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ACTIVATION OF TRPA1 ON DYRAL AFFERENTS: A POTENTIAL
MECHANISM OF HEADAC AIN

- “=rarry N. Le?, Jin Yan?, Xiaomei Wei?, Romina Nassini®, Serena
Materazzib Delia Pretic Giovanni Appendino®, Pierangelo Geppetti®, David W. Dodick®,
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Feverfew for preventing migraine (Review)
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Feverfew for prewenting migraine.
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An observational study of fixed-dose @
Tanacetum parthenium nutraceutical o
preparation for prophylaxis of pediatric
headache

Filomena Moscano', Michela Guducd®, Lucia Maltoni', Pasquale Strdano’, Maria Giuseppina Ledda’
Francesco Zoreddy®, Umberto Raucci”, Maria Pia Villa® and Pasquale Parisi®
Abstract
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Il piu noto costituente del caffé e del t&, ma é presente anche nel
cacao e in molte altre piante e semi, € un alcaloide purinico

La dose standard in una normale tazza di caffé varia tra 50 e 100
mg

Dopo I'ingestione orale, la caffeina € rapidamente completamente
assorbita (99%), con un picco di concentrazione plasmatica che
viene raggiunto in circa un ora

Diffonde facilmente attraverso tutte le membrane biologiche, inclusa §
la barriera ematoencefalica e si distribuisce in tutti i fluidi biologici  §

La caffeina viene metabolizzata dal sistema dei citocromi P450, ed
in particolare dall'isoenzima CYP1A2 responsabile per il 90% della
clearance caffeina, and nell’adulto ha una tipica emivita di 5 ore

F.Firenzuoli, Firenze



MECCANISMO D’AZIONE

xLa caffeina e un antagonista di tutti e quattro i sottotipi recettoriali ': __
per adenosina (A1, A2A, A2B, and A3), sebbene con affinita
differenti.

»La caffeina mostra quindi una discreta selettivita per il recettore
A2A per I'adenosina, e studi su topi geneticamente privi di questo
sottotipo recettoriale lo hanno identificato come responsabile dello
stato di veglia della caffeina. Polimorfismi genici sembrano giocare
un ruolo primario nelle differenze individuali di risposta alla
caffeina

»Agisce sul tono vasale inibendo i recettori adenosinici

caffeina adenosina
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CEFALEE

*| recettori adenosinici sono implicati nella fisiopatologia
delle cefalee, ed in particolare dell’emicrania.

»*Uno studio a doppio-cieco controllato vs placebo e con
un disegno crossover disegnato per valutare se la caffeina
(60- 130mg) avesse di per se un effetto analgesico nelle
cefalee non-emicraniche riportava effetti simili al
paracetamolo (Ward et al., 1991).

»La caffeina, e la combinazione di analgesici con la
caffeina puo essere usata nella cefalea di tipo tensivo,
con I’accortezza, per, che un uso troppo frequente
potrebbe esporre al rischio di sviluppare la cefalee da
uso eccessivo di analgesici.

*L’ipotesi che I'azione analgesica della caffeina potesse
essere dovuta ad una azione inibitoria sulla sintesi della
prostaglandine, non e stata confermata.




Farmaci contenenti caffeina

Caffeina Paracetamolo ASA Propipfenazone Butalbital
(mg) (mg) (mg) (mg) (mg)
Peyona 10/mL / / / /
Optalidon 25 / / 125 50
Antireumina 25 175 275 / /
Neonisidina 25 200 250 / /
Neonevral 25 200 250 / /
Neo-Optalidon 25 200 / 125 /
Saridon 25 250 / 150 /
Exedrinil 65 250 250 / /
Tachicaf 130 1000 / / /

F.Firenzuoli, Firenze
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Tabella 1 - Farmaci utilizzabili per il controlio del dolore.

=

Classe Tipologia di farmaco
Analgesici non oppiodi FANS, paracetamolo
Oppioidi deboli Codeina, tramadolo, buprenorfina
e , Morfina, ossicodone, idromorfone,
Oppiodi forti .
metadone, fentanil ecc.
; - Antidepressivi, anticonvulsivanti,
N Adiuvanti AN : . : -
A D : cortisonici, benzodiazepine, fitoterapici
mﬂv\s‘\}\{ﬁ;g‘;ﬂ;\ ol 3 i
‘\‘d\ ‘ Cannabis Medicinale galenico
e -
Tabella 2 - Strategia terapeutica a gradini.
Dolore lieve Dolore moderato Dolore intenso
Oppiodi forti
Oppioidi deboli + Cannabis
FANS/Paracetamolo + FANS/Paracetamolo + FANS/Paracetamolo
+ adiuvanti + adiuvanti + adiuvanti
+ agopuntura + agopuntura + agopuntura

