburari metabolice si vasculare
(Diabet!!!)

* Paraneoplazice
* Ereditare
* Neuropatii de tunel



Simptome spontane

Simptomul Descrierea

Durerea spontana  Durere arzatoare
permanenta, junghiu

Disestezii Senzatii patologice neplacute
(eg, Impuscaturi, lanciata,
frigere)

Parestezii Senzatii patologice, nu

neplacute (eg, gadilire)

Baron. Clin J Pain. 2000;16(2 suppl):512-S20; International Association for the Study of Pain web site. Available at: http://
WWwWw.iasp-pain.org/terms-p.html. Accessed September 30, 2004.




Descrierea posibila a durerii neuropate

® Senzatii ® Semne/Simptome
v Amortire v alodinia: durere de la un
v Gadilire stimul care de obicei nu
v Ardere evoca durerea
v Parestezie + termic
v Paroxismala + mecanic
v Lanciata v hiperalgezia: raspuns
v' Electricitate exagerat la un stimul dolor
v Piele brutal3 normal Gy
v Tmpuscare -
v Profundaq, plictisitoare,

durere in os

Randall P. Brewer, M.D. The Spine Institute Willis
Knighton Health System Shreveport, LA




Alodinia

Mecanisme
Sensitizarea centrala a fibrelor A3
Reorganizarea centrala a fibrelor AR
Pierderea controlului inhibitor

Perturbarea blocajului aferent



Alte simptome ale durerii neuropatice

e Tulburari de somn
e Anxietate
* Depresie

* Modificari ponderale

* Afectarea calitatii vietii



Screeningul durerii neuropatice

Evaluarea simptomelor

1.NPQ — Neuropathic Pain Questionnaire
2.1D — Pain

3.Pain Detect

Evaluarea semnelor

1.LANSS — Leeds Assessment of Neuropathic
Symptoms and Signs

2.DN4 — Douleur Neuropathique en 4 Questions



Scale de apreciere a durerii

Scala de apreciere numerica (Likert)
Scala vizuala analogica (Huskisson, 1974)

Scala de apreciere verbala
McGill Pain Questionnaire (Melzack, 1975)



PAIN INTENSITY SCALE

)

WHAT TO ASK THE
PATIENT?

VAS

NRS

VRS

FPS

NO PAIN THE WORST
IMAGINABLE PAIN

THE WORST
IMAGINABLE PAIN

NO PAIN

THE WORST

RN IMAGINABLE PAIN

MILD MODERATE INTENSE MAXIMUM
PAIN PAIN PAIN PAIN

CAVac AV AV AYAccAYaciel
g N N N N g P

NO PAIN

PLEASE MARK THE INTENSITY
OF YOUR PAIN ON THE LINE

PLEASE CHOOSE THE NUMBER
THAT BEST REPRESENTS THE
INTENSITY OF YOUR PAIN

PLEASE CHOOSE THE TERM
THAT BEST REPRESENTS THE
INTENSITY OF YOUR PAIN

PLEASE CHOOSE THE FACE
THAT BEST REPRESENTS THE
INTENSITY OF YOUR PAIN



Metodele de apreciere a fibrelor
senzitive

Testare clinica | Testare Examen de
senzoriala laborator
cantitativa

AB Tactila Tifon Filamente von  stimulodetectie,
Frey PESs
Vibratie Diapazon (128 Vibrametru
Hz)
Ab Pinprick, Baston de lemn Ace dozate Reflexe
durere ascutita nociceptive,
Rece Termoroler PEL
Termotest
C Cald Termoroler Termotest PEL

Frigere

23



Teste diagnhostice

Sensorii

Teste termice

* Filamentele von Frey
* Algometria

* Vibrametria

* Viteza de conducere

Motorii

* Electromiografia (EMG)

* Viteza de conducere

Vegetative

Variabilitatea ritmului cardiac

Teste sudomotorii

 Temperatura cutanata

Fluxul sanguin



Teste diagnhostice




Managementul durerii neuropate

Belgrade. Postgrad Med. 1999. Ashburn, Staats. Lancet. 1999. Abuaisha et al. Diabetes Res Clin Pract. 1998. \




