BlBMoypa(puﬂ’]
EVNUEPOON EEMMO

Anpog K. Tlatpikog
AevBovtic Pevpoatoldyog
Nocoxkopeio Metropolitan

30-3-2019

-
-
_...‘._

*“METROPOLITAN
l+"'JH o SOP{I)T A L



Twuntikn apoPn) kaud yio tnv tapovco

ExmodeuTikéc-epeuvnTIKEC-GUUPBOVAEVTIKEC EMLYOPMNYNOELS TNV TEAELTOLO OETINL

Lilly, Amgen, Roche, UCB, MSD, Pfizer, Menarini, Novartis, Angelini Pharma,
Abbvie, Bristol Myers Squibb, RAFARM



Oocteo0pOpition AKPOV YELPOV:
Néeg KaTevOuvTipreg 0onyies



f the EULAR recommendations for the
0

of hand osteoarthritis PR

Avaveémon tav ano to 2007 vrapyovswv

BiAtoypapikn ovacKOnnomn amodeiEemy

Do pUOKEVTIKNG

Mn QopUOKEVTIKNC ‘I» > Baowkee apyes

X , 10 Xvotaocelc
EIPOVPYIKNG

19 Iatpoti, acBeveic, emayyeAuatiec vysiog
10 Evporaikec ympeg

Kloppenburg M. Ann Rheum Dis 2019;78:16-24.



2018 update of the EULAR recommendations for the
management of hand osteoarthritis

o ' LoE* GoRt  LoA (0-10)

Overarching principles

A. The primary goal of managing hand OA is to control symptoms, such as pain and stiffness, and to optimise hand function, in 9.7 (0.7)
order to maximise activity, participation and quality of life.

B. All patients should be offered information on the nature and course of the disease, as well as education on self-management 9.8 (0.8)
principles and treatment options.

C. Management of hand OA should be individualised taking into account its localisation and severity, as well as comorbidities. 9.9 (0.2)
Management of hand OA should be based on a shared decision between the patient and the health professional. 9.6 (1.1)

E. Optimal management of hand OA usually requires a multidisciplinary approach. In addition to non-pharmacological modalities, 9.3(1.2)

pharmacological options and surgery should be considered.

A. Kvpiloc o16y0¢: "Edeyyoc countoudtov, BEATIOon AEITOVPYIKOTNTOS, OPACTIPLOTNTOS, GUUUETOYIKOTTOGC
B. ITAnpopdpnon acBevov (poon, mopeia vocov) Exmaiocvomn avtootoyeipiong

C. E&atokevpévn owayeipton (0€om, Bapdtnta, cuvvoonpotnta)

D. Xvvandéeaon

E. IToAvmopayovtik) avtiuetdmion (Un QopUOKEVTIKT], PUPLOKEVTIKT), YELPOVPYIKT))
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2018 update of the EULAR recommendations for the
management of hand osteoarthritis |

Recommendations

1. Education and training in ergonomic principles, pacing of activity and use of assistive devices should be offered to every patient. 1b A 9.3(1.1)
2. Exercises to improve function and muscle strength, as well as to reduce pain, should be considered for every patient. 1a A 9.1(1.6)
3. Orthoses should be considered for symptom relief in patients with thumb base OA. Long-term use is advocated. 1b A 9.3(1.0)

1. Exmaioguon G6TIC EpYOVOUIKES apyYEC, OTAOIOTOINGT OpaGTNPLOTTOVY, Yprion fondnudtonv
2. Acknoelc PeATimonc Ae1toupykOTNToC, LVIKNC 16YV0C, LeEimong Tovov

3. NapbOnkeg yio. v OA 11 KMK. Maxkpoypdvia. ]‘ (Ilokona 3)

Kloppenburg M. Ann Rheum Dis 2019;78:16-24.



2018 update of the EULAR recommendations for the
management of hand osteoarthritis

4. Topical treatments are preferred over systemic treatments because of safety reasons. Topical NSAIDs are the first
pharmacological topical treatment of choice.

Oral analgesics, particularly NSAIDs, should be considered for a limited duration for relief of symptoms.
6. Chondroitin sulfate may be used in patients with hand OA for pain relief and improvement in functioning.

Intra-articular injections of glucocorticoids should not generally be used in patients with hand OA%, but may be considered in
patients with painful interphalangeal joints§.

8. Patients with hand OA should not be treated with conventional or biological disease-modifying antirheumatic drugs

1b

1a
1b
1a3-1b§

1a

p=

A

8.6 (1.8)

9.4(0.9)
7.3(2.7)
7.9 (2.4)

8.8 (1.8)

4. Tomkég Bepameiec TPOTILOVTOL ATO GLGTNUOTIKEC (ac@diela) 1M emAoyn Tomikd MEAD

5. Avaiyntika otaitepo MXAD PO yio teploptouevn olapkeln (maimeg 7+
6. O¢ctikn yovopoitivn yia avalynoia Kol BEATIOON AEITOVPYIKOTNTOG

7. EvoapOpukd koptikoedn 0yl oe OA dkpov yepav I60¢ o€ enmovveg PO
8. Oy Bepameia pe cvopPartikd kot ProAoyucd DMARDS (véa)
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2018 update of the EULAR recommendations for the
management of hand osteoarthritis

9. Surgery should be considered for patients with structural abnormalities when other treatment modalities have not been 5 D 9.4 (1.4)
sufficiently effective in relieving pain. Trapeziectomy should be considered in patients with thumb base OA and arthrodesis or
arthroplasty in patients with interphalangeal OA.

9. Xepovpyeio og acOeveic pe oopikeg PAaPec oe amotvyia dAA®V TtapeuPdcemv
Extoun tpaneloeidong yia OA 11 KMK, apBpdoeson 1 apBponiactikn yioo OO

Kloppenburg M. Ann Rheum Dis 2019;78:16-24.



