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Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

e PICO question 1: In patients with suspected GCA, what is the impact of unilateral versus bilateral temporal artery biopsy on diagnostic accuracy,
disease-related outcomes, and tissue biopsy-related adverse events?

e Critical Outcomes: Diagnostic accuracy, disease activity, clinical symptoms, damage from disease (e.g., visual loss), pain, scarring, injury to tissue
biopsied.

1. In patients with suspected GCA, what is the impact of unilateral versus bilateral temporal artery biopsy on diagnostic accuracy, disease-related
outcomes, and tissue biopsy-related adverse events?

- Patient important outcomes:

Outcomes Author, Study type Duration of follow Population | Intervention Results Comments
year up
Rate of discordant | Durling, Prospective Not reported 250 patients | Initial GCA was confirmed in | -There were 11 unilaterally positive
temporal artery 2014 case-series bilateral 24.2% (62 of the 250). | biopsies, representing 17.7% of the
biopsy temporal Rate of discordant total biopsy positive group and 4.4% of
artery biopsy was 4.4% (11 the total biopsy population.
biopsies. unilateral positive
biopsies) -Discordance between the localization
of symptoms and the side of positive
biopsy occurred in 3 patients (i.e., 3
patients had left-sided symptoms, yet a
positive right-sided biopsy).
Tissue Biopsy Durling, Prospective Not reported 250 patients | Initial 0.8% (2 patients - Limited follow-up on patients/ Lack of
Related Adverse 2014 case-series bilateral returned for minor follow-up time may underestimate rate
Events temporal irritation) 0% had no of TAB related complications.
artery observed cases of
biopsies infection, unusual - Patients were all given specific

bleeding, or seventh
nerve injury relating
to the biopsy.

instructions to call and/or return if
they had any concerns. Only 2 patients
in follow-up returned for temporary
minor irritation related to the incision.




*Study includes both arms but not in a comparative manner.

e References:
Randomized controlled trials:

None

Comparative observational studies/Single arm:

Author

Year

Title

Durling, B

2014

Incidence of discordant temporal artery biopsy in the diagnosis of giant cell arteritis

Studies reviewed and excluded:

Author Year Title Comments
Comparison of magnetic resonance angiography and (18)F-
fluorodeoxyglucose positron emission tomography in large-
K. A. Quinn 2018 vessel vasculitis Mixed patients. No TAB used. Exclude
(18) F-Fluorodeoxyglucose-Positron Emission Tomography As
an Imaging Biomarker in a Prospective, Longitudinal Cohort of | Biopsy performed in one patient only.
P.C. Grayson | 2018 Patients With Large Vessel Vasculitis Exclude
No patient important outcomes. Not
AT, enough data for diagnostic accuracy
Cristaudo 2016 The impact of temporal artery biopsy on surgical practice outcome. Exclude
No patient important outcomes. Not
The effect of temporal artery biopsy on the treatment of enough data for diagnostic accuracy
K. Le 2015 temporal arteritis outcome. Exclude
A. Cetinkaya | 2008 Intraoperative predictability of temporal artery biopsy results No outcomes of interest. Exclude
No patient important outcomes. Not
enough data for diagnostic accuracy
E. W. Chong | 2005 Is temporal artery biopsy a worthwhile procedure? outcome. Exclude




No patient important outcomes. Not
Increase in the length of superficial temporal artery biopsy enough data for diagnostic accuracy
C.P.Au 2016 over 14 years outcome. Exclude

No patient important outcomes. Not
Rate of discordant findings in bilateral temporal artery biopsy enough data for diagnostic accuracy
G.S. Breuer | 2009 to diagnose giant cell arteritis outcome. Exclude

No patient important outcomes. Not
enough data for diagnostic accuracy

J. K. Hall 2003 The role of unilateral temporal artery biopsy outcome. Exclude

No patient important outcomes. Not
H. V. Danesh- Low diagnostic yield with second biopsies in suspected giant enough data for diagnostic accuracy
Meyer 2000 cell arteritis outcome. Exclude

No patient important outcomes for this
0. Giant cell arteritis in Iceland. An epidemiologic and PICO. Not enough data for diagnostic
Baldursson 1994 histopathologic analysis accuracy outcome. Exclude
M. A. No patient important outcomes for this
Gonzalez- Temporal arteritis in a northwestern area of Spain: study of 57 | PICO. Not enough data for diagnostic
Gay 1992 biopsy proven patients accuracy outcome. Exclude

Study does not specify if biopsies were
R. B. Kent 1990 Temporal artery biopsy unilateral or bilateral. Exclude

Study does not distinguish between
S. Hall 1983 The therapeutic impact of temporal artery biopsy unilateral and bilateral biopsies. Exclude

The value of FDG-PET in the diagnosis of large-vessel vasculitis | Irrelevant intervention — no biopsies.
Ma Walter 2005 and the assessment of activity and extent of disease Exclude

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

e PICO question 2: In patients with suspected GCA, what is the impact of a short segment temporal artery biopsy (less than 1 cm) versus a longer
biopsy (greater than 1cm) on diagnostic accuracy, disease-related outcomes, and tissue biopsy-related adverse events?

e Critical Outcomes: Disease activity, diagnostic accuracy, clinical symptoms, damage from disease (e.g., visual loss), pain, scarring, injury to tissue
biopsied.



2. In patients with suspected GCA, what is the impact of a short segment temporal artery biopsy (less than 1 cm) versus a longer biopsy (greater
than 1cm) on diagnostic accuracy, disease-related outcomes, and tissue biopsy-related adverse events?
- No Comparative Data

3. In patients with suspected GCA, what is the impact of a short segment temporal artery biopsy (less than 1 cm) on diagnostic accuracy, disease-
related outcomes, and tissue biopsy-related adverse events?

- No Data Available

4. In patients with suspected GCA, what is the impact a long biopsy (greater than 1 cm) on diagnostic accuracy, disease-related outcomes, and

tissue biopsy-related adverse events?

- No Direct Evidence Available; Indirect Evidence Below:

Outcomes Author, Study type Duration of Population Intervention used Results Comments
year follow up in relevant
population
Damage from Roth, A Retrospective Not Reported | 51 patients Divided TAB & Steroids ION in Group 1, 2, 33 14% Indirect evidence. All three
disease: Ischemic | 1984 Case-Series into 3 specimen (Clinical responsive [1/7]; 9% [1/11]; 18%[ 6/33]. | groups have a mean biopsy
Optic groups. defined as length of greater than 1 cm.
Neuropathy; Group 137 patients responsive to Decreased vision: highestin | Group 3 included the group
Clinical (13.7%) with abnormal ster0|d§ with group 3 24% [8/22] vs. Group | with the highest rate of ION,
Symptoms: Vision biopsy specimens and s:sﬂ)lissqzs\fithin 48 1and 2 14%[1/7] and 18% headache, and vision loss with
Loss, Headache clinically responsive to hours and reduction [2/11], respectively. normal biopsy and no
RX. Group 2a 11 of ESR within three response to treatment (most
patients (21.6%) weeks after Headache: 43% [3/7] Group likely not GCA patients) Since
normal biopsy and treatment) 1; 18% [2/11] Group 2; 45% all three groups included a
clinically responsive to [15/33] Group 3. wide range of lengths; [6-25];
RX. Group 3- 33 (64.7) [6-28]; [4-24] biopsy length
normal biopsy and not related to clinical
clinically unresponsive outcomes.
to RX.
Abnormal Roth, A Retrospective Not Reported | As Above TAB and Steroids. -Group with biopsy proven Indirect evidence, since all
Temporal Biopsy 1984 Case-Series abnormalities had the three patient groups were

shortest mean specimen
length. (Group 1aThe
abnormal biopsy group
clinically responsive to
treatment included a mean
length of specimen of 12mm
and a range of 6-25 mm.

suspected of GCA include a
mean of >12mm/ “greater
than 1 CM”; specimen length
not strongly related to
diagnostic accuracy of disease
vs. response to treatment.




Group 2a The normal biopsy
group with a mean of 17.2
mm and range of 6-28.)

-7/51 patients with
suspected GCA had
abnormal biopsy results.
Mean lengtha 12mm; range
(6-25)

e References:
- Randomized Controlled Trials:
None

- Comparative Observational Studies:
None

- Included Single Arm studies:

Author | Year | Title
Roth, A | 1984 | The ultimate diagnoses of patients undergoing temporal artery biopsies

- Studies reviewed and excluded:

Some studies assess short segment biopsy but do not present test accuracy results by comparing a short temporal artery biopsy to a reference test,
and do not present patient important outcome (like Papadakis et al suggested by the core team: Papadakis, Marios et al. Temporal artery biopsy in
the diagnosis of giant cell arteritis: Bigger is not always better. The American Journal of Surgery, Volume 215, Issue 4, 647 - 650, where there is
information TAB +/- but not data into the length, it’s an average length that is very close to 1, so some patients were >1 And some have <1).

Author Year Title Comments

Diagnosis of giant cell arteritis: when should we biopsy the No patient important outcomes. Not enough data for
0. Hussain | 2016 temporal artery? diagnostic accuracy outcome. Exclude

The effect of temporal artery biopsy on the treatment of No patient important outcomes. Not enough data for
K. Le 2015 temporal arteritis diagnostic accuracy outcome. Exclude
A Intraoperative predictability of temporal artery biopsy results No outcomes of interest. Exclude
Cetinkaya | 2008




Increase in the length of superficial temporal artery biopsy over | No patient important outcomes. Not enough data for
C.P. Au 2016 14 years diagnostic accuracy outcome. Exclude
E No patient important outcomes. Not enough data for
Ypsilantis | 2011 Importance of specimen length during temporal artery biopsy | diagnostic accuracy outcome. Exclude
R. Taylor- No patient important outcomes. Not enough data for
Gjevre 2005 Temporal artery biopsy for giant cell arteritis diagnostic accuracy outcome. Exclude
N. Ray- Effect of prior steroid treatment on temporal artery biopsy Outomes were not measured by length of biopsies.
Chaudhuri | 2002 findings in giant cell arteritis Exclude
H. V. Low diagnostic yield with second biopsies in suspected giant cell | No patient important outcomes. Not enough data for
Danesh- arteritis diagnostic accuracy outcome. Exclude
Meyer 2000
0. Giant cell arteritis in Iceland. An epidemiologic and No patient important outcomes for this PICO. Not
Baldursson | 1994 histopathologic analysis enough data for diagnostic accuracy outcome. Exclude
Temporal artery biopsy Outomes were not measured by length of biopsies.
R.B.Kent | 1990 Exclude
Clinical efficacy of temporal artery biopsy in Nashville, No patient important outcomes. Not enough data for
R. W. Ikard | 1988 Tennessee diagnostic accuracy outcome. Exclude
The value of FDG-PET in the diagnosis of large-vessel vasculitis Irrelevant intervention — no biopsies. Exclude
Ma Walter | 2005 and the assessment of activity and extent of disease

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

PICO question 3: In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy within two weeks of starting oral
glucocorticoids versus after two weeks of initiating glucocorticoids on diagnostic accuracy, disease-related outcomes, treatment-related adverse
events, and tissue biopsy-related adverse events?

Critical Outcomes: Diagnostic Accuracy, Disease activity, Clinical symptoms, Damage from Disease (e.g., visual loss), Serious Adverse Effects,
Toxicity Leading to Drug Discontinuation, Pain, Scarring, Injury to tissue biopsied.

5. In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy within two weeks of starting oral glucocorticoids
versus after two weeks of initiating glucocorticoids on diagnostic accuracy, disease-related outcomes, treatment-related adverse events, and

tissue biopsy-related adverse events?
No Comparative Data Avaliable




6. In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy within two weeks of starting oral glucocorticoids on

diagnostic accuracy, disease-related outcomes, treatment-related adverse events, and tissue biopsy-related adverse events?

Outcomes Author, year Study type Duration of Population Intervention Results Comments
follow up
Diagnostic Allison, M Retrospective 1 week Group 1: 51 documented GCA TAB + Oral 82% of 61 patients [group 1 Of the 20 patients in group
Accuracy 1984 observational patients received Rx + TABin 1 | Glucocorticoids and 2] biopsied before 2 who had been on
treatment week or less. treatment had active prednisolone for more than
within 2 histological inflammation. a week 7/20 were biopsied
weeks of Group 2: 20 received TX + Rx Percentage falls to 60% in in the second week.
treatment after 1 week. the first week of treatment
and 10%
thereafter.
26/51 (52%) biopsies positive
within the first week of
treatment. 21/51 (40%)
negative within one week of
treatment. 4/51 (8%)
positive biopsy for atypical
arteritis with absent giant
cells.
Burry, D Retrospective < 2 weeks Group 1: 57 GCA patients 63% TAB+ Oral Group 1: (15/36) positivity of | For the refined sample: Of
2012 observational (36/57) on steroids for less Glucocorticoids biopsy for those on steroids the five criteria ACR
than 2 weeks at time of TAB. for < [less than] 2 weeks. criteria, they took the two
Stratified sample: 51.9% for which we had
Refined sample: 27/57 GCA (11/27) positivity of biopsy data (age >50 years and
patients aged > 50 years with group overall. 57% increase ESR >50 mm/h) and looked
erythrocyte sedimentation rate in positivity rate (11/19) at the rates of positive
(ESR) > 50 mm/h at time of among steroid patients for biopsy in the group on
TAB. 70% (19/27) on steroids less than two weeks. (Use of | steroids for <2 weeks at the
for < 2 weeks. the American College of time of the biopsy.
Rheumatology criteria better
stratifies the likelihood of a
positive diagnosis.)
-No FP and FN data available;
repeat biopsies not done.
Achkar, 1994 Case series <2 weeks 535 patients who had a TAB at | TAB for GCA (3-4 +TAB findings in 9/32

Mayo Clinic between 1988 and
1991

cm section), 2nd
side biopsied if




frozen section
negative.
Retrospectively
evaluated prior CS
exposure. Used
standardized data
collection to
record
information.

