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eTable 1. Search Strategies

A. Search Strategy in Pubmed

Date

April 5, 2020

Search strategy

("Giant Cell Arteritis"[Mesh] OR Giant Cell Arteritis [tiab] OR temporal arteritis
[tiab] OR hortons disease [tiab] OR horton’s disease [tiab])

AND

("Physical Examination"[Mesh] OR physical exam* [tiab] OR "Medical History
Taking"[Mesh] OR "Sensitivity and Specificity"[Mesh] OR sensitiv* [tiab] OR
specificit* [tiab] OR accura* [tiab] OR patient medical record* [tiab] OR clinical
sign* [tiab] OR clinical symptom* [tiab] OR "Diagnostic Imaging"[Mesh] OR
ultrasound* [tiab] OR ultrasonograph* [tiab] OR ct [tiab] OR pet [tiab] OR mri
[tiab] OR mra [tiab] OR magnetic resonance [tiab] OR computed tomograph*
[tiab] OR positron emission tomograph* [tiab] OR positron-emission
tomograph* [tiab] OR artery biops* [tiab])

NOT ("Case Reports" [Publication Type] OR case report* [tiab])

Limits

English language

Number of hits

1347

B. Search Strategy in Embase

arteritis":ab,ti OR 'hortons disease':ab,ti) AND ((‘physical
examination'/exp OR 'anamnesis'/exp OR 'sensitivity and
specificity'/exp OR 'diagnostic procedure'/exp OR 'physical
exam™:ab,ti OR sensitiv*:ab,ti OR specificit*) AND ab,ti OR
accura*:ab,ti OR 'patient medical record*:ab,ti OR 'clinical sign*:ab,ti
OR 'clinical symptom™:ab,ti OR ultrasound*:ab,ti OR
ultrasonograph*:ab,ti OR ct:ab,ti OR pet:ab,ti OR mri:ab,ti OR
mra:ab,ti OR 'magnetic resonance":ab,ti OR 'computed
tomograph*':ab,ti OR 'positron emission tomograph*':ab,ti OR
'positron- emission tomograph*:ab,ti OR 'artery biops™*':ab,ti) NOT
(‘case report'/exp OR 'case report*:ab,ti) NOT [medline]/lim

Search | Search strategy (performed on April 5, 2020) Number
number of hits
#1 (‘giant cell arteritis'/exp OR 'giant cell arteritis’:ab,ti OR 'temporal 1064

#2 (‘giant cell arteritis'/exp OR 'giant cell arteritis':ab,ti OR 'temporal 877
arteritis":ab,ti OR 'hortons disease':ab,ti) AND (('physical
examination'/exp OR 'anamnesis'/exp OR 'sensitivity and
specificity'/exp OR 'diagnostic procedure'/exp OR 'physical
exam™:ab,ti OR sensitiv*:ab,ti OR specificit*) AND ab,ti OR
accura*:ab,ti OR 'patient medical record*:ab,ti OR 'clinical sign*:ab,ti
OR 'clinical symptom™:ab,ti OR ultrasound*:ab,ti OR
ultrasonograph*:ab,ti OR ct:ab,ti OR pet:ab,ti OR mri:ab,ti OR
mra:ab,ti OR 'magnetic resonance':ab,ti OR 'computed
tomograph*':ab,ti OR 'positron emission tomograph*':ab,ti OR
'positron- emission tomograph*:ab,ti OR 'artery biops*:ab,ti) NOT
(‘case report'/exp OR 'case report*:ab,ti) NOT [medline]/lim AND
[conference abstract]/lim

#3 #1 NOT #2 187

#4 #1 NOT #2 AND [english}/lim 133

C. Search Strategy in the Cochrane Database of Systematic Reviews

Date

April 5, 2020

Search strategy

‘Giant cell arteritis’

Limits

None

Number of hits

1
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eTable 2. Details of Included Studies

