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» Vertebrogenic pain can arise from
compression fractures, microfractures,
and endplate degeneration

» Treatments targeting the vertebral body
nerve supply have shown effectiveness
in preliminary studies

« Presentation and affected levels are
similar to discogenic low back pain

Vertebra

Spinal cord \
Facet joint %

« In contrast to facet joint pain and sacroiliac joint pain, discogenic
pain is more likely to be bilateral or symmetrical in nature

« Spinal stenosis can be caused by bulging or protruding discs,
hypertrophy of facet joints, epidural lipomatosis, or ligamentum
flavum buckling or hypertrophy

» Spinal stenosis can be subclassified as central, foraminal, or
affecting the lateral recesses

+ More than 50% of people with spinal stenosis could be

asymptomatic

« Foraminal stenosis relates

to a neuroforaminal
diameter of <3 mm

+ The most common causes of radicular pain are
herniated nucleus pulposus (mechanical and
chemical irritation) and spinal stenosis

Intervertebral disk

» Muscles, fascia, and ligaments could be
a source of low back pain

» Myofascial pain is often categorised as
non-specific

(chronic nerve root compression or ischaemia)

« Pathoanatomic relationship between patients’
perceived cause of back pain and actual cause
is often unclear

« Zygapophyseal (facet) joints are susceptible to osteoarthritic
changes

» Disc degeneration (without pain) typically precedes and can
accelerate facet joint arthropathy

+ The pain referral patterns for zygapophyseal joint and discogenic
pain are variable, depending on the level or levels affected and
the magnitude of the stimulus

Nebojsa Nick Knezevic et al. Lancet 2021; 398: 78-92
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Table 5 Evidence table—chronic low back pain recommendations by guideline

Acetaminophen
Antibiotics
Anticonvulsants
Antidepressants
Benzodiazepines
NSAIDs
Opioids

Oral Steroids
Skeletal Muscle
Relaxants
Atypical Opioids
(Tramadol)

Green = Recommended for, Yellow = inconclusive, Red= Recommended against, Gray = not reviwed \
ACP, American College of Physicians; DHA, Danish Health Authority; GSCI, Global Spine Care Imitiative; 1CSI, &

Institute of Chmical Systems Improvement; KCE, Belgian Health Care Knowledge Centre; NASS, North Amernican
Spine Society; NGC, National Guideline Centre; NICE, National Institute for Health and Care Excellence; NSATDs, . .
Non-steroidal anti-inflammatory drugs; TOP, Toward Optimized Practice; VA/DoD, Veterans Affairs/Department \

of Defense Price et al. Chir Man Ther 2022:30:26




% ACPzrencoese ot s CLINICAL GUIDELINE

Noninvasive Treatments for Acute, Subacute, and Chronic Low Back
Pain: A Clinical Practice Guideline From the American College of
Physicians

Amir Qaseem, MD, PhD, MHA; Timothy J. Wilt, MD, MPH; Robert M. McLean, MD; and Mary Ann Forciea, MD; for the Clinical
Guidelines Committee of the American College of Physicians*

Recommendation 3: In patients with chronic low back pain who
have had an inadequate response to nonpharmacologic therapy,
clinicians and patients should consider pharmacologic treatment
with nonsteroidal anti-inflammatory drugs as first-line therapy, or
tramadol or duloxetine as second-line therapy. Clinicians should
only consider opioids as an option in patients who have failed the
aforementioned treatments and only if the potential benefits out-
weigh the risks for individual patients and after a discussion of
known risks and realistic benefits with patients. (Grade: weak rec-
ommendation, moderate-quality evidence)
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Qaseem A et al. Clinical Guidelines Committee of the American College of Physicians. Ann Intern Med. 2017 Apr 4;166(7):514-530
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phospholipids

phospholipase A; l l_@ steroids

arachidonic acid J

~ © nNsAIDs
COX-1

cyclooxygenase

and COX-Z

l@ coxibs
@ paracetamol
COX-3 —

PGH: l

rostaglandin thromboxane’
synthase synthase

peroxidase

prostaglandin endoperoxide H
synthase (PGHS)

\

prostacyclin
synthase

thromboxane

(TXA;)

prostacyclin prostaglandins
(PGI2) (PGD;, PGF;, PGE;)

J

Ayoub SS. Temperature (Austin). 2021 Mar 16;8(4):351-371

Migliorini F et al. Expert Opin Pharmacother. 2021 Jan;22(1):109-119

Activation of descending
inhibitory serotonergic pathway
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Aev €xeL amodelyBel N AMOTEAECUATIKOTNTA TNG OTNV
avtpeTwriton tng XO ouykplvouevn ue placebo n M2ZA®
[potelveTal w¢ PAPUAKO TIPWTNCS YPAUUNC oTnV XO Adoyw TNG

