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Background: Therapy-related serious adverse events (SAEs) are important
causes of morbidity in patients with GPA or MPA. Long-term safety data of
rituximab in GPA/MPA are limited.

Obijectives: To characterize safety events in an observational registry of patients
with GPA/MPA initiating rituximab.

Methods: This interim analysis of RaVeR, an ongoing open-label real-world
study of adult patients with GPA or MPA initiating rituximab (dose/frequency
determined by investigator), was conducted when 50% of patient-years (PY) were
collected (July 2015). Safety events included serious infections (Sl), infusion-
related reactions (IRR), serious cardiac events, malignancies, and other serious
events. Crude incidence rates (IR) and 95% Cl were calculated. Trial registration
number: NCT01613599

Results: 97 patients (291 PY) received rituximab, of whom 70% received rituximab
retreatment. Median follow-up was 2.4 years. Overall, 91% of patients were ANCA-
positive and 78% had GPA. 17 patients (17.5%) had a history of plasmapheresis or
dialysis; 20 (20.6%) were receiving rituximab plus cyclophosphamide at baseline.
33 patients had 71 SAEs (32.4/100 PYs [95% Cl: 25.32—-40.89]). 11 patients had
20 Sls (9.13/100 PYs [95% Cl: 5.58-14.10]). 9 patients (9.3%) experienced 13
serious cardiovascular (CV) events (5.93/100 PYs [95% ClI: 3.16—10.15]), 12 of
which were reported as unrelated to rituximab. Of the 13 CV events, 9 were atrial
arrhythmias and most patients had associated renal or CV disease history. There
were no serious IRRs or SAEs within 24 hours of rituximab infusion. There were
6 deaths (2.74/100 PYs [95% CI: 1.01-5.96]); causes of death included septic
shock, interstitial lung disease, congestive heart failure, cardio-respiratory arrest
and 2 deaths of unknown etiology. The severe disease flare rate was 5.94/100
PYs (95% Cl: 3.16—10.15). Among patients who received rituximab retreatment,
the IRs of SAEs (26.1/100 PYs) and Sls (7.29/100 PYs) were not increased
compared with the overall cohort.

Table. Observed safety events of interest
Number of events
71in 33 pts (34%)
20in 11 pts (11%)
13 in 9 pts (9%)

IR per 100 PY (95% ClI)
32.42(25.31040.9)
9.13(5.58t0 14.1)
5.93(3.161t0 10.15)

Serious vascular events 6in 5 pts (5%) 2.74(1.0110 5.96)

Malignancies 2in 2 pts (2%) 0.91(0.11 to 3.30)

IR, incidence rate; PY, patient-year; SAE, serious adverse event.

All SAEs
Serious infections
Serious cardiac events

Conclusions: In this interim analysis of patients with GPA/MPA treated with
rituximab, SAEs were not increased compared with comparable cohorts of patients
with renal involvement. Safety events did not increase with rituximab retreatment.
These results are consistent with the known safety profile of rituximab and provide
preliminary long-term, practice-level safety data for rituximab in GPA/MPA.
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Background: Although temporal artery biopsy (TAB) has been the gold standard
for diagnosis of GCA, ultrasound has superior sensitivity but lower specificity.
Occasionally, histological evidence of inflammation is restricted to the vasa
vasorum, the periadventitial small vessels, or both, which could limit the
diagnostic sensitivity of ultrasound for GCA. Moreover, false positive ultrasound
results have been described in patients with arteriosclerosis on histology.
Objectives: To compare histologic findings with ultrasound results from patients
with suspected GCA included in the TABUL study (a multinational study to assess
the relative performance of ultrasound and TAB for diagnosing GCA).

Methods: All patients with newly suspected GCA underwent an ultrasound
of both temporal and axillary arteries, followed by a TAB, within 7 days of
commencing glucocorticoid therapy. TAB pathological diagnoses were analysed
and the different histologic features were compared with the ultrasound results
using Chi-square or Fisher exact tests.

Results: Results for TAB and ultrasound were available in 388 patients (69%
with a final clinician’s diagnosis of GCA). An artery was definitely obtained in
363 (94%) TABs; the pathological diagnosis was GCA in 104 (29%) cases,
arteriosclerosis in 35 (10%), normal in 203 (56%) and other conditions in 21 (6%).
All TABs compatible with GCA also had a final clinician’s diagnosis of GCA (73%
with positive ultrasound). Table 1 shows that ultrasound positivity occurred more
frequently in patients where the media was the predominant site of inflammation
(p=0.01). The ultrasound result was positive in 9 (26%) cases where TAB was
consistent with arteriosclerosis, 8 (89%) of whom had a final clinician’s diagnosis
of GCA. The ultrasound was positive in 64 (32%) cases where TAB was normal,
52 (81%) of whom had a final clinician’s diagnosis of GCA.

Table 1: Relationship between the histologic features of patients with a TAB diagnosis of GCA and ultrasound results
Histologic features (n patients)

Ultrasound positive  Ultrasound negative p value

(n=76) (n=28)
Predominant site of inflammatory cellular infiltrate
intima infiltrate (n=8) 7 (87.5%) 1(12.5%) 0.679
IEL infiltrate (n=13) 10 (76.9%) 3(23.1%) 1.000
Predominant media infiltrate (n=21) 20 (95.2%) 1(4.8%) 0.010
i ia infiltrate (n=19) 11 (57.9%) 8 (42.1%) 0099
vasa vasorum infiltrate (n=4) 2 (50%) 2 (50%) 0.293
transmural infiltrate (n=39) 26 (66.7%) 13 (33.3%) 0.254
Histologic specific findings
Presence of giant cells (n=74) 58 (78.4%) 16 (21.6%) 0.056
Presence of vessel complete (n=24) 17 (70.8%) 7 (29.2%) 0.778
Presence of IEL fragmentation (n=86) 61 (70.9%) 25 (30.1%) 0.386
Presence of intimal hyperplasia (n=91) 65 (71.4%) 26 (28.6%) 0.506

TAB = temporal artery biopsy; IEL= Internal elastic lamina

Conclusions: Amongst patients with suspected GCA, ultrasound is more likely
to be positive when histological inflammation is predominantly present in the
intima-media. No significant correlation between histologic findings and negative
ultrasound results was found, but the small number of cases with predominant
vasa vasorum infiltrates in our cohort limited this analysis. There was only one
false positive ultrasound in patients with arteriosclerosis on TAB.
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Background: Kidneys are major organs targeted by antineutrophilic cytoplasmic
antibody (ANCA)-associated vasculitis (AAV). Clinical manifestations, laboratory
data, and prognosis of AAV with renal involvement at diagnosis are not
elucidated.



