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Hierarchy of Research Designs & Levels of Scientific Evidence

'Based on
‘ability to
-control for
‘biasand to
demonstrate
‘cause and
effectin
“humans

Secondary, pre-
appraised, or
filtered Studies

Primary
Studies

Cohort Studies
Prospective: cobort has been exposed 10
2 risk, Observe for outcome of Interest

Case Control Studies
looking for risk factor
Case Report or Case Serles
Narrative Reviews, Expert Opinions, Editorials

Animal and Laboratory Studies
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Multinational evidence-based recommendations for
the use of methotrexate in rheumatic disorders with
a focus on rheumatoid arthritis: integrating
systematic literature research and expert opinion of a
broad international panel of rheumatologists in the 3E
Initiative

K Visser,"” W Katchamart,? E Loza,® J A Martinez-Lopez,* C Salliot,> J Trudeau,®

C Bombardier,>” L Carmona,* D van der Heijde,' J W J Bijlsma,® D T Boumpas,®

H Canhao,” C J Edwards," V Hamuryudan,? T K Kvien,” B F Leeb," E M Martin-
Mola,™ H. Mielants,’™ U Miiller-Ladner,'” G Murphy,'® M @stergaard,' | A Pereira,®
C Ramos-Remus,?' G Valentini,?? J Zochling,? M Dougados®

— . :
Ann fiheurn Ois 2009:68:1086-1093. doi:10.1136/ard.2008.094474
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Recommendation

Table 2 Multinational recommendations for the use of methotrexate

Level of Grade of Agreement
Recommendation evidence recommendation mean (SD)
1 The work-up for patients starting methotrexate should include chnical assessment of risk factors for 4 c 8.2 (1.9)
methotrexate toxicity (including alcohol intake), patient education, AST, ALT, albumin, CBC, creatinine, chest
x ray {obtained within the previous year); consider serology for HIV, hepatitis B/C, blood fasting glucose, lipid
profile and pregnancy test.
2 Oral methotrexate should be started at 10-15 mg/week, with escalation of 5 mg every 2—-4 weeksup to 20- 2b B 1.8 (2.6)
30 mafweek, depending on clinical response and tolerability; parenteral administration should be considered
in the case of inadequate clinical response or intolerance.

When starting methotrexate or increasing the dosa, ALT with or wathout AST, creatinine and CBC should be

perdormed every 1-1.5 months until a stable dose 5 reached and every 1-3 months thereafter; chnical
assessment for side effects and nisk factors should be performed at each wisit
elevated up to throe times the ULN, the dose of methatrexate shoukd be adjusted; diagnostic procedures.
should be considered in the case of persistently elevated ALT/AST more than three times the ULN after
discontinuation.

Based on its acceptable safety profile, methotrexate is appropnate for long-term use. 2b B 8.7 (1.9)
7 In DMARD-naive patients the balance of the efficacy/toxicity favours methotrexate monatherapy over la- A 8.3 (2.1)
combination with other conventional DMARD; methotrexate should be considered as the anchor for
combination therapy when methotrexate monotherapy does not achieve disease control.
8 Methotrexate, as a steroid-sparing agent, is recommended in giant-cell arteritis and polymyalgia rheumatica 1b B 1.7(2.1)
and can be considered in patients with systemic lupus erythematosus or (juvenile) dermatomyositis.
9 Methotrexate can be safely continued in the perioperative period in RA patients undergoing elective 1b B 8.8 (1.9)
orthopaedic surgery.
10

Methotrexate should not be used for at least 3 months before planned pregnancy for men and women and 4 c 8.2 (2.7)
should not be used during pregnancy or breast feading.
limit of normal.