LLLKPN G ouxvotntac AE

[MpOTELVETOL WC CUUMANPWHATIKO GAPLAKO 0TO TIOAVOUVOUO

oxXNUa ELOLKA OTAV XOPNYOUVTOL OTILOELON
Aoon: 4 gr/nuépa

Qaseem A et al. Clinical Guidelines Committee of the American College of Physicians. Ann Intern Med. 2017 Apr 4;166(7):514-530



NSAID

Non steroidal anti-inflammatory Drugs

I
*Classification- KD Tripathi
|

= S
Non-Selective ‘ Preferential algesic-Antipyretic
Ry e with poor
COX Inhibitor COX, Inhibitor , B anmatory
Nimesulide, Diclofenac, Aceclofenac, ricoxib, Parecoxib Acti
Meloxicam, Etodolac cHon
Category Example
Salicylates Aspirin
s T . Example
Acetic acid derivative Indomethacin, Nabumetone, Ketorolac, :
— Paracetamol (Acetaminophen)
Pyrazolone derivative Oxyphenbutazone, Phenylbutazone : z
— — - - Metamizol, Propiphenazone
Propionic acid derivative | Ketoprofen, Flurbiprofen, Ibuproprofen, Naproxen, Nefopam
f'cna'matc‘ __ Mcph'cnmlc acid : *Constitutive = Constant Production
Enolic acid derivative Piroxicam, Tenoxicam

Key Point (Solution) - As name Indicate NSAIDs are those agents which are used to get relief from pain, inflammation and fever. And as per the COX
pathway we understand that COX-1 and COX-2 ultimately form prostaglandin which initiates perception of pain and inflammation. So anyhow if we block
or inhibit the synthesis of PG we may reduce pain and inflammation. Although COX-1 is constitutive in nature thus it always get secreted without induction
of injury and called as a house keeper so it’s better to inhibit COX-2 rather than COX-1.

https://www.youtube.com/c/SOLUTIONpushpendra
Visit and subscribe Solution's YouTube channel, Exclusively for Experiment related videos.



01 MZA(D e AmnoteloUv pappaka mpwIng ypaupunc otn dtaxelplon tng XO
* MELWVOUV TNV EVTAON TOU TTOVOU O€ oXeon Ke placebo
e BeATwvouv Tn AeLTtoupylkotnTa

- ——— e A&V UTTAPYXEL CUYKEKPLUEVN cLOTACN yla TN OLAPKELA XOPYNONC:
TO ULKPOTEPO duvaTo dlaotnua Aoyw AE (TEZ, kapdlayyeLako,
[N N VEd)pO[)

IE‘ Mean change in pain intensity from baseline on 100-mm visual analog scale?

phospholipase A; l I_@ steroids

arachidonic acid J NSAID Placebo
Total No. of Total No. of Mean Difference Favors | Favors
Source Participants  Mean (SD) Participants  Mean (SD) (95% CI)P NSAID | Placebo Weight, %
== — @ NSAIDs Allegrini, 2009 60 -28(31.7) 59 -16.5(31.7) -11.50(-22.89t0-0.11) —— 8.4
@
2 COX-1 Berry, 1982 37 -11.5(34) 37 9.4(34) -20.90(-36.39t0-5.41) ——=—— 5.1
S — ; _ R _ _
e 2 cyclooxygenase ) Birbara, 2003 107 7.5(23.3) 109 0(23.3) 7.50(-13.71t0-1.29) —— 18.2
3 8 I@ coxibs Coats, 2004 148 -41.9(27.7) 143 -31.1(27.7) -10.80(-17.17 to -4.43) —B— 17.7
g e ] and COX-2 Katz, 2011 88 -2.4(11.6) 41 0(11.8) -2.40(-6.70to 1.90) —- 24.5
v
= % v - — . -
5 8 -~ ) parscatmol Kivitz, 2013 295 4.1(22.3) 230 0(22.3) 4.10(-7.94 t0-0.26) —H 26.1
,_; E COX-3 l— Total 735 619 -6.97 (-10.74t0 -3.19) < 100.0
©
§ “— -40 -30 -20 -10 0 10 20
& Mean Difference (95% Cl)
PGH: l
Mean change in disability from baseline on 24-item Rowland-Morris Disability Questionnaire®
NSAID Placebo
prostacyclin rostaglandin 8 thromboxane Total No. of Total No. of Mean Difference Favors | Favors
synthase synthase synthase Source Participants  Mean (SD) Participants  Mean (SD) (95% c1)d NSAID | Placebo Weight, %
Birbara, 2003 107 -2.1(5.3) 109 0(5.3) -2.10(-3.51t0-0.69) e 10.1
Coats, 2004 148 -1.1(3.1) 143 0(3.1) -1.10(-1.81t0-0.39) —i— 39.7
prostacyclin prostaglandins thromboxane Katz, 2011 88 0.6(3.1) 11 0(3.1) -0.60 (-1.75to 0.55) SR 15.2
(PGl2) (PGD, PGF3, PGE>) (TXA2) Kivitz, 2013 205 -0.32(4.4) 230 0(4.4) -0.32(-1.08to 0.44) —— 35.0
Total 638 523 -0.85(-1.30to -0.40) = 100.0
Migliorini F et al. Expert Opin Pharmacother. 2021 Jan;22(1):109-119 43 2 02
Mean Difference (95% Cl)

