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Figure 1. Algorithm for the pharmacologic management of neuropathic pain

Gabapentinoids «—»  TCAs «—> SNRIs
Y
R Consider adding additional
agents sequentially if
A there is partial but
Cannabinoids inadequate pain relief’
Y
Fourth-line agents* !

SNRI—=serotonin-norepinephrine reuptake nhibitor, |CA—tricydic antidepressant.

*Tourth-line agents include topical lidocaine (second-line for postherpetic neuralgia), methadone, lamotnigine, lacosamide, tapentadol, and botulinum toxin.
'There is limited randomized controlled trial evidence 1o support add-on combination therapy.

Adapted from Moulin et al’

EFNS guidelines on the pharmacological treatment of neuropathic pain: 2010 revisior



Table 2. Selected neuropathic analgesic dosing regimens

AGENT INITIAL DOSE TITRATION DOSE RANGE ADVERSE EFFECTS ADDITIONAL INFORMATION
Anticorvulsants
* Gabapentin 100-300 mg/d Increase by 300-1200 mg Drowsiness, dizziness, Dosage adjustments required in renal
100-300 mgld 3 times/d peripheral edema, visual failure and in elderly patients
cvery wk blurring
* Pregabalin 25-150 mald Increase by 150-300 mg Drowsiness, dizziness, Similar adjustments in renal failure
25-150 ma/d twice daily peripheral edema, visual
every wk blurring
* Carbamazepine 100 mg/d Increase by 200-400 mg Drowsiness, dizziness, Drug of first choice for idiopathic trigeminal
100-200 mgld 3 times/d blurred vision, alaxia, neuralgia; as an enzyme inducer, it might
every wk headache, nausea, rash interfere with activity of other drugs such as
warfarin; monitoring of blood counts and
lver funclion recommended
ICAs
* Amitriptyline, 10-25 mg/d Increase by 10 mg/d  10-100 mg/d Drowsiness, confusion, Amitriptyline more likely to produce
nortriptyline, or cvery wk orthostatic hypotension, drowsiness and anticholinergic side effects;
desipramine dry mouth, constipation, contraindicated in patients with glaucoma,
urinary retention, weight  symptomatic prostatism, and substantial
gain, arrhythmia cardiovascular discase
SNRIs
* Venlafaxine 375 mgld Increase by 150-22% mald Nausea, dizziness, Dosage adjustments required in renal
37.5 mgld every wk drowsiness, hyperhidrosis,  failure
hypertension
* Duloxetine 30 mald Increase by 30 mg/d  60-120 ma/d Sedation, nausea, Contraindicated in patients with glaucoma
every wk constipation, ataxia,

EFNS guidelines on the pharmacological treatment of neuropathic pain: 2010 revisior



Farmaci che agiscono sul canale del Ca

AGENT INITIAL DOSE TITRATION DOSE RANGE ADVERSE EFFECTS ADDITIONAL INFORMATION
Anticonvulsants
* Gabapentin 100-300 mgld  Increase by 300-1200 mg Drowsiness, dizziness, Dosage adpustments required in renal
100-300 ma/d 3 limes/d peripheral edema, visual  failure and in elderly patients
every wk blurring
* Pregabalin 25-150mg/d  Increase by 150-300 mg Drowsiness, dizziness,  Similar adjustments in renal failure
25150 mg/d twice daily peripheral edema, visual
every wk blurring

Farmaci che agiscono sui canali del Na

* Carbamazepine 100 mo/d Increase by 200-400 mg Drowsiness, diziness, Drug of first choice for idiopathic trigeminal
100-200 mg/d 3 times/d blurred vision, alaxia, neuralgia; as an enzyme inducer, it might
every wk headache, nausca, rash interfere with activity of other drugs such as

warfarin; monitoring of blood counts and
fver function recommended
ICAs
* Amilriptyline, 10-25 mo/d Increase by 10 mg/d  10-100 mg/d Drowsiness, confusion, Amitriptyline more likely to produce
nortriptyline, or every wk orthostatic hypolension,  drowsiness and anticholinergic side effects;
desipramine dry mouth, corstipation,  contraindicated in patients with glaucoma,

urinary retention, weight  symptomatic prostatism, and substantial
gain, arthythmia cardiovascular discase
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Farmaci che agiscono sui sistemi
discendenti inibitori