Doua recomandari esentiale

v\ Primum non nocere (,pe prim plan sa nu ddunezi’)

I'11 . . A

v' " Compasiunea Duvs pentru pacient — incercared
de a face maxymal pentru e - trebute 58 fie forta
majord motivdtoare in efortul Dvs de a f7

Vo4 -y
C Oﬁlpﬂfﬂﬂl‘

** From Dwight C. McGoon: Ecstasy, a basis for Meaning in the World Found in: Medicine
Quotations: Views of Health and Disease Through the Ages: Huth, E.J. and Murray, T.J. eds;
American College of Physicians, Philadelphia 2000




Tratamentul durerii neuropate

Antidepresive

Anticonvulsivante
v Prima generatie
v" A doua generatie

Agenti topici si dermali
Abordari non-farmacologice

28



Antidepresive
Clasificare

Antidepresive triciclice (e.g. amitriptyline)
Antidepresive tetraciclice (e.g. mirtazapine)

SSRI (e.g. citalopram)

SNRI (e.g. reboxetine)

SSNRI — mecanism dual (e.g. duloxetine, venlafaxine)

Inhibitori ai recaptarii noradrenalinei & dopaminei (e.g.
bupropion)

Inhibitori MAO (e.g. moclobemid)

Remedii melatonergice (e.g. agomelatine)
Lithium



Antidepresive

Antidepresivele triciclice au dat dovada de eficienta
semnificativa

Duloxetine (si venlafaxine) de asemenea sunt
eficiente

Majorare treptata a dozei timp de 4 saptamani
Doze echivalente la 75 mg amitriptyline

Efecte adverse anticolinergice si sedare



Eficienta Amitriptilinei

® Amitriptyline/Placebo (16 pts)
® Placebo/Amitriptyline (13 pts)

1.0 -

|
|
|
Moderata |

0.8 T

moderata
0.6 -

Usoar

Intengftatea durerii

Usoara
0.4 . . . . .
-2 0 2 4 6 8 10 12
<+— Tratament }— <« Tratament 2—
Saptamani

*P < .05; P < .01.
Max MB et al. Neurology. 1987;37:589-596.



Agenti triciclici

* Amitriptyline
* Imipramine
* Nortriptyline

* Clomipramine
(Anafranil)

Desipramine
Doxepin
Trimipramine
Amoxapine
Protriptyline

Baldessarini RJ. In: Hardman JG, Limbird LE, eds. Goodman and Gilman’ s
Pharmacological Basis of Therapeutics. 10th ed. New York, NY: McGraw-Hill Press;
2001:447-483.
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Efecte adverse la administrarea AD

Triciclice
 Somnolenta * Hipotensiune ortostatica
* Anxietate si agitare * Crestere ponderala
* Tulburari de memorie si * Cresterea transpiratiei
cognitive ¢ Ameteali
* Senzatia de uscaciune * Afectarea functiei sexuale
* Constipatii « Contractii musculare
* Retentia urinei * Fatigabilitate
* Neclaritatea vederii e Slibiciuni
 Tahicardie, aritmii e Greturi

Baldessarini RJ. In: Hardman JG, Limbird LE, eds. Goodman and Gilman’s Pharmacological
Basis of Therapeutics. 10th ed. New York, NY: McGraw-Hill Press; 2001:447-483.




Anticonvulsivante

e Dovezi in tratamentul durerii:
« gabapentin/pregabalin
* phenytoin
* acid valproic

* carbamazepine/
oxcarbazepine

* topiramate
* lamotrigine
* lacosamide

 Majorare treptata a dozei timp

de 4 saptamani
* Intravenos phenytoin, acid
valproic, lacosamide

Carbamazepin
: . Lamotrigin
: ' Phenytoin
Glutamaterge Nav/ \ Na,  GABAerge
Prasynapse . : Ethosuximid _ Prasynapse
Yy : Gabapentin x
Kt e ‘;f_'__ X \‘Ca,, § *K+
Retigabin

