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LIENS D’INTERETS

e Missions de conseil scientifique ou travaux de recherche clinique, avec compensation financieres personnelles ou
pour le DETD du CHU de Nice ou le FHU InovPain de I’'Université Cote d’Azur, avec les compagnies industrielles de
santé suivantes : Abbvie/Allergan, Amgen, Astellas, ATl, BMS, Biogen, Boehringer, Boston Scientific, CoLucid,
Convergence, Glaxo-SmithKline, Grunenthal, Eli Lilly, IPSEN, Medtronic, Menari, MSD, Novartis, Pfizer,
ReckittBenckiser, Saint-Jude, Salvia BioElectronics, Sanofi-Aventis, Teva, UCB, Zambon.

e Financements institutionnels de recherche clinique par : DGOS (PHRC), ANSM, SFETD, Fondation APICIL,
Migraine Foundation

e Participation au sous-groupe migraine du groupe de travail sur la classification ICHD-3 et au groupe de travail
sur les recommandations de I'accés au marché de |'International Headache Society ; au groupe de travail sur les
recommandations de la prise en charge de la migraine, de la prise en charge de l'algie vasculaire de la face, de
la prise en charge de la névralgie faciale de la Société Francaise des Migraines et Céphalées ; au groupe de
travail sur les recommandations de prise en charge de la Société Francaise d’Etude et Traitement de la Douleur.

* liens surlignés : liens potentiellement en relation avec le théme de la présentation



DOULEUR NEUROPATHIQUE ET DIABETE

 Etude transversale frangaise
» 766 patients diabétiques consécutifs (38.7% type 1/ 71.3% type 2)
e 57.2+14.9ans

* recrutement par diabétologues (libéraux et hospitaliers)

e Résultats clefs sur la douleur neuropathique du diabete
e prevalence (DN4+):20.3% [95% Cl 17.4-23.1]
* 80.1% secondaire a une polyneuropathie distale symétrique
* predictive d’une pauvre qualité de vie, de troubles du sommeil, d’anxiété et de depression

* traitement adapté chez seulement 38.6% des patients

Bouhassira et al PlosOne 2013



DOULEURS NEUROPATHIQUES ET DIABETE
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Callaghan et al Lancet Neurol 2012



DOULEUR NEUROPATHIQUE - TRAITEMENT

Peripheral neuropathic pain
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Postamputation pain Trigeminal neuralgia  Painful radiculopathy

stump and phantom pain)

Postherpetic neuralgia
Spinal cord injury
neuropathic pain

Painful polyneuropathy

Peripheral nerve injury pain

Central neuropathic pain

Central post-stroke pain

(at- and below level pain)
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Central pain in
multiple sclerosis

CONCEPTION TRANS-ETIOLOGIQUE

Finnerup et al Physiol Rev 2021



DOULEUR NEUROPATHIQUE - TRAITEMENT
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DOULEUR NEUROPATHIQUE - TRAITEMENT

REVUE NEUROLOGIQUE 176 (2020) 325-352
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neurologique
Available online at Elsevier Masson France
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www.sciencedirect.com www.em-consulte.com

Practice guidelines

Pharmacological and non-pharmacological .
treatments for neuropathic pain: Systematic review
and French recommendations a inrmatrs

X. Moisset **", D. Bouhassira %, J. Avez Couturier®, H. Alchaar’,

S. Conradi?, M.H. Delmotte”, M. Lanteri-Minet®', ].P. Lefaucheur’%,
G. Mick', V. Piano™, G. Pickering®", E. Piquet’, C. Regis °, E. Salvat?,
N. Attal %




DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD
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Moisset et al Rev Neurol 2020



DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD
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DN périphérique focale

autre DN périphérique ou centrale

v

v

Moisset et al Rev Neurol 2020



DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD

1¢' ligne

DN

DN périphérique focale

autre DN périphérique ou centrale

v

emplatres Lidocaine
(1-3, 12h/j)
TENS (= 30 minutes/)

v

Moisset et al Rev Neurol 2020



DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD

1¢' ligne

DN
I |
DN périphérique focale autre DN peériphérique ou centrale
‘ v
~ . : SNRIs (Duloxetine (60-120mg/j) ou
el s LIUEeEt e or Venlafaxine (150-225mg/d)