ALT, alanine aminotransferase; AST, aspartate aminotransferase; CBC, complete blood count; DMARD, disease-modifying antirheumatic drug: RA, rheumatoid arthritis; ULN, upper
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Ann Rheum Dis 2010;69:325-331. doi:10.1136/ard_2009.113696 Recommendations

d EULAR evidence-based recommendations for

o cardiovascular risk management in patients with
rheumatoid arthritis and other forms of inflammatory
arthritis

M J L Peters,' D P M Symmons,? D McCarey,? B A C Dijkmans,™* P Nicola,® T K Kvien,®
| B Mclnnes,” H Haentzschel ® M A Gonzalez-Gay,” S Provan,® A Semb,®
P Sidiropoulos,™ G Kitas," Y M Smulders,'> M Soubrier,”™ Z Szekanecz,' N Sattar,'
M T Nurmohamed'*'

Level of Strength of

Recommendations evidence recommendation

1. RA should be regarded as a condition associated with higher risk for 2b-3 B
CV disease. This may also apply to AS and PsA, although the evidence
hase ls less. The |ncreased I'l$|l'. appears tn he fne to bnm an |ncreased

3. CV risk assessment using national guidelines is recommended for all patients
with RA and should be considered annually for all patients with AS and PsA.

Risk assessments should be repeated when antirheumatic treatment has
been changed

- LIDCOaT uuiatmm ol e uiat g fﬂdla
— RF or anti-CCP positivity
— Presence of certain extra-articular manifestations

5. TC/HDL cholesterol ratio should be used when the SCORE model is used 3 C
6. Intervention should be carried out according to national guidelines 3 C
1. Statins, ACE inhibitors and/or AT-ll blockers are preferred treatment options 2a-3 C-D
8. The role of coxibs and most NSAIDs in CV risk is not well established 2a-3 c

and needs further investigation. Hence, we should be very cautious about

. prescribing them, especially for patients with a documented CV disease or
in the presence of CV risk factors
9. Corticosteroids: use the lowest dose possible 3 C
10.  Recommend smoking cessation 3 C
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d EULAR evidence-based recommendations for

o cardiovascular risk management in patients with
rheumatoid arthritis and other forms of inflammatory
arthritis
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EAAHNIKH PEYMATOAOTIIKH ETAIPEIA H ETAIPEIA ENIZTHM. ENHMEPQZH
& EMNAITEAMATIKH ENQZH PEYMATOAOIQN EAAAAOZ

Iupunepaopara(l)

« Ot aoetveiq

poptio tGum; ota

TaKkTiNg XAtviko-epyaornpiaxn napakoAoud®non (yev. aiparog, xpeartivivn,
VEV. oUpwv, [avri-pwopoAutidixa])

* Ddho, - anc 2 3 baads PR AV ILOW HaTa
ouoxeti(ovrm UE JTPOYVWOTIKG ONUAVTIKOUS QaIVOTUNIOUS tn¢ vocou

*  Me g StaBeéoyuec Bepaneieg, mMapa ToV apyiko EAEYXO TG vOoou, Eva
ONMAVTIKO MOC00TO aoBeVWV MAapOoUCLAlEL UITOAETTOMEV EVERYOTNTA 1)
UMTOTPOMEC, T OToLa cuvenayovtal avinuevo kivduvo avantuéng BAaBng
opyavwy (avaykn ektipnong evepyotnrag/xpoviotnrag)

* IEA pe xpoviotnta (damage) avuotoixel oe coBaprn vooo pe avenapkn
avranoxkpion ot Bepaneia




European League Against Rheumatism
recommendations for monitoring patients with
systemic lupus erythematosus in clinical practice
and in observational studies

M Mosca,! C Tani," M Aringer,2 S Bombardieri,! D Boumpas,? R Brey,* R Cervera,?
A Doria,® D Jayne,” M A Khamashta,? A Kuhn,?® C Gordon," M Petri,"" O P Rekvig,'?
M Schneider,'? Y Sherer,'* Y Shoenfeld,'® J S Smolen,'® R Talarico,’ A Tincani,'”

R F van Vollenhoven,'® M M Ward,'® V P Werth,20 L Carmona?’