Authors / year Journal Period of Study design Hospital Specialty Specialty Included Consecutive | Avoiding Lab Type of Test Focus of
(No. of patients) patient setting identifying patients referring patients patients case results reference performed diagnostic
inclusion patients control reported standard in every testing
before patient with
treatment clinical
diagnosis
Hop et al. 2020 Rheumatology January 2013 Retrospective Academic Central imaging Unclear Patients Yes Yes Unclear Clinical None Cranial and
(n=113) to November registry undergoing diagnosis systemic
2017 ultrasound arteries
Van der Geest et Annals of the June 2010 to Prospective Academic Rheumatology Unclear Patients referred Yes Yes (NA) Clinical TAB and US Cranial and
al. 2020 Rheumatic December department for clinical diagnosis systemic
(n=289) Di 2013 evaluation arteries
Imfeld et al. 2020 Rheumatology December Prospective Academic Multiple hospital Unclear Patients Yes Yes (NA) Clinical Ultrasound Cranial and
(n=102) 2006 to August departments undergoing diagnosis and PET/CT systemic
2012 ultrasound and arteries
PET/CT
Mukhtyar et al. Clinical March 2013 to Retrospective Academic Multiple hospital Unclear Patients Yes Yes Yes Clinical TAB and US Cranial and
2020 Rheumatology ?) departments undergoing TAB diagnosis systemic
(n=23) and ultrasound (+TAB) arteries
(+US)
Sammel et al. Rheumatology May 2016 to Prospective Academic Rheumatology Unclear Patients referred Yes Yes (NA) Clinical TAB Cranial
2019 December department for clinical diagnosis arteries
(n=58) 2017 evaluation (+TAB)
Nielsen et al. 2019 Rheumatology October 2014 Prospective Academic Rheumatology Unclear Patients referred Yes Yes (NA) Clinical TAB and Cranial and
(n=90) to June 2018 department for clinical diagnosis PET/CT systemic
evaluation arteries
Sundholm et al. Rheumatology Augustus 2015 Prospective Academic Central Unclear Patients Yes Yes No Clinical TAB Cranial and
2019 Advances in to May 2018 pathology/surgery undergoing TAB diagnosis systemic
(n=175) Practice registry (‘Vascular (+TAB) arteries
surgery unit’)
Sommer et al. Clinical and 2015 to 2017 Retrospective Academic Ophthalmology Hospital Patients Yes Yes Unclear TAB (NA) Cranial
2019 Experimental department departments undergoing TAB arteries
(n=68) Ophthalmology
Gospe et al. 2019 Journal of Neuro- January 2009 Retrospective Academic Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=13) Ophthalmology to October pathology/surgery undergoing TAB arteries
2014 registry and central and MRI
imaging registry
Ing et al. 2019 Clinical January 2006 Retrospective Non- Central Primary care Patients Yes Yes (NA) TAB (NA) Cranial
(n=1833) Ophthalmology to June 2018 academic pathology/surgery and hospital undergoing TAB arteries
and registry departments
Academic
Oiwa et al. 2019 Internal Medicine April 2009 to Retrospective Non- Central Unclear Patients Yes Yes Unclear Clinical TAB Cranial
(n=29) October 2018 academic pathology/surgery undergoing TAB diagnosis arteries
registry (+ TAB)
Conway et al. 2019 | Clinical and August 2011 to Prospective Academic Rheumatology Unclear Patients referred Yes Yes (NA) Clinical TAB and US | Cranial
(n=162) Experimental December department for clinical diagnosis arteries
Rheumatology 2016 evaluation
Chan et al. 2019 BMC January 2011 Retrospective Academic Central Unclear Patients Yes Yes Unclear Clinical TAB Cranial
(n=270) Rheumatology to December pathology/surgery undergoing TAB diagnosis arteries
2014 registry
Hay et al. 2019 Annals of January 2007 Retrospective Academic Central imaging Unclear Patients Yes Yes (NA) Clinical TAB and Systemic
(n=63) Nuclear Medicine to January registry undergoing PET- diagnosis PET-CT arteries
2017 CT (with TAB
neg)
Oh etal. 2018 Internal Medicine January 1992 Retrospective Non- Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=537) Journal to December academic pathology/surgery undergoing TAB arteries
2015 and registry
Academic
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Ing et al. 2018 Canadian Journal March 2015 to Prospective Academic Ophthalmology Primary care Patients Yes Yes (NA) TAB (NA) Cranial
(n=109) of Ophthalmology | April 2017 department and hospital undergoing TAB arteries
departments
Bilyk et al. 2018 Transactions of 14 months Prospective Academic Ophthalmology Unclear Patients referred Yes Yes Unclear TAB (NA) Cranial
(n=71) the American period' department for clinical arteries
Ophthalmological evaluation
Society
Monti et al. 2017 Rheumatology July 2014 to Retrospective Academic Rheumatology Primary care Patients referred Yes Yes No Clinical us Cranial and
(n=202) September department and hospital for clinical diagnosis systemic
2016 departments evaluation arteries
Czihal et al. 2017 Clinical and October 2014 Retrospective Academic Multiple hospital Unclear Patients Yes Yes No Clinical None Cranial and
(n=92) Experimental to October departments undergoing diagnosis systemic
Rheumatology 2015 ultrasound arteries
Roncato et al. Clinical and April 2009 to Retrospective Non- Central Unclear Patients Yes Yes (NA) Clinical TAB and US Cranial and
2017 Experimental March 2014 academic pathology/surgery undergoing TAB diagnosis systemic
(n=42) Rheumatology registry and central and ultrasound arteries
imaging registry
Toren et al. 2016 Canadian Journal "a 3 year Prospective Academic Ophthalmology Primary care Patients Yes Yes No TAB (NA) Cranial
(n =250) of Ophthalmology | period" department and hospital undergoing TAB arteries
departments
Grossman et al. Clinical 2000 to 2014 Retrospective Academic Central Unclear Patients Yes Yes Unclear Clinical TAB Cranial
2016 Rheumatology pathology/surgery undergoing TAB diagnosis arteries
(n=224) registry (+ TAB)
Lugmani et al. Health June 2010 to Prospective Non- Multiple hospital Unclear Patients Yes Yes Yes Clinical TAB and US Cranial and
2016 Technology December academic departments undergoing TAB diagnosis systemic
(n=2381) Assessment 2013 and arteries
Academic
Lariviere et al. Medicine November Prospective Academic Central Unclear Patients Yes Yes Unclear Clinical TAB, Cranial and
2016 2013 to August pathology/surgery undergoing TAB diagnosis PET/CT and systemic
(n=24) 2015 registry CTA arteries
De Lott et al. 2015 JAMA January 2007 Retrospective Non- Ophthalmology Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=404) Ophthalmology to April 2012 academic department undergoing TAB arteries
and
Academic
Stacy et al. 2015 Journal of Neuro- January 2008 Retrospective Academic Ophthalmology Unclear Patients Yes Yes (NA) TAB (NA) Cranial
(n =58) Ophthalmology to April 2013 department undergoing TAB arteries
El-Dairi et al. 2015 Journal of Neuro- 2000 to 2009 Retrospective Academic Central Unclear Patients Yes Yes No TAB (NA) Cranial
(n=192) Ophthalmology pathology/surgery undergoing TAB arteries
registry
Croft et al. 2015 Journal of the January 2005 Retrospective Academic Central imaging Unclear Patients Yes Yes (NA) Clinical us Cranial and
(n=87) Royal College of to January registry undergoing diagnosis systemic
Physicians of 2014 ultrasound arteries
Edinburgh
Aschwanden et al. Clinical and October 2011 Prospective Academic Multiple hospital Unclear Patients referred Yes Yes (NA) Clinical None Cranial
2015 Experimental to December departments for clinical diagnosis arteries
(n =60) Rheumatology 2012 evaluation
Knecht et al. 2015 Eye October 2007 Prospective Academic Ophthalmology Unclear Patients Yes Yes (NA) TAB (NA) Cranial
(n=31) to March 2009 department undergoing TAB arteries
Diamantopoulos et Arthritis Care & April 2010 to Retrospective Non- Rheumatology Primary care Patients referred Yes Yes (NA) Clinical None Cranial and
al. 2014 Research October 2012 academic department and hospital for clinical diagnosis systemic
(n=288) departments evaluation arteries
Gonzalez-Lopez et Acta January 2001 Retrospective Academic Central Unclear Patients Yes Yes (NA) TAB (NA) Cranial
al. 2013 Ophthalmologica to December pathology/surgery undergoing TAB arteries
(n =335) 2010 registry
Aschwanden et al. Ultraschall in der March 2009 to Prospective Academic Multiple hospital Unclear Patients Yes Yes (NA) Clinical None Cranial
2013 Medizin September departments undergoing diagnosis arteries
(n =80) 2011 ultrasound
Black et al. 2013 International September Retrospective Academic Central imaging Primary care Patients Yes Yes (NA) Clinical us Cranial
(n=46) Journal of 2003 to registry and hospital undergoing diagnosis arteries
Rheumatic September departments ultrasound
Diseases 2011
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Suelves et al. 2013 Archivos de la April 2004 to Retrospective Academic Ophthalmology Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=38) Sociedad January 2010 department undergoing TAB arteries
Espafiola de
Oftalmologia
Kermani et al. Seminars in January 2000- Retrospective Academic Central Unclear Patients Yes Yes No TAB (NA) Cranial
2012 Arthritis and December pathology/surgery undergoing TAB arteries
(n=764) Rheumatism 2008 registry
Quinn et al. 2012 Annals of January 1990 Retrospective Academic Central Unclear Patients Yes Yes (NA) TAB (NA) Cranial
(n=172) Vascular Surgery to December pathology/surgery undergoing TAB arteries
2010 registry
Habib et al. 2012 Clinical January 2008 Prospective Academic Multiple hospital Unclear Patients referred Yes Yes Unclear Clinical TAB and US Cranial
(n=32) Rheumatology to January departments for clinical diagnosis arteries
2010 evaluation
Lugo et al. 2011 Journal of 2002 to 2009 Retrospective Academic Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=138) Surgical pathology/surgery undergoing TAB arteries
Research registry
Walvick et al. 2011 Ophthalmology 1997 to 2006 Retrospective Unclear Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=2441) (Medical pathology/surgery undergoing TAB arteries
consortium registry
group)
Mari et al. 2009 European January 1989 Retrospective Non- Central Unclear Patients Yes Yes Yes TAB (NA) Cranial
(n=278) Journal of to December academic pathology/surgery undergoing TAB arteries
Internal Medicine 2007 registry
Ghinoi et al. 2008 Clinical and April 2005 to Prospective Academic Rheumatology Unclear Patients referred Yes Yes (NA) TAB (NA) Cranial
(n=20) Experimental April 2006 department for clinical arteries
Rheumatology evaluation
Moutray et al. 2008 Canadian Journal 1995 to 2001 Retrospective Academic Ophthalmology Hospital Patients Yes Yes (NA) TAB (NA) Cranial
(n =50) of Ophthalmology department department undergoing TAB arteries
Bley et al. 2008 Arthritis & May 2003 to Retrospective Academic Central imaging Unclear Patients Yes Yes (NA) Clinical None Cranial
(n=59) Rheumatism February 2007 registry undergoing MRI diagnosis arteries
and ultrasound
Hautzel et al. 2008 Journal of October 2003 Retrospective Academic Central imaging Unclear Patients Yes Yes Unclear Clinical None Cranial and
(n=23) Nuclear Medicine to August 2007 registry undergoing PET diagnosis systemic
arteries
Rodriguez-Pla et Scandinavian January 1997 Retrospective Academic Central Primary Patients Yes Yes Unclear TAB (NA) Cranial
al. 2007 Journal of to March 2002 pathology/surgery undergoing TAB arteries
(n =125) Rheumatology registry
Karahaliou et al. Arthritis 2000 to 2004 Prospective Academic Multiple hospital Unclear Patients referred Yes Yes Unclear Clinical None Cranial
2006 Research & departments for clinical diagnosis arteries
(n =55) Therapy evaluation
Bley et al. 2005 Arthritis & Unclear (1 year Prospective Academic Central imaging Unclear Patients Yes Yes Yes Clinical None Cranial
(n=21) Rheumatism time span) registry undergoing MRA diagnosis arteries
Younge et al. 2004 Mayo Clinic January 1988 Retrospective Academic Central Unclear Patients Yes Yes No TAB (NA) Cranial
(n=1113) Proceedings to December pathology/surgery undergoing TAB arteries
1997 registry
Varma et al. 2004 Eye January 1995 Retrospective Academic Ophthalmology Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=53) to December department undergoing TAB arteries
2000
Hall et al. 2003 Ophthalmology January 1990 Retrospective Academic Multiple hospital Unclear Patients Yes Yes Unclear TAB (NA) Cranial
(n=181) to January departments undergoing TAB arteries
2001
Foroozan et al. Ophthalmology January 1992 Retrospective Academic Ophthalmology Unclear Patients Yes Yes No TAB (NA) Cranial
2002 to December department undergoing TAB arteries
(n=91) 1999
Mohamed et al. Annals of The January 1988 Retrospective Non- Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial
2002 Royal College of to December academic pathology/surgery undergoing TAB arteries
(n=50) Surgeons of 1997 registry
England
Grosser et al. 1999 Neuro- 1986 to 1995 Retrospective Academic Central Unclear Patients Yes Yes (NA) TAB (NA) Cranial
(n=120) Ophthalmology pathology/surgery undergoing TAB arteries
registry
Hayreh et al. 1997 American Journal 1973 to 1994 Prospective Academic Central Hospital Patients Yes Yes Unclear TAB (NA) Cranial
(n=363) of Ophthalmology pathology/surgery departments undergoing TAB arteries
registry
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Gabriel et al. 1995 Journal of January 1988 Retrospective Academic Central Unclear Patients Yes Yes (NA) TAB (NA) Cranial