2018 update of the EULAR recommendations for the
management of hand osteoarthritis

10. Long-term follow-up of patients with hand OA should be adapted to the patient’s individual needs. 5 D 9.5(1.7)

10. Maxkpoypdvia mopakorovOnen avdrioya Le TG avaykec Tov aioBevoig (NEw)

Awoypoapn mrororag 4 (Xpnon Oepuoéotnrog ko US)

Kloppenburg M. Ann Rheum Dis 2019;78:16-24.



ALOYELPLOT TTOVOV GE PAEYNOVMOOELS POPLTIOES KUl 06TEOUPOpiTION:
Néeg kaTevOuvTpreg oonyieg



Recommendation

EULAR recommendations for the health professional’s  § A(j@g\/o](g\/’[pu((') TAOLC10 OW’Cl]VLST(bTElGT]g
approach to pain management in inflammatory

arthritis and ostecarthritis § Koatovonomn tov ToAamA®@V Kot 0AANAOETISpOVTIOV

BloAoyIK@OV, YLYOAOYIKOV, KOWVOVIKOV TOPAYOVIWOV

Box 1 Overarching principles y ’ ’
OV RSPIX(IHB(IVOUV OAAL OV ngp10p1COVqu oTN

» The assessment and treatment process should be guided by a
patient-centred framework. ¢ 4 4 4

» The health professional should understand that (any type B UPLTNTA TOVL TTOVOD, TEPUPEPTKEG KU KEVIPIKEG
of) pain encompasses multiple and mutually interacting , . .
biological, psychological and social factors that include but Vgup()(pucno}\,oyu(gg BISp”YOLGlEC_‘,, XElTOUp'YlKO’CT]TOL,
are not limited to pain severity, peripheral (inflammation
and joint damage) and central neurophysiological processes, , , , ,
physical (dis)ability, resilience and vulnerabilities (emotions, ELKOAUTTOTNTA., 81)75(16818§, KOIWVOVIKEQ TTAPAUETPOVG,
cognitions, behaviour, lifestyle), social factors (work, support,
facilities, economic), sleep quality, obesity and other health
risks (eg, smoking, alcoholism).

» The health professional should have basic knowledge of the
pathology, treatment and sequelae of inflammatory arthritis § BOLGlKﬁ W(bgn 0V B¢ p ATTOVTOL GTNV 7[(190}\,0”)({0{
and osteoarthritis. ’

» The health professional should be able to differentiate , , ,
between localised and generalised pain and should know 98[)(17[81(1, OLVETELECQ TNG ap@pnlﬁag
that these types of pain may coexist.

TOL0TNTA VTTVOL, TAYLOOPKIN, AALOL KIVOLVOL VYELOG

§ IkavotnTa O1AKPIoNC TOV TUTT®V TOV TOVOU,

(EVTOTIOUEVOD YEVIKEVUEVOD)
Geenen R. Ann Rheum Dis 2018;77:797-807



Recommendation

EULAR recommendations for the health professional’s
approach to pain management in inflammatory

arthritis and osteoarthritis Level of Strength of Level of agreement
evidence recommendation task force: mean (SD)

1. Assessment by the health professional should include the following aspects (the assessment is brief or extensive depending 4 D 9.3(0.8)
on factors such as available time, whether it is a first or regular consultation, and the needs of the patient):

Patient’s needs, preferences and priorities regarding pain management and important activities, values and goals in daily life.
Patient’s pain characteristics including severity, type, spread and quality.

Previous and ongoing pain treatments and the perceived efficacy.

Current inflammation and joint damage as sources of pain, and whether these are adequately treated.

Pain-related factors that might need attention: (a) the nature and extent of pain-related disability, (b) beliefs and emotions
about pain and pain-related disability, (c) social influences related to pain and its consequences, (d) sleep problems and (e)
obesity.

1. Tivmpémer va mepthapPavel n ektiunon

U AvAykec, TPOTIUNGELS, TPOTEPALOTNTES AGOEVOVC Y10 Ol EIPIoN TOVOL GTOYOVS KAT
Xapoktnpiotikd toévou (Bapvtnra, TOTOG, £KTOGCT), TOLOTNTA)
[Iponyodueveg kal tpEyovoeg Bepameiec
[Tapovcio eAeypovic 1 apOpiknc KaTasTPOPN|S MG TNYNS TOVOL Kol KOTA TOGO
OepamevovTal ETOPKDC
[Hapdyovieg oyetiCOUEVOL UE TOV TOVO (PG, EKTOGT] OVIKOVOTNTOC, KOWVMVIKEC
EMOPAGELS, VTTVOC, TAYLOOPKIN)

cC C C

C.

Geenen R. Ann Rheum Dis 2018;77:797-807



Recommendation

EULAR recommendations for the health professional’s

approach to pain management in inflammatory
arthritis and osteoarthritis Level of Strength of Level of agreement
evidence recommendation task force: mean (SD)

2. The patient should receive a personalised management plan with the aim of reducing pain and pain-related distress and 4 D 9.0 (0.8)
improving pain-related function and participation in daily life. This plan is quided by shared decision-making, the expressed

needs of the patient, the health professional’s assessment and evidence-based treatment options. A stepped-care approach

may include, in step 1, education and self-management support (recommendation 3); in step 2, one or more treatment options

by a specialist if indicated (recommendations 4 to 9); or, in step 3, multidisciplinary treatment (recommendation 10).

3. The patient should receive education. 1A A 9.7 (0.6)
* All patients have easy access to (1) educational materials (such as brochures or links to online resources with
encouragement to stay active, sleep hygiene guidelines and so on), (2) psychoeducation by the health professional and (3)
online or face-to-face self-management interventions.