7. In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy after two weeks of initiating glucocorticoids on

diagnostic accuracy, disease-related outcomes, treatment-related adverse events, and tissue biopsy-related adverse events?

Outcomes Author, year Study type Duration of Population Intervention Results Comments
follow up
Number of Chaudhuri, Prospective 1 week; at 2- | 11 Patients meeting the Temporal -9 of 11 (82%) patients had All patients were
positive TABs N. 2002 Observationa | 3 weeks; or American College of artery biopsy within positive temporal artery subsequently confirmed
(After 4 weeks of I; Case Series | after 4 weeks | Rheumatology 1 week, at 2-3 biopsies. 6 of 7 (86%) biopsies | to have GCA clinically on
treatment) criteria for diagnosis of weeks, or after 4 performed after 4 or more the basis of
GCA weeks of weeks of steroid treatment their presentation,
corticosteroid were response to steroid
treatment. positive. treatment, and clinical
-6/9 (67%) patients had a course.
positive biopsy after 25 days or
more of corticosteroids.
-The longest steroid to biopsy
interval was 45.
Achkar, Case series <2 weeks 535 patients who had a TAB for GCA (3-4 cm +TAB findings in 47/117
1994 TAB at Mayo clinic section), 2nd side
between 1988 and 1991 biopsied if frozen
section negative.
Retrospectively
evaluated prior CS
exposure. Used
standardized data
collection to record
information

References:




Randomized controlled trials:

o None
Comparative observational studies:
o None

Single Arm studies:

Author Year Title

Chaudhuri, | 2002 Effect of prior steroid treatment on temporal artery biopsy findings in giant cell arteritis

N

Allison, M 1984 Temporal artery biopsy and corticosteroid treatment

Burry, D 2012 Does preoperative steroid treatment affect the histology in giant cell (cranial) arteritis?

Ashkar, A 1994 How Does Previous Corticosteroid Treatment Affect the Biopsy Findings in Giant Cell (Temporal)
Arteritis?

8.

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

e PICO question 3: In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy within two weeks of starting oral

glucocorticoids versus after two weeks of initiating glucocorticoids on diagnostic accuracy, disease-related outcomes, treatment-related adverse
events, and tissue biopsy-related adverse events?

Critical Outcomes: Diagnostic Accuracy, Disease activity, Clinical symptoms, Damage from Disease (e.g., visual loss), Serious Adverse Effects,
Toxicity Leading to Drug Discontinuation, Pain, Scarring, Injury to tissue biopsied.

In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy within two weeks of starting oral glucocorticoids

versus after two weeks of initiating glucocorticoids on diagnostic accuracy, disease-related outcomes, treatment-related adverse events, and
tissue biopsy-related adverse events?

- No Comparative Data Avaliable

In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy within two weeks of starting oral glucocorticoids on
diagnostic accuracy, disease-related outcomes, treatment-related adverse events, and tissue biopsy-related adverse events?



Outcomes Author, year Study type Duration of Population Intervention Results Comments
follow up
Diagnostic Allison, M Retrospective 1 week Group 1: 51 documented GCA TAB + Oral 82% of 61 patients [group 1 Of the 20 patients in group
Accuracy 1984 observational patients received Rx + TABin 1 | Glucocorticoids and 2] biopsied before 2 who had been on
treatment week or less. treatment had active prednisolone for more than
within 2 histological inflammation. a week 7/20 were biopsied
weeks of Group 2: 20 received TX + Rx Percentage falls to 60% in in the second week.
treatment after 1 week. the first week of treatment
and 10%
thereafter.
26/51 (52%) biopsies positive
within the first week of
treatment. 21/51 (40%)
negative within one week of
treatment. 4/51 (8%)
positive biopsy for atypical
arteritis with absent giant
cells.
Burry, D Retrospective < 2 weeks Group 1: 57 GCA patients 63% TAB+ Oral Group 1: (15/36) positivity of | For the refined sample: Of
2012 observational (36/57) on steroids for less Glucocorticoids biopsy for those on steroids the five criteria ACR
than 2 weeks at time of TAB. for < [less than] 2 weeks. criteria, they took the two
Stratified sample: 51.9% for which we had
Refined sample: 27/57 GCA (11/27) positivity of biopsy data (age >50 years and
patients aged > 50 years with group overall. 57% increase ESR >50 mm/h) and looked
erythrocyte sedimentation rate in positivity rate (11/19) at the
(ESR) > 50 mm/h at time of among Steroid patients for rates of positive biopsy in
TAB. 70% (19/27) on steroids less than two weeks. (Use of | the group on steroids for
for < 2 weeks. the American College of <2 weeks at the time of the
Rheumatology criteria better | biopsy.
stratifies the likelihood of a
positive diagnosis.)
-No FP and FN data available;
repeat biopsies not done.
Achkar, 1994 Case series <2 weeks 535 patients who had a TAB at | TAB for GCA (3-4 +TAB findings in 9/32

Mayo Clinic between 1988 and
1991

cm section), 2nd
side biopsied if
frozen section
negative.
Retrospectively




evaluated prior CS
exposure. Used
standardized data
collection to
record
information.

10. In patients with suspected GCA, what is the impact of obtaining the temporal artery biopsy after two weeks of initiating glucocorticoids on

diagnostic accuracy, disease-related outcomes, treatment-related adverse events, and tissue biopsy-related adverse events?

Outcomes Author, year Study type Duration of Population Intervention Results Comments
follow up
Number of Chaudhuri, Prospective 1 week; at 2- | 11 Patients meeting the Temporal -9 of 11 (82%) patients had All patients were
positive TABs N. 2002 Observationa | 3 weeks; or American College of artery biopsy within positive temporal artery subsequently confirmed
(After 4 weeks of I; Case Series | after 4 weeks | Rheumatology 1 week, at 2-3 biopsies. 6 of 7 (86%) biopsies | to have GCA clinically on
treatment ) criteria for diagnosis of weeks, or after 4 performed after 4 or more the basis of
GCA weeks of weeks of steroid treatment their presentation,
corticosteroid were response to steroid
treatment. positive. treatment, and clinical
-6/9 (67%) patients had a course.
positive biopsy after 25 days or
more of corticosteroids.
-The longest steroid to biopsy
interval was 45.
Achkar, Case series <2 weeks 535 patients who had a TAB for GCA (3-4 cm +TAB findings in 47/117
1994 TAB at Mayo Clinic section), 2nd side

between 1988 and 1991

biopsied if frozen
section negative.
Retrospectively
evaluated prior CS
exposure. Used
standardized data
collection to record
information.

e References:
- Randomized controlled trials:

o None

- Comparative observational studies:




o None
- Single Arm studies:

Author Year Title

Chaudhuri, | 2002 Effect of prior steroid treatment on temporal artery biopsy findings in giant cell arteritis

N

Allison, M 1984 Temporal artery biopsy and corticosteroid treatment

Burry, D 2012 Does preoperative steroid treatment affect the histology in giant cell (cranial) arteritis?

Ashkar, A 1994 How Does Previous Corticosteroid Treatment Affect the Biopsy Findings in Giant Cell (Temporal)
Arteritis?

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

e PICO question 4: In patients with suspected GCA, what is the impact of utilizing temporal artery ultrasound versus temporal artery biopsy on
diagnostic accuracy, disease-related outcomes, and tissue biopsy related-adverse events?

e Critical Outcomes: Diagnostic accuracy, Disease activity, Clinical symptoms, Damage from disease (e.g., visual loss, strokes), Pain, Scarring, Injury to
tissue biopsied.

11. In patients with suspected GCA, what is the impact of utilizing temporal artery ultrasound versus temporal artery biopsy on diagnostic accuracy,
disease-related outcomes, and tissue biopsy related-adverse events?

Certainty assessment Ne of patlents Effect

Color- Duplex Gy
|
o - . . Relati Absolut Importance
N ‘_)f Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations Sonography Standard TAB clative SOlte D
studies Guided TAB (95% ClI) (95% CI)

Positive Biopsy Rate in GCA With Classic Transmural Inflammation

1 randomised not serious serious serious ? not serious none 17/50 (34.0%) 10/55 (18.2%) OR 1.06 9 more per @@O O
trials (0.47 to 2.39) 1,000

(from 87
fewer to
165 more)

Low

Cl: Confidence interval; OR: Odds ratio

Explanations



a.  This study utilizes ultrasound-guided TAB vs standard TAB

12. In patients with suspected GCA, what is the impact of utilizing temporal artery ultrasound on diagnostic accuracy, disease-related outcomes,

and tissue biopsy related-adverse events?

- Test Accuracy Results: Ultrasound [Halo Sign Alone] of Temporal Artery in GCA cases [based on TAB]:

Author, Patient Selection Risk Index Test Risk of bias Reference Risk of bias Flow and TP | FN | FP | TN | Sens Spec 3
year of Standard timing Rsk of §
bias bias p
Reinhard, Forty-eight patients Low | Standardized Not specified if | TAB; Unilateral Not High. 22 (11 |1 |14 67% 93% PPV=
2004 underwent biopsy ultrasound of the temporal artery specified if Not all (22/33) | (14/15) | 96%
of the temporal temporal artery | sonographer was performed in | the patients (22/23);
artery following was performed was aware of 48 patients. sonographer | underwent NPV=
ultrasound by one biopsy result was aware biopsy 56%
examination. investigator of biopsy (14/25)
result
Black, 2013 | 50 GCA patients, low 75% of cases, Not specified if | Temporal artery Not High. Not all 2 3 3 | 13 | 40% 81% PPV =
retrospective chart ultrasound was | the biopsy was only specified if patients 40%
review performed by sonographer performed in 21 the underwent and
one was aware of patients sonographer | biopsy NPV=
sonographer biopsy result was aware 81%
of biopsy
result
PPV =
381 patients with 2-week and 6- 100%
Lugmani newly suspected low Biopsy Low month clinical high low 101 | 156 | O 124 | 39% 100% and
GCA diagnosis NPV =
44%

13. In patients with suspected GCA, what is the impact of temporal artery biopsy on diagnostic accuracy, disease-related outcomes, diagnostic
testing-related adverse events, and tissue biopsy-related adverse events?
- Patient important outcomes:

Outcomes Author, Study type Duration of | Population (number and | Intervention used in relevant Results
year follow up description) population (Describe the
intervention)
Operative Cetinkaya, | Retrospective Nov 2002- 108 patients undergoing | Temporal artery biopsy, all “There were no surgery-related
complications 2008 Single center, June 2007 TAB for suspected unilateral complications.”
(390 patients in one provider




4 studies had no
complications

GCA(mean age 72.4y, 78
F)

from the Yuksel, Retrospective, Jan 2011 - 42 patients with GCA Temporal artery biopsy, “No complications were observed
temporal artery | 2017 single center Dec 2016 diagnosis (ACR 1990 unilateral in all but 2 patients | postoperatively.”
biopsy, the criteria) who underwent
results are TAB (20F, mean age 66y)
consistent) Hedgers, Retrospective, Jan 1968 - 193 patients who Temporal artery biopsy, at “No complications occurred from any of
1983 single center Dec 1978 underwent TAB. least 1cm artery (no specifics the biopsy procedures done on patients
on unilaterality) in the study group, and we are unaware
of any occurring in the 193 patients who
underwent a biopsy.”
Goslin, Retrospective, Jul 1997-Jun 47 patients underwent Mean length 1.42cm “There were not complications with
2011 single center 2007 53 TAB short term, in-hospital follow up.”
- Test Accuracy results:
Sensitivity 0.73 (95% Cl: 0.41 to 0.91)
Prevalence 20% 50%
Specificity 0.94 (95% Cl: 0.68 to 0.99)
Factors that may decrease certainty of evidence Effect per 1,000 patients tested
o Ne of studies (Ne of Study desi Test accuracy
RRcoNE patients) udy design Risk of Indirectness  Inconsistenc Imprecision Publication  pre-test probability = pre-test probability CoE
bias b bias of 20% of 50%
True positives 6 studies cohort & case-control | serious?® | notserious | very serious® | very serious = none 146 (82 to 182) 364 (206 to 456) @OOO
(patients with Giant cell arteritis) 244 patients type studies ¢ VERY LOW
False negatives 54 (18 to 118) 136 (44 to 294)
(patients incorrectly classified as not
having Giant cell arteritis)
True negatives 6 studies cohort & case-control | serious?® | notserious | very serious ¢ | serious ® none 752 (547 to 793) 470 (342 to 496) @OOO

(patients without Giant cell arteritis)

False positives

(patients incorrectly classified as

having Giant cell arteritis)

- Explanations
- a. the index test results were interpreted with knowledge of the results of the reference standard, the reference standard results were interpreted with knowledge of the results of the index test
- b. The pooled sensitivity does not cross the confidence interval in Bowling, 2017. the measure of heterogeneity 12= 93%.
- c. The pooled sensitivity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.
- d. The pooled specificity does not cross the confidence interval in Hussein, 2016. the measure of heterogeneity 12= 91%.
- e. The pooled specificity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.