(n =525) Rheumatology to December pathology/surgery undergoing TAB arteries
1991 registry

Skaug et al. 1995 Acta January 1984 Retrospective Academic Ophthalmology Primary care Patients Yes Yes Unclear Clinical TAB Cranial

(n=98) Ophthalmologica to December department and hospital undergoing TAB diagnosis arteries

Scandinavica 1992 departments (+ TAB)

Chmelewski et al. Archives of January 1985 Retrospective Academic Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial

1992 Internal Medicine to March 1990 pathology/surgery undergoing TAB arteries

(n=98) registry

Brittain et al. 1991 British Journal of Unclear (54- Prospective Academic Ophthalmology Unclear Patients Yes Yes Yes TAB (NA) Cranial

(n=31) Ophthalmology month period) department undergoing TAB arteries

Kent et al. 1989 The American January 1980 Retrospective Non- Central Unclear Patients Yes Yes (NA) TAB (NA) Cranial

(n=70) Surgeon to January academic pathology/surgery undergoing TAB arteries
1985 registry

Stuart 1989 New Zealand 1983 to 1987 Retrospective Academic Central Primary care Patients Yes Yes Unclear TAB (NA) Cranial

(n=75) Medical Journal pathology/surgery and hospital undergoing TAB arteries

registry departments

Fernandez-Herlihy Journal of October 1982 Retrospective Non- Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial

1988 Rheumatology to September academic pathology/surgery undergoing TAB arteries

(n=107) 1987 registry

Wells et al. 1989 Ophthalmology January 1985 Retrospective Academic Ophthalmology Unclear Patients Yes Yes (NA) TAB (NA) Cranial

(n=100) to June 1987 department undergoing TAB arteries

Vilaseca et al. Annals of the 1970 to 1984 Retrospective Academic Central Unclear Patients Yes Yes Unclear TAB (NA) Cranial

1987 Rheumatic pathology/surgery undergoing TAB arteries

(n=103) Di registry

Roth et al. 1984 Archives of Unclear (last Retrospective Academic Central Unclear Patients Yes Yes (NA) Clinical TAB Cranial

(n=51) Ophthalmology 16 years) pathology/surgery undergoing TAB diagnosis arteries

registry (+ TAB)

Hall et al. 1983 The Lancet January 1965 Retrospective Academic Central Unclear Patients Yes Yes (NA) TAB (NA) Cranial

(n=134) to December pathology/surgery undergoing TAB arteries
1980 registry

Hedges et al. 1983 Archives of January 1968 Retrospective Academic Central Unclear Patients Yes Yes Unclear Clinical TAB Cranial

(n=91) Ophthalmology to December pathology/surgery undergoing TAB diagnosis arteries
1978 registry

Eshagian et al. Ophthalmology Unclear Retrospective Academic Unclear Unclear Patients Yes (likely) Yes Yes TAB (NA) Cranial

1980 undergoing TAB (likely) arteries

(n =66)

Information is provided for all 68 included studies 8. TAB = temporal artery biopsy. US = ultrasound. (NA) = not applicable.
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eTable 3. Studies With TAB as Reference Standard

TAB

No. of studies (% of
studies)

Bilaterally performed

0-24% of patients 14 (37%)
25-49% of patients 4 (11%)
50-74% of patients 2 (5%)
75-100% of patients 2 (5%)
Unclear 16 (42%)
Mean or median TAB length > 1 cm
No 1 (3%)
Yes 23 (60%)
Unclear 14 (37%)

Additional information on the 38 studies with TAB as the reference standard.
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eTable 4. Studies With Clinical Diagnosis as Reference Standard

Clinical diagnosis

No, of studies (% of

studies)
Follow-up performed
No 8 (27%)
At least 3 months 4 (13%)
At least 6 months 12 (40%)
Unclear 6 (20%)
Test performed in every patient
None 9 (30%)
TAB 8 (27%)
Ultrasound 3 (10%)
TAB + ultrasound 6 (20%)
TAB + PET/CT and/or CTA | 3 (10%)
Ultrasound and PET/CT 1 (3%)

Additional information on the 30 studies with clinical diagnosis as reference standard.
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eTable 5. Study-Specific Definitions of Clinical Diagnosis

Study

Definition of clinical diagnosis

Test result known for
every patient

Hop et al. 2020 32

Two clinical experts independently assessed whether or not GCA was the final clinical diagnosis after at least 6 months
in all included patients. They reviewed the complete history of the patients, including cranial and systemic symptoms,
laboratory findings, findings at additional diagnostic tests (TAB, FDG-PET/CT or MRI) and response to glucocorticoids,
but not the CDU data.

none

Imfeld et al. 2020
33

The final diagnosis of GCA was made either if temporal artery biopsy was positive, if patients fulfilled the 1990 ACR criteria
or if they fulfilled at least two out of five ACR criteria in combination with typical ‘vasculitic’ US findings in accordance to
the OMERACT definition or vasculitic findings in PET/CT or MRI.

Ultrasound and PET/CT

van der Geest et

The final clinical diagnosis was made by the treating physician after 6 months follow-up. The clinical diagnosis was

TAB and ultrasound

al. 2020 3 guided by the ACR 1990 classification criteria for GCA (including the temporal artery biopsy result), the development of

complications consistent with GCA during follow-up, and the emergence of another disease explaining the symptoms.
Mukhtyar et al. Clinical decisions were recorded as GCA if clinicians chose to treat patients with the hospital-approved Norwich regimen | TAB and ultrasound
2020 47 for prednisolone. The final diagnosis was determined after 100 weeks of follow-up.

Chan et al. 2019 8

Final clinical diagnosis was at the discretion of the treating physician and in biopsy negative cases these were made
based upon suggestive clinical features and clinical response to glucocorticoid therapy. The diagnosis was reviewed after
treatment and follow up period of at least 3 months.

TAB

Conway et al.
2019 1°

Consultant rheumatologist diagnosis at 6 months following initial presentation was considered as the reference
standard for the diagnosis of GCA for the purposes of this study.

TAB and ultrasound

Hay et al. 2019 2°

The final diagnosis of GCA was established during follow-up based on the presence of clinical symptoms, laboratory
results and imaging data (CT, MRI, 18F-FDG PET-CT) compatible with GCA, good response to corticosteroid therapy
(from a clinical and biological point of view), and no differential diagnosis after a follow-up of at least 18 months.

TAB and PET/CT

Nielsen et al.
2019 48

An experienced rheumatologist performed a pre-treatment clinical evaluation to confirm eligibility criteria and establish the
clinical diagnosis. The evaluation included history taking, physical examination, extensive laboratory screening, the FDG
PET/CT report and TAB. US was not considered for establishing the clinical diagnosis. A clinical GCA diagnosis could be
dismissed, even in patients fulfilling ACR criteria, if another more reasonable diagnosis was established. The clinical
diagnosis of GCA was confirmed at a 6-month follow-up visit in 51/56 patients. Five patients were lost to follow-up, all
of whom were TAB positive.