Qaseem A et al. Clinical Guidelines Committee of the American College of Physicians. Ann Intern Med. 2017 Apr 4;166(7):514-530
Enthoven WTM, Roelofs PD, Koes BW. NSAIDs for Chronic Low Back Pain. JAMA. 2017;317(22):2327-2328



01 Mowa MZAQ ? Cochrane Database of Systematic Reviews 2016, Isst

Cochrane Non-steroidal anti-inflammatory drugs for chronic low back pain
Library (Review)

Cochrane Database of Systematic Reviews

Enthoven WTM, Roelofs PDDM, Deyo RA, van Tulder MW, Koes BW

Six of the 13 included RCTs showed that NSAIDs are more effective than placebo regarding pain intensity. NSAIDs are slightly more effective
than placebo regarding disability. However, the magnitude of the effects is small, and the level of evidence was low. When we only included
RCTs at low risk of bias, differences in effect between NSAIDs and placebo were reduced. We identified no difference in efficacy between
different NSAID types, including selective versus non-selective NSAIDs. Due to inclusion of RCTs only, the relatively small sample sizes and

relatively short follow-up in most included trials, we cannot make firm statements about the occurrence of adverse events or whether
NSAIDs are safe for long-term use.

» JuvnBwc nmpotipwvtatl COX-2 Adyw Tou KaAutepou mpodiA AE
o Yehekoéiumn 200 - 400 mg/nuepa
e Etopwkotipmn 30 mg/ 60 mg/ 90 mg/ 120 mg/ nuépa
e Mapekotiumn 40 mg (V) (IM), kat kaBe 6 - 12 wpec 20 mg n 40 mg (max 80
mg/nuepa)
Migliorini F et al. Expert Opin Pharmacother. 2021 Jan;22(1):109-119

Qaseem A et al. Clinical Guidelines Committee of the American College of Physicians. Ann Intern Med. 2017 Apr 4;166(7):514-530
Enthoven WTM, Roelofs PD, Koes BW. NSAIDs for Chronic Low Back Pain. JAMA. 2017;317(22):2327-2328
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Excitatory neuron Potentiation of GABA
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Na* Channel blockade Na* channel Felbamate

Carbamazepine > Phenobarbital
Lamotrigine Topiramate
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» -] Synaptic
® @ cleft Astrocyte
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membrane | l ‘
_ Glutamate antagonist
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'Ca?* Channel blockade receptor receptor Magnesium (AMPA)
Carbamazepine _| Topiramate (NMDA)
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NpeykapmaAivn vs Mkaumanevtivn

Mpeykapumalivn x6 loxupotepn cuvéean pe a2-6 utopovada VS YKAUTTOTTEVTLVN

[peykaumaAivn Taxutepn anoppodnaon vs ykaumarnevtivn (1 h vs. 3—4 h)

MpeykaumnaAivn > Bodabeagyuotnta vs ykapmarneviivn (90% vs. 33—66%)

MpeykapnoAivn bLa amoTeAECUATIKOTNTO LLE YKOMUTIOTIEVTIVN O XOLUNAOTEPEC
OOO0ELG: | MAPEVEPYELEC

MpeykapmaAivn x 3—10 110 LoXUPO QVTLETUANTITIKO Kal X 2-4 POopEG TTLo LoXUpPOo
QVAAYNTIKO VS VKOLUTTATIEVTIVN

Baidya DK et al. J Anaesthesiol Clin Pharmacol. 2011;27(3):307-14



AOCELG AVTLEMANTITIKWY GOPHAKWVY yLa avaAynoio

EniKoupiko pappoko Adon

o [kapmamevtivn @ Xpoviog Tmovog: Evapén 300mg x 3
dopég/nuépa kat tithonoinon ava 4 NUEPEG
Katd 300mg TouldxLotov HEXPL TNV doon Twv
1800mg/nuépa pe TNV peEylotn 6oon Ta
3600mg

o Mpeykapnalivn Q@ ‘Evapén 75mg/nuépa kat tithonoinon avad 4
NUEPEC KaTA 75mg TouAdxLloTtov MHEXPL TNV
doon twv 150mg/nuépa HE TNV HEYLOTN
doon ta 600mg/nuepa