324 patients

type studies

48 (7 to 253)

30 (4 to 158)

VERY LOW




Studies

Bowling, 2017
Hussain, 2016
Cetinkaya, 2008
Bley, 2007
Hedgers, 1983
Allsop, 1981

Overall (1%2=9279 %, P< 0.001)

Studies

Bowling, 2017
Hussain, 2016
Cetinkaya, 2008
Bley, 2007
Hedgers, 1983
Allsop, 1981

Estimate (95% C.I.)

0.172
0.867
0.969
0.768
0.891
0.564

0.728

(0.110,
(0.595,
(0.650,
(0.579,
(0.729,
(0.431,

(0.412,

.257)
.966)
.998)
.888)
.961)
.688)

.911)

Estimate (95% C.I.)

.917
-531
-973
.917
.992
-975

[=I = = = = =]

Overall (I1*2=9080 % , P< 0.001) 0.940

e References:
- Randomized controlled trials:

(0.378,
(0.422,
(0.912,
(0.378,
(0.882,
(0.906,

(0.684,

(==l = == =]

.995)
.636)
.992)
.995)
.999)
.994)

.991)

TP/ (TP + FN)

17/101 —

13/15
15/15
21/27
28/31
31/55

125/244

0.11

TN/(FP + TN)

5/5

0.33

T T
0.55 0.78
Sensitivity

43/81
91/93
5/5

.

60/60
78/80

282/324

vil

0.38

0.53

T T
0.69 0.84
Specificity

Author

Year

Title

Germano, G. | 2015

Is colour duplex sonography-guided temporal artery biopsy useful in the diagnosis of giant cell arteritis? A

randomized study

- Comparative observational studies:

None

- Single arm and Test Accuracy studies:

Author

Year

Title




Test Bowling 2017 Temporal artery biopsy in the diagnosis of giant cell arteritis: Does the end justify the
accuracy means?
results Hussain 2016 Diagnosis of giant cell arteritis: when should we biopsy the temporal artery?
Bley 2007
Diagnostic value of high-resolution MR imaging in giant cell arteritis
Allsop 1981 Temporal artery biopsy in giant-cell arteritis. A reappraisal
Black, R. 2013 The use of temporal artery ultrasound in the diagnosis of giant cell arteritis in routine
practice
Reinhard, M 2004 Color-coded sonography in suspected temporal arteritis-experiences after 83 cases
The Role of Ultrasound Compared to Biopsy of Temporal Arteries in the Diagnosis and
Lugmani 2016 Treatment of Giant Cell Arteritis (TABUL): a diagnostic accuracy and cost-effectiveness
study
Patients Yuksel 2017
important Clinical correlation of biopsy results in patients with temporal arteritis
outcomes | Goslin 2011 Temporal artery biopsy as a means of diagnosing giant cell arteritis: is there over-
utilization?
Cetinkaya 2008 Intraoperative predictability of temporal artery biopsy results
Hedges 1983
The clinical value of negative temporal artery biopsy specimens

Studies reviewed and excluded:

Author Year Title Comment

Incidence and predictors of large-artery complication (aortic Exclude. Incidence study. Does
D. M. aneurysm, aortic dissection, and/or large-artery stenosis) in patients | not address any arm of PICO
Nuenninghoff | 2003 | with giant cell arteritis: a population-based study over 50 years guestion
A.W.
Stanson 2000 Imaging findings in extracranial (giant cell) temporal arteritis Exclude. Review article

Positron emission tomography in giant cell arteritis and polymyalgia | Exclude. Study did not specify GCA
D. Blockmans | 2000 | rheumatica: evidence for inflammation of the aortic arch and PMR results

Exclude. Does not address any

A. Brack 1999 Disease pattern in cranial and large-vessel giant cell arteritis arm of PICO question




J. R. Sewell

1980 | giant cell arteritis

Combined temporal arteriography and selective biopsy in suspected

Exclude. Temporal arteriography
is not utilized anymore in clinical
practice

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

PICO question 5: In patients with suspected GCA, what is the impact of temporal artery MRI versus temporal artery biopsy on diagnostic accuracy,
disease-related outcomes, diagnostic testing-related adverse events, and tissue biopsy-related adverse events?

Critical Outcomes: Disease activity, clinical symptoms, damage from disease (e.g., visual loss, strokes), pain, scarring, injury to tissue biopsied,

adverse reaction to contrast exposure (e.g., Gadolinium).

14. In patients with suspected GCA, what is the impact of temporal artery MRI versus temporal artery biopsy on diagnostic accuracy, disease-

related outcomes, diagnostic testing-related adverse events, and tissue biopsy-related adverse events?

- No comparative data available

15. In patients with suspected GCA, what is the impact of temporal artery MRI on diagnostic accuracy, disease-related outcomes, diagnostic
testing-related adverse events, and tissue biopsy-related adverse events?

- Test Accuracy results: Reference test is clinical diagnosis

Sensitivity

Specificity

0.73 (95% Cl: 0.60 to 0.83)

0.88(95% Cl: 0.82 t0 0.92)

Ne of studies (Ne of

Outcome .
Y patients)

True positives 7 studies
(patients with Giant Cell arteritis) 216 patients
False negatives
(patients incorrectly classified as not having
Giant Cell arteritis)
True negatives 7 studies
(patients without Giant Cell arteritis) 179 patients

False positives

(patients incorrectly classified as having Giant

Cell arteritis)

Study design

cohort & case-control
type studies

cohort & case-control
type studies

Risk of
bias

not
serious

not
serious

Prevalence 55%

Factors that may decrease certainty of evidence

Indirectness Inconsistency Imprecision

not serious | serious?® serious ®

not serious | not serious very serious

c

Publication
bias

none

none

Effect per 1,000 patients
tested

pre-test probability of
55%
403 (329 to 459)

147 (91 to 221)

395 (367 to 414)

55 (36 to 83)

Test accuracy
CoE

®00O0O

LOW

®00O0O

LOwW



- Explanations

- a. The pooled sensitivity does not cross the confidence interval in Guinoi, 2008. the measure of heterogeneity 12= 63%.

- b. The pooled sensitivity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.
- c. The pooled specificity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.

- Test Accuracy results: Reference test is temporal artery biopsy

Sensitivity 0.82 (95% Cl: 0.64 to 0.93)
Prevalence 55%
Specificity 0.74 (95% Cl: 0.63 t0 0.82)
Effect 1,000 patient
Factors that may decrease certainty of evidence SRl 2 patients
. tested
Ne of studies (Ne of . Test accuracy
Outcome tients) Study design CoE
P Risk of Indirectness Inconsistency Imprecision Publication pre-test probability of
bias L bias 55%
True positives 6 studies cohort & case-control not not serious | serious? serious © none 454 (349 to 510) @@OO
(patients with Giant Cell arteritis) 135 patients type studies serious LOW
False negatives 96 (40 to 201)
(patients incorrectly classified as not having
Giant Cell arteritis)
True negatives 6 studies cohort & case-control not not serious | not serious very serious = none 332 (284 to 369) @@OO
(patients without Giant Cell arteritis) 85 patients type studies serious ¢ LOW
False positives 118 (81 to 166)
(patients incorrectly classified as having Giant
Cell arteritis)
- Explanations

- a. The pooled sensitivity does not cross the confidence interval in Guinoi, 2008. the measure of heterogeneity 12= 69%.
- b. The pooled sensitivity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.
- c. The pooled specificity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.

16. In patients with suspected GCA, what is the impact of temporal artery biopsy on diagnostic accuracy, disease-related outcomes, diagnostic
testing-related adverse events, and tissue biopsy-related adverse events?
- Patient important outcomes:

Outcomes Author, Study type Duration of | Population (number and | Intervention used in relevant Results
year follow up description) population (Describe the
intervention)
Operative Cetinkaya, | Retrospective Nov 2002- 108 patients undergoing | Temporal artery biopsy, all “There were no surgery-related
complications 2008 Single center, June 2007 TAB for suspected unilateral complications.”
(390 patients in one provider GCA(mean age 72.4y, 78
4 studies had no F)




complications Yuksel, Retrospective, Jan 2011 - 42 patients with GCA Temporal artery biopsy, “No complications were observed
from the 2017 single center Dec 2016 diagnosis (ACR 1990 unilateral in all but 2 patients postoperatively.”
temporal artery criteria) who underwent
biopsy, the TAB (20F, mean age 66y)
results are Hedgers, Retrospective, Jan 1968 - 193 patients who Temporal artery biopsy, at “No complications occurred from any of
consistent) 1983 single center Dec 1978 underwent TAB. least 1cm artery (no specifics the biopsy procedures done on patients
on unilaterality) in the study group, and we are unaware
of any occurring in the 193 patients who
underwent a biopsy.”
Goslin, Retrospective, Jul 1997-Jun 47 patients underwent Mean length 1.42cm “There were not complications with
2011 single center 2007 53 TAB short term, in-hospital follow up.”
- Test Accuracy results:
Sensitivity 0.73 (95% Cl: 0.41 t0 0.91)
Prevalence 20% 50%
Specificity 0.94 (95% Cl: 0.68 to 0.99)
Factors that may decrease certainty of evidence Effect per 1,000 patients tested
out Ne of studies (Ne of Study desi Test accuracy
utcome patients) udy design Risk of Indirectness  Inconsistency  Imprecision Publication  pre-test probability = pre-test probability CoE
bias b bias of 20% of 50%
True positives 0 studies cohort & case-control | serious?® | notserious | very serious® | very serious = none 146 (82 to 182) 364 (206 to 456) @OOO
(patients with Giant cell arteritis) patients type studies ¢ VERY LOW
False negatives 54 (18 to 118) 136 (44 to 294)
(patients incorrectly classified as not
having Giant cell arteritis)
True negatives 0 studies cohort & case-control | serious? | not serious | very serious ¢ | serious © none 752 (547 to 793) 470 (342 to 496) @OOO
(patients without Giant cell arteritis) patients type studies VERY LOW

False positives
(patients incorrectly classified as
having Giant cell arteritis)

- Explanations

48 (7 to 253)

30 (4 to 158)

- a. The index test results were interpreted with knowledge of the results of the reference standard, the reference standard results were interpreted with knowledge of the results of the index test
- b. The pooled sensitivity does not cross the confidence interval in Bowling, 2017. the measure of heterogeneity 12= 93%.
- c. The pooled sensitivity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.
- d. The pooled specificity does not cross the confidence interval in Hussein, 2016. the measure of heterogeneity 12= 91%.
- e. The pooled specificity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth.




e References:
Randomized controlled trials:

None

Comparative observational studies:

None

Single arm studies and test accuracy studies:

Author Year Title
Test Bowling 2017 Temporal artery biopsy in the diagnosis of giant cell arteritis:
accuracy Does the end justify the means?
results Hussain 2016 Diagnosis of giant cell arteritis: when should we biopsy the
temporal artery?
Klink 2014 Giant cell arteritis: diagnostic accuracy of MR imaging of
superficial cranial arteries in initial diagnosis-results from a
multicenter trial
Hauenstein 2012 Effects of early corticosteroid treatment on magnetic resonance
imaging and ultrasonography findings in giant cell arteritis
Ghinoi 2008 1T magnetic resonance imaging in the diagnosis of giant cell
arteritis: comparison with ultrasonography and physical
examination of temporal arteries
Bley 2007 Diagnostic value of high-resolution MR imaging in giant cell
arteritis
Bley 2005 Assessment of the cranial involvement pattern of giant cell
arteritis with 3T magnetic resonance imaging
Allsop 1981 Temporal artery biopsy in giant-cell arteritis. A reappraisal
Bley 2008 Comparison of duplex sonography and high-resolution
magnetic resonance imaging in the diagnosis of giant cell
(temporal) arteritis
Patients | Yuksel 2017 Clinical correlation of biopsy results in patients with
important temporal arteritis
outcomes | Goslin 2011 Temporal artery biopsy as a means of diagnosing giant cell
arteritis: is there over-utilization?