TAB and PET/CT

Oiwa et al. 2019 The inclusion criteria for the GCA group were 1) new-onset cases with a clinical diagnosis of GCA and 2) no change in | TAB
50 the diagnosis of GCA until the final observation. All of the cases that did not meet these criteria were defined as the non-
GCA group.
Sammel et al. The clinical diagnosis was confirmed after a minimum of 6 months of follow-up based on the biopsy, corticosteroid | TAB
2019 %5 dose at 3 months, treating clinician and expert reviewer diagnoses. Clinicians and the expert reviewers were blinded to
PET/CT vascular findings. Reviewers included five rheumatologists and one neuro-ophthalmologist not involved in the
patient’s care. The final diagnosis required consensus between the treating clinician and at least one of two reviewers.
Sundholm et al. Patient records were screened for a period of 6 months after biopsy. The final diagnosis was set by rheumatologists | TAB

2019 &

based on symptoms, clinical signs, laboratory findings, biopsy, evidence of large vessel vasculitis on PET CT or MRI,
treatment response and, in the case of an uncertain diagnosis, a careful differential diagnostic work-up during follow-up.
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Czihal et al. 2017 | The final clinical diagnosis was based on the American College of Rheumatology classification criteria and/or a positive | none
12 temporal artery biopsy (TAB) for cranial GCA and on non-invasive cross sectional imaging (magnetic resonance imaging
or positron emission tomography) for extracranial GCA.
Monti et al. 2017 Expert rheumatologist made a final clinical decision. In cases with both negative ultrasound and TAB, the diagnosis was | ultrasound

45

based on clinical presentation, laboratory results, response to treatment and, when available, other imaging modalities
(mainly PET-CT).

Roncato et al.
2017 58

Final diagnosis of GCA was retained for patients who improved or were cured by corticosteroid therapy according to the
follow-up data. Alternative diagnoses were defined by medical re-view of patient files.

TAB and ultrasound

Grossman et al.
2016 24

Diagnosis of biopsy-proven GCA required the histological findings of interruption of the internal elastic laminate with
infiltration of mononuclear cells into the arterial wall. Patients were diagnosed with TAB-negative GCA based on clinical
judgment of the treating physician, provided the patient's symptoms and signs improved within 3 days of corticosteroid
treatment (40 mg of prednisone or more), no other better alternative diagnosis could be reached after a thorough
evaluation and clinical follow-up, and the patients fulfilled the ACR 1990 classification criteria for GCA

TAB

Lariviere et al.
2016 40

The American College of Rheumatology (ACR) 1990 GCA criteria were used for classification. The diagnosis of GCA was
established on an individual basis by experienced clinicians. Of note, clinical judgment included short-term outcome
following corticosteroid therapy, such as rapid and dramatic improvement of clinical symptoms and normalization of the
C-reactive protein (CRP) blood level. TAB was performed in all patients. In patients with negative TAB results, the clinical
diagnosis was considered final if no diagnosis other than GCA was provided at the end of a follow-up period of >6
months.

TAB, PET/CT and CTA

Lugmani et al.
2016 42

For the purposes of the study, a partially independent approach was used, which combined elements of a clinician’s final
diagnosis, the ACR classification criteria (incorporating the biopsy result), the emergence of complications consistent with
GCA during follow-up, the emergence of alternative vasculitis diagnoses during follow-up and expert review to determine
the reference diagnosis. The process started with the clinician’s final diagnosis for the patient as reported on the 6-month
(or in its absence, 2-week) assessment. Note: data on index tests was obtained with the clinical diagnosis at 2 weeks
follow-up as the reference standard. For the current systematic review, only a follow-up duration of 3 months or more was
considered relevant.

TAB and ultrasound

Aschwanden et al. | The diagnosis of GCA was established based on the ACR criteria. none
20152
Croft et al. 2015 "' | For the purposes of this study, a clinical diagnosis of GCA made by a consultant rheumatologist, alone or in collaboration | ultrasound
with other specialists, after a minimum of 3 months of follow-up, served as the reference or ‘gold’ standard for a
diagnosis of GCA. The American College of Rheumatology (ACR) criteria for GCA were also used to classify all cases for
comparison
Diamantopoulos As the gold diagnostic standard, we used the positive clinical evaluation for GCA at 6 months after the initial evaluation | none
etal. 2014 "4 performed by 3 rheumatologists. The 3 physicians made their diagnostic decision without knowing the results of the CDUS
findings. Each assessed patient was mainly judged by 1 rheumatologist and not by all 3. Patients were also classified
according to ACR 1990 criteria for the classification of GCA.
Aschwanden et al. | Definite diagnosis after extensive clinical, laboratory and imaging evaluation was established by a team of independent | none
2013 ' and experienced rheumatologists/immunologists not involved in CDU according to ACR criteria
Black et al. 2013 4 | Patients were divided into two groups depending on whether a diagnosis of GCA was or was not made by the treating | ultrasound

doctor.

Habib et al. 2012
25

Regardless the TAB results, all patients had to complete a 3-months follow-up to establish final diagnosis.

TAB and ultrasound
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Bley et al. 2008 © The clinical diagnosis of GCA was established by experienced rheumatologists. The ACR 1990 GCA criteria were used | none
for classification. The rheumatologist’s final clinical diagnosis was assigned if the diagnosis of GCA was confirmed at the
end of a follow-up period of 26 months.

Hautzel et al. GCA was finally confirmed by an additional diagnostic work-up including biopsies, duplex sonography, and other | none
2008 28 angiographic diagnostics. In most patients with 3 or more of the ACR criteria and positive findings on duplex sonography

(which further support the diagnosis of GCA), a temporal artery biopsy was not performed.
Karahaliou et al. Irrespectively of the biopsy results, patients had to complete a 3-month follow-up to establish the final diagnosis. none
2006 36
Bley et al. 2005 5 Clinical diagnosis was made according to the ACR criteria for GCA. none

Skaug et al. 1995 | According to the clinical findings and the results of the biopsy, the patients were divided into three groups. Group | | TAB
56 represents patients with histologically confirmed GCA. Group 2 included patients with a good clinical evidence of GCA
despite a negative biopsy, whereas in group 3 were patients where the biopsy was negative and the clinical examination
revealed either other diseases than GCA, or the etiology of the symptoms remained unclear.

Roth et al. 1984 5 | The patients were divided into three groups depending on the biopsy results and on their response to steroid therapy. (A | TAB
positive response to therapy was considered to be resolution of symptoms within 48 hours and reduction of the ESR within
three weeks after the start of treatment.) Group 1 comprised those patients who had abnormal biopsy specimens and
were clinically responsive to treatment. The condition of these patients was diagnosed as GCA. Group 2 consisted of
those patients who had normal biopsy specimens but who were clinically responsive to treatment. Presumed GCA was
diagnosed for these patients. Group 3 contained those patients with normal biopsy specimens who were clinically
unresponsive to treatment. These patients were considered not to have GCA and their ultimate diagnoses were
determined from the chart review.

Hedges et al. Examination of available clinical information from these cases showed that were 91 cases in which there was an adequate | TAB
1983 3 proof (record) of the history taken when the patient was initially seen and the physical examination, and in which follow-
up of at least two years could be obtained by chart review and by contacting the patients, their families and their
physicians.

[ ]

In addition to making the diagnosis of temporal arteritis based on a positive temporal artery biopsy specimen, the diagnosis
of arteritis was accepted in patients who had an initial negative biopsy specimen either on the basis of subsequent
pathologic proof of the disease or when the clinical course during the follow-up period was consistent with temporal
arteritis. Patients with a negative temporal artery biopsy specimen were not considered to have the disease if there was
resolution of their symptoms and signs within a one-month period, or if their symptoms and signs (including abnormal
laboratory test results) were subsequently found to be due to other diseases.

Details regarding the clinical diagnosis are provided for all 30 studies using this reference standard. Information on follow-up is highlighted in bold.
TAB = temporal artery biopsy.
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eTable 6. Symptoms With Limited Data Available

Symptom Study (reference standard) No. of patients Sensitivity Specificity LR+ LR-
(No. ref+) (95% CI) (95% ClI) (95% ClI) (95% ClI)

Arthritis Gabriel et al. 1995 (TAB) 525 (172) 5.8 (2.8-10.4) 84.7 (80.5-88.3) 0.38 (0.20-0.71) 1.11 (1.05-1.18)
Stuart et al. 1989 (TAB) 75 (14) 7.1(0.2-33.9) 83.6 (71.9-91.9) 0.44 (0.07-2.19) 1.11(0.81-1.31)
Vilaseca et al. 1987 (TAB) 103 (45) 6.7 (1.4-18.3) 87.9 (76.7-95.0) 0.55 (0.16-1.84) 1.06 (0.92-1.22)
Pooled 703 (231) 6.1(3.4-10.0) 85.0 (81.4-88.1) 0.41 (0.24-0.72) 1.10 (1.05-1.16)