Ann Rheum Dis 2010:69:1269-1274. doi:10.1136/ard 2003117200
6. Laboratory assessment

We recommend the monitoring of the following autoantdodses and complemeant:
at baseline: ANA, anti-dsDMNA, anti-Ro, anti-La, anti-RNF, anti-5m, anti-phospholipid, C3, C4
re-avaluation in previously nagative patients of: anti-phosphalipsd antibodies: pricr to pregnancy,

surgary, transplant and use :fnsu:ﬂu-gm—n-mmg naatrmnts.u{nﬂ'ﬂ prasenca of a new
nmmh-gmlmmanda'mmlm-ﬂum efinre pregnancy; anti-dsDINASCE C4

sarum creatmine {or eGFR)
urnalysis and uring protean/creatinine ratio
NE: if a patient is on a specihic drug treatment, monitonng for that drug is reguired as well




Annals of the
Rheumatic Diseases

The Eular Journal

An international peer-reviewed journal for health professionals and researchers in the rheumatic

Online First Current issue Archive About the journal Submit a paper

Online First Currentissue Archive Supplements eletters Topic collections RSS

Home > Volume T4, Issue 10 > Article
Ann Rheum Dis 2015;74:1799-1807 doi:10.1136/annrheumdis-2015-207492 1

Recommendation

2015 Recommendations for the management of
polymyalgia rheumatica: a European League
Against Rheumatism/American College of
Rheumatology collaborative initiative

Christian Dejaco'? Yogesh P Singh?, Pablo Perel’, Andrew Hutchings®, Dario Camellino®,
sarah Mackie® Andy Abril”, Artur Bachta® Peter Balint® Kevin Barraclough'®, Lina Biancon
" Frank Buttgereit'?, Steven Carsons '®, Daniel Ching'*, Maria Cid'®, Marco Cimmino®,
Andreas Diamantopoulos '®, William Docken'”, Christina Duftner %, Billy Fashanu?,

Kate Gilbert'® Pamela Hildreth'®, Jane Hollywood?, David Jayne®®, Manuella Lima®',

Ajesh Maharaj>, Christian Mallen®® Victor Martinez-Taboada“*, Mehrdad Maz**,

Steven Merry*, Jean Miller'®, Shunsuke Mori?”, Lorna Neill'®, Elisabeth Nordborg®®,
Jennifer Nott'® Hannah Padbury '® Colin Pease®, Carlo Salvarani=®, Michael Schirmer ',
Wolfgang Schmidt®, Robert Spiera®’ David Tronnier™, Alexandre Wagner™,

Madeline Whitlock?, Eric L Matteson™, Bhaskar Dasgupta®
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Summary of the 2015 European League Against Rheumatism
(EULAR)/American College of Rheumatology (ACR)
recommendations for the management of polymyalgia
rheumatica (PMR)

Target population:

Fatients with FMRE based on clinician diagnosis which may be supported by currently
available diagnostic or classification criteria.® % ™11

Overarching principles for the management of PMR:

A, Adoption of a safe and specific approach fo ascerain the PME case definition. The
clinical evaluation should be directed towards exclusion of relevant mimicking ieq,
non-inflammatory, inflammatory (such as giant cell arteritis or rheumatoid arthritis),
drug-induced, endocring, infective and neoplastic) conditions.

B. Every case of FMR should have the following assessments prior to the prescription of
therapy (primary or secondary care):

= Documentation of a basic laboratory dataset. This will help to exclude mimicking
conditions and establish a baseline for manitoring of therapy. This should include
rheumatoid factor and/or anti-cyclic citrullinated peptide antibodies (ACPA), C-
reactive protein and/or enythrocyte sedimentation rate (ESR), blood count, glucose,
creatinine, liver function tests, bone profile (including calcium, alkaline
phosphatase) and dipstick urinalysis. Additional investigations to consider are
protein electrophoresis, thyroid stimulating hormaone (TSH), creatine kinase and
vitamin D.