’ i i GAT-1
Topiramat Benzodiazepine _

Valproat Phenobarbital \
i Felbamat
Phenobarbital ;
Talampanel Felbamat Topiramat Tiagabin
;: \‘K+ P lC'" GfBAs
mGlu-Rezeptor o : | Rezeptor "

Signalkaskat  AMPAIeinat:  NVDA- P GABAL Pt
ghalkaskade . pezeptor Rezeplor * Rezeplor 0SiSyNapse



Anticonvulsivante de generatia a doua

Gabapentin si Pregabalin

* Sunt analogi ai GABA W CO,H
NH

2

Pregabalin

NH, /[E f r COOH

Gabapentin



Pregabalin: Mecanismul de Actiune

* Pregabalin selectiv se uneste cu subunitatile a,0 a canalelor de calciu
v' Moduleaza influxul calciului in neuronii hiperexcitati

v" Reduce eliberarea neurotransmiterelor (eg, substanta P, glutamat,
noradrenalina)

Fink K et al. Neuropharmacology. 2002;42:229-236; Dooley DJ et al. Synapse. 2002;45:171-190; Taylor
CP. CNS Drug Rev. 2004;10:183-188.



Pregabalin Dozaj

Initial 50 mg 3 ori pe zi sau 75 mg x 2 ori — prima saptamana
Majorare la 100 mg x 3 ori sau 150 mg x 2 ori peste o
saptamana

in caz de dureri exprimate —450 - 600 mg/zi.

Efectele adverse devin mai frecvente odata cu marirea dozei
Poate fi administrat indifirent de mese

Nu sunt date de adictie



Pregabalin — reactii adverse

Goldstein et al. Pain 116: 109 — 118, 2005

Ameteala
Somnolenta
Edeme periferice
Cefalalgii



Gabapentin

* Acelasi mecanism de actiune cu PGB, dar afinitate de 6 ori mai
mica pt receptori

e Studiu multicentric, dublu orb placebo controlat, 165 pacienti
cu doze de pana la 3600 mg/zi

e Scorul durerii de la 6,4 la 3,9 GBP comparativ cu modificarea
6,5 la 5,1 placebo

* Reactii adverse GBP: ameteala si somnolenta
* Initierea cu doze mici: 100-300 mg

* Daca nu este ameliorare la 1800 mg/zi ,stop
* Eficienta incepe la 3-8 saptamani

Dworkin RH et al. Arch Neurol 2003; 60 (1) 1524-34; Sarto, Cochrane Database of Systematic Reviews 2: 2009



Echivalenta dintre Gabapentin si Pregabalin (mg/

24 ore)

Gabapentin Pregabalin
300 75
400 100
600 100-150
900 150
1200 150-300
1800 300
2400 400
3200 450
3600 600

[Pain. 2004 May;109(1-2):26-35] and clinical trial experience with Pregabalin
R.]J. Tanenberg, MD ECU Diabetes Research Center, Greenville, NC (1999-2005)




Substante de uz local in durerea
heuropatica

* Anestetici topici
* Solutii cu lidocaina/procaina

* Blocaj al nervilor periferici
* Capsaicin

SOOVILLE HEAT UNITS . TYPES OF PEIVERS
[ 4 L [ 4 15,000 000 Pare Copraieinn
* Toxina botulinica i S
1,800 o0y Whas Sababia
77,000 Red Savian
mmmmmm Hadeaere
00,000-230.000 Chilep!
30 £00-30 000 Cayeene
1500030 000 Al
12,000-30.000 Mazaaze
20033 00 Serrnnn
$.000-8.000 Yellow Mot
9,500.8 000 Jubepets Pegpee
2500400 [
1.5002,5% Chilacs
1.000-2,500 Tasila
1002000 Pablaso
300-2,000 Assdeln
500-3,500 Chis Vaode
4001 200 low Gesstics
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Capsaicina in tratamentul durerii

neuropatice
Degereimaie eversivik a fiyeler ©




Analgezicele in durerea neuropata

* Antiinflamatoare NS, inclusiv
paracetamol

* Opioizi:
e codein

e oxycodon



Eficienta tratamentului durerii in
neuropatiile focale

Lidocaine 5% 41'4
. .. 27
Opioizi
p i
9
9 Antidepresivi 4.0
3 triciclici §
(S
S 3.2
g Gabapentin .
. 5.0
Pregabalin ]
Rice & Maton, 2001
. . 5.3
Capsaicin i

Sindrup & Jensen, 1999

Numarul necesar de a fi tratati
(NNT)
M * 95% C| Meier et al. Pain. 2003;151-158.

