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What is this review about?

Induction and maintenance therapy for renal vasculitis.

What are the findings?

Plasma exchange used as adjunctive treatment to immunosup-
pression reduced the risk of end-stage renal failure at 3 (two studies;
147 participants; Relative Risk (RR) 0.43; 95% CI 0.23-0.7;

Plasma exchange Control
Study or Subgroup Events Total Events Total Weight

P=0%; Number Needed to Treat (NNT) =5) and 12months
(six studies; 235 participants; RR 0.45; 95% CI 0.29-0.72;
FP=0%; NNT=5) (Fig. 1). Pulse cyclophosphamide is as effective
as continuous cyclophosphamide in remission induction but leads
to an increased risk of relapse (four studies; 235 participants; RR
1.79; 95% CI 1.11-2.87; =0%; Number Needed to Harm
(NNH) =5) (Fig. 2). Rituximab is as effective as cyclophosphamide
for remission induction with a similar side effect profile. My-
cophenolate is possibly more effective than cyclophosphamide for
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1.3.1 One month

Szpirt 2011 0 16 5 16 100.0%
Subtotal (95% CI) 16 16 100.0%
Total events 0 5

Heterogeneity: Not applicable
Test for overall effect: Z = 1.67 (P = 0.10)

1.3.2 Three months

MEPEX Study 2007 1 59 23 56 95.5%
Szpirt 2011 0 16 4 16 4.5%
Subtotal (95% CI) 75 72 100.0%
Total events 1 27

Heterogeneity: Tau? = 0.00; Chi? = 0.94, df =1 (P = 0.33); I?= 0%
Test for overall effect: Z = 2.77 (P = 0.006)

1.3.3 Six months

Cole 1992 1 16 5 16 23.1%
Glockner 1988 2 15 0 12 121%
Rifle 1980 2 6 6 7 52.0%
Szpirt 2011 0 16 4 16 12.9%
Subtotal (95% CI) 53 51 100.0%
Total events 5 15

Heterogeneity: Tau? = 0.22; Chi? = 3.59, df =3 (P = 0.31); I? = 16%
Test for overall effect: Z = 1.79 (P = 0.07)

1.3.4 Twelve months

Cole 1992 3 16 5 16  13.5%
Mauri 1985 3 8 7 9 23.0%
MEPEX Study 2007 10 51 22 51 51.9%
Pusey 1991 1 21 1 17 2.9%
Rifle 1980 1 6 5 8 6.1%
Szpirt 2011 0 16 4 16  2.6%
Subtotal (95% ClI) 118 117 100.0%
Total events 18 44

Heterogeneity: Tau? = 0.00; Chi? = 1.69, df =5 (P = 0.89); I = 0%
Test for overall effect: Z = 3.36 (P = 0.0008)

1.3.5 Five years

Szpirt 2011 1 16 1 16 100.0%
Subtotal (95% ClI) 16 16 100.0%
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

Fig. 1 The effect of plasma exchange on end-stage renal failure.

156

0.09 [0.01, 1.52] i—
0.09 [0.01, 1.52] =

0.45[0.24, 0.84]
0.11[0.01, 1.91]
0.43 [0.23, 0.78]

0.20 [0.03, 1.53]
4.06[0.21, 77.37]
0.39[0.12, 1.25]
0.11[0.01, 1.91]
0.38 [0.13, 1.10]

0.60 [0.17, 2.10]
0.48[0.18, 1.26]
0.45[0.24, 0.86]

0.81[0.05, 12.01]
0.27 [0.04, 1.73]
0.11[0.01, 1.91]
0.45[0.29, 0.72]

o | ls] OM ¢

1.00 [0.07, 14.64] i
1.00 [0.07, 14.64]

! 1 1 1
0.001 0.1 1 10 1000
Favours PE Favours control

© 2016 Asian Pacific Society of Nephrology



Cochrane commentary

Pulse Continuous Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.5.1 One year
CYCLOPS Study 2004 7 62 6 55 66.6% 1.03[0.37, 2.89]
Haubitz 1998 5 22 2 25 33.4% 2.84[0.61, 13.21]
Subtotal (95% Cl) 84 80 100.0% 1.45 [0.57, 3.69]
Total events 12 8

Heterogeneity: Tau? = 0.07; Chi? = 1.15, df = 1 (P = 0.28); 1> = 13%
Test for overall effect: Z = 0.78 (P = 0.44)