2. Ilpocomomomuévo TAAVO OVTILETMOTIGTC

210)0¢: & movou & oyeTtilOUEVOV TOPAUETPOV (Bektioon dyyog, AE1TovPYIKOTNTO GUUUETOYIKOTNTO)

§ OepamevTiKd TAAVO KoTELOVVOUEVO OTTO:

§

§
§
§

2ovoamoQaon

Avéykeg acBevoig § Tlopoyn exmadevTikoy VAIKOD

Extipmon Ospémovta § Yoyobepameio omd €101k

EB Oepomevticég emhoyes § Atooiktvakéc 1 ot (dong TapeuPAcElS ovTodloyEIPIONG

3. Olot o1 acBeveilc mpémel va eKTAOEDOVTAL
Geenen R. Ann Rheum Dis 2018;77:797-807
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EULAR recommendations for the health professional’s
approach to pain management in inflammatory

arthritis and osteoarthritis Level of Strength of Level of agreement
evidence recommendation task force: mean (SD)

4. If indicated, the patient should receive physical activity and exercise. 1A A 9.8 (0.8)

* The health professional and patient appraise whether advice to stay active, supervised physical exercise or
multidisciplinary treatment is needed.

* If the patient is not able to initiate physical activity and exercises without help, then consider the possibility for referral to
a physiotherapist for individually tailored graded physical exercise or strength training.

* I psychosocial factors such as fear of movement ”' * or catastrophising cognitions ° underlie a disabled, sedentary
lifestyle, then consider a multidisciplinary intervention including cognitive — behavioural therapy.

4. DuoIKN OpaGTNPLOTNTO KOl AGKNON

U Extiunon avdyknc evepyotntog, emPrenopevng Aoknonc, ToAvmapoyovtikng Oepameiog
U X mepintmon advvauiog mapamounn ce O/O

U Exi evoeiéemv cuumeptpoploAoyikn - YVmG10AoYIKT Oepameio

Geenen R. Ann Rheum Dis 2018;77:797-807



Recommendation

EULAR recommendations for the health professional’s
approach to pain management in inflammatory

arthritis and osteoarthritis Level of Strength of Level of agreement
evidence recommendation task force: mean (SD)
5. If indicated, the patient should receive orthotics. 1A A 8.6 (0.9)

* If a patient has pain during activities of daily living which impedes functioning, orthotics (such as splints, braces, gloves,
sleeves, insoles and shoes), daily living aids (such as a tin opener), an assistive device (such as a cane or rollator) or
ergonomic adaptation (at home, workplace) can be offered. If the patients wants to use this assistive support, then consider
referral to the occupational therapist, who can proceed with several actions: offer education about appropriate ways to use
joints and ergonomic principles, appraise the need for the use of an orthotic or assistive device, give advice about how to

acquire it, fit the customised aid to the patient , offer training in the use of it, refer to the appropriate specialist who will do
this, eg, orthopaedic shoemaker.

9. YTOGTNPIKTIKA UEGO
U NapOnkec
U Boaktnpieg

U Tpomomoinon y®pov

Geenen R. Ann Rheum Dis 2018;77:797-807



Recommendation

EULAR recommendations for the health professional’s
approach to pain management in inflammatory

arthritis and osteoarthritis Level of Strength of Level of agreement
evidence recommendation task force: mean (SD)
6. If indicated, the patient should receive psychological or social interventions. 1A A 9.5 (0.6)

* If there are indications that social variables or psychological factors interfere with effective pain management and
functional status, then consider (depending on the severity) providing basic social and psychological management support or
referral to a psychologist, social worker, self-management support programme, CBT or multidisciplinary treatment.

* If psychopathology (eq, depression and anxiety) is present, discuss treatment options with the patient and the patient 's
primary care physician.

7. If indicated, the patient should receive sleep interventions. 1B
* If sleep disturbance is reported, inquire about causes (eg, pain, persistent worrying, poor sleep habits) and offer basic
education about good sleep hygiene practices.

* If sleep remains (severely) disturbed, refer to a therapist or programme aimed at restoring sleep, or to a specialised sleep
clinic.

6. Emni evoeilemv yuyoloyikéC Kot KOVOVIKES TaPEUPACELS

7. llapeuPdoeic BeAtimong vTvov

Geenen R. Ann Rheum Dis 2018;77:797-807
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EULAR recommendations for the health professional’s
approach to pain management in inflammatory
arthritis and osteoarthritis

Level of Strength of
evidence recommendation

Level of agreement
task force: mean (SD)

8. If indicated, the patient should receive weight management.
* If the patient is obese, explain to the patient that obesity can contribute to pain and disability. Discuss accessible weight
management options with the patient or signpost appropriate specialised weight management support; for example,
dietitian , psychologist, community lifestyle services or bariatric clinic/surgery.

9. If indicated, the patient should receive pharmacological and joint-specific pain treatment according to recent
recommendations.
* Ask about the patient s existing use of prescribed and over - the - counter pain relief including homeopathic remedies
and consider if the frequency of use is safe (not over dosing) and appropriately regular. Ask or refer for further specialist or
medical advice if there are concerns or if additional pharmacological treatment may be indicated.

1A A

See refs 16 17 24-29

9.1 (1.0)

9.5(0.8)

8. PuBuion Papouc (ZvoyEtion pe TOVO KO AVIKOVOTNTO, TOPOTOUNTY] GE EL0IKO (d1a1ToOAdYO,

YLYOAOYO)

9. ®apuokevtikn Kol 01K Yo T apBpwcelg Bepaneia (Katevbivoelc)

Geenen R. Ann Rheum Dis 2018;77:797-807



Recommendation

EULAR recommendations for the health professional’s

approach to pain management in inflammatory
arthritis and osteoarthritis Level of Strength of Level of agreement
evidence recommendation task force: mean (SD)

10. If indicated, the patient should receive multidisciplinary treatment. 4 D 8.8(1.1)
* If more than one treatment options are indicated, for example, to treat psychological distress in combination with a
sedentary lifestyle, and if monotherapy failed, consider a multidisciplinary intervention.

10. IToAvmapayovtikn Oepaneia

Geenen R. Ann Rheum Dis 2018;77:797-807
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RHEUMATOLOGY

Rheumatology 2018,57:iv61-vT4
doi: 10,1083 rhaumatologykeyD11

What is the evidence for a role for diet and nutrition in

osteoarthritis?

