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+§ @ Global, regional, and national burden of osteoarthritis,
1990-2020 and projections to 2050: a systematic analysis
for the Global Burden of Disease Study 2021
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Prevalencia global de OA por sexo y edad 2020.

Fomade
Wale

40000 -

& HME

The Institute for Health Metrics and Evaluation (IHME)

Estimacidén de Prevalencia OA 2020, 204 paises.

Mayores de 30 afios
OA sintomatica, confirmada Rx en 42 paises
Severidad por indice WOMAC

Inicia a los 40 afios / > edad

7.6% poblacion mundial (95% Ul 6.8-8.4)
595 millones personas (95% Ul 535-656)

Mujeres 8.059/100.000 (95% Ul 7252-8868)
Hombres 5.780/100.000 (95% Ul 5218-6342)

255/100.000 (119-557) YLDs
14° causa YLDs / 7° causa YLDs > 70 afos

GBD Osteoarthritis Collaborators, Lancet Rheumatol 2023; 5: e 508-22



"} @ Global, regional, and national burden of osteoarthritis,

1990-2020 and projections to 2050: a systematic analysis
for the Global Burden of Disease Study 2021

m G0 2021 Ostecarehntrs Collaboracurs *

Prevalencia estandarizada por edad y sitio anatdmico/100.000 personas.
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GBD Osteoarthritis Collaborators, Lancet Rheumatol 2023; 5: e 508-22




+\ @ Global, regional, and national burden of osteoarthritis,
1990-2020 and projections to 2050: a systematic analysis
for the Global Burden of Disease Study 2021

Estimaciéon de Prevalencia OA: 1990 > 2020 > 2050
Prevalencia global de OA por sexo y edad 2020.
e Compara prevalencia 1990 > 2020
- OAGlobal +132%
o * YLDs + 9.5%
E; Proyeccion 2020 > 2050

evalery

642 (95% Ul 574-722) millones personas

- OARodilla +78.6% (95% Ul 59-90)
- OACadera + 74.9% (95% Ul 59-90)
| 4 - OAMano +48.6% (95% Ul 58-105)

GBD Osteoarthritis Collaborators, Lancet Rheumatol 2023; 5: e 508-22



+§ @ Global, regional, and national burden of osteoarthritis,
1990-2020 and projections to 2050: a systematic analysis
for the Global Burden of Disease Study 2021

Estimacion de Prevalencia OA 2020, 204 paises
Factores de Riesgo para OA ...
Influencia IMC > 25

. 1990 19.1% (-1.3 - 30.2)
. 2020 20.4% (-1.7 - 36.6)

* Hombres  19.3% (-1.7 - 37.7)
* Mujeres 21.1% (-1.8 - 37.7)

. LATAM sur 27.9% (-2.4 - 47.7)

Fernando Botero (1932- 2023)

GBD Osteoarthritis Collaborators, Lancet Rheumatol 2023; 5: e 508-22
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ESTADO NUTRICIONAL ‘I
Estado nutricional, prevalencia total pais. Nt e
ENS 2016-17 e
1,3% 24,5% 39,8% 31,2% 3,2%
Enflaquecido Normal Sobrepeso Obeso Obeso morbido
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Sobrepeso + Obesidad: 74.2%

https://www.minsal.cl/wp-content/uploads/2017/11/ENS-2016-17_PRIMEROS-RESULTADOS.pdf



"} @ Global, regional, and national burden of osteoarthritis,
1990-2020 and projections to 2050: a systematic analysis
for the Global Burden of Disease Study 2021

m -

1 Ostecarthnitrs Collaboracues

Prevalencia estandarizada por edad y sitio anatémico/100.000 personas.

Knee osteanrthritis Hund osteonrthritis Hip osteonrthritis
Age- Age- Age-
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GBD Osteoarthritis Collaborators, Lancet Rheumatol 2023; 5: e 508-22




INFORME ENCUESTA NACIONAL DE SALUD

2016-2017
Funcionamiento y Discapacidad
Sabud
2016 -2007
CARACTERIZACION DE LA MUESTRA LOGRADA %

S N — = Poblacion de Chile 2017;

" — e General 17.574.003
> 15 afnos 14.050.253

......

........

At o et o Autorreporte OA

Ntotal 6,233

o St OARodilla 5.7% 800.864
B B Ea OA Cadera 3.1% 435.558

[ 4

3
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https://www.minsal.cl/wp-content/uploads/2017/11/ENS-2016-17_PRIMEROS-RESULTADOS.pdf
https://lwww.ine.gob.cl/estadisticas/sociales/censos-de-poblacion-y-vivienda/censo-de-poblacion-y-vivienda



NUumero de Casos Acumulados

Jul 2005 a Sept 2023

12. Artrosis de Cadera Severa que requiere Protesis, 2005

41. Tratamiento medico en personas de 55 aflos y mas
con artrosis de cadera y/o rodilla, leve o moderada, 2008

57.567

1.014.862

(Estimacion por GBD
(Estimacion por ENS

https://www.supersalud.gob.cl/documentacion/666/w3-article-22636.html

1.072.429

1.337.000)
1.236.422)



SUPERINTENDENCIA

DE SALU D #® AwencidnPersonas  Atencidn Prestadores

GES y Artrosis.