2.5.2 Two years

Haubitz 1998 5 22 3 25 100.0%
Subtotal (95% CI) 22 25 100.0%
Total events 5 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)

2.5.3 Untimed

Adu 1997 5 12 6 20 25.1%
CYCLOPS Study 2004 13 62 6 54 28.0%
Guillevin 1997 12 23 3 17  18.6%
Haubitz 1998 8 22 6 25 28.4%
Subtotal (95% CI) 119 116 100.0%
Total events 38 21

Heterogeneity: Tau? = 0.00; Chi? = 1.25, df = 3 (P = 0.74); I = 0%
Test for overall effect: Z = 2.40 (P = 0.02)
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Fig. 2 Comparison of pulse and continuous cyclophosphamide. Effect on relapse rate.

remission induction at 6 months (three studies; 217 participants;
RR 1.17; 95% CI 1.02-1.35; F=4%) but resulted in a shorter
time to relapse compared with azathioprine when it was used
as a maintenance agent (one study; 156 participants; RR 1.47;
95% CI 1.04-2.09). In maintenance therapy, azathioprine is
equivalent to cyclophosphamide. Mycophenolate, methotrexate
and leflunomide are all potential alternatives for maintenance.

What are the findings based on?

Thirty-one studies (2217 participants) were included in the re-
view. Twenty-two studies investigated treatments for induction
of remission, and nine studies investigated maintenance
therapy. Eight studies assessed the use of plasma exchange in re-
mission induction. Four studies compared pulse with continu-
ous cyclophosphamide. Ten studies compared other agents
such as rituximab, mycophenolate and IVIg. Maintenance treat-
ment was investigated by nine studies comparing agents such as
azathioprine, mycophenolate, leflunomide and methotrexate.
Heterogeneity for the main results was low, as reflected in the
P scores. Risk of bias was low on more than 50% of the scored
domains. Older studies generally had a higher risk of bias.

Implications for practice

¢ Plasma exchange is indicated for renal vasculitis in patients
with significant renal damage, reducing the number of pa-
tients requiring renal replacement therapy by half.
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e Pulse cyclophosphamide is equivalent to continuous cyclo-
phosphamide for remission induction, but patients are more
likely to relapse.

e Rituximab is effective as an induction agent, but there is no
evidence for its superiority over cyclophosphamide.

e Mycophenolate is an effective induction agent, but is
untested in severe renal failure.

e Arzathioprine is the first-line agent for maintenance treat-
ment, but mycophenolate, methotrexate or leflunomide
are potential alternatives.

Clinical perspective

This review establishes the place of plasma exchange in the pre-
vention of end-stage kidney disease for patients with renal vas-
culitis. A previous review combined death and end-stage renal
failure as a composite endpoint and reported a non-significant
result, arguing that the data did not support any impact on hard
outcomes. Plasma exchange has no impact on death, so in com-
bining a death endpoint with end-stage kidney disease, this had
the effect of making the composite non-significant. This review
clearly demonstrates a highly significant effect on End Stage
Kidney Disease (ESKD). The PEXIVAS study is currently
recruiting, and synthesis may change once PEXIVAS results
are incorporated.

Pulse cyclophosphamide, whilst giving a good remission rate,
resulted in a significantly higher number of relapses. It is also
notable that twice as many patients were left on dialysis after
pulse therapy, and although this did not reach statistical signif-
icance, it is clinically important and needs further clarification.
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Mycophenolate induced more remissions at 6 months com-
pared with cyclophosphamide. This effect is currently demon-
strated at a single time point and needs further confirmation
for the longer term. Rituximab is shown to be equivalent to cy-
clophosphamide for remission induction, but did not show any
improvement in side effect profile. Whilst avoidance of infertil-
ity in women of child-bearing age is an advantage, there is no
hard data to otherwise justify its expense. There no compara-
tive data between rituximab and mycophenolate.

In maintenance therapy, Azathioprine is the clear first-line
agent. In second-line choices, the design of the various studies
makes it difficult to establish a clear ranking of agents. Metho-
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trexate is cheap and easy to use, but contraindicated in renal
and hepatic impairment. Mycophenolate is a good induction
agent and can be continued in maintenance with little disad-
vantage. Leflunomide is widely used in rheumatoid arthritis
and helpful if other agents are not able to be employed.

Future research is already addressing the use of rituximab in
maintenance therapy. The interesting questions will be what
sort of improvements in clinical care come and at what cost.
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