Sally Thomas', Heather Browne', Ali Mobasheri®** and Margaret P. Rayman’

Thomas S. Rheumatology 2018;57:iv61iv74
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Rhe tology 2018,57v61-ivT4
RH E U MATO L O G Y d:}i:1;:;9?3-?rizumatnlng:kay:;11

What is the evidence for a role for diet and nutrition in
osteoarthritis?

Sally Thomas', Heather Browne', Ali Mobasheri®** and Margaret P. Rayman’

Summary of dietary interventions that may be of benefit in OA

Intervention Detail of recommended interventions Points to note

Weight reduction An initial aim 0f| 10% body weight reductionl should be included Regular clinical contact and
in overweight or in a first-line approach for obese patients with OA. Overall aim monitoring, including dietetic
obese patients for obese/overweight patients is for BMI within the healthy input, are essential for dietary
range (18.5-25 kg/m? modification. Clinical input
Dietary modification should include| moderate energy restriction] ~ should incorporate a focus on
____without compromising micronutrient intake behaviour change
| Exercise lshould be encouraged including aspects of aerobic ex-

ercise, strengthening and flexibility that should be tailored to
mobility

Thomas S. Rheumatology 2018;57:iv61iv74



Rhe tology 2018,57v61-ivT4
RH E U MATO L O G Y d:}i:1;:;9?3-?rizumatnlng:kay:;11

What is the evidence for a role for diet and nutrition in
osteoarthritis?

Sally Thomas', Heather Browne', Ali Mobasheri®** and Margaret P. Rayman’

Summary of dietary interventions that may be of benefit in OA

Intervention Detail of recommended interventions Points to note

Beneficial dietary- ) | Reduce intake of n-6 fatty acids|by substituting oils rich in mono- Women who are pregnant or

lipid modifica- unsaturates such as rapeseed, canola and olive oils. breastfeeding should avoid

tion in OA Aim to lincrease intake of long-chain n-3 fatty acids via a direct ~ fish with high levels of mer-

patients source of EPA/DHA,; increase intake of oily fish; aim to consume cury (i.e. shark, swordfish and
a minimum one portion per week (as in general healthy eating ~ king mackerel) [46] and
guidelines) and preferably two should avoid cod-liver oil due

Consider a(daily standard fish oil supplemeni (1-2 capsules/day) to the vitamin A content [47]

Thomas S. Rheumatology 2018;57:iv61iv74



Omega 3

Omega 6 a-Linolenic acid (ALA, 18:3n-3)

Linoleic acid (LA, 18:2n-6) Leafy vegetables, linseeds, flaxseed oil, walnuts

Vegetable oils, seeds, nuts ﬂ
ﬂ 6-Desaturase
Stearidonic acid (18:4n-3)
y-linolenic acid (GLA, 18:3n-6)
| Elongase v
hd Eicosatetraenoic acid (20:4n-3)

Dihomo-y-linolenic acid (DGLA, 20:3n-6)

5-Desaturase

Eicosapentaenoic acid (EPA 20:5n-3)

Arachidonic acid (AA, 20:4n-6)
Meat

Fish oil

Docosahexaenoic acid (DHA 22:6n-3)

COX-2
— . Anti-inflammatory
ro-inflammatory - Prostaglandins (PG3)
- Prostaglandins (PG2) - Leukotrienes (LTBS)
- Leukotrienes (LTB4) - Thromboxanes (TXA3)
- Thromboxanes (TXA)
Resolvins

- EPA: RvEl, RvE2
- DHA: RvD3, RvD4

Thomas S. Rheumatology 2018;57:iv61iv74
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What is the evidence for a role for diet and nutrition in
osteoarthritis?

Sally Thomas', Heather Browne', Ali Mobasheri®** and Margaret P. Rayman’

Summary of dietary interventions that may be of benefit in OA

Intervention Detail of recommended interventions Points to note
Dietary manage- hould be advocated to

ment of choles- patients with raised serum cholesterol (=5 mmol/I/>200 mg/dl)

terol, serum or LDL-C (>3 mmol/I/>100 mg/dl)? to reduce CHD risk with the

lipids and potential for OA benefit

comorbidities, >2 g/day plant stanols/sterols [49]

CVD and MetS | |Reduce SFA intake to < 11% total energy|(around 31 g/day for

Ensure daily intake of viscous fibre'(e.g. oats), soy protein (25 g) Sources of soy protein include

and nuts (30 g) soy milk (7.5 g soy protein per
For obese/overweight patients, weight reduction® remains of pri- 250 ml serving), soy/edamame
mary importance both for OA symptom management and re-  beans and tofu

duction in risk of the co-morbidities, CVD and MetS

Thomas S. Rheumatology 2018;57:iv61iv74
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RH E U MATO L O G Y d:}i:1;:;9?3-?rizumatnlng:kay:;11

What is the evidence for a role for diet and nutrition in
osteoarthritis?

Sally Thomas', Heather Browne', Ali Mobasheri®** and Margaret P. Rayman’

Summary of dietary interventions that may be of benefit in OA

Intervention Detail of recommended interventions Points to note
To achieve ad- Ensure adequate daily intake through consumption of rich dietary

equate levels of sources (see supplementary Table S2, available at Rheumatology

vitamins A, C online)

and E Adult recommended intakes are shown below:

[Vitamin A (retinol equivalent); 650-750 ug/day] (Europe [50]);
700-900 pg/day (USA [51))°
Vitamin C: 95-110 mqfda}i(Euere [52]); 75-90 mg (USA [51])° US guidelines suggest an

Vitamin E (a-tocopherol equivalent): an adequate intake level of additional 30 mg/day Vitamin
11-13 mg/day (Europe [$3]); 15 mg/day (USA [51, 107))

Only consider a multivitamin supplement if dietary intake of these

nutrients _is _insufficient to meet dietary recommendations.