Cetinkaya 2008 Intraoperative predictability of temporal artery biopsy results

Hedges 1983

The clinical value of negative temporal artery biopsy specimens

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

e PICO question 6: In patients with suspected GCA, what is the impact of imaging the large vessels versus clinical assessment alone on
diagnostic accuracy, disease-related outcomes, and diagnostic testing-related complications?

e Critical Outcomes: Disease activity, clinical symptoms, damage from disease (e.g., Ischemic limbs), adverse reaction to contrast
exposure including nephrotoxicity, death

17. In patients with suspected GCA, what is the impact of imaging the large vessels versus clinical assessment alone on diagnostic accuracy, disease-
related outcomes, and diagnostic testing-related complications?
- No Comparative Data Available

18. In patients with suspected GCA, what is the impact of imaging the large vessels on diagnostic accuracy, disease-related outcomes, and
diagnostic testing-related complications?
- Patient Important Outcomes:

Outcomes Author, | Study type Duratio Population Intervention used in Results Comments
year n of (number and relevant population
follow description) (Describe the
up intervention)
Schmid | Case-control | 9years | 176 GCA patients | Ultrasound of temporal | 30% of patients showed
Disease t, 2008 artery, axillary artery, ultrasound changes. Temporal
activity; subclavian artery, artery (62%), Axillary artery
Ultrasound proximal brachial (98%), subclavian artery (61%),
artery proximal brachial artery (21%).
Findings were bilateral in 79%.
Diagnostic Pfaden | Observationa | Not 46 GCA patients FDG-PET imaging of 33% (15/46) of GCA patients Extracranial
accuracy; FDG- | hauer, | |cohort reporte vertebral arteries as with abnormal PET findings vertebral
PET vs US 2011 d arteries are a




compared to
ultrasound and biopsy

had high FDG uptake within
the vertebral artery.
Ultrasonography found 22%
(10/46)

PET is superior to ultrasound in
detecting vertebral artery
abnormalities in active GCA

good target for
PET imaging.

Disease
Activity; FDG-
PET/CT; MRI
MRA

2 studies used
FDG-PET at
baseline/befor
e treatment.
FDG-PET
included a
higher
sensitivity in
patients with
high CRP vs
ESR. MRA and
FDG-PET
overall
agreement is
72%. Steroids
significantly
reduces the
diagnostic
accuracy of
FDG-PET after
10 days of
treatment with

Blockm | Retrospectiv | 3 years | 35 GCA patients FDG-PET before FDG uptake noted in 83% of Total vascular
ans, e treatment, 3 mos after | patients. Subclavian (74%), score (TVC)
2006 treatment, 6 mos after | thoracic aorta (51%), decreased
treatment abdominal aorta (54%), significantly
Femoral artery (37%) after 3 months
of steroid
treatment
(p<0.0005).
but did not
further
decrease at 6
months
Aide, Retrospectiv | 62 25 GCA patients FDG PET/CT were done | On follow up second scan
2017 e, chart months | with positive FDG | at baseline, then after | showed:
review PET/CT at 3 months of clinically 16% (4/25) had negative scan,
baseline controlled disease 32% (8/25) had decreased
uptake, 40% (10/25) had
unchanged uptake, 12% (3/25)
had worsening uptake.
In total, 21/25 (84%) of
patients FDG PET/CT remained
positive on repeat scan
despite clinically controlled
disease with glucocorticoids
Walter, | Prospective 24 20 consecutive FDG PET, visually Analysis in those with a high Study mostly
2005 observational | months | GCA patients, graded using four-point | ESR revealed a sensitivity of combined the
classified using scale 78.6% for patients suffering data on GCA
ACR criteria from GCA. and TAK.




a diagnostic
window of 3
days.

Analysis in those with a high Only
CRP revealed a sensitivity of presented
93.7%f or patients suffering sensitivity
from GCA. data
separately on
GCA and TAK
Both, Observationa | Cross 25 GCA patients MRI, thoracic FDG-PET | Active disease as detected by | Enrolled GCA
2008 l, cross sectiona | with complicated | and whole body FDG- MRI in 88% (22/25) , thoracic patients had
sectional I course of disease | PET FDG-PET 56% (14/25), and persistent
despite whole body FDG-PET 80% disease
immunosuppressi (20/25) patients. despite
ve therapy There was no concordance treatment
with MRI and BVAS.2 (R2= -
0.064, p=0.76), weak
correlation of whole body PET
with BVAS.2 (R2=0.258,
p=0.21)
Quinn, | Prospective, | Not 84 patients w MRA, FDG-PET GCA patients: Overall
2018 observational | indicate | LVV, but only 35 agreement between MRA and
cohort d patients with GCA FDG-PET is
72%, Cohen’s kappa=0.27
Nielsen | Prospective 2 years | 24 newly FDG-PET Large vessel GCA was Diagnostic
, 2017 diagnosed GCA accurately diagnosed in 10/10 | window of 3
patients. Patient patients after 3 days of days vs. a
were treated with treatment, but only in 5/14 dramatic

prednisone 60 mg

patients after 10 days of
treatment (p< 0.001)

decline in 10
days.




Disease
Activity;

arterial lesions.

Kerman

New i, 2018

Prospective,
multicenter,
longitudinal
study

8 years

187 GCA pts

Type of imaging study
was MRA (72%), CTA
(27%) and conventional
angiography (1%)

50 patients (27%) were
enrolled in the AGATA
clinical trial with
regular imaging per
protocol.

66% of patients with GCA had at
least one arterial lesion on first
imaging study.

By 2 years, 33% of patients had
developed a new arterial
lesion.

-Use of immunosuppressive
therapy at entry into the
cohort was associated with
lower risk of new arterial

For the
longitudinal
study, the
decision
regarding
timing and
type of

imaging study
was left to the
discretion of

the treating

lesions (p=0.038). physician.
-All of the new lesions in this
study occurred among patients
who had abnormalities on first
imaging.
Only 40-50% of visits with a
new lesion had any symptoms
of active disease in the
preceding months
- Test Accuracy Results: Ultrasound [Halo Sign Alone] of Temporal Artery in GCA cases [based on TAB]:
Author, Patient Selection Risk Index Test Risk of bias Reference Risk of bias Flow and TP FN | FP | TN | Sens Spec E
year of Standard timing Rsk of =
bias bias p
Reinhard, Forty-eight patients Low | Standardized Not specified if | TAB; Unilateral Not High. 22 (11 |1 |14 67% 93% PPV=
2004 underwent biopsy ultrasound of the temporal artery specified if Not all (22/33) | (14/15) | 96%
of the temporal temporal artery | sonographer was performed in | the patients (22/23)
artery following was performed was aware of 48 patients. sonographer | underwent NPV=
biopsy result was aware biopsy




ultrasound by one of biopsy 56%
examination. investigator result (14/25)
Black, 2013 | 50 GCA patients, low 75% of cases, Not specified if | Temporal artery Not High. Not all 2 13 | 40% 81% PPV =
retrospective chart ultrasound was | the biopsy was only specified if patients 40%
review performed by sonographer performed in 21 the underwent and
one was aware of patients sonographer | biopsy NPV=
sonographer biopsy result was aware 81%
of biopsy
result
- Test Accuracy Results: CT/PET of Temporal Artery in GCA cases [based on TAB]:
Sammel, This is a study of 64 | Low Patients Low, double Temporal artery Low, double | High. Not all 11 39 | 92% 85% PPV =
2019 patients who underwent blinded biopsy was blinded patients 61%
underwent TAB, 12 CT/PET performed in 58 underwent And
were positive on patients biopsy NPV =
pathology. 21 98%
had clinical dx of
GCA.
30 patients with PPV =
Expert panel
suspected large 88%
Fuchs, 2012 | vessel Low | 18F-FDG PET Low assessment based | | .} Low 22 26 | 733% | 83.3% | And
. on ACR criteria
Vasculitis (24 GCA, 6 from 1990 NPV =
TAK) 77%

19. In patients with suspected GCA, what is the impact of clinical assessment alone on diagnostic accuracy, disease-related outcomes, and

diagnostic testing-related complications?
No single arm or test accuracy data available

- Randomized controlled trials:

References:

None

- Comparative observational studies:

None

- Single arm studies and test accuracy studies:

Patient Author Year Title
Important | Quinn, K. 2018 Comparison of magnetic resonance angiography and (18)F-fluorodeoxyglucose positron
Outcomes emission tomography in large-vessel vasculitis




Kermani, T. 2018 Arterial lesions in giant cell arteritis: A longitudinal study

Nielsen, B. 2017 Three days of high-dose glucocorticoid treatment attenuates large-vessel 18F-FDG
uptake in large-vessel giant cell arteritis but with a limited impact on diagnostic accuracy

Pfadenhauer, | 2011 Vertebral arteries: a target for FDG-PET imaging in giant cell arteritis? Clinical,

K. ultrasonographic and PET study in 46 patients

Schmidt, W. 2008 Ultrasound of proximal upper extremity arteries to increase the diagnostic yield in large-
vessel giant cell arteritis

Blockmans, D. | 2006 Repetitive 18F-fluorodeoxyglucose positron emission tomography in giant cell arteritis:
a prospective study of 35 patients

Aide, H. 2017 Repetitive (18)F-FDG-PET/CT in patients with large-vessel giant-cell arteritis and
controlled disease

Walter, M. 2005 The value of FDG-PET in the diagnosis of large-vessel vasculitis and the assessment of
activity and extent of disease

Both, M 2008 MRI and FDG-PET in the assessment of inflammatory aortic arch syndrome in
complicated courses of giant cell arteritis

Black, R. 2013 The use of temporal artery ultrasound in the diagnosis of giant cell arteritis in routine
practice

Reinhard, M 2004 Color-coded sonography in suspected temporal arteritis-experiences after 83 cases

Test Sammel, A 2019 Diagnostic Accuracy of Positron Emission Tomography/Computed Tomography of the
Accuracy Head, Neck, and Chest for Giant Cell Arteritis: A Prospective, Double-Blind, Cross-

Sectional Study.

Fuchs 5012 The impact of 18F-FDG PET on the management of patients with suspected large vessel

vasculitis

- Studies reviewed and excluded:

Author Year Title Comments
(18) F-Fluorodeoxyglucose-Positron Emission Exclude. Test accuracy study were done
Tomography As an Imaging Biomarker in a Prospective, | collectively for “Large Vessel Vasculitis
Longitudinal Cohort of Patients With Large Vessel (GCA+TAK).” Not able to determine the
P.C. Grayson | 2018 Vasculitis outcome for GCA specifically.
Exclude. Study was done collectively for
“Large Vessel Vasculitis (GCA+TAK).” Not
3D-black-blood 3T-MRI for the diagnosis of thoracic able to determine the outcome for GCA
K. M. Treitl 2017 large vessel vasculitis: A feasibility study specifically.




Association of vascular physical examination findings

Exclude. Test accuracy study were done
collectively for “Large Vessel Vasculitis
(GCA+TAK).” Not able to determine the

P. C. Grayson | 2012 and arteriographic lesions in large vessel vasculitis outcome for GCA specifically.
[18F] FDG-PET/CT as a new and sensitive imaging Exclude. Mostly descriptive data only. No
J. C. Henes 2007 method for the diagnosis of large vessel vasculitis outcome analysis done.
C. Lavado- (18)F-FDG PET/CT for the detection of large vessel Exclude. Wrong population. Study on PMR
Perez 2015 vasculitis in patients with polymyalgia rheumatica patients
Incidence and predictors of large-artery complication
(aortic aneurysm, aortic dissection, and/or large-artery
D. M. stenosis) in patients with giant cell arteritis: a Exclude. Incidence study. Does not address
Nuenninghoff | 2003 population-based study over 50 years any arm of PICO question
A. W. Imaging findings in extracranial (giant cell) temporal
Stanson 2000 arteritis Exclude. Review article
Positron emission tomography in giant cell arteritis
and polymyalgia rheumatica: evidence for Exclude. Study did not specify GCA and PMR
D. Blockmans | 2000 inflammation of the aortic arch results
Disease pattern in cranial and large-vessel giant cell Exclude. Does not address any arm of PICO
A. Brack 1999 arteritis guestion
Combined temporal arteriography and selective biopsy | Exclude. Temporal arteriography is not
J. R. Sewell 1980 in suspected giant cell arteritis utilized anymore in clinical practice
Temporal arteriography. Analysis of 21 cases and a Exclude. Temporal arteriography is not
L. F. Layfer 1978 review of the literature utilized anymore in clinical practice
Temporal arteriography and immunofluorescence as Exclude. Temporal arteriography is not
H. M. Horwitz | 1977 diagnostic tools in temporal arteritis utilized anymore in clinical practice
Large artery involvement in giant cell (temporal) Exclude. Does not address any arm of PICO
R. G. Klein 1975 arteritis question
[18F] FDG-PET/CT as a new and sensitive imaging Exclude. Mostly descriptive data only. No
J. C. Henes 2008 method for the diagnosis of large vessel vasculitis outcome analysis done.
The efficacy of selective unilateral temporal artery Exclude. Does not address any arm of PICO
biopsy versus bilateral biopsies for diagnosis of giant 6. More appropriate for PICO on Temporal
T. Ponge 1988 cell arteritis artery biopsy

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring




e PICO question 7: In patients with suspected GCA and a negative temporal artery biopsy, what is the impact of large vessel imaging
versus clinical assessment alone on diagnostic accuracy, disease-related outcomes, and diagnostic-tested related adverse events?

e Critical Outcomes: Disease activity, clinical symptoms, damage from disease (e.g., visual loss, strokes), serious adverse effects, adverse
reaction to contrast exposure including nephrotoxicity

20. In patients with suspected GCA and a negative temporal artery biopsy, what is the impact of large vessel imaging versus clinical assessment
alone on diagnostic accuracy, disease-related outcomes, and diagnostic-tested related adverse events?
- No Comparative Data Available.