» BaBulaia Stakomr og Stdotnua touldxlotov piog eBdopadag, avetaptnta anod tnv EVOeLn
» Meta ano Slakomr Bpaxuxpoviag Kal LoKpOoXpOovLoG Beparmeiag e TTPEYKAUTIOALVN, £XOUV apatnPNBel OTEPNTIKA CUUMTWHATA



Aoocoloyia ykapnanevtivne oe eVAALKEC (vedpikn Aettovpyia)

KaBapon kpeartivivng JuVvoALKn Huepnola Aoon
(mL/Aemto) (mg/nuépa)

50-79 600-1800

300-900
150-600

150-300
Aocoloyia mpeykaptraAiving o€ evijAIKES (VEQPIKI) AgiITOupyia)

Kdbupon Lovolikn npepiioro 6061
kpeatwvivig (CL,,) oc Hyne A0G0)LoYIKO GYIjpa
(ml/min) PEYKUPTOAIVIG
Apyk) 600 Méyiom) doon
(mg/muepa) (mg/muepo)
> 60 150 (7,5 ml) 600 (30 ml) BID 1 TID
>30-<60 75 (3,75 ml) 300 (15 ml) BID /) TID
>15-<30 25-50(1,25- | 150 (7.5 ml) Anag npepnoiog
2.5 ml) BID
<15 25 (1,25 ml) 75 (3,75 ml) Anoé nuepnoing
ema.europa.eulpregabalin spe YLUTANPOUOTIKY) 60G1) LETA TNV a1llodwAe (mg)
25 (1,25 ml) 100 (5 ml) Anat 50on
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Table 1 Summary of recommendations for pharmaﬂ.ﬂogicﬂ management of ncumpal:hic pain

EFNS [7] NICE [10] CPS [2]
Diabetic Pusl:-hcrpcl:ic Trigcminal Central All Trigcminal All Trigcminal
ncuru-pm:h}' ncuralgia ncuralgia ncuru-pathi:: ncun:-pathi:: ncuralgia ncuru-pal:hic

pain pain pain

NeuPSIG
4]

All
neuropathic
pain

First-line

I:hcr apy

Lidocaine

. d . o
Venlafaxine plasters

Second-line  Tramadol
therapy

Stro ng opioids
Cap saicin

cream

Pain Ther (2017}

Carbmaz.cpinc

Oxcarbazepine

TrELIﬂEI.d(‘.II

Stro ng opioids

Amitript}-'linc Carba.maz.r:pi ne

Duloxetine

Capsaicin
cream®
(localized
pain in
patients
who wish to
avoid or
who cannot

IZOIIL' race or EJ

treatments)

One of the
remaining
Joral dru g
of the
First-line

I:hcrap}'

Duloxetine

Vcnhfaxincd
TCA

Tramadol
Strong
f.:pif.:id.l;
Lidocaine
[=
cream
Lidocaine

FE[{.’I’!CS‘:

Ca rba.rnaz.cpi ne

enacarhil

Prcgaba]in
Duloxerine
Venl El.FEminc'J

TCAs

Capsaicin
|
patches”
Lidocaine
|

patches”

Tr 4Imn E.d(‘.ll




Meta-Analysis > CMAJ. 2018 Jul 3;190(26):E786-E793. doi: 10.1503/cmaj.171333. - =

Anticonvulsants in the treatment of low back pain
and lumbar radicular pain: a systematic review and
meta—analysis

Oliver Enke 1, Heather A New 2, Charles H New 2, Stephanie Mathieson 2 Andrew J MclLachlan 2,

INTERPRETATION: Therei -

There is high-quality evidence that
gabapentinoids have a

_rutucul registration:

AC e e of Physicians™ CLINICAL GUIDELINE N . sl

Srandardized e arn dilffraere rece

Noninvasive Treatments for Acute, Subacute, and Chronic Low Back s

Pain: A Clinical Practice Guideline From the American College of Effects on pain and disability of

Phsici anticonvulsants for low back pain with
ysicians or without radiating leg pain or lumbar

Amir Qaseem, MD, PhD, MHA; Timothy J. Wilt, MD, MPH; Robert M. McLean, MD; and Mary Ann Forciea, MD; for the Clinical radicular pain
Guidelines Committee of the American College of Physicians*
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_| BevAagagdivn | NTouAOgeTivn |

« senegenewon SNRI Mechanism of ACHON  asenereewon

- Serotonin




@ AvtikatoOAuttika-SNRIs

r pharmaco ugica

management of ncumpal:hic pain

(AvaotoAeic emavanpooAnncg vopemivedpivnc-oepotovivng)