Obtaining intake through diet is preferable

C for smokers

Thomas S. Rheumatology 2018;57:iv61iv74
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What is the evidence for a role for diet and nutrition in
osteoarthritis?

Sally Thomas', Heather Browne', Ali Mobasheri®** and Margaret P. Rayman’

Summary of dietary interventions that may be of benefit in OA

Intervention Detail of recommended interventions Points to note

To increase vita- Increase consumption of vitamin-D{rich foods, for example, oily

min D intake/ , €00S (YOIKS], vitamin-D-fortiiied spreads, fortified milk, for-

status tified cereals (see supplementary Table S2, available at
Rheumatology online)

During the summer months, daily sunlight exposure (without pro-
tective cream/lotion) of approximately 10-20 min](depending on
skin type, time of day, altitude and latitude) should be sufficient
to produce adequate vitamin D [54, 55]

With minimal sun exposure, |[supplementation of 15-20 ug/day
should be encouraged, based on European and American
guidelines, to ensure sufficient vitamin D concentration [54, 55]

Maintaining a healthy BMIJ that is, between 18.5 and 25 kg/m?,
will reduce the risk of vitamin D sequestration in adipose tissue

Thomas S. Rheumatology 2018;57:iv61iv74
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What is the evidence for a role for diet and nutrition in
osteoarthritis?

Sally Thomas', Heather Browne', Ali Mobasheri®** and Margaret P. Rayman’

Summary of dietary interventions that may be of benefit in OA

Intervention Detail of recommended interventions Points to note
To increase vita- Increase green-vegetable consumption, particularly of rich sources The addition of a fat (such as
min K intake such as spinach, Brussels sprouts, kale and broccoli [56] (see olive oil) to a vitamin K source
supplementary Table S2, available at Rheumatology online for may increase bioavailability,
list of sources) as vitamin K is fat-soluble

Certain fats and oils (e.g. blended vegetable oil, olive oil and mar-
garine [56]) contain small amounts of vitamin K and therefore
utilizing these in cooking or as plant spreads may increase
intake

Thomas S. Rheumatology 2018;57:iv61iv74
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@ Creashlark

.ombined intra-articular injection of corticosteroid and hyaluronic

cid reduces pain compared to hyaluronic acid alone in the treatment
if knee osteoarthritis

Publications retrieved from database search
(English studies, human-only trials,
deduplication)
n=0627

¥

Publications included for full-text
n=29

Publications excluded due to study design
(non-RCTs, non-human, literature
reviews, duplicates)

# of articles excluded = 598

Final inclusion: 12 publications
from 8 unique trials

v

Publications excluded (study design,
intervention, comparator and duplication)
# of articles excluded = 17

Smith C. Knee Surgery, Sports Traumatology, Arthroscopy Received: 5 May 2018 / Accepted: 18 July 2018 https://doi.org/10.1007/s00167-018-5071-7




@ Crossark
.ombined intra-articular injection of corticosteroid and hyaluronic

icid reduces pain compared to hyaluronic acid alone in the treatment
if knee osteoarthritis

AL0QOPES TNV TOUPAUETPO
novov oty Kitpaokoa WOMAC
a0 TNV Evapin

CS+HA HA

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.1.1 24 weeks

Campos, G el al 2013 29 28 52 22 22 52 187% 0.70(0.30, 1.10] ——
Erturk, C el al 2016 2 15 35 0.1 1 35 160% 1.47 [0.94, 2.01] e o
Hangody, L etla 2017 401 201 148 349 M7 150 21.8% 0.25[0.02, 0.48] [
Ozturk, C et al 2006 445 55 18 15 3T 24 128% 0.64 F0.01, 1.29) —
Petrella, R et al 2015 A 56 303 17 285 334 32 149% 0.22 F0.37, 0.81] -
Petrella, R etal 2015 B I/E 0T 17 23T NT 3T 148% 0,39 }0.21, 098]

Subtotal (95% CI) 286 325 100.0% 0.50 [0.23, 0,97] < - )
Heterogeneity, Tau"= 015, Chi*=19.71, d¢f= 5 (P = 0.001), "= 75%

Testfor overall effect 2= 316 (P=0.002)

1.1.2 6.8 weeks

Erurk, C et al 2016 34 14 35 26 095 35 180% 066 [0.18,1.14] —
Hangody, L etla 2017 405 207 149 392 201 150 444% 0.06 016, 0.29] L
Oxturk, C et al 2006 415 55 16 26 37 4 11.5% 0.34 F0.30, 0.98] i B2
Petrella, R e al 20154 334 303 7 255 334 32 130% 0.24 F0.35, 083 e
Petrella, R et al 2015 B 334 303 17 324 N7 32 131% 0.03 F0.56, 0.6 e
Subsiotal (95% CI) 234 273 100.0% 0.22 [-0.01, 0.46] [ 3
Heterogeneity. Tau®= 0,02, Chi*= 536, df= 4 (P= 0.25); F= 25%

Test for overall effect Z=1.85 (P = 0.06)

1.1.3 1213 weeks

Campos, Getal 2013 38 2 52 35 2 52 174% 0151024, 053 e
Erturk, C el al 2016 38 13 35 33 D@5 B 1A% 0.43 [0.04, 0.91] |
Hangody, L et la 2017 411 205 149 39 219 150 500% 0.10F0.13,0.33) L 3
Orturk, C et al 2006 22 55 18 15 37 M BA% 015 F0.48,0.79] S
Petrella, R efal 20154 333 303 17 29 339 32 TA% 013046, 0.7 B
Petrelia, R et al 20158 333 303 17 32 339 32 TA% 0.04 F0.55, 0,63 S
Subtotal (95% CI) 286 325 100.0% 0,15 [-0.01, 0.31] »
Heterogenedty, Tau®= 0,00, Chi*=1.72, df=5(P=089), F= 0%

Test for overall effect 2= 1.80 (P= 0.07)