Cough Nielsen et al. 2019 (Clin) 90 (56) 42.9 (29.7-56.8) 82.4 (65.5-93.2) 2.43 (1.18-5.40) 0.69 (0.52-0.92)
Oiwa et al. 2019 (Clin) 28 (16) 31.3 (11.0-58.7) 100.0 (73.5-100.0) | 8.41 (0.98-84.22) 0.69 (0.46-1.03)
Lariviere et al. 2016 (Clin) 24 (15) 6.7 (0.2-32.0) 77.8 (40.0-97.2) 0.30 (0.04-2.07) 1.20 (0.85-2.08)
Pooled (-) () () () ()

Neck pain Bley et al. 2008 (Clin) 59 (36) 25.0 (12.1-42.2) 91.3 (72.0-98.9) 2.88 (0.80-11.29) 0.82 (0.63-1.06)
Younge et al. 2004 (TAB) 1113 (373) 9.9 (7.1-13.4) 96.6 (95.1-97.8) 2.94 (1.80-4.78) 0.93 (0.89-0.96)
Hayreh et al. 1997 (TAB) 363 (106) 16.0 (9.6-24.4) 95.7 (92.5-97.8) 3.75 (1.84-7.60) 0.88 (0.79-0.94)
Pooled 1535 (515) 12.2 (9.5-15.4) 96.3 (94.9-97.4) 3.15 (2.13-4.66) 0.91 (0.86-0.96)

Neurological Mohamed et al. 2002 (TAB) 50 (17) 17.7 (3.8-43.4) 66.7 (48.2-82.0) 0.53 (0.17-1.45) 1.24 (0.84-1.73)

symptoms Chmelewski et al. 1992 (TAB) | 98 (30) 16.7 (5.6-34.7) 66.2 (63.7-77.2) 0.49 (0.21-1.09) 1.26 (0.97-1.59)
Pooled 148 (47) 17.0 (7.6-30.8) 66.3 (566.2-75.4) 0.51 (0.25-1.01) 1.25 (1.04-1.51)

Night sweats Hop et al. 2020 (Clin) 113 (41) 34.2 (20.1-50.6) 91.7 (82.7-96.9) 4.10 (1.76-9.66) 0.72 (0.55-0.88)
Sundholm et al. 2019 (Clin) 78 (36) 69.4 (51.9-83.7) 40.5 (25.6-56.7) 1.17 (0.83-1.64) 0.75 (0.40-1.37)
Pooled () () () - -

Tongue Van der Geest et al. 2020 89 (58) 3.4 (0.4-11.9) 96.8 (83.3-99.9) 1.07 (0.15-8.03) 1.00 (0.91-1.16)

claudication (Clin)
Monti et al. 2017 (Clin) 202 (110) 1.8 (0.2-6.4) 100.0 (96.1-100.0) | 9.47 (0.87-104.42) 0.98 (0.94-1.03)
Hall et al. 1983 (TAB) 134 (46) 4.4 (0.5-14.8) 100.0 (95.9-100.0) | 4.19(0.38-46.43) 0.96 (0.86-1.01)
Pooled 425 (214) 2.8(1.0-6.0) 99.5 (97.4-100.0) 2.84 (0.58-13.82) 0.98 (0.95-1.01)

Data are shown for symptoms reported by less than four studies. In this case, meta-analysis with the bivariate model could not be performed.
Therefore, pooled estimates of diagnostic accuracy parameters were determined with an univariate random-effects model (DerSimonian Laird
method) . Pooled estimates are only shown if heterogeneity (1?) was <75% for all diagnostic accuracy parameters 7°. Pooling of diagnostic
accuracy parameters was performed with MetaDiSc 1.4. Diagnostic accuracy parameters of single studies were determined with StatsDirect
3.2.10. Clin = clinical diagnosis. TAB = temporal artery biopsy. No. ref+ = number of patients with positive reference standard for GCA. 95% CI =
95% confidence interval. (-) No pooled estimates reported due to heterogeneity = 75% for at least one diagnostic accuracy parameter.
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eTable 7. Physical Findings With Limited Data Available

Physical finding | Study (reference standard) No. of patients Sensitivity Specificity LR+ LR-
(No. ref+) (95% ClI) (95% ClI) (95% CI) (95% ClI)
Ocular findings Van der Geest et al. 2020 89 (58) 20.7 (11.2-33.4) 77.4 (58.9-90.4) 0.92 (0.42-2.09) 1.02 (0.82-1.35)
(Clin)
Gabriel et al. 1995 (TAB) 525 (172) 10.5 (6.3-16.0) 85.8 (81.8-89.3) 0.74 (0.44-1.21) 1.04 (0.97-1.11)
Chmelewski et al. 1992 (TAB) | 98 (30) 23.3 (9.942.3) 77.9 (66.2-87.1) 1.06 (0.48-2.22) 0.98 (0.74-1.22)
Pooled 712 (260) 14.2 (10.2-19.1) 84.1 (80.4-87.3) 0.84 (0.58-1.23) 1.04 (0.98-1.10)
Ocular nerve Lugmani et al. 2016 (Clin) 381 (257) 1.2(0.2-34) 100.0 (97.1-100.0) | 3.39(0.32-36.18) 0.99 (0.97-1.03)
palsy Moutray et al. 2008 (TAB) 50 (17) 11.8 (1.5-36.4) 93.9 (79.8-99.3) 1.94 (0.36-10.21) 0.94 (0.69-1.13)
Pooled () () () () ()
PION Ing et al. 2018 (TAB) 109 (19) 5.3 (0.1-26.0) 100.0 (96.0-100.0) | 13.65 (1.14-162.59) 0.95 (0.76-1.01)
Lugmani et al. 2016 (Clin) 381 (257) 1.6 (0.4-3.9) 97.6 (93.1-99.5) 0.64 (0.16-2.54) 1.01 (0.98-1.06)
Pooled 490 (276) 1.8 (0.6-4.2) 98.6 (96.0-99.7) 2.13(0.11-39.74) 0.99 (0.92-1.07)
RAPD Bilyk et al. 2018 (TAB) 71 (14) 57.1 (28.9-82.3) 50.9 (37.3-64.4) 1.16 (0.63-1.83) 0.84 (0.40-1.46)
Lugmani et al. 2016 (Clin) 381 (257) 5.1 (2.7-8.5) 98.4 (94.3-99.8) 3.14 (0.81-12.35) 0.96 (0.93-1.01)
Pooled () () () () ()
Temporal artery Mari et al. 2009 (TAB) 241 (75) 73.3 (61.9-82.9) 47.6 (39.8-55.5) 1.40 (1.14-1.70) 0.56 (0.37-0.82)
abnormal on Bley et al. 2008 (Clin) 59 (36) 83.3 (67.2-93.6) 78.3 (56.3-92.5) 3.83 (1.94-8.72) 0.21 (0.10-0.43)
palpation Kent et al. 1989 (TAB) 70 (8) 50.0 (15.7-84.3) 88.7 (78.1-95.3) 4.43 (1.55-10.81) 0.56 (0.24-0.90)
Pooled () () () () ()

Data are shown for physical findings reported by less than four studies. In this case, meta-analysis with the bivariate model could not be performed.
Therefore, pooled estimates of diagnostic accuracy parameters were determined with an univariate random-effects model (DerSimonian Laird
method) . Pooled estimates are only shown if heterogeneity (12) was <75% for all diagnostic accuracy parameters 7°. Pooling of diagnostic
accuracy parameters was performed with MetaDiSc 1.4. Diagnostic accuracy parameters of single studies were determined with StatsDirect
3.2.10. Clin = clinical diagnosis. TAB = temporal artery biopsy. No. ref+ = number of patients with positive reference standard for GCA. 95% CI =
95% confidence interval. PION = posterior ischemic optic neuropathy. RAPD = relative afferent pupillary defect. (-) No pooled estimates reported
due to heterogeneity = 75% for at least one diagnostic accuracy parameter.
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eTable 8. Sensitivity Analysis: Distinct Reference Standards