« Depending on clinical signs and symptoms and the likelihood of the alternative
diagnoses, additional more extensive serological tests such as anti-nuclear
antibodies (AMA), anti-cytoplasmic neutrophil antibodies (ANCA) or tuberculosis
tests may be performed to exclude mimicking conditions. Additional investigations
such as chest radiographs may be considered at the discretion of the physician in
order to exclude other diagnoses.
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Arch Osteoporos (2013) 8:136
DOT 10.1007/s11657-013-0136-1

ORIGINAL ARTICLE

Osteoporosis in the European Union: medical management,
epidemiology and economic burden

A report prepared in collaboration with the International Osteoporosis Foundation (10F)
and the European Federation of Pharmaceutical Industry Associations (EFPIA)

E. Hernlund « A, Svedbom « M. Ivergird - J. Compston -
C. Cooper - J. Stenmark « E. V. McCloskey - B. Jonsson -
J. A, Kanis




EGNIKOE OPFANIZMOL NAPOXHE YNHPEZION YTEIAZ

EONYY

ENAEIZEIZ AIATNQZTIKQN EZETAZEQN

BAZEI AIEONQN KATEYOYNTHPIQN OAHTIQN

MéTpron 06TIKI|G TVKVOTTOS

Merpnoeis ootikng muKkvoTTOS propoly va Yivovtol avi S1ETie ko hov onig eE51C
OpidES:

* ‘Evapln Bepunciog mov enxnpealel TNV 00TIKT TUKVOTNTL, LY. YAVKOKOPTIKOELST),
oppovobepanein Yo Kepkivo TpocTaT
[upaxokobbnon aviamokpions oty aywyT HE aVIIOoTEOTOPWTIKG QAapuaKe
o _Tvvaikes avo Tov 65 etov Ko avdpes ave Tov 75 1o
o [ovaikeg 50-64 etov ko avdpes 50-74 etdv pe mupdyovies Kivdivou yua
OOTEOTOPEICT) 1] OCTEOTOPOTIKG KO TA VLTI
o mponynBev kataypa evbpavetoTnras, meprhapfavopévoy Ka
CUUMIECTIKGV GTOVODAIKOV TUPUHOPPOCENY,
10TOPIKO TTHMGEWY,
I0TOPIKO KOTAYUUTOS 1oYI00 GTONS YOVELS,
pevpatosdn apbpinda,
ypron Koprikooteposday = 5 mg/d mpedvilovng ya = 3 pnves, oto
Tapov 1) mehaoTEpu
ahho aitixe devteponaboic ooTEOMOpMOT,
yupmho copatiko Papoc (BMI < 18,5 kg/m’)
KATVIGUT (GTO Tupov)
O pEYaLN KaTovaAmoT) OVOTVEDHATGHOV (> 3 moTd npepnaing)
o Atopa 40-49 erov pacer FRAX o mopayovies kivdovow - mbavotnta
KUTAYHATOS EVIOC OEKAETIOG:
o 1oyiov > 3%,

o peilovev ooTeomopoTikmV Kutaypdtay >20%

oo oo

o oo

Atopa dve tav 635 yupic mopdyovies KivHhvow Kal LE UOLOAOYIKT] OCTIKT
TUKVOTITA: ETUVESETUGT] OVA TEVTUETIM




Guidelines from multiple
organizations

AmericanCollege of Obstetrics and Gynecology (ACOG) J2004

the U.S. Preventive Services Task Force (UPPSTF

the National Osteoporosis FoundatioN©QF

recommendbeginning dueknergy xray absorptiometry (DEXA) screening for
osteoporosis at age 6B women and men at age 70 witto riskfactors

btrGA2y It haldS2LR2NRaAad C2dzyRFGA2yd / fAYAOALFY Q& DdzZARS (G2 t N
Osteoporosis Foundation; 2010. Available at http://nof.org/files/nof/public/content/file/344/upload/159.pdf(nof.org). Actesse
March 1, 2013.

U.S. Preventive Services Task Force. Screening for osteoporosis in postmenopausal women. Recommendations and rationale.
Rockville, Md.: Agency for Healthcare Research and Quality; 2002. AHRQ publicafid O8vailable at
http://www.uspreventiveservicestaskforce.org/3rduspstf/osteoporosis/osteorr.pdf(www.uspreventiveservicestaskforce.org).

Acciiied Marih 1‘ 201i.