EFNS [7] NICE [10] CPS [2] NeuPSIG
[4]
Diabetic Pust-hcrpcl:ic Trigr:minal Central All Trigcminal All Trigcminal All
ncum-pal:h}' ncuralgia ncuralgia ncum-pal:hic ncun}pathic ncuralgia ncuru-pal:hic ncuralgia nr:urupal:hic
pain pain pain pain
First-line Duloxetine Gabapcntin Carl:a.maz.cpinc Ga]:apcnl:in F‘Lmitripl:}.-'linc Ca.rbmazr:pi ne Gabapcnl:in Car]:a.machi ne Gapabcnl:in
therapy Gabapentin Prrgaba]in Oxcarbazepine Prrgaba]in Duloxetine Pn:gabaﬁn Gabapentin
Prcgaba]in TCA TCA Gabapentin Duloxetine ER/
enacarhil
TCA Lidocaine Pregabalin @*
) Pregabalin
crca.ml' Duloxerine
(localized
pain in TCAs
patients
who wish to
avoid or
who cannot
tolerate oral
treatments)
Second-line  Tramadol Stmng opioids Tramadol One of the Tramadol Capsaicin
. P
thrrap}-‘ Capsa.icin Sl:mrlg upiuids remaining Sl:mrlg pal:thrh
cream 3 oral dmgs upiuids Lidocaine
of the R
o Lidocaine patches
Firse-line .
cream Tramadol
therapy
Lidocaine
patches”

Giorgio Cruccu » Andrea Truini

Pain Ther (2017}



[ED/A\ Nrouhogerivn

APPROVED

» [lepipepikny d1aBNTIKA VEUPOTTABEIN

* |vopuaAyia

e XPOVIO JUOOKEAETIKO AAYOG
(ooTeoapBpiTIda+oTPUAAyia)

Yriapyouv dedopeva yla pelwon TS Evioonc Tou Tovou Kat BeAtiwon tng

Aettoupykotntac oe XO o oxéon Le placebo
(Chou R et al. Ann Intern Med 2017;166: 480-92)

AC Pi;:,‘::“;;‘TH?QHEFJL‘Z%ﬁ;’meZ’:i‘S&:i“ CLINICAL GUIDELINE

Noninvasive Treatments for Acute, Subacute, and Chronic Low Back
Pain: A Clinical Practice Guideline From the American College of
Physicians

Amir Qaseem, MD, PhD, MHA; Timothy J. Wilt, MD, MPH; Robert M. McLean, MD; and Mary Ann Forciea, MD; for the Clinical
Guidelines Committee of the American College of Physicians*



@ AV'[LK(I'[(IG}\LT[‘[LK('I-SN R| S (AvaotoAeic emavanpooAnncg vopemivedpivnc-oepotovivng)

Aooelg SNRIs avtikatabAutTikwv GappaKkwy yio avaAynoio

EMLKOUPLKO PAPHOAKO Adon

e Ntoulotetivn Evapén 30mg/ nuépa kot tthomoinon £wg 60-120mg/

nuépa oe daotnua 4 gBdopddwv (pubuog avénong 30

mg)
Evapén 37.5mg/nuépa katr TwwAomoinon €éwg 150-

e BevAadativn

225mg/nuépa ot Sdotnua 4 eBSopdadwv (pubuodg
avénong 37.5 mg)

» AlakotrA: BaBuiaia [ddoncg yia Tepiodo 2 fdouadwy ava 75 mg/efdoudada



Y AC P iancoege o s CLINICAL GUIDELINE

Noninvasive Treatments for Acute, Subacute, and Chronic Low Back
Pain: A Clinical Practice Guideline From the American College of
Physicians

Amir Qaseem, MD, PhD, MHA; Timothy J. Wilt, MD, MPH; Robert M. McLean, MD; and Mary Ann Forciea, MD; for the Clinical
Guidelines Committee of the American College of Physicians*

loxupa oroeldn (tamevtadoAln, popdivn, udbpopopdovn) oxetillovtal LE ULKPN
BpaxumpoBeoun BeAtiwon tng evtaonc tou movou otn XO (pa povada otnv NPRS)
KOLL TNC AELTOUPYLKOTNTAC

Ta emuBepata Bounpevopdivne akopa LLKPOTEPN Lelwon (<uta povada otnv NPRS)
KaAUtepa amoteAeopata GolveTal va EXEL N TPALLAOOAN



CDC Clinical Practice Guideline for Prescribing
Opioids for Pain — United States, 2022

US Department of Health and Human Services/Centers for Disease Control and Prevention MMWR / November 4, 2022 / Vol.71 / No.3

This clinical practice guideline addresses the following areas:

1. Determining whether or not to initiate opioids
for pain

2. Selecting opioids and determining opioid dosages

3. Deciding duration of initial opioid prescription and
conducting follow-up

4. Assessing risk and addressing potential harms of
opioid use



CDC Clinical Practice Guideline for Prescribing
Opioids for Pain — United States, 2022