21. In patients with suspected GCA and a negative temporal artery biopsy, what is the impact of large vessel imaging on diagnostic accuracy,
disease-related outcomes, and diagnostic-tested related adverse events?
- Patient important outcomes:

Outcomes (Name + | Author, | Studytype | Duratio | Population Intervention used in Results Comments
Summary) year n of (number relevant population
follow and (Describe the
up description intervention)
)
Ray B, | Retrospectiv | f/u of Ten vascular segments | 63 patients (30 men A significant number
2019 e studyin a at least were studied using a and 33 women, aged of patients were
cohort of 18 visual score and a 67 + 12 years) treated by
patients with | months semi-quantitative included. corticosteroids
suspected method based on before 8F-FDG PET-
GCA and 2007 - SUVmax ratio with F-FDG PET-CT showed | CT. However,
negative TAB | 2017 respect to liver uptake. | large vessel corticosteroid therapy

Ability of PET to
diagnosis GCA in
pts with neg TA bx

who
underwent
an ¥F-FDG
PET-CT.

The diagnosis of GCA
was established during
a mean follow-up of
42 months, based on
the presence of clinical
symptoms, laboratory
results, and imaging

involvement in 22 pts,
14 of whom were
diagnosed with GCA.
Forty-one pts

were 8F-FDG PET-CT
negative, 9 of whom
were diagnosed with
GCA

did not impact
significantly the
diagnostic
performance,
although there was a
trend to a lower
sensitivity in patients
receiving




data compatible with
GCA, good response to
corticosteroid therapy,
and no differential
diagnosis after a
follow-up of at least
18 months.

Sixteen patients (25%)
received corticosteroid
therapy before TAB
(median time 10 days,
and more than 2
weeks before TAB in 7
cases). Twenty-six
patients (41%)
received corticosteroid
therapy before F-FDG
PET-CT (median time
92 days, and more
than 3 days before F-
FDG PET-CT in 24
cases).

corticosteroid therapy
for more than 3 days.

Importantly,
corticosteroid therapy
can negatively affect
the sensitivity of -FDG
PET-CT in large vessel
vasculitis. If treatment
has to be started -FDG
PET-CT should be
performed as soon as
possible (ideally within
3 days of treatment) to
lessen the risk of false-
negative results.

22. In patients with suspected GCA and a negative temporal artery biopsy, what is the impact of clinical assessment alone on diagnostic accuracy,
disease-related outcomes, and diagnostic-tested related adverse events?

- Patient important outcomes:

Outcomes Author, Study type Duration Population) Intervention used in relevant Results
year of follow population
up
Le K, Retrospective Not 237 patients with Evaluation of positive or negative Biopsy results had no significant impact on
2015 analysis, single specified suspected GCA who biopsies in suspected GCA. Looked at | subsequent treatment in 69% of patients who met

Disease Activity

center 2003-
2010

underwent TAB. Sx’s
included new onset
HA (75%), auricular
tenderness/jaw claud
(32%), ESR>50 (60%),
3 or more ACR
criteria (56%)

association with length of biopsy,
pre-op steroids, and decision to treat

clinical criteria. Among 56% of patients who met
criteria for clinical diagnosis of TA, only 22%
demonstrated a positive biopsy.

93% sensitivity of diagnosis of GCA using ACR

criteria not including results of TAB.




Hall S, Retrospective Medial 134 patients Neg TAB patients were comparable Hx of jaw pain or claudication or clinically abnormal
1983 study of 134 follow up | underwent TAB, 46 with + group in clinical features TA, more common in positive biopsy group. In 8
patients in of 70 were positive, 88 (PMR, malaise, fevers, weight loss, patients with neg TAB, dx of GCA made based on
olmstead months were negative, 8 of HA, visual disturbance. pathologic/radiologic or convincing clinical
county who (1-192) the 88 neg TAB evidence. Other dx included infection, CTD,
underwent TAB diagnosed with GCA malignancy.
between 1965- and tx’s with long Of 8 negative TAB pts diagnosed with GCA, 62%
1980 term steroids (5/8) satisfied at least 4 other ACR criteria and
treated with regular steroid course.
1 had repeat biopsy 8 months later positive; 1
patients treated with NSAIDS for 15 months, then
found to have LV involvement; 1 patient developed
TAA treated with high dose CS and then died of
aortic rupture.
Breuer G, | Retrospective 6 months | 58 patients with Biopsy negative GCA diagnosed when | Headaches were more common in biopsy negative
Clinical Symptoms 2008 review of 58 after negative TAB classification criteria was met: GCA patients (91% compared to only 40% of non
biopsy negative | biopsy included. symptoms improved within 3 days of | GCA patients).
suspected GCA steroid therapy, and no other Biopsy negative GCA diagnosed in 19% (11/58), 7
patients condition relevant to the patients sx’s | had other rheumatologic diseases, 60% had non-
diagnosed during a 6 month follow rheumatologic disease.
up.
Sorenson | Retrospective 1-24 63 patients with GCA | Histologic examination of 58 patients | Histologic examination of 58 patients revealed
S, 1977 Study months or PMR. Collected with symptoms. arteritis in 46.
over 10 year period Biopsy negative findings found in 19% (12/63) of
(1964-73) which 91.6% (11/12) had Myalgia without local
symptoms of temporal arteritis and 1 patient with
local symptoms of TA without myalgia.
Complications of RX | Gonzalez | Retrospective From 190 patients with Neg TAB GCA patients evaluated for No case of blindness after treatment started
in Negative TAB -Gay M, study of an time of GCA, 29 (15.3%) had therapeutics, side effects and
GCA 2001 unselected diagnosis | negative TAB. No duration of treatment Severe side effects (fracture 2/2 osteoporosis, DM
population of until change in diagnosis. or pulmonary infections occurred in 6/29
Examples include patients with death or
fractures, DM, GCA diagnosed October
pulmonary at the reference | 1999. All
infections as well as hospital patients
peptic ulcer disease. between 1981- observed
1998. for at
least 1
year
*median
duration

3.5 years




(range 1-
14)
Disease-Related Hedgers Retrospective Atleast2 | 70% (63/91) patients | All TAB specimens reviewed for e/o Diabetes occurred in 20% of patients without
Complications in T, 1983 study of 193 years had negative TAB granulomatous inflammation, re- arteritis and 10% of those with arteritis. Of 42
TAB negative GCA patients who reviewed and scored for patients with both negative and positive biopsy
had TAB at one atherosclerotic changes and various specimens treated for 1 or more months with
center between clinical and lab findings compared steroids, 12% (5/42) developed peptic ulcer disease
1968-1978 with between groups and 1 had a compression fracture.
available clinical
data in 91 cases.
e References:
- Randomized controlled trials:
None
- Comparative observational studies:
None
- Single arm studies:
Author Year Title
Le, K 2015 The effect of temporal artery biopsy on the treatment of temporal arteritis
Breuer, G | 2008 Negative temporal artery biopsies: eventual diagnoses and features of patients with biopsy-
negative giant cell arteritis compared to patients without arteritis
Patient Gonzalez- | 2001 Biopsy-negative giant cell arteritis: clinical spectrum and predictive factors for positive temporal
. atien Gay, M artery biopsy
important — -
Outcomes Hall, S 1983 The therapeutic impact of temporal artery biopsy
Hedges, T. | 1983 The clinical value of negative temporal artery biopsy specimens
Sorensen, | 1977 Giant-cell arteritis, temporal arteritis and polymyalgia rheumatica. A retrospective study of 63
P. patients
Ray B 2019 Diagnostic performance of (18)F-FDG PET-CT for large vessel involvement assessment in patients
with suspected giant cell arteritis and negative temporal artery biopsy

- Studies reviewed and excluded:

Author

Year

Title

Comments




Association of vascular physical examination findings and

EXCLUDE: Describes LV involvement
arteriography findings vs physical

P. C. Grayson 2012 arteriographic lesions in large vessel vasculitis exam, but not TAB
Cyclophosphamide for large vessel vasculitis: assessment of EXCLUDE: only includes 6 GCA
J. C. Henes 2011 response by PET/CT patients
A. Brack 1999 Disease pattern in cranial and large-vessel giant cell arteritis Exclude: Does not answer PICO
T. R. Skaug 1995 Clinical usefulness of biopsy in giant cell arteritis Exclude: Does not answer PICO
The use of clinical characteristics to predict the results of
temporal artery biopsy among patients with suspected giant
S. E. Gabriel 1995 cell arteritis Exclude: Does not answer PICO
Plasma viscosity or erythrocyte sedimentation rate in the
G. P. Brittain 1991 diagnosis of giant cell arteritis? Exclude: Does not answer PICO
R. B. Kent 1990 Temporal artery biopsy Exclude: Does not answer PICO
Exclude: Does not answer PICO and
N. D. Karanjia 1989 Too few, too late. Temporal artery biopsy in cranial arteritis only 8 negative TAB patients
Temporary artery biopsy in suspected temporal arteritis: a five
R. A. Stuart 1989 year survey Exclude: does not answer PICO
Exclude: Test accuracy for clinical sx’s
J. Vilaseca 1987 Clinical usefulness of temporal artery biopsy vs TAB
Exclude: Group 2 with 11 pts had neg
TAB but still dx’d with GCA. Did not
discuss outcomes of this group but
The ultimate diagnoses of patients undergoing temporal artery | looked at predictive factors
A. M. Roth 1984 biopsies (myalgias/PMR)
The clinical pictures of giant cell arteritis. Temporal arteritis,
B. E. Malmvall | 1980 polymyalgia rheumatica, and fever of unknown origin Exclude: does not answer PICO

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring




e PICO question 8: In patients with suspected GCA what is impact of diagnostic confirmation by temporal artery biopsy versus clinical
diagnosis alone on sustaining a diagnosis of GCA after one year of management and tissue biopsy-related adverse events?

e Critical Outcomes: Disease activity, clinical symptoms, damage from disease, pain, scarring, injury to tissue biopsied.

23. In patients with suspected GCA what is impact of diagnostic confirmation by temporal artery biopsy versus clinical diagnosis alone on sustaining
a diagnosis of GCA after one year of management and tissue biopsy-related adverse events?

- No comparative data available

24. In patients with suspected GCA what is impact of diagnostic confirmation by temporal artery biopsy on sustaining a diagnosis of GCA after one
year of management and tissue biopsy-related adverse events?

- Patient important outcomes:

Outcomes Author, Study type Duration | Population (number Intervention used in Results Comments
year of follow and description) relevant population
up (Describe the intervention)
Malesze Prospective 12 40 patients with GCA | First and second TABs with Headache: 28 patients at
wski, case-series months at start. Final cohort 12 months apart. the beginning (70%), 12-
2017 totals were: 3 months | Treatment after first TAB month follow-up cohort 4/9
(n=10); included high daily dose (44%)
6 months (n=12); prednisone, median dose Jaw Claudication: 26
9 months (n=9); 60 mg/day (range 30- patients at the beginning
Syr’f\ptoms 12 months (n=9) 80mg/day), gradually (65%), 12-month follow-up
at first and reduced by an average of cohort 4/9 (44%)
second TAB 10% of the daily dose every | Scalp Tenderness: 18
(the two weeks. patients at the beginning
frequency of (45%), 12-month follow-up
symptoms cohort 5/9 (55%)
atTABat1l Ischemic Optic Neuropathy:
y.ea.r was 6 patients at the beginning
similar to (15%), 12-month follow-up
the cohort 1/9 (11%)
frequency at .
initial TAB) SysFemlc Symptom.s: ]j9
patients at the beginning
(48%), 12-month follow-up
cohort 6/9 (67%)
PMR: 15 patients at the
beginning (38%), 12-month
follow-up cohort 2/9 (22%)




- Test Accuracy results:

Sensitivity 0.84 (95% Cl: 0.72 t0 0.92)

Specificity 0.99 (95% Cl: 0.91 to 1.00)

Outcome

True positives
(patients with Giant Cell arteritis)

False negatives
(patients incorrectly classified as not having
Giant Cell arteritis)

True negatives
(patients without Giant Cell arteritis)

False positives

(patients incorrectly classified as having Giant
Cell arteritis)

Explanations

Ne of studies (N2 of
patients)

1 studies
54 patients

1 studies
80 patients

a. Bias in patients selection: case-control design not avoided
b. The reference test was done at 70 months, giving indirectness in answering the PICO
c. pooled sensitivity has a broad confidence interval. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth

Study design

case-control type
accuracy study

case-control type
accuracy study

Risk of
bias

serious ?

serious ?

Prevalence 40%

Factors that may decrease certainty of evidence

Indirectness

serious °

serious ®

Inconsistency

not serious

not serious

Imprecision

serious ©

not serious

Publication

none

none

bias

Effect per 1,000 patients
tested

pre-test probability of
40%
338 (290 to 368)

62 (32 to 110)

596 (545 to 600)

4 (0to 55)

Test accuracy
CoE

®O00O

VERY LOW

®00O0O

LOW

25. In patients with suspected GCA what is impact of clinical diagnosis alone on sustaining a diagnosis of GCA after one year of management and

tissue biopsy-related adverse events?