Prestaciones a 09/2023

Garantias Vencidas 09/2022

Problemade Salud 12. GES 2005 Fonasa Isapres Total
Artrosis de Cadera Severa que requiere Protesis 51.335 4.232 1824
Problemade Salud 41. GES 2008 Fonasa Isapres

Tratamiento médico en personas de 55 afios y mas 976.390 38.472 312
con artrosis de cadera y/o rodilla, leve o moderada.

https://www.superdesalud.gob.cl/difusion/665/w3-propertyvalue-1962.html#acordeonDocumentos

https://lwww.minsal.cl/wp-content/uploads/2021/05/Glosa-06-11l-Trimestre-2022.pdf




INFORME ENCUESTA NACIONAL DE SALUD
2016-2017

Funcionamiento y Discapacidad

Facuscsta
WNawionalde
Salad

1 20162017

Autorreporte de Artrosis y Alteracion de la Capacidad, ENS 2016-2017.

Prevalencia Alteraciéon de la Capacidad
(%) Prevalencia (%)
Ninguna Leve Moderada Severa
Autorreporte de 0 0 0 0 0
Artrosis de Rodilla 5.7% 1.8% 17% 31.5% 49.7%
Autorreporte de 3.1% 1.1% 18.7% 26.9% 53.4%

Artrosis de Cadera

Ministerio de Salud. Informe Encuesta Nacional de Salud 2016-2017: Discapacidad.
Santiago de Chile; 2018, 25p. Disponible en: https://goo.gl/oe2iVt



https://www.oarsi.org/education/oarsi-resources/oarsi-white-paper-oa-serious-disease
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“Uso y Desgaste”

Artrosis

growth plate ~ ------ A

articular cartilage -7~

synovial membrane -~

subchondral bone

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.
Copyright. ACR Rheumatology Image Library



Signal Transduction and Targeted Therapy W e Cam gl ara

® |
P
REVIEW ARTICLE OPEN

Osteoarthritis: pathogenic signaling pathways and therapeutic

targets
( articular cartilage erosion j
rowth plate ~ ------ 4
G [synovial hypermplasia )
(abnormal angiogenesis )
articular cartilage  --
(synovl’al inflammation ) HEALTHY OSTEOARTHRITIS

[subchondroal bone disturbance )

synovial membrane -~
(Iigamentsand tendons instability )

\\.‘[jolnt stiffness )

subchondral bone

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.
Berenbaum F. Postgraduate Medicine 2020, DOI: 10.1080/00325481.



Signal Transduction and Targeted Therapy W panse com gt

2
REVIEW ARTICLE OPEN
Osteoarthritis: pathogenic signaling pathways and therapeutic

targets
_.-~| articular cartilage erosion
growth plate ~ ------ 2 Smovil hiemias
(_abncrmal angiogenesis )
articular cartilage - — -
( synovial inflammation )

(subchondroal bone disturbance )

synovial membrane -~ :
( ligaments and tendons instability )

subchondral bone

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31..



Signal Transduction and Targeted Therapy s s com gt

REVIEW ARTICLE OREN m
Osteoarthritis: pathogenic signaling pathways and therapeutic
targets
Estrés Oxidativo, Inflamacion y Apoptosis
growth plate -
articular cartilage
synovial membrane -* |
subchondral bone

E =) ROS factors
Chondrocyts L0 Inflammatory Yu

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



Signal Transduction and Targeted Therapy s ratss camiagtiarn

REVIEW ARTICLE OREN EI
Osteoarthritis: pathogenic signaling pathways and therapeutic
targets

Estrés Oxidativo y Disfuncion Mitocondrial

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



@* Is osteoarthritis a mitochondrial disease? What is
the evidence

Fernandez M. Curr Opin Rheumatol 2022, 34:46-53



Signal Transduction and Targeted Therapy s s com gt

REVIEW ARTICLE OPEN
Osteoarthritis: pathogenic signaling pathways and therapeutic
targeta CKs Proinflamatorias > Metaloproteinasas

Ligand
(TNFa,IL-18, LPS etc) I

I

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



Signal Transduction and Targeted Therapy s s com gt

Sefial Wnt > Metaloproteinasas
REVIEW ARTICLE OPEN
Osteoarthritis: pathogenic signaling pathways and therapeutic FRZB
- :-a»s-’-t

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



Signal Transduction and Targeted Therapy s ratss camiagtiarn

2

Osteoarthrti: pathogenic signaling pathways and therapeutic TGF-By BMPs > Smad > Runx-2

targets Metaloproteinasas

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



Signal Transduction and Targeted Therapy s s com gt
REVIEW ARTICLE OREN

Osteoarthritis: pathogenic signaling pathways and therapeutic
targets

Multiples Vias > Dafio Tisular
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Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



Signal Transduction and Targeted Therapy e e Cam gt
® |
2
REVIEW ARTICLE OPEN
Osteoarthritis: pathogenic signaling pathways and therapeutic
targets

| articular cartilage erosion

growth plate ~ ------ 5
synovial hyperplasia

abnormal angiogenesis

articular cartilage -

synovial inflammation

( subchondroal bone disturbance

synovial membrane -~
(Iigaments and tendons instability )

““.\.‘(jointsliffness ]

subchondral bone

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



Signal Transduction and Targeted Therapy W s Com gt
2

REVIEW ARTICLE OPEN

Osteoarthritis: pathogenic signaling pathways and therapeutic

targets

Sinovitis > Danio Tisular
b

articular cartilage

synovial membrane -~

subchondral bone

'
.
.
.
.
.
.
.
.
.