US Department of Health and Human Services/Centers for Disease Control and Prevention MMWR / November4, 2022 / Vol.71 / No.3

* JUOTAOELC:

1. Eav AndOel n anmodaon ylo xopnynon omoetdwyv Ba mpemMeL va yiveTal eETA aro TNn
Leylotn duvatn avénon Twv O0CEWV TWV N- OTILOELOWV aVAAYNTLKWY KAl VA
npootiBevtal avuta o€ meputtwoelc XO mou elval avBEKTIKEC 0T - OTILOELON
avaAynTka 6LOTL TO 0deAOC elval HKpO Katl ol AE moAAamAEC pe Baolko kivduvo tnv
eéaptnon

2. MpemeLva ylvetal n evapén touc otn xapunAotepn duvatn S0on LE TO ULKPOTEPO pUBLLO
MPOC TA TIAVW TLTAOTIOLNONC KOl 0€ POPLLAKOTEXVIKEC LOPDEC TaxelaC amodeoueELONC

3. MpemeLva yivel emavektipnon tou acBevouc 1-3 edopadeC PETA TNV EVaPEN TNC
XopNnynonc¢ n tnv titAomnoinon tng 60ong

4. Aev OLAKOTITWVTOL ATIOTOLLA EKTOC €AV UTIAPXOULV ETILKIVOLVO ONnUELDL

(-: OUYXUON, KATALOTOAR, KOAWONG OpALQ)



ORIGINAL RESEARCH JABFM July—August 2022 Vol. 35 No. 4

Nonadherence to Clinical Practice Guidelines for
Opioid Prescribing in Patients with Chronic Low
Back Pain: A Pain Research Registry—Based Study

Jobn C. Licciardone, DO, MS, MBA, and Subbcsh Aryeal, PhD

e [MapoAec Tic ovotdoelc to 1/5 twv aoBevwy pe XO dev Aavpavouy Ta
OTILOELON OTIWC TIPOPRAETETAL KOl XOPNYOUVTAL WC TTPWTNC YPOLUUNG
AVOAYNTLKA

* [MapatnpnBnke emdelvwon TNC OUVOALKNC KALVLKNC ELKOVAC, LE avénon NG
£VTOoNC TOU TIOVOoU (PalVOLLEVO avOoXNC) KAl LELWON TNC CUVOALKNC
AELTOUPYLKOTNTOC

Table 4. Primary Outcomes According to CPG Adherence Status*

Adherent to CPGs  Non-Adherent to CPGs

(n=1051) (n = 68)
Qutcome Mean 95% CI Mean 95% Cl P Cohen's d 95% CI
Pain int{-:nsity 6.0 5.9.0 to 6.1 6.8 6.3t 7.2 0.001 0.41 0.16.0 to (.65
Back-related disability 143 14.0to0 14.6 17.6 164t 189  <0.001 0.59 0.34.0 to 0.84
Pain impact on health-related quality of life  30.8 303 w0 314 36.3 34.4 to 38.1 <(.001 0.62 0.38.0 to 0.87

*Outcomes were measured using a numerical rating seale for low back pain intensity, the Roland-Morris Disability Questonnaire,
and the Nadonal Institutes of Health pain impact measure, respectively. Higher scores represent worse outcomes. CPG denotes clin-
ical practice guideline.

Abbreviations: CI, confidence interval.
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AVTOYWVLOTEC TWV TepLdepLkwy umodoxewyv CB1
AUEAVOUV TOTILKA TNV EKKPLON VOPETILVEPPLVNG OTLC
OUMTABNTLKEC VEUPLKEC amoAnéelc & evodwvouv TNV
avtipAeypovwdn dtadikaoio peEcw TNG
evepyormnoinonc B2-adpevepyLlkwy UTIOOOXEWV
AvaoteAetal n pAeypovwdng dpaon twyv CB1
uTtodoYXEWV oTa dAeyovWON KUTTAPA ATIO TOUC
QVTAYWVLOTEC TOUC KOLL EVIOYXVETAL N
avtibAeypovwdnce Stepyaocia

AvaoTtoAn TnC VOPOAAONC TWV AUTAPWY OEEWV
(FAAH) auéavelta emnimeda Twv evOOyEVWVY
evbokavvafvoeldwy adpol avaoTEANETAL O
KOTABOALOUOC TOUC

Avéavovtal ol urtodoyeic CB2 mou €xouv
avtipAeypovwdn Spaon ota pakpodaya, 0ToUC
apBplkouc wvofAaotec, ota B & T kutTOpa
EvbokavvaBivoeldry & CBD amevalocbntomnolouy &
dpa avaoteAAouv Touc aAyoUmnodoyeic TRPV1 &
TRPA1 ota pAeypovwdn KUTTOPO KoL OVOLOTEAAOUV TN
LETADOON TOU TTIOVOU OTLG ALOONTIKEC VEUPLKEG (VEG