TENS (= 30 minutes/)

Gabapentine (1200-3600mg/j)
Tricycliques (10-150mg/dj

Moisset et al Rev Neurol 2020
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DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD

DN
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DN périphérique focale autre DN peériphérique ou centrale
‘ 4
emplatres Lidocaine SNRIs (Duloxetine (60-120mg/j) ou
(1-3, 12hf) or : Vgnlafax_lne (150-225mg/j) |
TENS (2 30 minutes/) Ga _aper_ltlne (1200-3600mg/1)
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(1-4 patchs/ 3 mois)
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(50-300 unités/ 3 mois)

Moisset et al Rev Neurol 2020



DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD

DN

DN périphérique focale autre DN peériphérique ou centrale

v

emplatres Lidocaine
(1-3, 12h/j)
TENS (2 30 minutes/))

or : Venlafaxine (150-225mg/j)

patch Capsaicine 8%
(1-4 patchs/ 3 mois)
Toxine botulinique A

: Tramadol (100-400mg/j)
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SNRIs (Duloxetine (60-120mg/j) ou

Gabapentine (1200-3600mg/j)
Tricycliques (10-150mg/dj

Pregabaline (150-600mg/))

Associations
(antidepresseur + a2 ligand)

Moisset et al Rev Neurol 2020



DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD
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DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD
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Moisset et al Rev Neurol 2020
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DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD
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Moisset et al Rev Neurol 2020 / Vue personnelle



DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD
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douloureuses

v

emplatres Lidocaine

1°" ligne (1-3, 12hij) ——

TENS (2 30 minutes/))

v
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DOULEUR NEUROPATHIQUE — TRAITEMENT/ALGORITME SFETD
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post-effet ?

Moisset et al Rev Neurol 2020 / Vue personnelle



Age (years)

Gender

Previous DPNP medication
Duration of neuropathy
(years)

BPI average pain

Duration of diabetes (years)
HbAlc (%)

Mood symptoms

Cardiac disorder

Concomitant lipid lowering
drugs

Concomitant antihypertensive

drugs

Concomitant calcium
antagonists

<65
>65

Male
Female

Yes
No
<2
>2
<6
>6

<11

>11
<8
>8
Present
Absent

Present
Absent

Yes
No

Yes
No

Yes
No

245 (61.1)
156 (38.9)

219 (54.6)
182 (45.4)

138 (34.4)
263 (65.6)

182 (45.4)
219 (54.6)

176 (43.9)
225 (56.1)

207 (51.6)
194 (48.4)

230 (57.4)
171 (42.6)

97 (24.2)
300 (74.8)

78 (19.5)
323 (80.6)

209 (52.1)
192 (47.9)

291 (72.6)
110 (27.4)

90 (22.4)
311 (77.6)

-2.17 (0.13)
-2.23(0.17)

-2.15 (0.14)
-2.24 (0.16)

-2.05 (0.18)
-2.27(0.13)

-2.32(0.15)
-2.09 (0.14)

-2.11 (0.20)
-2.25 (0.16)

-2.17 (0.14)
-2.21(0.15)

-2.17 (0.14)
-2.22(0.16)

-1.74 (0.21)
-2.33(0.12)

-2.28 (0.23)
-2.17 (0.12)

-2.19 (0.14)
-2.20 (0.16)

-2.21(0.12)
-2.12 (0.20)

-2.34(0.22)
-2.15(0.12)

Pregabalin (N — 403)

246 (61.0)
157 (39.0)

229 (56.8)
174 (43.2)

136 (33.8)
267 (66.3)

193 (47.9)
210 (52.1)

169 (41.9)
232 (57.6)

213 (52.9)
190 (47.2)

244 (60.6)
157 (39.0)

90 (22.3)
310 (76.9)

87 (21.6)
316 (78.4)

218 (54.1)
185 (45.9)