NRls
* Venlafaxine 315 mg/d Increase by 150-225 ma/d Nausea, dizziness, Dosage adjustments required in renal
37.5 mg/d every wk drowsiness, hyperhidrosis,  failure
hypertension
* Duloxetine 30 mo/d Increase by 30 mgfd  60-120 ma/d Sedation, nausea, Contraindicated in patients with glaucoma
every wk corstipation, ataxia,

* Clonazepam : iperpolarizzante ( GABA) dosaggio basso 1-1,5
mg/di



Controlled-release
opioids*
* Morphine

* Tapentadol
(controlled
release)

* lidocaine

* THC or
nabiximols

* Nabilone

15 mg every 12h

10 mg every 12 h
12 pg/h (patch)
Imgevery 12h

50 mold

50 mg every 12 h

1-2 sprays every
4 h, maximum

4 sprays on day 1

0.25-05 mg at
night lowing to
side effects of
drowsiness and
fatique)

NA
NA
NA

Increase by 50 m/d
every wk

Increase by 50 mg/
dose every wk

NA

NA

Increase by
0.5 mgld every wk

NA
NA
NA

50-100 mg

4 times{d or
100-400 mag/d
(controlled refease)
Maximum dose
SO0 mgin24 h

5% patches or gel
applied to painful
areas for 12 hin
a 24-h period

2 sprays 4 times/d

3 mq twice daily

Nausca, vomiting,
sedation, diziness,
urinary relention,
constipation

Ataxia, sedation,
corslipation, seizures,
orthostatic hypertension

Nausea, constipation,
somnolence, dizziness,
vomiting, fatigue

NA

Dizziness, fatigue, nausca,

euphoria

Dizziness, drowsiness,
dry mouth

Constipation requires concurrent bowel
regimen; monitor for overdose,
effectiveness, tolerance, dependence, and
appropriateness

Might lower seizure threshold; use with
caulion in palients with epilepsy

Contraindicated in patients with creatinine
dearance <0.5 mL/s/m” and Child-Pugh
class C. Caution in those at risk of seizure
Most useful for postherpetic neuralgia; has
virtually no systemic side effects; hdocaine
patches not available in Canada

Approved in Canada for neuropathic pain
associated with multiple sclerosis; causes
positive urine drug Ltest resulls for
cannabinoids; monitor application site
(oral mucosa)

Approved in Canada for nausea and
vomiting associated with chemotherapy.
Does not cause positive test results for
cannabinoids on routine urine drug testing
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Effetti collaterali

Nausea e Vomito
Stipsi

Prurito

Ritenzione Urinaria
Sonnolenza
Confusione
Allucinazione

Secchezza delle Fauci
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Miglior Compliance

Titolazione molto lenta per evitare effetti
collaterali

Valutare i rischi di abuso di dipendenza
psicologica

Monitoraggio
Evitare associazioni

Evitare alti dosaggi se non strettamente
necessario



PARACETAMOLO

Alle dosi terapeutiche consigliate e di solito ben tollerato e non si
verificano danni gastrointestinali.

Tabella 4. Dosi massime indicative di parace-
tamolo in relazione al peso corporeo

Et3 Peso  Dose unit. Dose/die LC( dOSe TerapeUTiCG é
(kg  (mg)  (mg) : -

0-3 mesi 2-54 40 200 di 325-1000 mg ogni

4-11mesi  55-79 80 400 4_6 ore

12-23mesi  8-109 120 600 L. N

2-3anni 11-159 160 800 Non somministrare piu

4-5 anni 16-21,9 240 1.200
6-8 anni 22-26,9 320 1.600
9-10anni  27-31,9 400 2.000
11 anni 32-439 480 2.400

di 4 g al giorno

Il piu grave effetto tossico e la epatotossicita, dose dipendente,
potenzialmente fatale.