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.
Sanchez E. Nature 2022; 18: 258-274.



Signal Transduction and Targeted Therapy W rats cam igtiara

REVIEW ARTICLE OPEN Igj

Osteoarthritis: pathogenic signaling pathways and therapeutic
targets

Normal

synovial membrane -~

subchondral bone

Factores de Riesgo de Sinovitis

. Mo ~bgamam‘ i
Injuries >
* Intra-articular fractures

OA /

. t might shape the »
microbiome

* Microbial dysbiosis

* Changes :l'ty intestinal
* Metabolic endotoxaemia
memlc LPS) correlates
mmes

medlatots {e.g. NOS,
IL-6 and IL-8)

Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.
Sanchez E. Nature 2022; 18: 258-274.



REVIEWS

Metabolic syndrome meets osteoarthritis

Adipokine
secretion

Dereguiated lipid
metabolism

Accumulation
of AGES

REVIEW

{Ghosh ter
ey

Obesity, Metabolic Syndrome, and Osteoarthritis—An Updated Review

Leptina
Adiponectina
Visfatina
Resistina
Quimerina
Lipocalina-2
Apelina

Serpina

. IGF-1

. TGB-B

. PGE2
<> |+ mwps

. IL-1B

T

. TNFa

Zhuo Q. Nat. Rev. Rheumatol. 2012; 8; 729-737.
Pragasam S, Current Obesity Reports. 2023; 12:308-331.



PLOS ONE

FESEANO ARTIRLE

The relation between the gut microbiome and
osteoarthritis: A systematic review of

literature
| Environmental factors | | Dysbiosis and Intestinal Villi damage |
= =
%o buaietie snd bectens
== = =

[Ceind | [ o | s | et |

Chisari E. PLoS ONE 2021; 16: 1-16.



The Potential Role of Probiotics in the Management of Osteoarthritis
Pain: Current Status and Future Prospects

JOUNT TNFLAMMATION
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Rahman s. Curr Rheumatol Rep. 2023 Sep 1. doi: 10.1007/s11926-023-01108-7
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THERAPEUTIC ADVANCES in

Muscuiaskelmial (Vargse

The current state of the osteoarthritis drug
development pipeline: a comprehensive
narrative review of the present challenges
and future opportunities

* No farmacoldgico
e Sintomatico

* DMOADs

e VAS
Table 3. Practical understanding of current EMA or FDA guidance on
DMOAD. * WOMAC
Structure improvement .  A|IS Symptom improvement
Radiographic indicator [J.SNl Pain inditator
MRI indicator [cartilagé volumUﬁQ'Dl Function|indicator
thickness) Delay of gurgical intervention
Non-cartilage indicato [BML.KQ\Q&is.

andv effusion)

To obtain approval, bot

* OKS
h conditions must be met.

BML, bone marrow lesion
European Medicines Agen

cy; FDA, US Food and Drug Admi

space narrowing; MRI, mdgrfetic rkfAhance imagina.

D.MOAI!mgse-modifying ostdoarthritis drugs; EMA,

histration; JSN, joint

* OARSI
* SF-36

Heungdeok K. Ther Adv Musculoskelet Dis. 2022 Dec 7;14:1759720X221085952.



ARTHRITIS CARE & RESEARUCH 45:584 -301. 2001

Smallest Detectable and Minimal Clinically
Important Differences of Rehabilitation
Intervention With Their Implications for Required
Sample Sizes Using WOMAC and SF-36 Quality of
Life Measurement Instruments in Patients With
Osteoarthritis of the Lower Extremities

Tahle 3. Ssullest detertalide differwace (SO0 and semple siaes (nd gives e datn of 2 pilod stuedy (Tubdes 1 und 21*

= of pild vindy, MOID for worsesing,  MUCID for ssprevement,
fatves the S0 (basedse) s SM S Ohamarkira| SO (asedione)
Using Sormalat i F ] 1 ] ]
Results i o T oper trestment are W tetal w wtal » total

WOMAL (n = 1223

Pain an wr o wi 4

ftiffons none > 1000 ™A ol i

Funetion are ns 1o “ nr

Gletsal ars 207 100 a s
SF-36 (n = 130]

Bodily pein " W ”m o "

Plonios) fusction ™ >1000 1w om s

MH in in - o imn

B250-300
W200-250
0 150-200
0100-150
®@50-100
@o-50

5D Quedired = bt doviamon of busdiae wom (3 prion stasdend dovitimd 55 = ofecr oo SEM = aadardond i e, VETD =
weninnd «Baiadly lotpuatont ieonnsa WOMAL = Weatirn Cnsiie il Mhbavies Unthwreiion Ohtesafhitt abe 5530 = Malial Ousssses
Staaly ¥oAum Shuat Furm 108 = plipcal rompuesest uatesars. £5 = Mas (ofact) « SU Ouedion) SKM = e feffuct) « 40 gufioct)

* Farmalar in Mathele matho.