282 (70.0)
121 (30.0)

102 (25.3)
301 (74.7)

-1.44 (0.13)
-1.77 (0.17)

-1.57 (0.14)
-1.57 (0.16)

-1.64 (0.18)
-1.53 (0.13)

-1.46 (0.15)
-1.66 (0.15)

-1.52 (0.20)
-1.60 (0.16)

-1.42 (0.14)
-1.74 (0.15)

-1.56 (0.13)
-1.57 (0.17)

-1.71 (0.22)
-1.52 (0.12)

-1.77 (0.23)
-1.52 (0.12)

-1.56 (0.14)
-1.58 (0.16)

-1.61 (0.13)
-1.49 (0.19)

-1.63 (0.21)
-1.55 (0.12)

0.201

0.764

0.747

0.916

0.659

0.237

0.832

0.273

0.338

0.918

0.544

0.426

BPI, Brief Pain Inventory; DPNP, diabetic peripheral neuropathic pain; HbAlc, haemoglobin Alc; LS, least squares; N, total number
of patients; n, number of patients with characteristics; SE, standard error.

0.361

0.757

0.267

0.138

0.836

0.336

0.886

0.024

0.698

0.955

0.942

0.762

ANTIDEPRESSSEURS - 0.28 LIGANDS / DND / FACTEURS PREDICTIFS ?

Subgroup LS mean (SE) LS mean (SE) | Subgroup m

COMBO-DN
STUDY

Marteletti et al EJP 2016



ANTIDEPRESSSEURS - 028 LIGANDS / DND
MONOTHERAPIE FORTE POSOLOGIE OU ASSOCIATION ?

DULOXETINE 60 mg/j in .] PREGABALINE 300 mg/j
s/ -

ABSENCE DE REPONSE CLINIQUE (< 30%)

ASSOCIATION
S S = S S S S S

MONOTHERAPIE FORTE POSOLOGIE

7 COMBO-DN
STUDY

Tesfaye et al Pain2013



ANTIDEPRESSSEURS - 028 LIGANDS / DND
MONOTHERAPIE FORTE POSOLOGIE OU ASSOCIATION ?

¢

BPI Average Pain
BPIPain at its worst
BPI Pain at its least
BPI Painright now
BPI Total Interference Score *
BPIGeneral Activity
BPIMood
BPI Walking Ability
BPI Normal Work
BPI Relations with other people
BPISleep
BPl Enjoyment of life

L J

L

L 4

¢ 4

L

¢

L 2

L

i
e

*

HADS Anxiety Subscale®
HADS Depression Subscale —

L

CGl-1Score
PGI-1Score

*

0,8 -06 04 -0,2 0,0 0,2 04 0,6

< in favor of combination therapy || in favor of high-dose monotherap\>
COMBO-DN
STUDY

Tesfaye et al Pain2013



ANTIDEPRESSSEURS - 028 LIGANDS / DND
MONOTHERAPIE FORTE POSOLOGIE OU ASSOCIATION ?

TEAE Number (%) of patients

Combination High-dose monotherapy

Grmoup 2 Group 3 Total Group 1 Group 4 Total

(60mg DLX +300mg PGB) (300 mgPGB+60mg DLX) (N=169) (60mg DLX+ 60 mg DLX) (300 mg PGB +300mg PGB) (N=170)

(N=75) (N=194) (N=73) (N=197)
Patients with TEAE 21 (28.0) 41(43.6) 62 (36.7) 20(27.4) 37(38.1) 57(33.5)
Dizziness 2(2.7) 2(2.1) 4(2.4) 4(5.5) 2(2.1) 6(35)
MNausea 1(1.3) 4(43) 5(3.0) 2(27) 1(1.0) 3(1.8)
Pain in extremity 3 (4.0) 2(21) 5(3.0) 3(41) 0 3(1.8)
Somnolence 0 2(2.1) 2(1.2) 1(1.4) 5(52) 6(35)
Vomiting 0 4(43) 4(2.4) 0 1(1.0) 1 (06)
Diarrhea 0 1(1.1) 1(0.6) 0 3(3.0) 3(1.8)
Headache 0 1(1.1) 1(0.6) 3(41) 0 3(1.8)
Hypoglycemia 0 1(1.1) 1(0.6) 0 3(3.0) 3(1.8)
Weight increased 1(1.3) 0 1(0.6) 0 3(3.3) 3(1.8)

TEAE, treatment-emergent adverse event; DLX, duloxetine; PGB, pregabalin; N, total number of patients.