\ Activation = anti-inflammatory

@ Inhibition = anti-inflammatory
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Lowin et al. Curr Opin Rheumatol 2019, 31:271-278




Rheumatology 2021;60:549-556

RH E U M ATO LOGY doi:10.1093/rheumatology/keaa534

Advance Access publication 7 Movember 2020

Systematic review and meta-analysis

Cannabis use assessment and its impact on pain in
rheumatologic diseases: a systematic review and
meta-analysis

23 publications

g R~ —
M. Guillouard’, N. Authier®3*, B. Pereira®, M. Soubrier' and S. Mathieu’ 14,342 patients with rheumatologic diseases

Rheumatology key messages

« Nearly 20% of patients suffering from rheumatologic diseases actively consume cannabis.
« Cannabis consumption was associated with an improvement of pain.
+« Cannabis users were younger, more often smokers, unemployed and painful than non-users.

Dogaoog

between cannabis users and non-users
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JBJS REVIEWS 2018;6(5):e7 16

CANNABINOIDS IN THE MANAGEMENT OF )
MUSCULOSKELETAL PAIN L
A Critical Review of the Evidence  kim Madden, Msc

» The “best available” evidence suggests cannabis can be effective for I I

managing arthritis pain, back pain, and trauma-related pain, although

wTE Ul 2
o [<2] L]

N

0
Trauma-related

the quality of the evidence is poor. A Bickpan | HesrRuinelpin pain
® [neffective 0 0 4 2
m Mixed 3 1 3 0

m Effective 11 6 8 5

TABLE Il Recommendations for Care*
Level of
Recommendation Evidence Grade
High-quality Level-l studies are needed in the areas of arthritis, back pain, postoperative pain, and trauma pain. NA NA
More information on effective and safe dosages and optimal routes of administration is required. NA NA
The next steps in a program of research evaluating cannabinoids for management of musculoskeletal pain may NA NA

include (1) evaluation of the acceptability of cannabinoids to patients and prescribing health-care professionals,

(2) understand patients’ values and preferences regarding medical cannabis, (3) identifying the optimal dosing and
methods of administration, (4) demonstrating cost-effectiveness relative to other pain treatments, (5) conducting
high-quality clinical trials in focus areas where pain management is critical.




National Institute for

Canadian Family Physician  vole4: FEBRUARY | FEVRIER 2018
N I C Health and Care Excellence

Simplified guideline for prescribing
medical cannabinoids in primary care

G. Michael Allan mp ccrp - Jamil Ramji - Danielle Perry Joey Ton pharmp  Nathan P. Beahm pharmb All neuropathic pain (except trigeminal neuralgia)

1.1.8 Offer a choice of amitriptyline, duloxetine, gabapentin or pregabalin as initial
treatment for neuropathic pain (except trigeminal neuralgia)®.

Treatment

. 1.1.9 If the initial treatment is not effective or is not tolerated, offer one of the
Mana ement Of daln remaining 3 drugs, and consider switching again if the second and third drugs
g p
- Acute pain: We strongly recommend against use of medical fried are also not effective or not tolerated.
cannabinoids for acute pain management owing to evidence of 1.1.10 Consider tramadol only if acute rescue therapy is needed (see
no benefit and known harms (strong recommendation) recommendation 1.1.12 about long-term use).
- Headache: We recommend against use of medical cannabinoids for 1.1.11 aigcople with localised neuropathic pain who

o avoid, or who cannot tolera a| treatments.

headache owing to lack of evidence and known harms (strong
recommendation)

- '[Rheumatologic pain: We recommend against use of medical
cannabinoids for pain associated with rheumatologic conditions
(including osteoarthritis and back pain) owing to lack of
evidence and known harms (strong recommendation)

eatments that should not be used

1.1.12 Do not start the following to treat neuropathic p3g
unless advised by a specialist to do so:

in non-specialist settings,

= cannabis sativa extract

- Neuropathic pain: We recommend against medical cannabinoids " e
as first- or second-line therapy in neuropathic pain owing to * lacosamide
limited benefits and high risk of harms (strong = lamotrigine
recommendation) « levetiracetam
-Clinicians could consider medical cannabinoids for refractory « morphine

neuropathic pain, with the following considerations (weak
recommendation):

= oxcarbazepine
= topiramate

= tramadol (this is referring to long-term use; see recommendation 1.1.10 for short-
term use)