Cl = interval de siguranta



Duloxetine

\_/

NH « HCI

I
CHjz

* |Initial produs de Eli Lilly
(Cymbalta)

Neuropathic Pain Medications Approved by the US Food
and Drug Administration

Indication

Medication

Trigeminal neuralgia
Painful diabetic neuropathy
Postherpetic neuralgia

Carbamazepine
Duloxetine, pregabalin, capsaicin cream

Gabapentin, pregabalin, topical lidocaine,
capsaicin 8% patch, capsaicin cream



Inhibitorii recaptarii 5-HT si
Norepinephrinei (NE)

Duloxetine si Venlafaxine

* Inhiba recaptarea NE si serotoninei si cresc
disponibilitatea lor sinaptica

 Unele efecte adverse sunt datorate intercalarii cu mai
multi receptori ai neurotransmisiei



Duloxetine

Inhibitor al recaptarii serotoninei si norepinefrinei (SNRI)

Aprobat pentru tratamentul tulburarilor depresive majore
si neuropatiei diabetice periferice

Se administreaza intr-o singura priza 60 mg (marja 30-120
mg)

Efecte adverse:

v greturi (20%)

v insomnia (11%)

v Xerostomia (15%)
v' constipatii (11%)
v/ usoara nepasare

Raportate cazuri de toxicitate hepatica



Duloxetine

Trial clinic de 12 saptamani la 457 pacienti cu
neuropatie diabetica dolora

v" O reducere de 50% a scorului de durere a
fost atinsa la:

26% pacienti grupul placebo,
49% - Duloxetine 60 mg/zi,

52% Duloxetine 120 mg/zi.

v' Ameliorare comparativ cu placebo = 23% (50
mg/z

IGoIdstein, DJ et.al. Pain 116:109, 2005




Duloxetine

Trial clinic de 12 saptamani la 457 pacienti cu
neuropatie diabetica dolora

v" O reducere de 50% a scorului de durere a
fost atinsa la:

26% pacienti grupul placebo,
49% - Duloxetine 60 mg/zi,

52% Duloxetine 120 mg/zi.

v' Ameliorare comparativ cu placebo = 23% (50
mg/z

IGoIdstein, DJ et.al. Pain 116:109, 2005




Duloxetine pentru Neuropatia
Diabetica

—8— Placebo (n=108)
Duloxetine 120 mg (n=114)
—#- Duloxetine 60 mg (n=112)

Modificarea scorului durerii in 24 de
ore

*P<0.001 vs. placebo. Saptamana

Wernicke J et al. J Pain. 2004;5(suppl 1)



CONTINUUM Neuropathic Pain

T T ] First-Line Pharmacotherapy of Neuropathic Pain

Serotonin norepinephrine reuptake inhibitors (SNRIs)

Duloxetine 30 mg once a 4 weeks
day, titrate up to
60 mg twice a day

Medication Dose Adequate Trial Side Effects Comments
Tricyclic antidepressants
Amitriptyline, 10-25 mg at 6-8 weeks Sedation, Use with caution in
nortriptyline bedtime, titrate up (2 weeks at anticholinergic patients with cardiac
to a maximum maximum dose) effects (eg, dry disease, risk of
of 150 mg/d mouth, blurred serotonin syndrome

vision, urinary
retention), cardiac
conduction
abnormalities

Nausea, increased
sweating, increased
blood pressure

Risk of serotonin

syndrome, risk of

hepatic dysfunction;
afavine i "