Angst F. Arthritis Care & Research 2001; 45: 384-391.

WOMAC y SF36

« SSD Diferencia Minima Detectable
* MCID Diferencia Minima Clinicamente Importante: 12%

e SZ Tamarfio de Muestra Minimo: N = 300




RESEARCH ARTICLE

Identification of clinical phenotypes in knee @

osteoarthritis: a systematic review of the

literature

/)
gowthplate - Ll
articular cartilage -1~
synovial membrane - |\

subchondral bone

24 estudios 6/72 fenotipos.

Fenotipos Clinicos en Artrosis de Rodilla

Dolor crénico con sensibilizacion central
Predominante dafio de hueso y cartilago

Sobrecarga mecanica

1.
2
3
4. Inflamatorio
5. Sindrome metabdlico
6

Enfermedad articular minima

Dell’lsola. BMC Musculoskeletal Disorders 2016; 17: 425-437.
Yao Q. Signal Transduct Target Ther 2023; 8: 1-31.



THERAPEUTIC ADVANCES in
Musculoskeletal Disease

Latest insights in disease-modifying
osteoarthritis drugs development

Sinovitis

'.'"-E . M ----- e
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Tumor necrosis factoe-alpha inhibisars
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Fisetin
Curcuma longa extract
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DMOAD cartilage
Fibroblast factor 18
Sprifermin (MMFGF18)

Proteinases inhibitors
GLPGIYTL/5201086

wat Inhibitors
Loencviving (SMO4450)
Tramm! growth

| “Human PR

Knee osteoarthritls

DMOAD targeting ssbchondral bone
Cathapain K
MIV711

Parathyyrold
Tetiparatide
Matsix et

Cartilago

“TPX-100

Biaphosphonates
Zoledronic Ackd
Transforming growth factor-f)

Figure 1. Potential phatmacological theragies for OA

Hueso
Subcondral

Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.



[ ] ] Factor de Crecimiento de Fibroblastos 18 (FGF18)
Cartilago

DMOAD targeting cartilage
Fibroblast growth factor 18:
-Sprifermin (thFGF18)
Proteinases inhibitors:
-GLPG1972/5201086
Wnt signaling inhibitors:
-Lorecivivint (SM04690)

¢ Transforming growth factor-p:
-TG-C
AMPK modulator:
‘Metformin
-

Platelet riched plasma:
‘Human PRP

Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.
Hochberg M. Jama 2019; 322: 1363-1370



[ ] ] Factor de Crecimiento de Fibroblastos 18 (FGF18)
Cartilago

FGF18 recombinante humano / Sprifermin

i e T Proliferacion de Condrocitos y </ > Matriz Extracelular
-Sprifermin (rhFGF18)
Protainasss iniiors: « NCT 00911469. Fase 1
oroaimin owbatony * NCT 01033994. Fase 2
<a Ushateraing srowticiaciont * NCT 01919164. Fase 3
I N | pisteletriched piasma Estudio FORWARD
.‘ J Fase 2. RTC 549 pac. 30-100 mcg IA, c/6-12 m x 2 afnos
v~ ] e
x « Grosor cartilago FT/RNM. BeBb BwBin B
100 mcgc/6m >0.05mm* it
J 100 mcg c/12 m >0.04 mm *
- i

- WOMAC n.s. | I T
« CL: Significado clinico incierto

Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.
Hochberg M. Jama 2019; 322: 1363-1370



] Inhibicidn de Proteinasas
Cartilago

Inhibicion MMP-13

~ DMOAD targeting cartllaqo ' PG-116800
fé';?ﬁ'é'r?ﬁi'.]“('r%?é'}?’s")‘f"18' « NCT 00041756. Fase 2: Toxicidad
FOLPG1972/5201086
Mot st s BAY 12-9566
R Tranaforming growth factor-f: « RCT Fase 2: Mejora turnover proteoglicanos
| AMPK modulator.
| i Inhibicién ADAMTSs
Human PRP
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 NCT 03595618. Fase 2, completado 2020 ?

! , AG523
| - « NCT 00427687. Fase 1 ...Suspendido
« NCT 00454298. Fase 1 ...Supendido
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Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.