No. of cohorts (No. of patients) LR+ (95% CI) LR- (95% CI)
Clinical diagnosis | TAB Clinical diagnosis | TAB Clinical Diagnosis | TAB
Age > 60 57:22.28.31.5064 4 (164) 4 (126) 1.28 (1.09-1.51) 1.11 (0.96-1.28) 0.17 (0.01-2.02) 0.33 (0.07-1.68)
Age > 70 57:22:28.315064 4 (164) 4 (126) 1.46 (0.88-2.42) 1.50 (1.07-2.11) 0.66 (0.30-1.46) 0.36 (0.18-0.74)
Anaemia 79:12.17,24:28:30.43,50,52,59.,61,65,68 5 (446) 11 (2581) 1.13 (0.91-1.41) 1.21(1.08-1.37) 0.81 (0.59-1.10) 0.85 (0.75-0.95)
Any TA abnormality 0.19.20.24.27.:30.32,33,35.43,50.59.65 4 (526) 9 (3419) 1.69 (1.20-2.39) 2.48 (1.58-3.87) 0.62 (0.42-0.92) 0.61 (0.45-0.83)
CRP elevated %13.15:38:4042:43.45.47 5 (548) 5(1324) 1.34 (1.11-1.61) 1.30 (1.20-1.30) 0.26 (0.08-0.89) 0.42 (0.31-0.56)
Constitutional symptoms "0.15.24.29:4043,48.62 5 (563) 4 (935) 1.32 (1.12-1.55) 1.04 (0.76-1.43) 0.60 (0.39-0.93) 0.96 (0.70-1.33)
ESR > 50 mm/h @ 35.7-9.15,16,22,32,41,43,44,49,50,52,60,61,64 5 (508) 14 (1533) 1.51 (1.25-1.83) 1.39 (1.18-1.64) 0.54 (0.40-0.73) 0.45 (0.32-0.63)
ESR elevated 357:13:15:1822.25,26,36,38.45,57.62.68 4 (310) 11 (3119) 1.10 (0.88-1.36) 1.27 (1.12-1.44) 0.72 (0.36-1.41) 0.51 (0.34-0.76)
Fever 91214.17.192125-27,30.32,33,36,37.40.44,48.50,52,54.50,62.65 9 (573) 14 (2467) 0.89 (0.66-1.21)* 1.41(1.11-1.80)* 1.06 (0.90-1.25) 0.91 (0.86-0.96)
Headache 89.1214.15.172123-27,30,32,33,35-37,40,43-45,48,50-56,50,61,63-65,68 17 (1421) 24 (5930) 1.35(1.09-1.67) 1.29 (1.17-1.42) 0.61 (0.48-0.77) 0.60 (0.50-0.72)
gea}j\gvﬁg;leasuégégation 4,8-12.14,15,17.21,23-26.30-33.35-37,40.43.45,48,50-52,54- 19 (1706) 20 (5568) 5.58 (3.44-9.05) 4.37 (3.35-5.71) 0.71 (0.66-0.76) 0.65 (0.62-0.69)
Loss of vision 17:21.23.27:33,35.36.42,48.51,53,54.56.68 6 (717) 9 (3915) 1.90 (0.56-6.48) 1.41(1.18-1.69) 0.90 (0.80-1.01) 0.90 (0.86-0.95)
Malaise 14:30:37:50.52.59.61-63.65 4 (281) 7 (1064) 1.04 (0.86-1.26) 1.18 (0.99-1.42) 0.93 (0.65-1.33) 0.86 (0.75-0.99)
Male 38-15.21-23,25,27-30,32,33,35,36.40,41,43.44,48-50.52-56,59-61,63,65.68 21 (1645) 25 (6361) 0.88 (0.76-1.01) 0.90 (0.82-1.00) 1.08 (1.00-1.18) 1.05 (1.00-1.10)
Myalgia 1214:21:25.30,33.36,37:40.48.52,54,50.62.65 7 (432) 8 (1372) 0.92 (0.53-1.60) 1.04 (0.90-1.22) 1.06 (0.72-1.56) 0.97 (0.88-1.08)
PMR 1:2:9-11:15:17.19.24,26,27,31,37,39,43-45.50,54.55.6163,67 13 (1270) 14 (1952) 1.57 (1.14-2.15) 1.07 (0.89-1.29) 0.83 (0.76-0.90) 0.97 (0.91-1.04)
Scalp tenderness 410.17:27:30.32:33.39.40.45.48.52,62.63.68 7 (726) 7 (2123) 1.69 (1.11-2.56) 1.86 (1.28-2.71) 0.75 (0.66-0.86) 0.81(0.71-0.92)
TA tenderness 2°31:36.37:42.50.52.54,6264 6 (638) 5 (549) 2.20 (0.97-4.98) 1.94 (1.29-2.94) 0.75 (0.64-0.88) 0.84 (0.66-1.08)
Visual disturbance '246.9:11.12.17.19.24.25,32.37:40.42-45:48,50.52.55.5061.65 | 16 (1654) 12 (1729) 1.34 (1.12-1.60) 1.06 (0.89-1.26) 0.88 (0.82-0.95) 0.98 (0.90-1.06)
Weight loss "211:14.17.21:32,37:40.48,50,52,58,59,61,62,65,68 9 (646) 10 (2314) 2.03 (1.53-2.70)* 1.48 (1.24-1.77)* 0.74 (0.60-0.91) 0.83 (0.75-0.93)

Likelihood ratios of studies with a clinical diagnosis as the reference standard for GCA were compared to likelihood ratios of studies with TAB as
the reference standard. 2 studies reporting an ESR = 50 mm/h were also included. * considered statistically significant, as indicated by a summary
estimate difference >0.5 with both estimates outside each other’'s 95% confidence interval (95% CI). ESR = erythrocyte sedimentation rate. LR+
= positive likelihood ratio. LR- = negative likelihood ratio. PMR = polymyalgia rheumatica. TA = temporal artery. TAB = temporal artery biopsy.

©2020 American Medical Association. All rights reserved.



eTable 9. Sensitivity Analysis: Prospective vs Retrospective Studies

No. of cohorts (No. of patients) LR+ (95% CI) LR- (95% CI)
Prospective Retrospective Prospective Retrospective Prospective Retrospective
Any TA abnormality "0.19:20:24.27,30.32,33,35:43,50.59.65 4 (647) 9 (3176) 3.24 (1.00-10.53) 2.08 (1.45-3.00) 0.69 (0.49-0.97) 0.57 (0.43-0.77)
Constitutional symptoms 4 (526) 4 (748) 1.28 (0.97-1.70) 1.11(0.83-1.48) 0.69 (0.46-1.03) 0.87 (0.49-1.56)
ESR > 50 mm/h @ 357-9.15,16,22,32,41,43,44,49,50,62,60,61,64 4 (198) 14 (1768) 1.70 (1.40-2.20) 1.34 (1.16-1.55) 0.42 (0.27-0.66) 0.50 (0.38-0.65)
ESR elevated 357:13.15:1822.25,26,36.38.45.57.62.68 6 (460) 9 (2969) 1.15(0.93-1.42) 1.25(1.11-1.41) 0.68 (0.41-1.11) 0.48 (0.30-0.77)
Fever 912.14.17.19.21.25-27,30,32,33,36,37.40.44,48,50,52,54,59,62.65 7 (916) 16 (2175) 1.21 (0.86-1.71) 1.19 (0.96-1.48) 0.93 (0.84-1.03) 0.95 (0.90-1.00)
Headache 89.1214.15.172123-27,30,32,33,35-37,40,43-45,48,50-66,50,61,63-65,68 9 (888) 27 (6030) 1.16 (0.88-1.54) 1.36 (1.22-1.52) 0.76 (0.52-1.11) 0.58 (0.50-0.69)
geas\gveg;l(glégggation 4,8-12.14,15,17.21,23-26.30-33.35-37,40.43.45,48,50-52,54- 10 (1053) 25 (5814) 6.99 (2.76-17.74) 4.72 (3.62-6.17) 0.65 (0.59-0.72) 0.68 (0.64-0.72)
Loss of vision 17:21.23.27:33,35.36.42,48.51,53,54.56.68 4 (628) 10 (3957) 2.34 (0.55-10.04) 1.28 (0.93-1.75) 0.94 (0.84-1.04) 0.94 (0.86-1.01)
Malaise 1430375052:59,61-63,65 4 (780) 6 (487) 1.09 (0.93-1.28) 1.24 (0.96-1.59) 0.88 (0.71-1.10) 0.83 (0.68-1.01)
Male 3:6-15.21-23,25,27-30,32,33,35,36.40,41,43.44,48-50.52-56.59-61,63,65.68 12 (1152) 30 (6646) 0.87 (0.73-1.04) 0.91 (0.83-0.99) 1.08 (0.98-1.18) 1.05 (1.00-1.10)
Myalgia 12:14:21:25:30.33,36,37:40.48,52,54,50,62.65 7 (916) 8 (939) 0.74 (0.54-1.03) 1.10 (0.90-1.40) 1.25(0.90-1.73) 0.92 (0.79-1.06)
PMR 1:2:9-11:15:17.19.24.26,27.31,37,39,43-45.50,54.55.6163.67 7 (555) 16 (2259) 1.14 (0.80-1.62) 1.34 (1.08-1.67) 0.93 (0.77-1.12) 0.90 (0.85-0.96)
Scalp tenderness #10.17:27:30.32:33.39.40.45.48.52,62.63.68 8 (1111) 7 (1840) 1.42 (1.06-1.91)* 2.29 (1.60-3.29)* 0.83 (0.75-0.92) 0.75 (0.64-0.88)
TA tenderness 2531:36.37:42.50.52.54,6264 4(718) 6 (418) 1.71 (0.91-3.22) 2.30 (1.47-3.59) 0.80 (0.67-0.95) 0.76 (0.55-1.05)
TA thickening 1211.1242:50.52.61 4 (596) 4(333) 2.90 (2.00-4.30) 7.52 (2.21-25.57) 0.75 (0.69-0.82) 0.43 (0.28-0.68)
Transient vision loss '7:21:3346.48.58,62.63.67 4 (531) 5 (650) 3.72 (0.28-49.40) 1.53 (0.90-2.59) 0.95 (0.89-1.00) 0.94 (0.87-1.02)
Visual disturbance !:46.911:12.17.19.24.25,32,37:40.42-45.48.50.62.65.50.61.65 | 8 (803) 17 (2220) 1.27 (0.95-1.71) 1.19 (0.99-1.42) 0.91 (0.81-1.02) 0.92 (0.85-1.00)
Weight loss 1211:14.17:2132.37.40,48.50,52,58.,59,61,62,85,68 6 (582) 12 (2300) 2.21(1.70-2.89)* 1.48 (1.26-1.73)* 0.67 (0.53-0.85) 0.85 (0.77-0.94)