No single arm data available

e References:

- Randomized controlled trials:

None

- Comparative observational studies:

None



Single arm studies and test accuracy studies :

Author Year Title

Maleszewski 2017 Clinical and pathological evolution of giant cell arteritis: a prospective study of follow-up
temporal artery biopsies in 40 treated patients

Hall 1983 The therapeutic impact of temporal artery biopsy

Studies reviewed and excluded:

Author Year | Title Comments

Temporal artery biopsy in the diagnosis of giant cell arteritis:
K. Bowling | 2017 Does the end justify the means? Not enough data. Exclude

Diagnosis of giant cell arteritis: when should we biopsy the
0. Hussain | 2016 temporal artery? Not enough data. Exclude

The effect of temporal artery biopsy on the treatment of Doesn’t have one-year management
K. Le 2015 temporal arteritis timeline. Exclude

No biopsies done, no

P.C. Association of vascular physical examination findings and management/treatments described.
Grayson 2012 arteriographic lesions in large vessel vasculitis Exclude

Intraoperative predictability of temporal artery biopsy results Doesn’t have one-year management

timeline. Compares surgeon’s impression

A. of arteries at dissection with TAB results.
Cetinkaya | 2008 Exclude
B. Peral- Temporal headache and jaw claudication may be the key for Not enough data. Doesn’t have one-year
Cagigal 2018 the diagnosis of giant cell arteritis management timeline. Exclude

Clinical correlation of biopsy results in patients with temporal Not enough data. Doesn’t have one-year
V. Yuksel 2017 arteritis management timeline. Exclude
J.G.Jones | 1981 Prognosis and management of polymyalgia rheumatica PMR population.

Temporal arteriography. Analysis of 21 cases and a review of
L. F. Layfer | 1978 the literature PMR population.
S. Giant-cell arteritis, temporal arteritis and polymyalgia
Sorensen 1977 rheumatica. A retrospective study of 63 patients TA and PMR population.

Giant Cell Arteritis (GCA)




Imaging, laboratory tests, and monitoring

e PICO question 9: In patients with GCA, what is the impact of routine monitoring (such as every 6-12 months) with non-invasive vascular
imaging versus not performing routine monitoring with non-invasive vascular imaging on disease-related outcomes and diagnostic
testing-related adverse events?

e Critical Outcomes: Disease activity, clinical symptoms, damage from disease (e.g., Ischemia limbs), relapse, death, adverse reaction to
contrast exposure including nephrotoxicity (e.g., Gadolinium or CT contrast).

1. In patients with GCA, what is the impact of routine monitoring (such as every 6-12 months) with non-invasive vascular imaging versus not
performing routine monitoring with non-invasive vascular imaging on disease-related outcomes and diagnostic testing-related adverse
events?

Certainty assessment Ne of patients

routine
monitoring (such not performing

as every 6-12 routine ) Certainty Importance
n n A q . o n q . - . Relative Absolute
Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations months) with monitoring with (95% Cl) (95% CI)
non-invasive non-invasive ° °
vascular imaging vascular imaging
[intervention]

Ne of
studies

Number of patients with Relapse

1 observational not serious not serious not serious very serious ® none 14/29 (48.3%) 4/6 (66.7%) OR0.47 182 fewer @O OO

studies (0.07 to 2.96) per 1,000
(from 544
fewer to
189 more)

VERY LOW

Death

1 observational not serious not serious not serious very serious ? none 2/29 (6.9%) 1/6 (16.7%) ORO0.37 98 fewer @O OO

studies (0.03 to 4.90) per 1,000
(from 161
fewer to
328 more)

VERY LOW

Cl: Confidence interval; OR: Odds ratio
Explanations

a. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth, leading to very serious imprecision

e References:
- Randomized controlled trials:



None

Comparative observational studies:

Author

Year

Title

D. Blockmans

2006

Repetitive 18F-fluorodeoxyglucose positron emission tomography in giant cell
arteritis: a prospective study of 35 patients

26.

27.

Giant Cell Arteritis (GCA)

Imaging, laboratory tests, and monitoring

e PICO question 10: In patients with GCA in apparent remission off of immunosuppressive therapy what is the impact of long-term
routine clinical monitoring (such as every 3-6 months) versus no routine clinical monitoring on disease-related outcomes?

e Critical Outcomes: Disease activity, relapse, death, damage from disease

In patients with GCA in apparent remission off of immunosuppressive therapy what is the impact of long-term routine clinical monitoring (such
as every 3-6 months) versus no routine clinical monitoring on disease-related outcomes?

- No data available

In patients with GCA in apparent remission off of immunosuppressive therapy what is the impact of long-term routine clinical monitoring (such
as every 3-6 months) on disease-related outcomes?
- Patient important outcomes:

Outcomes Author, Study type Duration | Population (number Intervention used in Results Comments
year of follow and description) relevant population
up (Describe the intervention)
Angiographic | Grayson, | Cross NA Both Takayasu (n=68) | No intervention. Using multivariable analysis | Included Takayasu’s
changes 2012 sectional and GCA (n=32) to determine the patients as well. Not able to

(physical exam
findings had a
positive
correlation
with
angiographic
findings in
patients with

meeting ACR criteria
were included. North
American Cohort.

prevalence ratio between
physical exam findings and

angiographic abnormalities:

absent pulses 2.38 (1.69-
3.38;p<0.001); bruits 1.51
(1.08-2.13;p=0.0174); =

15mmHg difference in BP
1.18(0.86-1.63;p=0.3133)

get pertinent information
on exclusively GCA
patients. Study does not
directly address the PICO
guestion.




GCA (32) and
Takayasu (68)

28. In patients with GCA in apparent remission off of immunosuppressive therapy what is the impact of no routine clinical monitoring on disease-
related outcomes?
No single arm data available

e References:
- Randomized controlled trials:
None

- Comparative observational studies:
None

- Single arm studies and test accuracy studies:

Author Year Title
Association of vascular physical examination findings and arteriographic lesions in large
Grayson 2012 vessel vasculitis

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 11: In patients with newly diagnosed GCA without manifestations of cranial ischemia, what is the impact of pulse IV
glucocorticoids versus high dose oral glucocorticoids on cumulative glucocorticoid dose, disease-related outcomes, and treatment-
related adverse events?

e Critical Outcomes: Activity of disease, Clinical symptoms, disease related damage, relapse, serious adverse events, infection, toxicity.
29. In patients with newly diagnosed GCA without manifestations of cranial ischemia, what is the impact of pulse IV glucocorticoids versus high

dose oral glucocorticoids on cumulative glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?
30.



Certainty assessment

e ol Risk of bias | Inconsistenc Indirectness | Imprecision | Other considerations L High Dose Oral il L D ceranty
studies design v P Glucocorticoids | Glucocorticoids (95% CI1) (95% CI1)
Infections
11 randomised serious 12 not serious not serious serious © none 10/50 (20.0%) 6/53 (11.3%) OR1.77 71 more [+1:10]0)
trials (0.69 to 4.50) per 1,000 LOW
(from 32
fewer to
252 more)
Death
11 randomised serious 12 not serious not serious very serious none 3/50 (6.0%) 0/53 (0.0%) OR7.41 0 fewer OO0
trials b (0.39 to per 1,000 VERY LOW
139.97) (from 0
fewer to 0
fewer)
Remission at week 36
12 randomised not serious not serious serious 2¢ very serious none 10/14 (71.4%) 2/13 (15.4%) OR 13.75 560 more OO0
trials b (2.05t092.04) | per 1,000 VERY LOW
(from 118
more to
790 more)
Remission at week 52
12 randomised not serious not serious serious 2¢ very serious none 11/14 (78.6%) 2/13 (15.4%) OR 20.17 632 more o000
trials b (2.80 to per 1,000 VERY LOW
145.30) (from 184
more to
810 more)
Remission at week 78
12 randomised | not serious not serious serious 2¢ very serious none 12/14 (85.7%) 4/12 (33.3%) OR 12.00 524 more 100]0)]
trials b (1.76 t0 81.74) | per 1,000 VERY LOW
(from 135
more to
643 more)
Relapses
12 randomised not serious not serious serious ¢ serious ? none 14/21 (66.7%) 13/37 (35.1%) OR 3.69 315 more [21:10]0)
trials (1.19to 11.44) | per 1,000 LOW
(from 41
more to
510 more)

Cl: Confidence interval; OR: Odds ratio




Explanations

a. Allocation concealment not mentioned; No blinding of participants; No blinding of personnel; No blinding of outcome assessment.
b. Treatment would differ if the upper versus the lower boundary of the Cl represented the truth, leading to very serious imprecision.
c. RCT of IV methylprednisolone or IV saline for 3 consecutive days. Also, all patients were started on 40 mg/day prednisone and followed the same tapering schedule as long as disease activity was controlled.

References

1. Chevalet, . 2000.
2. Mazlumzadeh, . . 2006.

e References:
- Randomized controlled trials:

Author Year Title

Chevalet, P 2000 A randomized, multicenter, controlled trial using intravenous pulses of methylprednisolone in the
initial treatment of simple forms of giant cell arteritis: a one year follow up study of 164 patients

Mazlumzadeh, | 2006 Treatment of giant cell arteritis using induction therapy with high-dose glucocorticoids: a double-

M blind, placebo-controlled, randomized prospective clinical trial

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 11: In patients with newly diagnosed GCA without manifestations of cranial ischemia, what is the impact of pulse IV
glucocorticoids versus high dose oral glucocorticoids on cumulative glucocorticoid dose, disease-related outcomes, and treatment-
related adverse events?

e Critical Outcomes: Activity of disease, Clinical symptoms, disease related damage, relapse, serious adverse events, infection, toxicity.

31. In patients with newly diagnosed GCA without manifestations of cranial ischemia, what is the impact of pulse IV glucocorticoids versus high

dose oral glucocorticoids on cumulative glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?
32.

cwmeene | wawew | ow |
Ne of Study Risk of bias | Inconsistenc Indirectness | Imprecision | Other considerations Pulse IV High Dose Oral Relative Absolute cerany
studies design Y P Glucocorticoids | Glucocorticoids (95% ClI) (95% ClI)

Infections



Certainty assessment Ne of patients Effect

e ol Risk of bias | Inconsistenc Indirectness | Imprecision Other considerations L High Dose Oral il L D ceranty
studies design Y P Glucocorticoids | Glucocorticoids (95% CI) (95% CI)
11 randomised serious 12 not serious not serious serious ® none 10/50 (20.0%) 6/53 (11.3%) OR1.77 71 more OO
trials (0.69 to 4.50) per 1,000 LOW
(from 32
fewer to
252 more)
Death
11 randomised serious 12 not serious not serious very serious none 3/50 (6.0%) 0/53 (0.0%) OR7.41 0 fewer OO0
trials b (0.39to per 1,000 VERY LOW
139.97) (from 0
fewer to 0
fewer)
Remission at week 36
12 randomised not serious not serious serious 2 very serious none 10/14 (71.4%) 2/13 (15.4%) OR 13.75 560 more 10]0]0)
trials b (2.05t092.04) | per 1,000 VERY LOW
(from 118
more to
790 more)
Remission at week 52
12 randomised not serious not serious serious 2 very serious none 11/14 (78.6%) 2/13 (15.4%) OR 20.17 632 more 10]0]0)
trials b (2.80 to per 1,000 VERY LOW
145.30) (from 184
more to
810 more)
Remission at week 78
12 randomised not serious not serious serious 2¢ very serious none 12/14 (85.7%) 4/12 (33.3%) OR 12.00 524 more [10]0]0)
trials b (1.76 t0 81.74) | per 1,000 VERY LOW
(from 135
more to
643 more)
Relapses
12 randomised not serious not serious serious 2¢ serious ? none 14/21 (66.7%) 13/37 (35.1%) OR 3.69 315 more [+1-10]0)
trials (1.19to 11.44) | per 1,000 LOW
(from 41
more to
510 more)

Cl: Confidence interval; OR: Odds ratio

Explanations

a. Allocation concealment not mentioned; No blinding of participants; No blinding of personnel; No blinding of outcome assessment.




b. Treatment would differ if the upper versus the lower boundary of the Cl represented the truth, leading to very serious imprecision.
c. RCT of IV methylprednisolone or IV saline for 3 consecutive days. Also, all patients were started on 40 mg/day prednisone and followed the same tapering schedule as long as disease activity was controlled.

References
1. Chevalet, 2000.
2. Mazlumzadeh, 2006.

e References:
- Randomized controlled trials:

Author Year Title

Chevalet, P 2000 A randomized, multicenter, controlled trial using intravenous pulses of methylprednisolone in the
initial treatment of simple forms of giant cell arteritis: a one year follow up study of 164 patients

Mazlumzadeh, | 2006 Treatment of giant cell arteritis using induction therapy with high-dose glucocorticoids: a double-

M blind, placebo-controlled, randomized prospective clinical trial

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 13: In patients with newly diagnosed GCA, what is the impact of using daily aspirin (81 to 325 mg) versus not using
aspirin on disease-related outcomes and treatment-related adverse events?

e (Critical Outcomes: Clinical symptoms, disease related damage, death, serious adverse events (e.g., bleeding), toxicity leading to
discontinuation.