[ Cartilago ] Inhibicién de Sefal Wnt

I:MlgAD targotll’n'g cartilage LO recivivint
F t growt tor 18: oo o 7 . o
‘Spifermin (hFGF18) Inhibicién transcripcional de Wnt

Proteinases inhibitors:
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Wnt signaling inhibitors:
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» Transforming growth factor-p:
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| AMPK modulator.
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Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.
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Effect of Romosozumab Treatment in Postmenopausal
Women With Osteoporosis and Knee Osteoarthritis: Results

Inhibicién de Senal Wnt

From a Substudy of a Phase 3 Clinical Trial
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Lane M. ACR Open Rheumatology. 2024; 6: 43-51.
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[ ] ] Modulacion AMPK
Cartilago

Metformina
Activacion AMP - Protein Kinasa

DMOAD targeting cartilage
Fibroblast growth factor 18: i . -
Sonfaemin (RESEAR). « RCT Pacientes OAy DM2. MTF+COX2i v/s PBO x10 afios
“GLPG1972/5201086 N =968. PTC/PTR HR 0.742 (95% CI 0.60-0.92) p = 0.005
Wnt signaling inhibitors:
-Lorecivivint (SM04690)
Transforming growth factor-p: . -
1 i A « RCT Pacientes DM2 y OA. MFT v/s PBO x4 afios
' Metformin . N =40.694. PTC/PTR HR 0.70 (95% CI 0.60-0.81) P = 0.0001
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J—m_ §' & — Metformin nonusers
'-.l: 5 === Metformin users
'g g . Log rank p=0.0001
o ]
8 g r""-
gs ¢ L
- g 4
2% "
g g 2 -
g g ”,fl
= z ’f’
£§8 ok="
Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24. ) v 0 24 48 72 96 120 144
Lu C. PLoS One 2018; 13: e0191242. Month
sk

Zhu Z. CMAJ 2022; 194: 1672-1684.




[ Cartilago ] Plasma Rico en Plaquetas (hPRP).

hPRP
Factores de crecimiento y citokinas granulos aPLQ

DMOAD targeting cartilage
Fibroblast growth factor 18:
-Sprifermin (rhFGF18)

Proteinases inhibitors: RESTORE / Australia. hPRP Comercial, Regen Lab.

W signalng inhibtors: ACTRN 12617000853347
-Lorecivivint (SM04690)
Transforming growth factor-p: -
TG-C * RTC N =288, KOA KL 2-3, 62 afos, IA x3. 12m
AMePf':J Iz‘?:ulator:
l'l’\lﬁatlelet riched plasma:
‘Human PRP J

B | Gropp surmmsary of changes in teerall kowe pam soores

N sCon

W e

* Dolory Grosor RNM: n.s. kv —1- I
a0 5

» 29/31 Objetivos 2°: n.s.

Chatvpe in oy

Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.
Bennell K. Jama 2021; 326: 2021-2030.



[ Cartilago ] Plasma Rico en Plaquetas (hPRP).

hPRP
DMOAD targeting cartilage Factores de crecimiento y citokinas granulos aPLQ

Fibroblast growth factor 18:

fprlffrmln (rlhf‘(lsbfi: 8)

roteinases in ors! .

‘GLPG1972/5201086 PRISMA / Holanda. hPRP Comercial, Arthrex

Wnt si ing inhibitors:

Lorechivint (SM04690) NTR 7261

Transforming growth factor-p:

-TG-C

AMPK modulator. - ~

Metomin * RTC N =100, OA Tibiotalar, 55 afios, IA x2.

Platelet riched plasma:

‘Human PRP

J B Mean ADFAS score -wr 7] macebo ‘
g & ' l N B
§ | i : = I
« Dolor y Funcién: n.s. T & ‘ I |
;5
Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24. Tt —_— £

Paget L. Jama 2021; 326: 1795-1605.



Sinovitis

-Gevoklzumab (XOMA-OSZ)
-AMGI08
-lummumb (ABT-981)

-LY3016859
Etanercep
-Infliximab
ic
~UBX0101
Fisetin
Curcuma longa extract

DMOAD Dirigidos a la Sinovitis

Diacereina
Inhibicion de IL-1

Cochrane Database of Systematic Reviews
10/40 RCT. 2.210 px. OA, 59 afios.

Conclusiones:

- Evidencia de baja calidad

- Pequefio beneficio en dolor

- Pequefiio beneficio en espacio cadera, no en rodilla
- EA frecuente: diarrea

Wiustrative comparative risks* (95% C1)
d risk. Carresponding risk
Pain overall visual analogue scale Muans pain overall  Meon pain overall visual 1Lm e NNTE 6 4 to 2008
for pain wisual analogue  onalogue stale for pain m (nix fow 12
Scale tram: 0 40 100 scale for pain in the intervention groups was studies| Atnolute risk diffmrancs 0w 16 1o
Follow-up: three to 36 montin control groups 1,65 points lower ol
;"n \ oz Relative percentage changs - 19% -M%

10 %)

Fidelix T. Cochrane Database Syst Rev. 2014; 2: CD005117.
Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.



Sinovitis

DMOAD targeting synovitis
Interleukin-1 Inhibitor:
Gevokizumab (XOMA-052)
-AMG108

Lutikizumab (ABT-981)

~Anakinra

Canakinumab

Diacerein

Tumor necrosis factor-alpha inhibitors
Adalimumab

-LY3016859

Etanercep

-Infliximab

Senclytic therapies

UBX0101

Fisetin

Curcuma longa extract

DMOAD Dirigidos a la Sinovitis

Inhibicion de IL-1

Gevokizumab
« NCT01683396. Fase 2
« NCT01882491. Fase 2

AMG 108
* NCT 00110942. Fase 2

Lutikizumab
« NCT02087904. Fase 2
« NCT02384538

Anakinra
« NCTO00110916. Fase 2

Canakinumab
« NCTO01160822. Fase 2

Diacereina
« NCT02688400. Fase 3

n.s.

Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.



Sinovitis

DMOAD targeting synovitis
Interleukin-1 Inhibitor:
Gevokizumab (XOMA-052)
-AMGI08
Lutikizumab (ABT-981)
~Anakinra
-Canakinumab
‘Diacerein
Tumor necrosis factor-alpha inhibitors
~Adalimumab
-LY3016859
-Etanercep
“nfliximab
Senolytic therapies
UBX0101
Fisetin
Curcuma longa extract

DMOAD Dirigidos a la Sinovitis

Inhibicidon de TNF-a

Adalimumab
« NCT 00296894. Fase 2
« ACTRN 126162000791831. Fase 2

Etanercpt L n.s.
* NTR 1192. Fase 2

Infliximab
e NCT 001144143.Fase 4

Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.



Sinovitis

DMOAD targeting synovitis
Interleukin-1 inhibitor:
Gevokizumab (XOMA-052)
-AMG108

“Lutikizumab (ABT-981)

~Anakinra

-Canakinumab

‘Diacerein

Tumor necrosis factor-alpha inhibitors:

~Adalimumab
-LY3016859
-Etanercep
-Infliximab

ic therapies
-UBX0101
Fisetin
Curcuma longa extract

DMOAD Dirigidos a la Sinovitis

Curcuma longal./ Curcumina/ Tumeric
Bloqueo NF-KB en condrocitos

NCT 02409381. Fase 4
NCT 04500210. Fase 3
NCT 00792818. Fase 3
NCT 00992004. Fase 2

RS 20 estudios

]

Conclusién: 1000 — 2000 mg/d ...

Li S. Ther Adv Musculokelet Dis 2023; 15: 1-24.
Koroljevic Z Rheumatol Int 2023; 43: 589-616.
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Research Article

The efficacy and safety of Curcuma longa extract
and curcumin supplements on osteoarthritis: a

systematic review and meta-analysis

15/22 RCT, N=1.612 OA
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Conclusion: Curcuma longa extract and curcumin may be
a safer and effective supplement for OA patients. It is e nn tn (SR RPTEE., USRS

recommended to use Curcuma longa extract and curcumin
supplement for OA patients for more than 12 weeks
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Cochrane
Library

Cochrane Database of Systematic Reviews

C

Chondroitin for osteoarthritis (Review)

43 RCT, N =9.110, CS v/s PBO, KOA, 3a.

Authors' conclusions:

A review of randomized trials of mostly low quality reveals that chondroitin
(alone or in combination with glucosamine) was better than placebo in improving
pain in participants with osteoarthritis in short-term studies.

Singh JA. Cochrane Database of Systematic Reviews 2015, Issue 1. Art. No.: CD005614
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Efficacy and safety of the combination of glucosamine and chondroitin

for knee osteoarthritis: a systematic review and meta-analysis

8/214 RCT, N=3793, KOA, WOMAC.
GS+CS v/s PBO, GS, CS, AINES

[P ——

B S —— s (b

W e et

W At o s e st b
B oo s e M0

B St i —" |

* MCID - 6.98 (95% Cl 22,3-1.8) p=0.02

Meng Z. Archives of Orthopaedic and Trauma Surgery (2023) 143:409-421

Clegg 2006 2895 1528 317 31.74 1641 313 259%
Lugo 2016 3925 067 57 4033 083 63 286.3%
Roman-Blas 2017 438 11.73 80 372 1517 78 252%
YeYang 2015 865 363 36 6496 1758 18 225%

Subtotal (95% CI) 490 462 100.0%
Heterogeneity; Tau®= 104,72, Chi* = 188,27, af= 3 (P < 0,00001); "= 98%
Testfor overall effect: Z= 2.29 (P = 0.02)

5.1.2GS+CSVSGS

Clegg 2006 29 88 317 313 98 37 504%
YeYang 2015 87 38 38 27 86 36 496%
Subtotal (95% CI) 353 100.0%

Heterogeneily: Tau?= 126.52; Chi" = 86,44, df= 1 (P < 0.00001), F= 88%
Test for overall effect: Z=1.28 (P = 0.20)

51.3GS+CSVSCS

Clegg 2008 29 88 317 321 99 318 100.0%
Subtotal (95% CI) 317 318 100.0%
Heterogeneity: Not applicable

Test for overall effect Z= 4.17 (P < 0.0001)

5.1.4 GS+CS VS NSAIDS

Clegg 2006 2895 1528 317 2927 1671 318 57.8%
Hochberg 2015 3633 16.86 264 3526 17.08 258 422%
Subtotal (95% CI) 581 576 100.0%

Heterogeneily. Tau®= 0.00; Chi*= 0.51, 0f= 1 (P= 0.48), F= 0%
Test for overall effect: Z=0.28 (P = 0.78)

€S chondroitin, SD ard diff

Fig.3 GS gl

Mean Difference
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95% C195% confidence interval. Green squares and lines stands for mean dif-
ference and 95% Cl of each group. Rhombus stands for 95% CI of each groups of comparison