@ Aounol mapayovtec-MovokAwVLKA avVTLoWOTa

MovTikou Xipaipika ESavBpwtriouéva AvBpwtriva
B cells - 65% .« 95% *  lllaMAepyikég
OTTANVOC avOpwTroug + avepwIToUC + AVTIOPACEIC
+oeIpd 35%TTOVTIKOU 5%TrovTIKOUC

MUEAWMOTOG Gl OAAEPYIKEG o | |aAAepyIkEC

AAANEPYIKEG avTIOPACEIC avTIOPAOTEIC

avTIOPACEIG



Clinical Significance of Tumor Necrosis Factor-o :@'-PLOS|0NE
Inhibitors in the Treatment of Sciatica: A Systematic July 2014
Review and Meta-Analysis

Yun Fu Wang', Ping You Chen?, Wei Chang?, Fi Qi Zhu?, Li Li Xu', Song Lin Wang', Li Ying Chang’,

TNF avaoToAcig (infliximab)

Short term follow-up (TNF-a inhibitor vs, placebo)
Cohen et al 2009 + 3.89 (0.66, 22.84) 14118 115
Cohen et al 2007 s e | 0.33 (0.11, 1.03) 5/30 36
Cohen et al 2012 —— 0.98 (0.53, 1.79) 11126 13/30
Genevay et al 2010 b ol 1.01(0.73, 1.40) 2213 21130
Karppinen et al 2003 —_—— 2.55 (1.44, 4.53) 710 17162
Subtotal (~squared = 72.8%, p = 0.005) = 1.19 (0,66, 2.16) 591115 55133
Medium term follow=up (TNF=a inhibitor vs. placebo)
Cohen et al 2012 —_— 0.77 (0.42, 1.41) 10/26 15/30
Cohen et al 2007 + 0.20 (0.01,2.77) 1130 116
Cohen et al 2009 + 4.33(0.71, 26.53) 13/18 116
Genevay et al 2010 —— 1.09 (0.74, 1.62) 2213 13/20
Korhonen et al 2004 —— 1.65(1.11, 2.47) B8/10 30/62
Subtotal (Fsquared = 53.0%, p = 0.075) | 1.18 (0.76, 1.85) 54/115 60/124
Long term follow=up (TNF~a inhibitor vs. placebo)
Korhonen et al 2006 b ol 1.06 (0.67, 1.67) 14121 12119
Korhonen et al 2004 —_—— 1.84 (1.21, 2.80) 810 27/62
Subtetal (Fsquared = 68.6%, p = 0.074) 4= 1.40 (0.81, 2.44) 2213 39/81
Short term follow-up (TNF=a inhibitor vs. steroids)
Cohen et al 2012 —_— 0.85 (0.47, 1.51) 11/26 14/28
Ohtori et al 2012 [— 1.17(0.93, 1.48) 34/40 29/40
Subtotal (Fsquared = 19.0%, p = 0.267) <> 1.10 (0.83, 1.45) 45/66 43/68
Medium term follow-up (TNF-a inhibitor vs. stercids)
Cohen et al 2012 —— 1.25 (0.59, 2.66) 10/26 8/26
Subtotal (~squared = .%, p =.) <:> 1.25 (0.59, 2.66) 10126 8/26
I I
0.0144 1 69.3

Favour control group Favour TNF-a inhibitor group




Biologic Drugs as Analgesics for the Management of Low Back Pain
and Sciatica Pain Medicine, 20(9), 2019, 16781686

Theodoros Dimitroulas, MD, MSc, PhD,* " Tosin Lambe, MBBS, MSc,” Jon H. Raphael, MSc, FRCA, MD,*
George D. Kitas, MD, PhD, FRCP,*" and Rui V. Duarte, MSc, PhD*

NGF avaoToAeic (Tanezumab)

e ATOTEAECUATIKA OTNV QAVTLUETWTILON TOU
TIOVOU/AeLTOUPYLKOTNTAC VS placebo & vampoevnc

o T % avermBuuntwy evepyelwy (apBpalyleg, mpwipn
Kataotpodn apBpwoewv — apBpomAaotikn,
nepLPEPLKN VELpOTIABELOL

r DA EUROPEAN MEDICINES AGENCY
SCIENCE MEDICINES HEALTH




[MopakeTapoAn 1gr x 4
Etopikoéipmn 90 mg x 1
NtouAoéetivn 30 mg x 1

1 efdopada peta.... Meiwon evtaonc movou <30%

[MapaketaloAn 1lgr x 4
Etopkoéipumn 90 mg x 1
NtouAoéetivn 30 mg x 1
[peykapmaiivn 75mg.......300mg

2 eBdopadec peta.... Melwon €vtaonc nmovou <40%

[TopakeTaloAn + TpapadoAn (37,5+325) 1x3
Etopkotipumn 90 mg x 1

NtouAotetivn 30 mg x 1

[peykapumaAivn 75mg....... 300mg

[1epIOTATIKO