1.1.4 2426 weeks

Campos, G el al 2013 37 2 52 8 2 52 171% 0.45 [0.06, 0.84] P
Erturk, C el al 2016 37T 13 35 31 085 3B 1NA% 0,52 [0.04,1.00 e
Hangody, Lella 2017 424 187 149 295 228 150 503% 014 009,037 =
Crzturk, C et al 2006 29 55 16 pa 37 24 B3% 0.44 }0.20,1.08 Il P
Pelrefla, R el al 2015A 352 309 17 289 339 32 TS5% 0,12 [0.40,0.78] L
Petrella, R et al 2015 B 352 308 17 324 N7 32 T5% 0.09 [0.50, 0.68]

Subtotal (95% CI) 208 125 100.0% 0.25 [0.09, 0.41] CQ
Heterogeneity, Tauw"= 0.00; Chi*= 3,80, di= 5 (P = 0.58); = 0%

Test for overall effect Z= 3.09 (P = 0.002)

1.1.5 52 weeks

Erfurk, C el al 2016 35 14 35 3 005 35 B44% 0.41 [-0.06, 0.89) +Hil-
Ozturk, C et al 2006 28 55 18 105 3T 4 56% 0.34 [F0.30, 0.98]

Subtotal (95% CI) 51 59 100.0% 0.38 [0.01, 0.77] <¢- )

Heterogeneity Tau™= 0.00; Chi*= 0.03, df=1 (P = 0.85), F= 0%
Testfor overall effect Z=1.99 (P =0.05)

Test for subgroup diferences Chi*= 549, df=4 (P=0.24), F= 27.2%

Smith C. Knee Surgery, Sports Traumatology, Arthroscopy Received: 5 May 2018 / Accepted: 18 July 2018 https://doi.org/10.1007/s00167-018-5071-7
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.ombined intra-articular injection of corticosteroid and hyaluronic

cid reduces pain compared to hyaluronic acid alone in the treatment
if knee osteoarthritis

Womac Pain: reduction from baseline
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@ Creashlark
.ombined intra-articular injection of corticosteroid and hyaluronic
cid reduces pain compared to hyaluronic acid alone in the treatment
if knee osteoarthritis

Aw@opéc oty ovvorKl Kiipokae WOMAC amo tnv évapin

CS+HA HA Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
1.2.1 12 weeks
Campos, Getal 2013 36 16 52 34 19 52 29.9% 0.11 [-0.27, 0.50]
Erturk, C et al 2016 436 54 35 448 54 35 20.0% -0.22 [-0.69, 0.25]
Subtotal (95% CI) 87 87 50.0% -0.02 [-0.35, 0.30]

Heterogeneity: Tau? = 0.01; Chi* = 1.15,df =1 (P = 0.28); I? = 13%
Test for overall effect: Z=0.15 (P = 0.88)

1.2.2 24-26 weeks

Campos, G et al 2013 38 17 52 37 19 52 30.0% 0.06 [-0.33, 0.44]
Erturk, C et al 2016 429 56 35 44 78 35 20.1% -0.16 [-0.63, 0.31]
Subtotal (95% Cl) 87 87 50.0%  -0.03[-0.33,0.27]

Heterogeneity: Tau? = 0.00; Chi*=0.48,df =1 (P = 0.49); P = 0%
Test for overall effect: Z=0.21 (P = 0.84)

Total (95% CI) 174 174 100.0% -0.03 [-0.24, 0.18]
Heterogeneity: Tau? = 0.00; Chi* = 1.64, df = 3 (P = 0.65); I* = 0% t t t J t

-4 2 0 2 4
Test for overall effect: Z=0.24 (P = 0.81) Favours CS+HA Favours HA

Test for subaroup differences: Chi* = 0.00. df = 1 (P = 0.98). I = 0%

Smith C. Knee Surgery, Sports Traumatology, Arthroscopy Received: 5 May 2018 / Accepted: 18 July 2018 https://doi.org/10.1007/s00167-018-5071-7



@ Creashlark
.ombined intra-articular injection of corticosteroid and hyaluronic
cid reduces pain compared to hyaluronic acid alone in the treatment
if knee osteoarthritis

Meravarivon OMERACT-OARSI mocoot0V avromokplOévtmy

CS+HA HA Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hangody, L etla 2017 139 149 139 150 557% 1.10[0.45, 2.67) —I_.u_—
Petrella, R et al 2015 22 34 19 32 443% 1.2510.46, 3.40]
Total (95% CI) 183 182 100.0% 1.17 [0.60, 2.26] '.'
Total events 161 158
Heterogeneity. Tau = 0.00; Chi =_ﬂ.04, df=1(P=0.85),F=0% ’U. 01 Uf 1 1 1-0 100‘

Smith C. Knee Surgery, Sports Traumatology, Arthroscopy Received: 5 May 2018 / Accepted: 18 July 2018 https://doi.org/10.1007/s00167-018-5071-7
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Combined intra-articular injection of corticosteroid and hyaluronic
acid reduces pain compared to hyaluronic acid alone in the treatment
of knee osteoarthritis

Meravarivon OMERACT-OARSI avemOounteg evépyereg

CS+HA HA Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Campos, Getal 2013 13 52 12 52 238% 1.11[0.45, 2.73] —r—
Erturk, C etal 2016 6 35 2 35 6.9% 3.41 [0.64,18.25]
Hangody, L etla 2017 36 149 37 150 69.3% 0.97 [0.57, 1.69]
Total (95% CI) 236 237 100.0% 1.09 [0.71,1.70]
Total events 55 51

i 2= - Chif= = = = I } t t i
Heterogeneity. Tau . 000, Chi*=196,df=2(P=037);F=0% .01 01 i 10 100
Test for overall effect: Z= 0.40 (P = 0.69) Favours CS+HA Favours HA

Conclusion

The results of this meta-analysis indicate that combined
injections of CS and HA can safely lead to an increased
reduction in pain in the first 2—4 weeks post-injection com-
pared HA alone. Additionally, combination treatment may
lead to greater reductions in pain at 24-26 and 52 weeks.