Groups P VALUE 95%C MCID
GS+CSVSPLACEBO 002  (22.33,-1.75) -6.98 — *
WOMAC GS+CS VS GS 020  (25.92544) -6.17 e P
Total GS+CSVS CS 00001  (-4.56,-1.64) -6.42 o
G5+CS VS NSAIDS 078  (163216) 639 —
-20 -10 0 10 20
GS+CSVSPLACEBO 081  (-9.4412.16)  -7.87 —]
GS+CS VS GS 034 (857,297 -1.72 —
Viseors GS+CS VS CS 055  (-7.73,413) 752 FU -
G5+CS VS NSAIDS 090  (422,48) 752 > —
<10 5 0 5 10
Fig4 MCID mni clinically imy iff Red squares stands for MCID. Black lines stands for 95% C1




¢, Dr. ...y el extracto de palta y soya sirve ?




¢, Dr. ...y el colageno sirve ?




¢, ... Y si probamos con hidroxicloroquina?




¢, ... Y si probamos con colchicina?




JAMA | Original Investigation

Association of Pharmacological Treatments With Long-term
Pain Control in Patients With Knee Osteoarthritis

A Systematic Review and Meta-analysis

47 RCT, 37 Rx > 12 meses, N = 22.037

Figure 1. Flow Diagram of Study Identification, Screening,
Eligibility Assessment, and Inclusion

[nu mmmmmmm]

| 4379 Duplicates removed |

| 3187 Reconds screened sfter dupiicates remaved |

__l 3051 Records excluded (did not meet l
eigivility criteria in abstracts)

[ 136 Full-text aticles sssessed |

_.[ 89 Records excluded (did rot meet I
cligibiity criteria i full text)

A7 Stodies included in meta-analysis
(N=22037 patients)

CONCLUSIONS: In this systematic review and network
meta-analysis of patients with knee osteoarthritis and at
least 12 months of follow-up, there was uncertainty around
the estimates of effect size for change in pain

Figure 3. Forest Plot for the Estimates of Long-term Treatment Effects of Interventions on Knee Pain

That Excluded Trials at High Risk of Bias

No.of  No.of Mean Difference Favors Active | Favors
Type of Intervention Trials  Patients  (95%Crl) Treatment = Placebo
Antioxidants i
Vitamin € 1 59 2.13(-1.77 t0 6.08) -8
Bone-acting agents
Calcitonin 1 695 -2.24(-4.73100.22) -
Risedronate 2 2047 -0.93(-2.70 t0 0.85) l
Strontium ranelate 1 899 -2.11(-4.55t00.34) -
Vitamin D 2 310 -2.73(-6.48t0 1.00) -
Intra-articular hyaluronate and corticosteroid injections :
Hyaluronic acid 5 605 -1.68(-5.67 102.25) —-
Triamcinolone 1 70 3.50(-1.41t08.44) —i—
Hyaluronic acid plus triamcinolone 1 16 -11.91(-28.71t05.11) —_—
Nonsteroidal anti-inflammatory drugs
Celecoxib 3 690 -4.81(-10.26 t0 0.55) —— *
Diclofenac B 860 -0.47 (-6.85t05.82) =
Etoricoxib 2 780 -328(110410440) ——
Licofelone 1 147 -1.66 (-12.08 t0 8.68) ——
Naproxen 3 624 -2.82(-11.38105.71) —a—
Nimesulide 1 183 -2.53(-12.38107.31) —
Rofecoxib 1 516 2.12(-4.93109.27) ——
Symptomatic slow-acting drugs in osteoarthritis and putative disease-modifying agents
Chondroitin sulfate 5 731 ~1.31(-4.17 to 1.50) -
Cindunistat 1 971 -0.92(-3.17t01.34) &
Diacerein 1 85 -0.90(-8.16 10 6.45) —a—
Glucosamine sulfate 2 207 ~4.10(-7.14t0-1.12) - *
Glucosamines 2 286 -1.81(-6.56 t0 2.95) —a—
Glucosamines plus chondroitin sulfate 2 280 -3.60(-8.31t01.09) ——
Sprifermin 1 122 10.78 (5.16 to 16.40) | —-

30 20 ;10 0 10 20 30
Mean Difference (95% Crl)

Gregori D. JAMA. 2018; 320: 2564-2579.