Likelihood ratios of prospective studies were compared to likelihood ratios of retrospective studies. @ studies reporting an ESR = 50 mm/h were
also included. * considered statistically significant, as indicated by a summary estimate difference >0.5 with both estimates outside each other’s
95% confidence interval (95% CI). ESR = erythrocyte sedimentation rate. LR+ = positive likelihood ratio. LR- = negative likelihood ratio. PMR =
polymyalgia rheumatica. TA = temporal artery.
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eTable 10. Sensitivity Analysis: Pretreatment Laboratory Tests

Finding

No. of cohorts
(No. of patients)

Sensitivity
(95% CI)

Specificity
(95% CI)

LR+
(95% Cl)

LR-
(95% ClI)

CRP elevated

4 (477)

90.1 (76.3-96.3)

26.3 (12.7-46.8)

1.22 (1.01-1.49)

0.38 (0.17-0.81)

ESR > 50 mm/h

4 (396)

87.5(78.3-93.1)

46.5 (30.3-63.6)

1.64 (1.15-2.33)

0.27 (0.13-0.57)

The diagnostic accuracy of an elevated CRP level and ESR > 50 mm/h as indicated by studies
reporting pre-treatment laboratory values. A meta-analysis could not be performed for other
laboratory features due to insufficient studies (i.e. less than four studies). An elevated CRP
level was defined as =20.5 mg/dL unless other lab-specific normal values were reported. 95%
Cl =95% confidence interval. CRP = C-reactive protein. ESR = erythrocyte sedimentation rate.
LR+ = positive likelihood ratio. LR- = negative likelihood ratio.
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eAppendix. Standard Form for Study Characteristics and QUADAS-2 Items
Name of study (first author + year):..........coooiiiiiiiii RETROSPECTIVE / PROSPECTIVE

Recruitment period: ..o
Setting and patient selection
1. Setting:
a. Non-academic hospital / Academic hospital / unclear /other ..........................
b. Specialty department where patients were identified
i.  One clinical specialty, i.€. ........oiuiiiiiii
ii. Multiple clinical specialties, i.€.:.........ciuiiiii
iii. Central pathology / surgery registry of hospital
V. Otheri......oooiiiii e
c. Patients referred by: unclear/primary/rheum/internal/ophthalm /other:..................c.coooiiiini.
2. Included patients:
a. Patients referred to clinic for suspicion of GCA
b. Patients undergoing TAB
c. Patients undergoing imaging: US/CTA/MRA/PET-CT / PET
d. Other: .o
3. Risk of bias:
a. Consecutive or random sample of patients was enrolled: YES / NO / UNCLEAR
b. A case control design was avoided: YES / NO / UNCLEAR
c. The study avoided inappropriate exclusions: YES / NO / UNCLEAR; number excluded
patients...........ccooeiiiiiiiin.
4. Could the selection of patients have introduced bias: HIGH RISK / LOW RISK / UNCLEAR
5. Concern that included patients do not match the review question: HIGH / LOW / UNCLEAR
Index tests
1. Were the index tests interpreted without knowledge of results of reference standard: YES / NO /
UNCLEAR

2. Was a pre-specified threshold used for age: NOT APPLICABLE / YES / NO / UNCLEAR
3. Was a pre-specified threshold used for lab tests: NOT APPLICABLE / YES / NO / UNCLEAR
4. Could the conduct or interpretation of the index have introduced bias: HIGH RISK / LOW RISK /
UNCLEAR
5. Concern that the index test, its conduct/interpretation differ from review question: HIGH RISK / LOW
RISK / UNCLEAR
6. Lab results reported for not (yet) treated patients: NOT APPLICABLE / YES / NO / UNCLEAR
7. Missing data for laboratory tests < 25%: NOT APPLICABLE / APPLICABLE
A, TeSt NAME(S): ceeiiiii YES /NO /UNCLEAR
D, TeSt NAME(S): e YES / NO / UNCLEAR

Reference standard
1. Is reference standard likely to classify condition correctly: YES / NO / UNCLEAR
a. TAB o, patients bilateral TAB; TAB length:
b. Imaging: US/CTA/MRA/PET-CT/PET
c. Clinical diagnosis with FOLLOW-UP: NO / UNCLEAR / 2 3 MONTHS / 2 6 MONTHS
i. Every patient also TAB/US/CTA/MRA/PET-CT/PET
Reference standard focused on: CRANIAL GCA / SYSTEMIC GCA / CRANIAL+SYSTEMIC / UNCLEAR
Was the reference standard interpreted without knowledge of the index test: YES / NO / UNCLEAR
Reference standard, its conduct/interpretation could have introduced bias: HIGH RISK / LOW RISK /
UNCLEAR
5. Concern that target condition defined by reference standard does not match review question: HIGH /
LOW / UNCLEAR
Flow and timing:
1. Was there appropriate interval between index test and reference standard: YES / NO / UNCLEAR
2. If clinical diagnosis GCA with follow-up, did non-GCA patients receive follow-up: NOT APPLICABLE /
YES / NO / UNCLEAR
3. Did all patients receive the reference standard: YES / NO / UNCLEAR
4. Did patients receive the same reference standard: YES / NO / UNCLEAR
5. Were all patients included in the analysis: YES / NO / UNCLEAR; if no:
...................................... patients lost during study
6. Could the patient flow have introduced bias: HIGH RISK / LOW RISK / UNCLEAR

roN
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eFigure 1. PRISMA Flow Diagram
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eFigure 2. Overall Summary of QUADAS-2 Items
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Risk of bias and concern of applicability was evaluated for the 68 studies included in the
systematic review and meta-analysis.