33. In In patients with newly diagnosed GCA, what is the impact of using daily aspirin (81 to 325 mg) versus not using aspirin on disease-related
outcomes and treatment-related adverse events?

Certainty assessment Ne of patients Effect

Ne of No Relative Absolute Certainty
studies Study design | Risk of bias | Inconsistency | Indirectness | Imprecision | Other considerations Antiplatelet Ar.rrt;‘zlrzt::let (95% Cl) (95% Cl)

Relapse (no. of patients)

11 observational not serious not serious not serious not serious none 18/37 (48.6%) 48/84 (57.1%) ORO0.71 85 fewer [1-10]e)
studies (0.33 to 1.54) per 1,000 LOW
(from 266
fewer to
101
more)




Certainty assessment Ne of patients Effect

e Relative Absolute Certainty
studies Study design | Risk of bias | Inconsistency | Indirectness | Imprecision | Other considerations Antiplatelet Ar.:_t::raat:\llet (95% Cl) (95% Cl1)

Severe Ischemic Complications at Presentation (no. of patients)

212 observational | not serious not serious not serious not serious none 12/73 (16.4%) 65/223 OR 0.45 135 100
studies (29.1%) (0.13t0 1.48) | fewer per Low
1,000
(from 241
fewer to
87 more)

Cumulative Prednisone Dose (g)

11 observational not serious not serious not serious not serious none 37 84 - MD 1.7 OO0
studies lower LOW
(3.98
lower to
0.58
higher)

Duration of Therapy

11 observational | not serious not serious not serious not serious none 37 84 - MD 3.8 10le)
studies lower LOW
(13.06
lower to
5.46
higher)

Severe Ischemic Complications on Follow-up (no. of patients)

12 observational not serious not serious not serious not serious none 2/73 (2.7%) 12/93 (12.9%) ORO0.19 102 o000
studies (0.04t0 0.88) | fewer per LOW
1,000
(from 123
fewer to
14 fewer)

Cl: Confidence interval; OR: Odds ratio; MD: Mean difference

References

1. Narvaez, 2008.
2. Nesher, 2004.

e References:
- Randomized controlled trials:



o None
- Comparative observational studies:

Author Year Title

Narvaez, J 2008 Impact of antiplatelet therapy in the development of severe ischemic complications and in the
outcome of patients with giant cell arteritis

Nesher, G 2004 Low-dose aspirin and prevention of cranial ischemic complications in giant cell arteritis

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 14: In patients with newly diagnosed GCA without cranial ischemic manifestations, what is the impact of initial high dose

oral glucocorticoids versus moderate dose oral glucocorticoids on disease-related outcomes, cumulative glucocorticoid dose, and
treatment-related adverse events?

e Critical Outcomes: Activity of Disease, Clinical Symptoms, Disease Related Damage, Relapse, Serious Adverse Events, Infection, Toxicity.

34. In patients with newly diagnosed GCA without cranial ischemic manifestations, what is the impact of initial high dose oral glucocorticoids versus
moderate dose oral glucocorticoids on disease-related outcomes, cumulative glucocorticoid dose, and treatment-related adverse events?

Certainty assessment Ne of patients

Certainty
Ne of . . . . . .. . . Moderate High Dose Relative Absolute
Risk of | | | h
StUdy deSIgn e S pose Sllicocorticolds (95% CI) (95% CI)

Relapses (no of patients)

3123 observational | not serious not serious not serious serious none 43/129 40/129 OR 1.06 13 more o000
studies (33.3%) (31.0%) (0.55 to 2.04) per 1,000 VERY LOW
(from 112
fewer to
168 more)

Death

13 observational | not serious not serious not serious serious none 1/53 (1.9%) 3/50 (6.0%) OR0.30 41 fewer [100]0)
studies (0.03t03.00) | per 1,000 VERY LOW

(from 58
fewer to
101 more)




Certainty assessment Ne of patients

Certainty
Moderate

Dose

Absolute
(95% ClI)

Relative
(95% ClI)

High Dose

Other considerations ..
Glucocorticoids

Ne of
Study design | Risk of bias | Inconsistency Imprecision

GC-related Adverse Events (no of patients)

3123 observational | not serious not serious not serious not serious none 50/129 97/129 ORO0.19 386 fewer [ 1210]0)
studies (38.8%) (75.2%) (0.07 to 0.48) per 1,000 LOW
(from 577
fewer to
159
fewer)
Infections (Serious)
13 observational serious 32 not serious not serious serious none 6/53 (11.3%) 3/50 (6.0%) OR 2.00 53 more e®OO00O
studies (0.47 t0 8.47) | per 1,000 VERY LOW
(from 31
fewer to
291 more)
GCA-related complications
213 observational | notserious | notserious | not serious serious none 8/106 (7.5%) | 12/75 (16.0%) OR0.46 79 fewer OO0
studies (0.15 to 1.35) per 1,000 VERY LOW
(from 132
fewer to
45 more)
Serious GC related Side Effects
12 observational | not serious not serious not serious | not serious none 5/23(21.7%) | 33/54(61.1%) OR0.18 391 fewer o0
studies (0.06 to 0.55) | per 1,000 LOW
(from 525
fewer to
148
fewer)
Remission
11 observational serious ? not serious not serious serious none 29/53 (54.7%) | 11/25 (44.0%) OR1.54 108 more 10/0]e)
studies (0.59t04.01) | per 1,000 VERY LOW
(from 123
fewer to
319 more)

Cl: Confidence interval; OR: Odds ratio; MD: Mean difference




Explanations

a. Not explicit that these are newly diagnosed

References

1. Delecoeuillerie, 1988.

2. Nesher, 1997.
3. Les, 2015.

e References:

- Randomized controlled trials:
o None

- Comparative observational studies:

Author Year Title

Les, | 2015 Effectiveness and safety of medium-dose prednisone in giant cell arteritis: a retrospective cohort
study of 103 patients

Nesher, G 1997 Efficacy and adverse effects of different corticosteroid dose regimens in temporal arteritis: a
retrospective study

Delecoeullerie, | 1988 Polymyalgia rheumatica and temporal arteritis: a retrospective analysis of prognostic features and

G different corticosteroid regimens (11 year survey of 210 patients)

35. In patients with newly diagnosed GCA, what is the impact of oral glucocorticoids with non-glucocorticoid immunosuppressive therapy versus
oral glucocorticoids alone on cumulative glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?

PICO question 15: In patients with newly diagnosed GCA, what is the impact of oral glucocorticoids with non-glucocorticoid
immunosuppressive therapy versus oral glucocorticoids alone on cumulative glucocorticoid dose, disease-related outcomes, and

Giant Cell Arteritis (GCA)

Medical Treatment

treatment-related adverse events?

Critical Outcomes: Activity of disease, Clinical symptoms, Disease Related Damage, Relapse, Serious Adverse Events, Infection, Toxicity,

Malignancy, Death




glucocorticoid glucocorticoids
immunosuppressive alone
therapy

Study design Inconsistency | Indirectness | Imprecision

studies considerations (95% Cl) (95% Cl)

Certainty assessment Ne of patients Effect
Oral glucocorticoids
" I :
Ne of Other o/ e ora Relative Absolute 2

Relapse at 1 year

7 randomised not not serious | notserious | not serious none 91/166 (54.8%) 102/156 OR0.87 32 fewer per [CIST018)
123,45678a trials serious b (65.4%) (0.73 to 1,000 HIGH
1.04) (from 74 fewer to
9 more)
SAE
62347910 | randomised not not serious | not serious serious P none 40/152 (26.3%) 48/141 ORO0.81 46 fewer per S0
trials serious (34.0%) (0.54 to 1,000 MODERATE
1.20) (from 122 fewer
to 42 more)
Infections
7 randomised not not serious serious serious ? none 104/164 (63.4%) 77/148 OR1.25 55 more per 1=10]0)
123,5,7,9,10 trials serious (52.0%) (0.87 to 1,000 LOW
1.79) (from 35 fewer to
140 more)

Serious infections

43679 randomised not not serious | not serious serious P none 9/155 (5.8%) 13/148 (8.8%) | ORO0.69 26 fewer per S 1e]@)
trials serious (0.29to 1,000 MODERATE
1.64) (from 61 fewer to
49 more)

Relapses during the 3 month follow-up phase (15 months)

12 randomised not not serious not serious | not serious none 2/8 (25.0%) 9/9 (100.0%) RR 0.29 710 fewer per CODD
trials serious (0.10 to 1,000 HIGH
0.85) (from 900 fewer
to 150 fewer)

Malignancy

213 randomised not not serious not serious very none 2/40 (5.0%) 2/25 (8.0%) ORO0.74 20 fewer per ®pO0O
trials serious serious P (0.11to 1,000 LOW
4.99) (from 71 fewer to
223 more)




Certainty assessment Ne of patients Effect

Oral glucocorticoids
" I :
pJC Study design S Inconsistency | Indirectness | Imprecision (ST Iu::)/cz:‘)t?coid Iuco:t::ticoids felais GLETLS certainty
studies v e bias ¥ P considerations | . g . & (95% Cl) (95% Cl)
immunosuppressive alone
therapy

Relapse at 48 weeks (Leflunomide + GC)

11Le observational not not serious | notserious | not serious none 4/30(13.3%) 18/46 (39.1%) | ORO0.24 258 fewer per 1 ]10]0)
studies serious (0.07 to 1,000 Low
0.80) (from 348 fewer
to 52 fewer)

Cl: Confidence interval; OR: Odds ratio; RR: Risk ratio

Explanations

a. Koster, 2001. This case control study provides data about relapse that can’t be pooled with the other studies, but provides similar results. RR comparing relapse rates before and after MTX initiation/index date were significantly reduced in both cases
(RR 0.32, 95% Cl 0.24-0.41) and controls (RR 0.60, 95% CI 0.43-0.86). The decrease in relapse rate was significantly greater in patients taking MTX than in those taking GC alone (p = 0.004)

b. Wide CI might cross clinical decision threshold that dictates recommending versus not recommending Oral glucocorticoids with non-glucocorticoid immunosuppressive therapy.

c. Open-Label Study
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e References:
- Randomized controlled trials:

\ Author \ Year \ Title




A prospective, double-blind, randomized, placebo-controlled trial of methotrexate in the
Spiera, R 2001 treatment of giant cell arteritis

A randomized controlled trial of salmon calcitonin to prevent bone loss in corticosteroid-treated
Martinez, T 2007 temporal arteritis and polymyalgia rheumatica

Infliximab for maintenance of glucocorticosteroid-induced remission of giant cell arteritis: a
Hoffman, G 2007 randomized trial

Combined treatment of giant-cell arteritis with methotrexate and prednisone. a randomized,
Jover, J 2001 double-blind, placebo-controlled trial

A multicenter, randomized, double-blind, placebo-controlled trial of adjuvant methotrexate
Hoffman, G 2002 treatment for giant cell arteritis

Adalimumab for steroid sparing in patients with giant-cell arteritis: results of a multicentre
Serror, R 2014 randomised controlled trial
Stone 2017 Trial of Tocilizumab in Giant-Cell Arteritis

Tocilizumab for induction and maintenance of remission in giant cell arteritis: a phase 2,
Villger 2016 randomised, double-blind, placebo-controlled trial
Alojzija Hocevar | 2019 Does leflunomide have a role in giant cell arteritis? An open-label study

Efficacy of Methotrexate in Real-world Management of Giant Cell Arteritis: A Case-control Study.
Matthew J. The Journal of Rheumatology May 2019, 46 (5) 501-508; DOI:
Koster 2001 https://doi.org/10.3899/irheum.180429

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 16: In patients with newly diagnosed GCA, what is the impact of oral glucocorticoids with tocilizumab versus oral
glucocorticoids alone on cumulative glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?

e Critical Outcomes: Activity of disease, Clinical symptoms, disease related damage, relapse, death, serious adverse events (e.g., bowel
perforation), infection, toxicity.

36. In patients with newly diagnosed GCA, what is the impact of oral glucocorticoids with tocilizumab versus oral glucocorticoids alone on
cumulative glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?