Osteoarthritis {Qmmmnlms
and Cartilage QA\

OARSI guidelines for the non-surgical management of knee, hip, and m 201 9
polyarticular osteoarthritis oBE

2018 EULAR recommendations for physical activity in 2018
people with inflammatory arthritis and osteoarthritis

2018 update of the EULAR recommendations for the

management of hand osteoarthritis 2018
EULAR recommendations for the non-pharmacological 2013

core management of hip and knee osteoarthritis

Bannuru R. Osteoarthritis Cartilage. 2019; 27: 1578-1589.
Fernandes L. Ann Rheum Dis. 2013;72: 1125-1135.
Rausch A, Ann Rheum Dis. 2018; 7: 1251-1260.
Kloppenburg M. Ann Rheum Dis. 2019 Jan; 78: 16-24.
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2019 American College of Rheumatology/Arthritis
Foundation Guideline for the Management of
Osteoarthritis of the Hand, Hip, and Knee

HAND KNEE HIP

Fisicas

Psicosocial

PHYSICAL, PSYCHOSOCIAL, and MIND-BODY APPROACHES

Farmacoldgicas

Kolasinski S. Arthritis & Rheumatology 2020; 72: 220-233.

| |PHARMACOLOGIC APPROACHES

| selteficaoyandselt Management Programs. |
[ Weight Lo )
[ Taichi ]
| cane |

1 CMC Orthosss ]| TF Knee firace™”

Cognitive Bahavioral Therapy |

l
| Heat, Therapeutic Cooling |
|
|
|

Acupuncture ]

| nesiotaping

[ Satence Training |
[_other Hand Orthoses™ | [_#F Knee race” |
‘ Paratfin [ v ]

[ wA
[ ot wsaion |
[ vopiarnsaios || vopicstnsaios |
[ iaswroiss || VA Steroids (magiog-Guidance for e | strongly
| weramioaphen ] —
| Tramadol ] ’ mndm“y'\
[ Dulowatine ) recommended
| Chondroltin | Topical Capsaicin |
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2019 American College of Rheumatology/Arthritis
Foundation Guideline for the Management of HAND KNEE HIP
Osteoarthritis of the Hand, Hip, and Knee _

Bisphosphonates

1) (NEE {IF
HAND KNEE HIP

Hydroxychlorogquine

Methotrexate

HES

‘ toghorests M | Therapy (with or without exercise)

TNF Inhibitors

\C

IL-1 Receptor Antagonists

\
OA

J
P>

Massage Therapy

1IND

APP

1 Cell Injectson

Condrot J

Intra-Articular Hyaluronic Acid -A Hyaluronic Acid

N

|

COLOC

Y

N
%

e ———
OGl

- Wedged Inscles = [ Intra-Articular Botulinum Toxin ]
o
a L T [ Topical Capsaicin ] [ Profotherapy ]
® Pulsed Vibration [ Colchicine J
W Theragy
a \ [ Non-Tramadol Oploids ] Strongly
Against
[ Fish Ol ]
Conditionally
[ Vitamin D ] Against

Kolasinski S. Arthritis & Rheumatology 2020; 72: 220-233.
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ANEUMATOLOOY RECISTAICS. B1C DATA. AND THE RNEUMATIC DISEASES

Education, Home Exercise, and Supervised Exercise for
People With Hip and Knee Osteoarthritis As Part of a

Nationwide |mp|ementation Program: Data From the Better Ma nagement Of Patients With Osteoa rth ritis-
M f Pati With O hriti . .
Ry asTetiem M Cevsterinite BOA Registry, 38.030 px, 12 meses, Suecia.

Table 3. Joint pain difference at bassline immediately after treatment and at 12 months after the BOA program, stratified by
affected joint and treatment group®

All participants ED HE SE
Total zamplet
Bazeline (ref) 53%(532 548) 5.50(5.30, 569 5.32(5.29 538 535(532 538
Diffzrence at baseling
After reatment -1.03(-117,-025) -097 (=175, -088) -1.06(-1.10,-1.01 =112 {-1.15, -1.08)
12-month follow-up -0.74{-0.84, -0.64) 058 (-0.87, -0.30) -0.82(-0.87, -078) -0BZ(-0.856,-077)
Hip UAT
Bazeline (ref) £43(5.37 550) 5.63(5.30,5958) 536525 542) £E33(5.28 539
Difference at baseling
After treatment -0.85 (-0.85, -0.280) -0.84({-1.25,-0.43) -0.82 (-0.90, -0.74) -0.86({-052, -0.80)
12-month follow-up -0.50(-0.56, -0.44) =050 (=1.00, -0.20) -0 48 (-057 -0.38) —-0.51 [(-0.59, -0.44)
“rnee 04T
Baseline (ref. £34(528,54Q) 534(511,558) EZ22(518,527 527523, 530
Diffzrence at baseling
After rreatment -1.21-1.24, -1.7) -095(-1.25,-068] -T2 =123 <172 1221271705
12-month follow-up -095(-05% -0.57) -0.62 (-058, -0.28) -0.587(-1.03, -090) -0.25(-1.00, -0.90)

Dell’lsolla A. Arthritis Care & Research 2020; 72 :201-207.



Conclusiones.

La OA es una enfermedad frecuente, en rapido aumento, y grave
Sobrepeso y obesidad son condicionantes importantes de OA

La patogenia es compleja y multifactorial

Existen diferentes perfiles patogénicos/clinicos de OA

La estrategia de educacion y ejercicio tiene buenos resultados
Los tratamientos sintomaticos son insuficientes

Los tratamientos DMOADSs en uso poseen un efecto limitado

SOCIEDAD CHILENA DE OSTEOLOGIA
¥ METABOL INERAL - SCHOMM
26y 27

Existen varias nuevas terapias, aun en estudio




Conclusiones.
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Gracias ...
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