F. Firenzuoli - www.cerfit.org




Azienda -

e COrfItY @l
¥ ,‘; "‘. DEGLI STUDI

Universitaria | S A J
: SH7 | FIRENZE

Careggl S

,\uuw‘/

RESEARCH ARTICLE Open Access

Patterns of medicinal cannabis use, strain &~
analysis, and substitution effect among

patients with migraine, headache, arthritis,

and chronic pain in a medicinal cannabis

cohort

Eric P. Baron', Philippe Lucas™, Joshua Eades’ and Olivia Hogue’

Abstract

Background Viedicinal cannabis 'ec, stries typically report pain as the most common reason for use. it would be
clinically useful to identify patterns of cannabis treatment in migrzine and headache, as compared to arthyritis and
chronic pain, and to analyze preferred cannabis strains, biochemical profiles, and prescription medication
substitutions with cannabis.

o
O
ne

Methods: Via electronic survey in medicinal cannabis patients with headache, arthritis, and chronic pzin
demographics and pattemns of cannabis use including methods, frequency, quantity, preferred strains, cannabinoid
and terpene profiles, and prescription substitutions were recorded. Cannabis use for migraine among head ac*=
patients was assessed via the 1D Migraine™ questionnaire, a validated screen used to pradict the probzbility o
migraine.

8

Results: Of 2032 patients, 21 illnesses were treated with cannabis. Pain syndromes accounted for 42.4% (n =851)

overall; chronic pain 29.4% (n = 598), arthritis 9.3% (n = 188), and headache 3.7% (n = 75)). Across all 21 ilinesses,
headache was a symptom treated with cannabis in 24.9% (n = 505). These patients were given the 1D Migraine™
questionnaire, with €8% (n = 343) giving 3 “Yes" responses, -O.v' (n = 102) giving 2 “Yes” responses (97% and S3%
probability of migraine, respectively). Therefore, 88% (n = 445) of headache patients were treating probable

migraine with cannabis. Hybrid strains were most preferred across all pain subtypes, with “OG Shark” the most
preferred strain in the ID Migraine™ and headache groups. Many pain patients substituted prescription medications

s sUD!

with cannabis (41.2-55.5%), most commonly opiates/opioids (405-72.8%). Prescription substitution in headach
patients included opiates/opioids (43.4%), anti-depressant/anti-anxiety (35%), NSAIDs (21%), triptans {8.1%), anti-
convulsants (7.79), muscle refaxers (79%), ergots (0.4%).

{Continued on next page

S




B-cariofillene

» Derivato terpenico, aromatico

» Presente in piccole quantita
anche in Melissa, Perilla,
Luppolo e Cannabis

» Attivo In particolare come
antiinflammatorio ed analgesico

» Riduce in maniera significativa
I'iperalgesia e la produzione di
citochine proinflammatorie

» Sl lega al recettori CB2 per
| cannabinoidi, senza effetti
psicoattivi

F. Firenzuoli - www.cerfit.org
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TRPA1 mediates the antinociceptive properties of the
constituent of Crocus sativus L., safranal
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| Francesco De Logu’

Abstract

Safranal, contained in Crocus sativus L. exerts anti-inflammatory and analgesic
effects. However, the underlying mechanisms for such effects are poorly under-
stood. We explored whether safranal targets the transient receptor potential ankyrin
1 (TRPA1) channel, which in nociceptors mediates pain signals. Safranal by binding
to specific cysteinefysine residues, stimulates TRPA1, but not the TRP vanilloid 1
and 4 channeis (TRPV1 and TRPV4), evoking calcium responses and currents in
human cells and rat and mouse dorsal root ganglion (DRG) neurons. Genetic deletion
or pharmacological blockade of TRPA1 attenuated safranal-evoked release of calci-
tonin gene-refated peptide (CGRP) from rat and mouse dorsal spinal cord, and acute
nociception in mice. Safranal contracted rat urinary bladder isolated strips in a
TRPA1-dependent manner, behaving as a partial agonist. After exposure to safranal
the ability of allyl isothiocyanate (TRPA1 agonist), but not that of capsaicin (TRPV1
agonist) or GSK1016790A (TRPV4 agonist), to evoke currents in DRG neurons, con-
traction of urinary bladder strips and CGRP release from spinal cord slices in rats,
and acute nociception in mice underwent desensitization. As previously shown for
other herbal extracts, including petasites or parthenolide, safranal might exert
analgesic properties by partial agonism and selective desensitization of the TRPA1
channel.

KEYWORDS

caicitonin gene-related peptide, neurogenic infliammation, pain, safranai, transient receptor
potential ankyrin 1

© 2018 The Authors. Journal of Cellular and Molecular Medicine published by John Wiley & Sons Ltd and Foundation for Cellular and Molecular Medicine.