Smith C. Knee Surgery, Sports Traumatology, Arthroscopy Received: 5 May 2018 / Accepted: 18 July 2018 https://doi.org/10.1007/s00167-018-5071-7
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Clinical and epidemiological research

Etanercept in patients with inflammatory hand
osteoarthritis (EHOA): a multicentre, randomised,
double-blind, placebo-controlled trial

1 £ToVg OITAQ TVPAT] TOAVKEVTPIKT] EAEYYOUEVT] LE EIKOVIKO QAP UAKO
2LUUTTOUOTIKT) OPpoTiKn PAEYHOVOON S OA dKp®V YEPOV

‘ECapon puetd MXAD

Etanercept (24 €Bo 50 mg/efo, petd 25 mg/efo) 1 sucoviko. (45/45)

Kvpto katainktiko onueio: Visual Analogue Scale (VAS) movov 24" gfdoudda

w W WU W wWw W

Agvtepedovta KaTaAnKTiKd: KAviKn Kot OKTIVOAOYIKT] amdvinen
§ Axtwvoypapieg ue Ghent University Scoring System GUSS
§ MRI

Kloppenburg M. Ann Rheum Dis 2018;77:1757-1764



Clinical and epidemiological research

TEMMGER OC
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Etanercept in patients with inflammatory hand
osteoarthritis (EHOA): a multicentre, randomised,
double-blind, placebo-controlled trial

Table 2 Joint pain at baseline, 24 weeks and 1 year, and between-group differences at 24 weeks and 1 year in intention-to-treat and per-protocol

population
Etanercept Placebo Between-group difference
Baseline 24 weeks 1 year Baseline 24 weeks 1 year 24 weeks Pvalues 1 year P values
Intention-to-treat
n=45 n=45 n=90 n=90
VAS pain 71.1 392 35.7 68.4 46.5 454 5.7 -85
(15.7) (24.7) (25.1) (12.8) (23.4) (25.7) (-=15.91t04.5) (-18.6t0 1.6)
Per-protocol
n=32 n=32 n=28 n=38 n=38 n=33 n=70 n=61
VAS pain 69.2 44.8 35.1 67.0 40.6 45.2 -5.6 118
(13.9) (22.8) (24.4) (13.0) (24.7) (26.1) (-16.9t0 5.6) (=23.0 to —-0.5)

Kloppenburg M. Ann Rheum Dis 2018;77:1757-1764



Clinical and epidemiological research

EXTENDED REPORT

Etanercept in patients with inflammatory hand
osteoarthritis (EHOA): a multicentre, randomised,
double-blind, placebo-controlled trial

Table 3 Secondary clinical and imaging outcome measurements at baseline, and between-group differences at 24 weeks and 1 year

Etanercept Placebo Between-group difference
Baseline Baseline 24 weeks P values 1 year P values
Intention-to-treat
Clinical outcomes n=45 n=45 n=89 n=89*
AS patient global 63.7 (18.8) 66.3 (16.2) -2.5(-12.6107.6) 062 -23(-13.0to8.4) 0.67
VAS physician global 58.1 (16.9) 56.1(13.6) -4.0(-14.9t0 6.8) 0.53 -28(-174t011.86) 0.70
FIHOA 99(59) 10.9(9.9) 0.0(=1.7 to 1.8) 097 0.0(-241t023) 098
Grip strength 15.9(10.8) 17.3(11.9) 0.4(=-1.7to02.4) 0.74 00(-22t021) 0.97
SF-36 PC5t 42.9 (8.4) 429(9.3) 0.7(-3.6105.1) 01
Tender joint count 8.0(9.0) 6.5 (4.6) -04(-1.8t01.0) 0.58 0.4(-1.4102.1) 0.66
Soft swollen joint count 3.0(2.2) 2.1(1.8) —0.03 (0.8 to 0.8) 0.94 —0.01 (-0.9 to 0.9) 0.99
Ultrasound n=43 n=44 n=89 n=89
Joints with power Doppler, median (IQR) 2.0(1.0-3.0) 1.0 (1.0-3.0) —0.2 (-1.04 to 0.4) 0.39 —0.01 (0.7 to 0.7) 0.98
loints with synovial thickening, median (IQR) 3.0 (1.0-6.0) 2.0(1.0-5.0) 0.20-1.02t01.3) 0.07 -0.3(-1.91t01.3) 0.73
Selected patient groups
Radiographst§ n=23 n=31 n="54
GLUSS 287 (36) 288 (34) 29(05t05.4) 0.02
MRI$ n=10 n=10 n=20
Synovitis 1.0 {0.5) 1.4(0.3) 0.03 (-0.2 to 0.3) 0
Bone marrow lesions 06(0.3) 0.7(0.3) -0.2(-041t0-0.1) C 0.001 )

Kloppenburg M. Ann Rheum Dis 2018;77:1757-1764



Clinical and epidemiological research

yLEL by

Etanercept in patients with inflammatory hand
osteoarthritis (EHOA): a multicentre, randomised,
double-blind, placebo-controlled trial

04 -

0,2 -

-0,2 -

Change in bone marrow lesion

0,4 -

-0,6 -

B Synovitis present

m No synovitis

-0,8 -

Kloppenburg M. Ann Rheum Dis 2018;77:1757-1764

Change in GUSS

Change in GUSS

Etanercept Placebo

m Soft swelling present

® No soft swelling

m Power Doppler signal present

= No power Doppler signal



Clinical and epidemiological research

Phase lla, placebo-controlled, randomised study of
| OPEN ACCESS "y - : .
lutikizumab, an anti-interleukin-1c: and anti-
| interleukin-1B dual variable domain immunoglobulin,
in patients with erosive hand osteoarthritis

[Tpoxhvikég peréteg OA avBpomTmV ALY KOl LOVTEAMV TOVTIKLOV:
IL1a, IL-1B pecoraPntéc:

§ Yuevitidog

§ Kataotpopng yovopov

§ OOCTIKAC ATMOAELOS

Lutikizumab: DVD Ig, cuvdéetan ko ovdetepomotei tnv IL-1a ko IL-1p

Kloppenburg M. Ann Rheum Dis 2018;0:1-8



EXTENDED REPORT
o .
up:c:ss Phase lla, placebo-controlled, randomised study of
lutikizumab, an anti-interleukin-1c. and anti-
interleukin-1p dual variable domain immunoglobulin,
in patients with erosive hand osteoarthritis

ITovoc

Least Squares Mean (95% Cl) Change
From Baseline in AUSCAN Pain

O Placebo
& Lulikizumab

B-u.sailne i ;

Placebo 65 65 65
Lutikizumab B4 B2 B3

§ ddonc 2a perétn
§  AutAd TVQAN

§ Aocbeveic pe Swofpmtikn OA dxpwv Yeipdv

& 8 10 12 14 16 18 20 22 24 26

Week
Number of subjects {observed)
63 61 &1 57 &0
58 53 51 49 50

O Placebo
-# Lutikizumab

; ; 25 o
§ ZUYKPIOM HE EKOVIKO 5%

=L -5

AgrtovpyIKoTNTOEZ ™|

=g 15

g% 15

gm-zn-

= =25

Baseline 2 4

Placebo &5 &5 &5

Kloppenburg M. Ann Rheum Dis 2018;0:1-8 Lutikizumab 64 62 63

6 8 10 12 14 16 18 20 22 24 26

Week
Number of subjects (observed)
&3 g1 61 57 &0
58 53 51 49 50
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OPEN ACCESS

EXTENDED REPORT

Phase lla, placebo-controlled, randomised study of
lutikizumab, an anti-interleukin-1c. and anti-
interleukin-1p dual variable domain immunoglobulin,
in patients with erosive hand osteoarthritis

§ Koautd onuovtikn otpopd 6T OOUIKES
aALO1OGELC (ATEIKOVION)

P=0.33 P=0.20 P=0.87 P=0.51 P=0.45
o 197
£
] [ Placebo
20381 B Lutikizumab
E
S
o 061 -
g
o
=
E_am
A/A m T :
E . -
E 0.2+
=
w
]
0.0
Mumber of subjects (observed) &1 &2 61 a2 61 8 61 52 61 8
Verbruggen-  Verbruggen- Kelligren- QARSI QARSI
Veys new Veys Lawrence JSN osteophytes
erosive joints total score score
Baseline Mean = SD
Placeba o 28.3:14.0 4124133 28.4+10.0 231+106
Lutikizumab o 3254143 459:126 32,1:0.2 26,2497
Full scake 018 0-80 080 0-58 0-58
35 F=0.89 P=0.80 P=0.60 P=0.56 P=0.79
3.0 ] Placebo
M Lutikizumab

b
in

b
=]

MRI

o
tn

[

LS Mean (SE) Change From Baseline

il

n

1.0+
0.0
Mumber of subjects (observed) 55 47
HOAMRIS
symovitis
Baseline Mean + SD
Flacebo 10.8+4.4
Lutikizumaks 10.3:4.2
Full scale 0-52.5

85 47
HOAMRIS HOAMRIS
erosive BML
damage
175:0.4 6.9:5.5
17218.5 5.014.4
0-52.5 0-52.5

o

HOAMRIS
carilage
space 0ss

140=6.0
147475

0-45

85 47
Joints with
synovitis
by MRI
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EXTENDED REPORT
o

Phase lla, placebo-controlled, randomised study of

OPENACESS |ytikizumab, an anti-interleukin-1c. and anti- L1508 SEEIES

interleukin-1f dual variable domain immunoglobulin, Lutikizumab

in patients with erosive hand osteoarthritis AE. n (%) Placebo (n=67) (n=64)
Any AE 59 (88) 58 (91)
Any SAE 2(3) 2(3)

[AE leading to discontinuation 2 (3) 5 (8)

Neutropaenia leading to discontinuation 0 2(3)
Death 0 0
Infection 34 (51) 26 (41)
Serious infection 0 0
Injection site reaction 11(16) 23 (36)

, , , Laboratory abnormality, n (%)
H GTOXSUGT] Tng IL-l megl va FWIV evat Neutropaenia (grade 2, 3 or 4) 0 12(19)
ATOTEAEGUATIKT oTNV owPpmTtikn OA TtV Grade 2: 1 to <1.5 x10°/L 0 9 (14)
, , Grade 3: 0.5 to <1 x10%/L 0 3 (5)
UKpOV YEpOV Grade 4:<0.5 x10%/L 0 0
Hypertriglyceridaemia (grade 3 or 4) 0 1(2)
Grade 3: >5.7 to 11.4 mmol/L 0 1(2)
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REVIEW

Knee osteoarthritis: pathophysiology and current

treatment modalities

Societies recommendations

Treatment OARSI ACR AAOS

Exercise (land and water based) Appropriate Strong recommendation Strong recommendation
Transcutaneous electrical nerve Uncertain Conditional recommendation | Inconclusive

stimulation (TENS)

Weight control Appropriate Strong recommendation Moderate recommendation

Chondroitin or Glucosamine

Not appropriate for disease
modification, Uncertain

Recommended against use

Recommended against use

Acetaminophen

Without comorbidities: appropriate

Conditional recommendation

Inconclusive

Duloxetine

Appropriate

No recommendation

No recommendation

Oral NSAIDs

Without comorbidities: appropriate
With comorbidities: not appropriate

Conditional recommendation

Strong recommendation

Topical NSAIDs Appropriate Conditional recommendation | Strong recommendation
Opioids Uncertain No recommendation Recommended only tramadol
Intra-articular corticosteroids Appropriate Conditional recommendation | Inconclusive

Intra-articular viscosupplementation Uncertain No recommendation Recommended against use

Mora JC. Journal of Pain Research 2018:11 2189-2196
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