COMBO-DN
STUDY

Tesfaye et al Pain2013



STRATEGIE THERAPEUTIQUE / DND
MONOTHERAPIE (AMITRIPTYLINE/DULOXETINE/ PREGABALINE) - ASSOCIATION

252 participants screened

30 excluded before consent
tharew
1Sincligible

82 exchuded
40 withd
42inelig

10 excluded
[ 6 withdrew consent
ineligible

v

B I v

'

23assigned to A-P—D-P

1withdrew consent
1 adverse even
1naeffect
er seere disease
19 received D-P

2 withdrew

o event
wore disease

Lwithdrew

1other cause

22assignedto A-P—P-A

22 received A-P
7 withdrew

3withd

1adverso e

1noeffect
2 ather severe disease
15 received P-A
4 withdrew
2 withdrew consent
2 other sovore disease
11 roceived D-P
O withdrew

19 assigned to D-P— AP 22assigned to D-P—P-A 22amsignedto P-A—AP
AP
19 received D-P 22 received D-P
4withdrew

1 withdrew ¢

eceived P-A
8 withdrew
5 withdrew consent

5 withdrew
sent 1withdrew c

2 adverse avent 3 other severo disease
1other severe discase 1ot
15 received A-P 17 receiw
1withdrew withdrew
1no effect 1adverse event
P. 16 received A-F 1 withdrew
Twithdrew 1 other cause

1 other severe disease 1adverse event

1ather severe disease

22assigned to P-A—D-P
AP
ved P-A
5 withdrew
3 withdrew conse
1 adverse event

22 rew

1other severe disease
17 received D-P
Jwithdrew
1adverse event
2 other severe disease
14 raceived A-P
2withdrew

1 adverse event

1ot e dissase

[

v

- v

104 started AP
Wieck -6

8 withdrew from pathway
vitched 10 second lin

14w
contributed N
frac

data

51 remained on monotherapyt
12 withdrew from patbrway 6 withd

1 contributed NRS data

[

100 started D-P 107 started P-A
Week 0-6 Week 0-6
6 withdrew from pathway 6 withdrew from pathway

o 18 switched to second line” cond line
55 wted NRS data data
Woek 6-16

eragy 42 started combination therapy tarted combination therapy

2 remained on monatherapy

54 remained on menotherapy

therew from pathway
{NRS data tributed N

| ' |

85 contribut

‘

130 included in primary anshysis

6 led NRS data for all three path
ided data for two pathway
30 provided data for one pathway

16 pravided partial data for one pathway

Mean NRS

Mean NRS

--A-P
-=-D-P
—4— P-A

—e— Started combination
A-P

o

oo

Week

-® - Monotherapy only

D-P

10

12

14 16

—T—TT—1
8 10 12 14 16
Week

T T
02 46

; T T T T ;
6 8 101214 16
Week

S 5 L

Week

T T T
8 10 12 14 1§

OPTION-DM
STUDY

Tesfaye et al Lancet 2022



DOULEUR NEUROPATHIQUE / TRAITEMENT
PERSPECTIVES

* Recherche ‘translationnelle’ a ce jour décevante
* agonistes récepteurs nicotiniques
e antagonistes récepteurs angiotensine Il
e antagonistes récepteurs NK1
e antagonistes récepteurs chemokine 2

* bloqueurs sodiques Na, 1.7

* Avenir d’'une stratégie thérapeutique basée sur le phenotype douloureux +++
* nécessaire stratification des ETCs et analyse de I'effet thérapeutigue en sous-groups

* indispendable évaluation clinique du phenotype par des outils métrologiques (NPSI) et une
qguantification des sensibilités