1976 | wileyonlinelibrary.com/journal/jcmm

J Cell Mol Med. 2019;23:1976-1986.
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Review

Effects of lavender on anxiety: A systematic review and meta-analysis )

Check for
updates
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January 2017, Volume: 9, Issue: 1, Pages: 3685-3689, DOL: http://dx.doi.org/10.19082/3685
Systematic Review of Premenstrual, Postmenstrual and Infertility Disorders of Vitex Agnus Castus
Mahmoud Rafieian-Kopaei', Mino Movahedi®

! Ph.D. in Pharmacology, Full Professor, Medical Plants Research Center, Shahrekord University of Medical
Sciences, Shahrekord, Iran

2 M.D., Gynecologist, Assistant Professor, Faculty of Medicine, Isfahan University of Medical Sciences, Isfahan,
Iran

Type of article: Systematic review

Abstract

Introduction: Vitex agnus-castus, also called vitex is aboriginal to the Mediterranean region, with long leaves,
tender stem, flowers and ripening seeds. The aim of this study was to overview premenstrual, postmenstrual and
infertility disorder of Vitex agnus-castus.

Methods: This review article was carried out by searching studies in PubMed, Medline, Web of Science, and
IranMedex databases. The initial search strategy identified about 87 references. In this study, 43 studies were
accepted for further screening, and met all our inclusion criteria (in English, full text, therapeutic effects of Vitex
agnus-castus and dated mainly from the year 2009 to 2016).

The search terms were Vitex agnus-castus, premenstrual, postmenstrual, infertility disorder properties and
pharmacological effects.

Result: Vitex agnus-castus was shown to contribute to the treatment of premenstrual syndrome (PMS).
Moreover, the result of the present study showed that this valuable plant is helpful in alleviation of pain resulting
from postmenstrual disease. Furthermore, it was found that Vitex agnus-castus is beneficial in infertility disorder.
Conclusion: Vitex agnus-castus (AC) is a phytopharmaceutical compound and is shown to be widely used to
treat PMS and PMDD. In addition, it was shown to be beneficial in post-menstrual cases and it can also
contribute to treatment of infertility cases in both men and women. Dopaminergic compounds available in this
plant help to treat premenstrual mastodynia as well as other symptoms of the premenstrual syndrome.

Keywords: Vitex agnus-castusis, Phytochemicals, Therapeutic effects, Pharmacognosy, Alternative medicine




Curcuma longa

Chemical Formula: C21Hp9O0g Curcumin  Molecular Weight: 368.4
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Curcumin: A Potent Protectant against Esophageal
and Gastric Disorders
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// (7‘ World Journal of
Gastroenterology
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ROLE OF CURCUMIN IN PROTECTION OF GASTRIC MUCOSA AGAINST

STRESS-INDUCED GASTRIC MUCOSAL DAMAGE. INVOLVEMENT REVIEW
OF HYPOACIDITY, VASOACTIVE MEDIATORS AND SENSORY NEUROPEPTIDES
Curcumin as a potential therapeutic candidate for
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— Inibizione delle ciclo-ossigenasi
(dose dipendente)

— Protegge la mucosa gastrica dai
danni da etanolo e FANS

— Aumenta la peristalsi intestinale
(effetto procinetico, non
lassativo)

— Effetto antiemetico per inibizione
recettor1 per la dopamina
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Frequency and torment caused by migraines direct patients toward a variety of remedies. Few studies to date
have proposed ginger derivates for migraine relief. This study aims to evaluate the efficacy of ginger in the
ablation of common migraine attack in comparison to sumatriptan therapy. In this double-blinded randomized
clinical trial, 100 patients who had acute migraine without aura were randomly allocated to receive either ginger
powder or sumatriptan. Time of headache onset, its severity, time interval from headache beginning to taking
drug and patient self-estimation about response for five subsequent migraine attacks were recorded by patients.
Patients’ satisfaction from treatment efficacy and their willingness to continue it was also evaluated after 1 month
following intervention. Two hours after using either drug, mean headaches severity decreased significantly.
Efficacy of ginger powder and sumatriptan was similar. Clinical adverse effects of ginger powder were less than
sumatriptan. Patients’ satisfaction and willingness to continue did not differ. The effectiveness of ginger powder
in the treatment of common migraine attacks is statistically comparable to sumatriptan. Ginger also poses a
better side effect profie than sumatriptan. Copyright © 2013 John Wiley & Sons, Ltd.

Keywords: common migraine; ginger; sumatriptan.