Dolore neuropatico periferico

e Cerotto di LIDOCAINA
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Dolore neuropatico periferico

* Cerotto di capsaicina: solo uso ospedaliero
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Qutenzo ol
(capsaicin) 8% patch
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CANNABIS

Attualmente ...

La Cannabis puo essere concessa a carico del SSN se prescritta da medici
operanti in Centri Ospedalieri individuati dalla Regione, erogata presso le
farmacie ospedaliere delle ASL/AOU, utilizzabile secondo queste due
modalita:

a) medicinale Sativex (AIFA 387/2013), indicato nel trattamento della
spasticita da sclerosi multipla in pazienti che non abbiano avuto risposta
adeguata ad altr1 medicinali. ,
b) preparazioni galeniche magistrali a base di Cannabis, ora possibile in
base a1 chiarimenti pubblicati sul sito del Ministero della Salute in data 5
dicembre 2013, avent1 ad oggetto“Prescrizioni di preparazioni magistrali
contenenti Cannabis o delta 9 THC” .



Cannabis - preparazioni galeniche
Indicazioni cliniche

a)spasticita secondaria a sclerosi multipla e altri gravi malattie

b)dolore oncologico refrattario a morfina, utilizzabile in
associazione ad altri analgesici

c)dolore cronico di origine neurologica resistente ai farmaci
specifici e agli oppioidi

d)sindrome di Gilles de la Tourette.

L’uso della Cannabis in medicinale galenico avviene mediante
preparazione di tisana o di vaporizzazione.

Non deve essere fumata.
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Dolore neuropatico
* »Spasti_ci_ta‘t '

Glaucoma
Fibromialgia
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Asma bronchiale
LES

MICI

Emicrania — Cefalea
Anoressia

Epilessia
Alzheimer

Nausea € vomito da



&V Caregai

TRITURAZIONE CANNABIS
FLOS 19% INFLORESCENZE

RIPARTIZIONE NEL DOSAGGIO
RICHIESTO



bronchodilation

- antiemetic
bronchial effect

asthma

®
prevention of
nausea/vomiting
caused by
anticancer
drugs

appetite
stimulation

® T therapeuticuse —
palliative care for
anorexia caused by
opioids, antiviral drugs,
AlDS-related illnesses or
terminal cancer

~ decreased intraocular
pressure

decreased
spasticity/ataxia/
muscle weakness

@
glaucoma

analgesia

multiple sclerosis,
cerebral palsy,
spinal cord
injuries
o

cancer pain,

post-operative pain,

phantom limb pain




Effetti avversi

Muscolo-scheletrici
Respiratori
Renali

Allucinazioni
Euforia

_ _ Confusione
Tachicardia Disorientamento

Nausea
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1.

Corretta titolazione iniziale della dose:

Gradualita ¢ Start low and go slow

Cominciare le assunzioni alla sera o al
momento di coricarsi.

Modulare gli intervalli tra le somministrazioni.

Effetti collaterali? Sospendere il trattamento fino
a risoluzione.




INTERVENTO FISIOLOGICO MODULANTE DELLA PEA

Glia and Mast Cells as Targets for Palmitoylethanolamide,
an Anti-inflammatory and Neuroprotective Lipid Mediator

Stephen D, Skaper « Laura Facci « Pietro Giusti MOI NQ"I'ObI0.0- 2013 on

PEA um

g | PALMITOILETANOLAMIDE . A€ PALMITICO + ETANOLAMINA,
l' 5

FOSFOLIPIDE
FOSFATIDILETANOLAMINA,
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FOLLOW-UP UROLOGICO a 3 mesi

* Netta riduzione del dolore (VAS 3/10)

« Scomparsa della disuria

» Attenuazione della dispareunia

* Riduzione della pollachiuria: FD 10, FN 2

« Aumento della capacita funzionale: CF 150 cc
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