April, 2017



Duloxetine Dozare

Administrare intr-o singura priza dimineata
30 mg — doza de start

60 mg — cea mai frecventa doza utilizata
120 mg — doza maximala



ORIGINAL ARTICLE

Dosing Pattern Comparison
Between Duloxetine and Pregabalin
among Patients with Diabetic
Peripheral Neuropathic Pain

Peter Sun, MD, PhD*; Yang Zhao, PhD'; Zhenxiang Zhao, PhD';
Mark Bernauer, BS, RPH'; Peter Watson, MS, MBA

*Kailo Research Group, Fishers, IN, U.S.A.; TGlobal Health Outcomes, Eli Lilly and
Company, Indianapolis, IN, U.S.A.

W Abstract

Objective: To compare medication dosing patterns of dul-
oxetine and pregabalin among patients with diabetic
peripheral neuropathic pain (DPNP).

Methods: Applying a retrospective cohort study design on
a large U.S. healthcare claims database, we examined the
dosing patterns of duloxetine and pregabalin among com-
mercially insured patients with DPNP aged 18 to 64 who ini-
tiated (a 90-day medication gap) duloxetine or pregabalin
therapy in 2006. Selected patients had continuous enroll-
ment during the 12-month pre- and post-index periods. The
index mediation was used to dassified individuals into the
duloxetine or pregabalin cohorts. Initial daily dose, average
daily dose over the first post-index year, and average daily
dose of the first several presciptions were estimated and
compared across the cohorts.

Results: The study sample included 828 duloxetine and
1934 pregabalin-treated patients with a mean age of
50 years. Cardiovascular diseases, neuropathic pain other
than DPNP, osteoarthritis, and diabetic retinopathy were
the most common comorbid conditions. The average initial
daily doses were 54.3 and 171.8 mg for duloxetine and pre-
gabalin, respectively. The average daily dose over the first
post-index year was 55.2 mg for duloxetine and 173.8 mg
for pregabalin. The average daily dose for the first 10 dul-
oxetine presaiptions ranged between 54.3 and 61.9 mg,
but increased from 171.8 to 264.3 mg for pregabalin.
Conclusions: The commercially insured patients with DPNP
who initiated duloxetine or pregabalin therapy had differ-
ent dosing patterns. The average daily dose for duloxetine
was relatively stable over time, while pregabalin-treated
patients had significant dose increase over the 12-month
post-index period. W
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Comparative safety and tolerability of duloxetine vs.
pregabalin vs. duloxetine plus gabapentin in patients
with diabetic peripheral neuropathic pain
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Studiu comparativ Duloxetine vs Pregabalin

v Duloxetine are un profil mai bun pentru efecte
adverse comparativ cu Pregabalin

v’ Pregabalin este de asemenea indicat in PND si este
indicat |la pacientii cu durere mai exprimata

v' Ambele medicamente pot fi utilizate cu precautie —
recomandare off |abel
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The Clinical Importance of Changes in the 0 to 10 Numeric Rating
Scale for Worst, Least, and Average Pain Intensity: Analyses of Data
from Clinical Trials of Duloxetine in Pain Disorders

John T. Farrar,* Yili L. Pritchett,” Michael Robinson,* Apurva Prakash,* and Amy Chappell®

* Department of Biostatistics and Epidemiology, University of Pennsylvania School of Medicine, Philadelphia,
Pennsylvania.
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A double-blind, randomized trial of duloxetine versus placebo in the
management of chronic low back pain

V. Skljarevski®, M. Ossanna®, H. Liu-Seifert®, Q. Zhang?®, A. Chappell®, S. Ilyengar®, M. Detke®

and M. Backonja®
*Lilly Research Laboratories, Indianapolis, IN, USA; and bUni versity of Wisconsin Medical School, Madison, WI, USA

Keywords: Background: Duloxetine has demonstrated analgesic effect in chronic pain states.
chronic low back pain, This study assesses the efficacy of duloxetine in chronic low back pain (CLBP).
duloxetine, randomized Methods: Adult patients with non-radicular CLBP entered this 13-week, double-
controlled trial blind, randomized study comparing duloxetine 20, 60 or 120 mg once daily with
placebo. The primary measure was comparison of duloxetine 60 mg with placebo on
Received 30 May 2008 weekly mean 24-h average pain. Secondary measures included Roland-Morris Dis-
Accepted 9 April 2009 ability Questionnaire (RMDQ-24), Patient’s Global Impressions of Improvement

(PGI-I), Brief Pain Inventory (BPI), safety and tolerability.