PHYTOTHERAPY RESEARCH

Phytother. Res. 28: 412-415 (2014)

Published online 9 May 2013 in Wiley Online Library
(wileyonlinelibrary.com) DOIL: 10.1002/ptr.4996

Comparison Between the Efficacy of Ginger and

Sumatriptan in the Ablative Treatment of the
< g

414 M. MAGHBOOLI ET AL.

Table 1. Frequency of mean headache severity before each drug use and 2 h after its intake

Headache severity

Drug Free Mild® Moderate® Severe® Sum
Sumatriptan Before 0 22 (11) 56 (28) 22 (11) 100 (50)
After 44 (22)° 48 (24) 8 (4) 0 100 (50)
Ginger powder Before 0 32 (16) 48 (24) 20 (10) 100 (50)
After 44 (22) 56 (28) 0 0 100 (50)
Sum Before 0 27 (27) 52 (52) 21 (27) 100 (100)
After 44 (44) 52 (b2) 4 (4) 0 100 (100)

“Digits outside and inside the brackets indicate percent and number of patients.
®Headache severity as 1<VAS<4,

“Headache severity as b<VAS<7.

YHeadache severity as 8 <VAS.

P=0.116.

in the treatment of common migraine attacks is mﬁsdcally comparable to smmtriphn. Cingér also poses a
better side effect profie than sumatriptan. Copyright © 2013 John Wiley & Sons, Ltd.
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CAMOMILLA

Pianta e/o sostanza vegetale

Matricaria Chamomilla L.

(Sin.. Matricaria recutita L., Chamomilla recutita L.)
Famiglia Asteraceae (Compositae)

Descrizione

La pianta, chiamata anche Camomilla comune, &
tradizionalmente usata a livello popolare, non solo
in Europa, sia come bevanda ricreativa e salutisti-
ca, Sia a scopo medicinale, per le sue proprieta
rilassanti, antinfiammatorie e antispastiche sulla
muscolatura liscia. E indicata in particolare nei di-
sturbi e patologie di tipo infiammatorio della cute e
del tubo digerente.

Recenti ricerche cliniche sembrano confermare un debole quanto interessante effetto ansiolitico € antidepressivo.

Droga vegetale
Capolini (chiamati impropriamente fiori), presenti in Farmacopea Europea.

Costituenti chimici pid importanti
Flavonoidi (apigenina, luteolina), cumarine (umbelliferone), polisaccaridi e un olio essenziale (contenente tra l'altro
a-bisabololo, farnesene e matricina che si converte poi in camazulene durante la distillazione).

Indicazioni e modalita di uso

Tisana ottenuta mediante infusione o decozione al 2-3 % di sommita fiorite pud essere assunta alla dose di una-tre
tazze al giorno. Indicata in particolare per i disturbi infiammatori del tubo digerente.

La tintura idroalcolica consente una estrazione parziale di flavonoidi e di olio essenziale e presenta una buona attivita
antinfammatoria. Posologia media 20-40 gocce tre volte al giorno, dovrebbe tuttavia essere evitata in presenza di eso-
fagite o gastrite per la presenza di alcool (50%). Eventualmente sostituibile con Estratto fluido.

LEstratto secco, ricco in flavonoidi e polifenoli & privo di solvente, pud essere utilizzato in forma di capsule o sciroppi,
creme/unguenti, unito o meno a olio essenziale. Posologia media 100-400 mg, due-tre volte al giorno.

La Camomilla in varie forme estrattive & presente anche in prodotti alimentari ed erboristici, cosmetici, integratori
e medicinali. Utilizzabile anche per sciacqui del cavo orale e impacchi cutanei contro arrossamenti e infiammazioni
dermatologiche, cosi come per fomenti e clisteri.




Altea

Pianta e/o sostanza vegetale
Althaea officinalis L.
Famiglia: Malvaceae

Descrizione

L'Altea, considerata la cugina maggiore della Mal-
va, in realta @ meno conosciuta perche pit difficile
a reperirla come pianta spontanea, e puo essere ad-
dirittura confusa, impropriamente, con il Malvone.
Nella medicina popolare europea viene utilizzata
prevalentemente come emolliente, lenitivo, per uso
interno ed esterno, sfruttandone le proprieta anti-
tussive e antinfiammatorie per lo stomaco.

Droga vegetale
Radici, fiori e foglie.

Costituenti chimici pit importanti
Tutte le parti della pianta contengono polifenoli @ mucillagni, ma la droga pit ricca & senz'altro rappresentata dalle radici:
mucillagini (fino al 10% nelle radici). Presenti anche steroli, tracce di olio essenziale e antociani (nei fiori). | polisaccaridi
che costituiscono le mucillagini dell'Aftea (arabino-galattani e ramno-galatturonani) esplicano azione antinfiammatoria
per uso topico su cute e mucose, rigonfiandosi con acqua e proteggendo come un film le mucose. Interessanti | lavori
sperimentali che confermano l'attivita sedativa della tosse dei ramno-galatturonani e immunostimolante.

Fabio Firenzuoli