Risk factors for osteoporotic
fractures include:

afamily history ofosteoporosis low weight and body mass index
previous fractures estrogen deficiency, early menopause (i.e.,
_ _ before age 45) or prolonged premenopausal
white race,dementia amenorrhea
poor nutrition longterm low calorie intake
cigarette smoking history of falls, and inadequate physical
activity

alcoholism
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PREVENTION

Too Many Scans? Use of CT Scans Triples, Study

Finds

By Alice Park ) kny | June 13, 2012

The use of CT scans, MRIs and other imaging tests
has skyrocketed over the last 15 years, leading some
experts to raise alarms over the potential risks of

patients’ increased exposure to radiation.

Dr. Rebecca Smith-Bindman, a professor of
radiology and biomedical imaging at the University
of California San Francisco, and her colleagues
report that between 1996 and 2010, the use of
computed tomography (CT) scans nearly tripled,
from 52 scans per 1,000 patients to 149 scans per
1,000 patients, and rates of magnetic resonance

m 18 Dinit Read Later

imaging (MRI) increased fourfold, from 17 scans per 1,000 patients to 65 scans

per 1,000 p. Nuclear medicine and ultrasound rates also soared.

RELATED




» Francais Search for OECD data Q

Magnetic resonance imagjng {MR]] eXamms Total/ In hospitals / In ambulatory care providers, Per 1000 inhabitants, 2013

Source: Health care utilisation
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Table 120 (page 1 of 2). Number of magnetic resonance imaging (MRI) uni
Selected countries, selected years 1990-2007

[Cata are based on reporting by the Onganisation for Economic Co-operation and Development (OECD)

Country 1950 1995 2000 2005 2006 2007
Mumber of MRI units per million population

Australia® . . ... ... .. ... .. 0.6 2.9 3.5 4.2 4.8 51
Austria . ... .. ... ... ... e e 10.9 16.2 16.8 17.7
Balgium . ................. 2.0 3.3 6.0 7.0 71 7.5
Canmada®. . .. ... ........... 0.7 1.4 2.5 5.7 6.2 6.7
Czach Republic® _ . .. ........ .= 1.0 1.7 3.1 3.8 4.4
Denmark. . . ............... 25 5.4
Finland . . ... ... .. ........ 1.8 4.3 9.9 14.7 15.2 15.3
France . . ... ... ... ....... 0.8 21 2.6 5.3 8.7
Gemany™ . .. ...... .. ... ...
RS SRR )
Hunmgary® . ... ... ... ....... 0.1 1.0 1.8 - 28 2.8
leeland . . .. ... .. .. ... ... 3.9 7.5 10. 20. 19.7 19.3
Ireland . ... ............... 8.0 8.5
mah® . ... ... 1.3 - 7.7 15.0 16.9 18.6
Japan® ... ... ... ... .. ..., 6.1 401
Luxembourg . . ............. 2.6 2.4 2.3 10.8 10.7 10.5
Mexico . .................. 1.3 1.4 1.5
Methedands® . . . _ . ... . ...... 0.9 3.9 - 6.6 .- .-
MNew Zealand. . .. ........... a.8
Poland . . ................. 2.0 1.9 2.7
Portugal® . . ... ... .. ...... 0.8 - - - 5.8 a3
Republic of Korea . . . ... ._ ... = 3.9 5.4 121 13.6 16.0
Slovak Republic™ . .. .. ...... .= .- - 4.3 4.5 5.7
Spain™. .. ... .. ... .. ... .. .- 2.7 4.8 8.1 8.8 9.3
Sweden .. ... ... .......... 1.5 6.8
Switzerdand . . . ... ... ... ... 129 14.4 14.0 14.4
Turkey . ... ... .. ... . ...... 3.5 5.8
United Kingdom™ . .......... e “aa 4.7 5.4 5.6 8.2
United States™ . _ . ... ....... .= 12.3 - .- 26.5 25.9
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in 2010, Greece, ftaly and Cyprus had the highest
number of MRI1 and CT scanners pef capita among
£U member states. {celand and switzerland also had signif-

MR1 and CT scanners than the EU average

mbers of MRI units and CT
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MRI oc@uiKiig poipag smovéviikilg 6THANG el 06QUELYiag

Awaoloysitn o ££1C tepITTOGELC:

A Metd amd aktvoypagic 0opuikig Loipag orove
s [IpOoaTn ONUOVTIKT KOKGMT)
s [vooT) 0CTEOTOpMOT)
*  Tlupotetapévn Fpiar vyniov S0Gemy Kop
«  Hhwia > 70 griwv
o Tlodud

o Mifpken suprtopatoy > 6 efidopades

B. Q) wpoytn efétaom:

EZETAZEQN
N OAHMON

AFNQETIKON
KATEYOYNTHPIQ

ENAEIZEIZ B
BAZE! AIEONON

MR C13
HFS
+LPH

¥

Evtomopéva 1] TOMESTIORG VEDPOAOYIKG shhEijaTe, TPOIOVTH VELPOLOYIKG
ghhsippota 1 vrmovpdik covipopn

Iotopikd veomhaoiog
Mpéogam aveliymm andheaa Papovg
Mupetdc ayvaetow moloyiag 1 tposoatn wkpofuak oipmsn

AVOGSOUVETAPKELD 1) OVOSOKATAGTOL, sukyapmndng g i yxpion evbopiefiov
PUPLAKEV-0UGLHY

MpoeyyepnTkog Eheyyog

[MpomymBeioes excuPacer; orovivlikng omiing

Tovileto 61 o ol ospuoiyic 1 Ko ol yia yopic vevpoloywo Elapa, yopis vroyie
pleypovic | veomhaeiag, e Sidpkela cuprtapatoy < 6 gfidopdadonv, mov dev ivan voyqoia
Y1t YEPOVPYIKT] UTOKNTAGTUGT), SEV AMUITEITOL Kapplin aTEIKoVIGTIKY] EEETUGT).

[Inym: American College of Radiology. ACR Appropriateness Criteria®. Condition: Low
back pain. 2011.
hitp://www.acr.org/~/media/ ACR/Documents/AppCriteria/Diagnostic/l owBackPain. pdf

(07.11.2012).




Date of ongin: 1996
Last review date: 2015

American College of Radiology
ACR Appropriateness Criteria”

Clinical Condition: ~ Low Back Pain

Variant 1: Acute, subacute, or chronic uncomplicated low back pain or radiculopathy. No red flags. No

prior management.

———idiclogierocadire————a—— Comments RRL*
MRI lumbar spine without contrast 2 0
Xeray lumbar spine 2 Lo
X-ray myelography and post myelography
CT lumbar spine 2 i

If there 1s concern for spondylolysis ina
Te-99m bone scan wath SPECT spine 2 young patient, SPECT/CT remains the eee
gold standard.
CT lumbar spine without contrast 2 eee
CT lumbar spine with contrast ;. e
MRI lumbar spine without and with 5 0
contrast
CT lumbar spine without and with
conirast 1 e

mhhl 1,23 Usnally not appropriate; 4.5,6 May be appropriate; 7,8,9 Usually appropriate n.;hm:.ml.:rd

)
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_ Imaging for Low Back Pain

Clinical Practice
Guideline Manual

Recommendation

Don't do imaging for low back pain within the first six weeks,
unless red flags are present. (Red flags include, but are not limited to,
severe or progressive neurological deficits or when serious underlying
conditions such as osteomyelitis are suspected.)

Low back pain is the fifth most common reason for all physician visits.
Imaging of the lower spine before six weeks does not improve
outcomes, but does increase cosis.

severe or progressive neurologic deficits (e.g., bowel or bladder func
fever, sudden back pain with spinal tenderness, trauma, and indicatio

of a serious underlying condition (e.g., osteomyelitis, malignancy)
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Systematic Literature Review of Imaging Features of Spinal
Degeneration in Asymptomatic Populations

W. Brinjikji. P.H. Luetmer, B. Comstock, B.W. Bresnahan, LE Chen, R.A. Deyo, S. Halabi, JA. Turner, AL Avins, K. James, ).T. Wald,
DF. Kallmes, and ).G. Jarvik
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Diagnostics

Abnormal Findings on Magnetic Resonance Images of the Cervical
Spines in 1211 Asymptomatic Subjects

Makashima, Hiroaki MD"; Yukawa, Yasutsugu MD”; Suda, Kota MD®; Yamagata, Masatsune MDE; Ueta,
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