©2020 American Medical Association. All rights reserved.



eFigure 3. Detailed Summary of QUADAS-2 Items
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eFigure 4. Forest Plots
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Forest plots are shown in alphabetical order for all demographic features, symptoms, physical
findings and laboratory findings reported in Table 2-3. @ studies reporting an ESR = 50 mm/h
or platelet count = 400 *103%/uL were also included.
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eFigure 5. HSROC Curves
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HSROC curves are shown in alphabetical order for all demographic features, symptoms,
physical findings and laboratory findings reported in Table 2-3. * studies reporting an ESR =
50 mm/h or platelet count = 400 *103/uL were also included.
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eFigure 6. Funnel Plots
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Cerebrovascular accident
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.26

‘
Diagnostic Odds Ratio

1
1000

05—
®® (o] Study
€] _ _ Regression
/ Line
- ©,
/
—~ /
(2] /
@ /
= /
o !
8 /
= . /
/
/
/
/
/
/
/
Py
i
T T T 1
i 10 100 1000
Diagnostic Odds Ratio
CRAO
Deeks' Funnel Plot Asymmetry Test
. pvalue = 0.99
Q O  Study
[ Regression
} Line
o8] |
|
|
I
= I
@ |
a I
= i
3 |
£ |
=
! o
I
I
o) I
1a]
(6]
15
: — b & 8
Diagnostic Odds Ratio
CRP = 2.5 mg/dL
Deeks' Funnel Plot Asymmetry Tost
x_ pualue = 0.43
O Study
e} “. © Regression
' ____ Line
i
i
A
)
1
@ |
0 |
W | \‘
B \
e
£ |
\
1
a | |
o |
]
»”
o i ko
Diagnostic Odds Ratio
ESR elevated
Deeks' Funnel Plot Asymmetry Test
. e = 0.75
O Study
e Regression
@f Line
0}
@
(0]
o
®
@ ? ®
8 q
= 0]
o
= ®
o
| o
|
|
|
| °

Constitutional symptoms
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.69

1 10
Diagnostic Odds Ratio

100

(@] Study
o Regression
Line
o}
o
— @
2 \
7]
u )
H \
<]
S . \
\
|
|
N \
|
T T T 1
i : 0 100 100
Diagnostic Odds Ratio
CRP elevated
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.26
of 9
| O Study
® © Regression
ine
o
. (6]
0
(7]
D
"6 15
£
29 ®©
o i
®
2 T T 1
' o . 0 1000
Diagnostic Odds Ratio
Double vision
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.55
0
@ (@] Study
e _ ___ Regression
| ine
04 !
1!
|
@ o
%] @
L
©
o
=
®
ad
00 |
|
2
f T T 1
i w0 0 1000
Diagnostic Odds Ratio
ESR > 40 mm/hr
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.53
«f ®
® \ O Study
,,,,, Regression
%o [ing
S
\
\
2 9
(7]
w |
F «
g | @

©2020 American Medical Association. All rights reserved.



1/root(ESS)

1/root(ESS)

1/root(ESS)

1/root(ESS)

ESR > 50 mm/hr *

Deeks' Funnel Plot Asymmetry Test
pvalue = 0.24

05
o Study
_ Regression
D Line
o
15|
®
o
25
3T T T 1
' o 00 1000
Diagnostic Odds Ratio
ESR > 80 mm/hr
Deeks' Funnel Plot Asymmetry Test
. pualue = 0.92
Q (@] Study
el | Regression
Line
1 @
0]
o
0]
25
3 T T T 1
' o o0 1000
Diagnostic Odds Ratio
Fever
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.70
o Study
,,,,, Regression
Line
0]
25
T T 1
. o 0 1000
Diagnostic Odds Ratio
Ischemic optic neuropathy
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.97
o5
(@] Study
,,,,, Regression

©]

P
i
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|

®

1
1000

T T
Diaglllnostic Odds R;tﬂio

©2020 American Medical Association. All rights reserved.

1/root(ESS)

1/root(ESS)

1/root(ESS)

1/root(ESS)

ESR > 60 mm/hr

Deeks' Funnel Plot Asymmetry Test
pvalue = 0.60

15

(6] (o] Study
o, | Regression
Line
®©
®
\\
o |
T T 1
1 10 0 1000
Diagnostic Odds Ratio
ESR > 100 mm/hr
Deeks' Funnel Plot Asymmetry Test
pualue = 0.59
@0 (@] Study
,,,,, Regression
@ Line
0]
e}
0]
|
r T T 1
+ o 00 1000
Diagnostic Odds Ratio
Headache
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.15
(o] Study
,,,,, Regression
| ® Cine
\
@l
o| ®o
ole)
¢
€'g & 00
®
e © Po
00
®
@ ®
@
|
!
T T T 1
1 . 0 ) 1000
Diagnostic Odds Ratio
Jaw claudication
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.7
(@] Study
,,,,, Regression
Line

Diagnostic Odds Ratio ‘m




Limb claudication
Deeks' Funnel Plot Asymmetry Test
82

Loss of vision
Deeks' Funnel Plot Asymmetry Test

- pvalue = 0 " pvalue = 0.32
o Study O Study
,,,,, Regression _ _ _ __ Regression
Line Line
12|
o
—~ 1] =
) \ ()
»n »n
= =
g g
o o
£ e £
0]
15|
©
o
T T 1 2 T T 1
1 0 . 0o 1000 _ o ) 1000
Diagnostic Odds Ratio Diagnostic Odds Ratio
Malaise Male
Deeks' Funnel Plot Asymmetry Test Deeks' Funnel Plot Asymmetry Test
pvalue = 0.88 pvalue = 0.34
05 0
o Study o Study
,,,,, Regression _ __ __ Regression
Line Line
o]
1
—~ O] P~
? @
» @ 171
u =2
° °
<] e
151 D
©]
2 T T T 1 3 T T 1
' . 0 0 1000 . o R 1000
Diagnostic Odds Ratio Diagnostic Odds Ratio
Myalgia Platelets > 400 {*10*3/ul ) *
Deeks' Funnel Plot Asymmetry Test Deeks' Funnel Plot Asymmetry Test
. pvalue = 0.34 palue = 0.28
= Study
o Study . Regression
,,,,, Regression [
¥
o \
@ e |
7 @ o \
o o }
3 2 |
£ £ 4 =
= s = VO
e
1
< '
1 i
29 4
T T 1 L =
1 0 10 1000 5 =2 G
Diagnostic Odds Ratio Diagnestic Odds Ratio
PMR Previous PMR
Deeks' Funnel Plot Asymmetry Test Deeks' Funnel Plot Asymmetry Test
pvalue = 0.66 . pvalue = 0.29
o5
(@] Study O Study
,,,,, Regression _ _ _ __ Regression
@ lee Line Line
\
® o
® \
1] \\
@ @
2 | % ] \\
w w @
= = 1
o o
e o e \
£ ® ® = o}
15
@ 12
\
\
\
o
2 T

T T 14

1
00 1000 1

Diagndnstic Odds Ratio

1000

T T
Dia‘lognostic Odds I'\;;tio

©2020 American Medical Association. All rights reserved.




1/root(ESS)

Scalp tenderness
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.31

O Study
,,,,, Regression
® Line
|
(6]
®
0
%] 0] @
= ® ®
° ©
I
]
[
P
|
T T T 1
1 o 100 1000
Diagnostic Odds Ratio
TA tenderness
Deeks' Funnel Plot Asymmetry Test
pualue = 0.02
o5
\ O Study
\\ ,,,,, Regression
\ ® Line
\
Q
.
@ ¢]
n
=
E
= ©]
=
15— @
®
(0]
® ®\
2 T T T 1
' 0 o0 1000
Diagnostic Odds Ratio
Temporal headache
Deeks' Funnel Plot Asymmetry Test
) pvalue = 0.06
oo | o Study
L S, Regression
\ Line
®
od
2 \
w \
Tl
8 \
= \
\
\
14 \
\
\
\
\
1 4
T T T 1
' o 00 1000
Diagnostic Odds Ratio
Transient vision loss
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.88
o6
] (@] Study
o | e Regression
08
o
(6]
(0] o
12-|
®
1|
®
3

1
1000

T T
Diagngstic Odds Ra}oino

1/root(ESS)

TA loss of pulse
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.39

(o] Study
,,,,, Regression
0] Line
®
o
0
17}
=
°©
e
S
\
o
T T 1
1 o . o 1000
Diagnostic Odds Ratio
TA thickening
Deeks' Funnel Plot Asymmetry Test
pualue = 0.30
o5
o \ (@) Study
L Regression
\ Line
\
\
@
.
» (€0}
3
4
8 e}
s
15| \
®
2 T T 1
1 0 ) 0o 1000
Diagnostic Odds Ratio
Temporal tenderness
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.21
06
®/ (o] Study
,,,,, Regression
Line
o
//
@
»n
g o
@ /
<) /
= o/
/
/
/
/
14~ /
/
/
1
y — b & 2
Diagnostic Odds Ratio
Visual disturbance
Deeks' Funnel Plot Asymmetry Test
pvalue = 0.52
o5 o,
® O Study
,,,,, Regression
P Line
®
i ®
00
ég €]
154 @]
©)
@
® @
o

1000

T T
Diagnoéntic Odds Ratig

©2020 American Medical Association. All rights reserved.



Weight loss

Deeks' Funnel Plot Asymmetry Test
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Effective sample size (ESS) funnel plots and the associated regression test of asymmetry, as
reported by Deeks et al. 7!, are shown. Plots are shown in alphabetical order for all
demographic features, symptoms, physical findings and laboratory findings reported in Table
2-3. A p value < 0.10 was considered evidence of asymmetry and potential publication bias.
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