Results: Four hundred four patients were enrolled, 267 completed. No significant
differences existed between any dose of duloxetine and placebo on reduction in weekly
mean 24-h average pain at end-point. Duloxetine 60 mg was superior to placebo from




Diagnosis and
Management of
Anxiety Disorders

By Peter Giacobbe, MD, MSc, FRCPC; Alastair Flint, MD, FRCPC, FRANZCP

ABSTRACT

PURPOSE OF REVIEW: This article provides a synopsis of the current
understanding of the pathophysiology of anxiety disorders, the biological
and environmental risk factors that contribute to their development and
maintenance, a review of the Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition (DSM-5) diagnostic criteria, and a practical
approach to the treatment of anxiety disorders in adults.

RECENT FINDINGS: Despite the ubiquity of anxiety, the evidence is that most
individuals with an anxiety disorder are not identified and do not receive
guideline-level care. In part, this may be because of the manifold clinical
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I'ABLE 12-2 Medications With US Food and Drug Administration-Approved Indications
for Anxiety Disorders

Panic Generalized Social Anxiety

Medication Disorder Anxiety Disorder Disorder

Selective serotonin reuptake

inhibitors (SSRIs)
Escitalopram X
Fluvoxamine XR X
Fluoxetine X
Paroxetine X X X
Paroxetine CR X
Sertraline X X

Serotonin norepinephrine
reuptake inhibitors (SNRIs)

Duloxetine X

Venlafaxine XR X X X
Azapirones

Buspirone X

Benzodiazepines
Alprazolam X

Clonazepam X

CR = controlled release; XR = extended release.




TABLE 7-6

Class/Drug

Selective serotonin reuptake
inhibitors (SSRIs)

Fluoxetine, paroxetine,
sertraline, citalopram,
escitalopram, fluvoxamine

Vortioxetine

Vilazodone

Serotonin norephinephrine
reuptake inhibitors (SNRIs)

Venlafaxine,
desvenlafaxine, duloxetine,
levomilnacipran

Antidepressants Used in Major Depressive Disorder

Mechanism of Action

Blocks the 5-HT reuptake transporter

Blocks the 5-HT reuptake transporter and
blocks 5-HT7, 5-HT3, and 5-HT;p receptor;
agonizes 5-HT,, receptor; partial agonist
at 5-HTg

Blocks the 5-HT reuptake transporter and
is a 5-HT receptor partial agonist

Blocks 5-HT and norepinephrine reuptake
transporters

Possible Adverse Effects

Headache, nausea, yawning, sweating, fatigue,
insomnia, anxiety, sexval dysfunction, tremors,
hyponatremia, serotonin syndrome

Headache, nausea, yawning, sweating, fatigue,
insomnia, anxiety, sexual dysfunction, tremors,
hyponatremia, serotonin syndrome

Headache, nausea, yawning, sweating, fatigue,
insomnia, anxiety, sexual dysfunction, tremors,
hyponatremia, serotonin syndrome

Headache, yawning, fatigue, insomnia, anxiety,
decreased libido, tremors, hypertension,
nausea, diarrhea, sweating




Duloxetine

Indicatii:

Tulburare depresiva
majora (AAN — A)
Anxietate generalizata
(AAN —A)

Fibromialgie (AAN —A)
Durere neuropata (AAN
— B, EFNS —-A)



Algoritmul de tratament al durerii neuropatice

Modified from Tanenberg and Donofrio: Chapter 3: Neuropathic Problems of the Lower Extremities in Diabetic Patients
in The Diabetic Foot : Bowker and Pfiefer editors: 2008