- Weekly Tocilizumab:


https://doi.org/10.3899/jrheum.180429

Ne of . A A
Study design Risk of bias

Inconsistency

Certainty assessment

Indirectness Imprecision

Other considerations

SF-36 PCS, weekly TCZ at 52 weeks (assessed with: higher scores representing better function; Scale from: 0 to 100)

M T

oral
glucocorticoids
with tocilizumab

oral
glucocorticoids
alone

LEELT
(95% C1)

Absolute
(95% CI)

Certainty

Importance

1° randomised not serious not serious not serious very serious ° none 100 50 - MD 4.38
trials higher GBG?OCV‘?O
(1.58 lower
to 10.34
higher)
SF-36 MCS, weekly TCZ at 52 weeks (assessed with: higher scores representing better function; Scale from: 0 to 100)
1° randomised not serious not serious not serious very serious ° none 100 50 - MD 0.61
trials higher QQEOCV\?O
(5.86 lower
to 7.08
higher)
VAS weekly TCZ at 52 week (assessed with: higher scores indicating greater disease activity; Scale from: 0 to 100)
1° randomised not serious not serious not serious very serious ° none 100 50 - MD 15.6
trials lower 9?80
(34.3 lower
to3.1
higher)
First relapse
1¢ randomised not serious not serious not serious serious ° none 1/20 (5.0%) 5/10 (50.0%) RR0.10 450 fewer @@@O
trials (0.01 t0 0.75) per 1,000 MODERATE
(from 495
fewer to
125 fewer)
SAE, weekly TCZ, 52 week
2°2¢ randomised not serious not serious not serious very serious ° none 22/120 (18.3%) 16/60 (26.7%) RR 0.69 83 fewer @@ OO
trials (0.40to 1.19) per 1,000 Low
(from 160
fewer to 51
more)
Serious Infections, weekly TCZ, 52 weeks
1° randomised not serious not serious not serious very serious ° none 7/100 (7.0%) 2/50 (4.0%) RR 1.75 30 more per @@ OO
trials (0.38t0 8.12) 1,000 Low
(from 25
fewer to
285 more)
Remission at 52 weeks, weekly TCZ
1° randomised not serious not serious not serious very serious ° none 56/100 (56.0%) 7/50 (14.0%) RR 4.00 420 more @@ OO
trials (1.97 t0 8.12) per 1,000 Low
(from 136
more to 997
more)

Flares, weekly TCZ




M T

Ne of ol el LEELT Absolute
- Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations glucocorticoids glucocorticoids
studies . o (95% C1) (95% CI1)
with tocilizumab alone
12

Certainty assessment

randomised not serious not serious not serious serious ® none 23/100 (23.0%) 34/50 (68.0%) RR0.34 449 fewer
trials (0.23 t0 0.51) per 1,000
(from 524

fewer to
333 fewer)

Certainty

o000

MODERATE

Importance

Cl: Confidence interval; MD: Mean difference; RR: Risk ratio

Explanations

a. J. H. Stone, 2017, "Trial of Tocilizumab in Giant-Cell Arteritis"
b. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth
c. P. M. Villiger, 2016, "Tocilizumab for induction and maintenance of remission in giant cell arteritis: a phase 2, randomized, double-blind, placebo-controlled trial"

- Bi-weekly Tocilizumab:

- Certainty assessment

oral oral
Ne of . . . . . - n q . . Relati Absolut
‘.) Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations glucocorticoids glucocorticoids € f e S:) ute
studies ) o (95% CI) (95% ClI)
with tocilizumab alone

SF-36 PCS, bi-weekly TCZ at 52 weeks (assessed with: higher scores representing better function; Scale from: 0 to 100)

Certainty

Importance

1? randomised not serious not serious not serious very serious ° none 49 50 - MD 3.04
trials higher
(3.43 lower
t09.51
higher)

OO

Low

SF-36 MCS, bi-weekly TCZ at 52 weeks (assessed with: higher scores representing better function; Scale from: 0 to 100)

1° randomised not serious not serious not serious very serious ° none 49 50 - MD 0.56
trials lower
(7.64 lower
t0 6.52
higher)

OO

Low

VAS bi-weekly TCZ at 52 week (assessed with: higher scores indicating greater disease activity; Scale from: 0 to 100)

1° randomised not serious not serious not serious serious © none 49 50 - MD 21.9
trials lower
(42.4 lower
to 1.4
lower)

o0

MODERATE

SAE, bi-weekly TCZ, 52 week




- Certainty assessment Ne of patients

oral oral (o1 11113 Importance
Ne of . . . . " .. A q . . LEELT Absolute
. Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations glucocorticoids glucocorticoids
studies . o (95% C1) (95% CI1)
with tocilizumab alone
12 randomised not serious not serious not serious very serious ° none 7/49 (14.3%) 11/50 (22.0%) RR 0.65 77 fewer @@ OO
trials (0.27 to 1.54) per 1,000 LOw
(from 161
fewer to
119 more)
Serious Infections, bi-weekly TCZ, 52 weeks
1? randomised not serious not serious not serious very serious ° none 2/49 (4.1%) 2/50 (4.0%) RR 1.02 1 more per @@ OO
trials (0.15 to 6.96) 1,000 LOW
(from 34
fewer to
238 more)
Remission at 52 weeks, bi-weekly TCZ
1° randomised not serious not serious not serious very serious ° none 26/49 (53.1%) 7/50 (14.0%) RR3.79 391 more @@ OO
trials (1.82t0 7.91) per 1,000 Low
(from 115
more to 967
more)
Flares, bi-weekly TCZ
1° randomised not serious not serious not serious serious ® none 13/49 (26.5%) 34/50 (68.0%) RR 0.39 415 fewer @@@O
trials (0.24 to 0.65) per 1,000 MODERATE
(from 517
fewer to
238 fewer)

Cl: Confidence interval; MD: Mean difference; RR: Risk ratio

Explanations

a. J. H. Stone, 2017, "Trial of Tocilizumab in Giant-Cell Arteritis"
b. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth

e References:
- Randomized controlled trials:

Author Year Title

Tocilizumab for induction and maintenance of remission in giant cell arteritis: a phase 2, randomised,
P. M. Villiger | 2016 double-blind, placebo-controlled trial
J. H. Stone 2017 Trial of Tocilizumab in Giant-Cell Arteritis

- Studies reviewed and excluded:




» The suggested Stone, J. H., Tuckwell, K., Dimonaco, S., Klearman, M. , Aringer, M., Blockmans, D. , Brouwer, E., Cid, M. C., Dasgupta, B.
Rech, J., Salvarani, C., Schulze-Koops, H. , Schett, G., Spiera, R., Unizony, S. H. and Collinson, N. (2019), Glucocorticoid Doses and Acute-
Phase Reactants at Giant Cell Arteritis Flare in a Randomized Trial of Tocilizumab. Arthritis Rheumatol. Accepted Author Manuscript.
doi:10.1002/art.40876, has the same data as Stone 2017, for which data was abstracted already.

» The suggested Vibeke Strand et. al, Health-related quality of life in patients with giant cell arteritis treated with tocilizumab in a phase 3
randomised controlled trial. Arthritis Research & Therapy. 2019;21(1):1-9 DOI 10.1186/s13075-019-1837-7, has the same data as Stone
2017, for which data was abstracted already.

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 17: In patients with newly diagnosed GCA, what is the impact of oral glucocorticoids with abatacept versus oral glucocorticoids alone
on cumulative glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?

e Critical Outcomes: Activity of disease, Clinical symptoms, disease related damage, relapse, death, serious adverse events, infection, toxicity.

37. In patients with newly diagnosed GCA, what is the impact of oral glucocorticoids with abatacept versus oral glucocorticoids alone on cumulative
glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?

38.  Certainty assessment
' B otpetent

Certainty Importance
oral oral

Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations glucocorticoids glucocorticoids
with abatacept alone

Ne of
studies

Relative Absolute
(95% Cl1) (95% Cl)

complete remission

1 randomised not serious not serious not serious very serious ° none 10/20 (50.0%) 7/21(33.3%) OR 2.00 167 more @@ OO
trials (0.57 to 7.06) per 1,000 Low
(from 112
fewer to
446 more)
serious adverse events
1 randomised not serious not serious not serious very serious ? none 10/20 (50.0%) 8/21(38.1%) OR1.63 120 more @@ OO
trials (0.47 to 5.63) per 1,000 Low
(from 157
fewer to
395 more)
deaths
1 randomised not serious not serious not serious not serious * none 0/20 (0.0%) 0/21 (0.0%) not estimable since no deaths happened in both groups
trials

relapses


https://doi.org/10.1002/art.40876
https://doaj.org/toc/1478-6362
https://doi.org/10.1186/s13075-019-1837-7

38. Certainty assessment .
Ne of patients Effect
I i Certainty Importance
ora ora
Ne of LEELIT Absolute
. Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations glucocorticoids glucocorticoids
studies ) (95% C1) (95% C1)
with abatacept alone
1

randomised not serious not serious not serious very serious * none 10/20 (50.0%) 14/21 (66.7%) OR 0.50 167 fewer @@ OO
trials (0.14 to0 1.77) per 1,000 Low
(from 448
fewer to
113 more)

Cl: Confidence interval; OR: Odds ratio

Explanations

a. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth

e References:
- Randomized controlled trials:

Author Year Title
C. A. Langford, | 2017 | A Randomized, Double-Blind Trial of Abatacept (CTLA-4Ig) for the Treatment of Giant Cell Arteritis

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 18: In patients with newly diagnosed GCA, what is the impact of alternate day oral glucocorticoids versus daily oral
glucocorticoids on cumulative glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?

e Critical Outcomes: Activity of disease, Clinical symptoms, disease related damage, relapse, serious adverse events, infection, toxicity.
39. In patients with newly diagnosed GCA, what is the impact of alternate day oral glucocorticoids versus daily oral glucocorticoids on cumulative

glucocorticoid dose, disease-related outcomes, and treatment-related adverse events?
40.

Certainty assessment Ne of patients _
iBaE I 4 ] T i el - Certainty Importance
o of q A q A . - . . alternate day ora aily oral elative solute
A Study design Risk of bias Inconsistenc! Indirectness Imprecision Other considerations . o
studies Y 8 Y P glucocorticoids glucocorticoids (95% CI) (95% ClI)

remission at 4 weeks



Certainty assessment Ne of patients Effect
Ne of Iternate day oral daily oral Relati Absolut — e
© of alternate day ora aily oral elative solute
Study design Risk of bias Inconsistenc Indirectness Imprecision Other considerations
studies Y 8 Y P glucocorticoids glucocorticoids (95% CI) (95% ClI)

randomised serious ? not serious not serious serious ® none 6/20 (30.0%) 16/20 (80.0%) ORO0.11 494 fewer @@ OO
trials (0.03 to 0.46) per 1,000
(from 693 Low
fewer to
152 fewer)
Hypercortisonism at 4 weeks
1 randomised serious ° not serious not serious serious ° none 2/20 (10.0%) 7/20 (35.0%) ORO0.21 248 fewer @@ OO
trials (0.04 to 1.16) per 1,000
(from 329 Low
fewer to 34
more)

Cl: Confidence interval; OR: Odds ratio

Explanations

a. Blinding of participants and personnel (performance bias) not done, blinding of outcome assessment (detection bias) not done
b. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth

e References:
- Randomized controlled trials:

Author Year Title
Daily and alternate-day corticosteroid regimens in treatment of giant cell arteritis: comparison in a
G. G. Hunder | 1975 prospective study

Giant Cell Arteritis (GCA)

Medical Treatment

e PICO question 19: In patients with newly diagnosed GCA, what is the impact of statin use versus not using a statin on cardiovascular
events, disease-related outcomes, and treatment-related adverse events?

e Critical Outcomes: Disease related damage, death, patient reported outcomes, serious adverse events, toxicity.




41. In patients with newly diagnosed GCA, what is the impact of statin use versus not using a statin on cardiovascular events, disease-related
outcomes, and treatment-related adverse events?

42. Certainty assessment .
Ne of patients

Certainty Importance

s:‘:d?efs Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations not using Statin gesl;:lgle) ;(\:;;I::)e

Visual manifestations

2° observational not serious serious ° not serious very serious © none 11/47 (23.4%) 28/128 (21.9%) OR1.03 5 more per @O OO
studies (0.47 to 2.25) 1,000
(from 102
fewer to
168 more)

VERY LOW

Fever

2° observational not serious not serious not serious very serious © none 8/47 (17.0%) 20/128 (15.6%) OR0.97 4 fewer per @O OO
studies (0.37 to 2.51) 1,000
(from 92
fewer to
161 more)

VERY LOW

Headache

2° observational not serious not serious not serious very serious © none 43/47 (91.5%) 116/128 (90.6%) OR1.17 13 more @O OO
studies (0.35 to0 3.85) per 1,000
(from 134
fewer to 68
more)

VERY LOW

Relapse first year ¢

22 observational not serious not serious not serious very serious © none 23/47 (48.9%) 52/128 (40.6%) OR1.71 133 more @O OO
studies (0.81t0 3.59) per 1,000
VERY LOW
(from 50
fewer to
304 more)

Cardiovascular hospitalization

14 observational not serious not serious not serious serious © none 0/28 (0.0%) 18/75 (24.0%) OR0.06 221 fewer @O OO
studies (0.01to 1.01) per 1,000
VERY LOW
(from 237
fewer to 2
more)

Cl: Confidence interval; OR: Odds ratio

Explanations

a. Narvaez, 2007 and Garcia, 2004

b. The effect estimate (OR) in Narvaez,2007 does not meet with the confidence interval of the OR in Garcia, 2004

c. Clinical action would differ if the upper versus the lower boundary of the Cl represented the truth

d. Pugnet, 2016

e. Shmidt, 2013 could not be pooled but had consistent results, it showed that while not statistically significant, statin users may be more likely to experience a first relapse (HR: 1.40; 95% ClI: 0.96, 2.03; p=0.07).



e References:
- Randomized controlled trials:
None

- Comparative observational studies:

Author Year Title

J. Narvaez 2007 Statin therapy does not seem to benefit gian