NEPHROLOGY

Nephrology 18 (2013) 237-238

COCHRANE COMMENTARIES

T |
doi:10.1111/nep.12020

Edited by Angela Webster (angela.webster@sydney.edu.au)
Written by Maleeka Ladhani (mladhani@med.usyd.edu.au)

Antiviral medications for preventing cytomegalovirus disease (CMV)
in solid organ transplant recipients

What is this review about?

This review evaluates the benefits and harms of antiviral
medications as prophylaxis after solid organ transplant
(kidney, heart, liver, lung, pancreas) to prevent CMV disease.
This includes prophylaxis with antiviral medications com-
pared with placebo or no treatment, the comparative efficacy
and safety of different antiviral medications and of different
durations of the same antiviral agent. It does not include a
comparison of prophylaxis versus pre-emptive treatment, as
this is discussed in a separate systematic review (see the
accompanying commentary).

What are the findings?

The use of antiviral prophylaxis versus no prophylaxis
reduced CMV disease (see the forest plot in Fig. 1), CMV
infection and all cause mortality (see forest plot in Fig. 2),
primarily by reducing CMV related mortality, in transplant
recipients of all ages who have at risk CMV status (CMV +ve
or CMV recipients of CMV +ve organs) pre-
transplantation. There was also a reduction in herpes

—-ve

simplex and zoster, bacterial and protozoal infections. No
significant benefit was found for fungal infections, acute
rejection or graft loss. There was an increase in the risk of
neurological dysfunction (hallucinations, headaches etc)
with ganciclovir and valaciclovir compared with placebo or
no treatment. The decrease in CMV disease was consistent
regardless of organ transplanted, treatment with an anti-
Ilymphocyte agent and CMYV serostatus. Comparing antiviral
medications, ganciclovir was more effective than aciclovir for
CMV disease prevention and also resulted in less leucopae-
nia. Valganciclovir did not differ significantly from ganciclo-
vir. Considering duration of treatment, extended duration
prophylaxis in kidney or lung transplant recipients signifi-
cantly reduced the risk of CMV disease compared with the
standard 3 months of therapy with the only trade off being
more leucopaenia, with no other severe treatment associated
side effects noted.

What are the findings based on?

Thirty seven randomised control trials (4342 patients) were
included in the data synthesis. Nineteen trials compared

Antiviral medication Placebo/no treatment Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 All symptomatic CMV disease
Rostaing 94-Kidney 1 19 2 18  08% 0.47 [0.05, 4.78) —
Ahsan 97-Kidney 1 21 6 22 1.0% 0.17 [0.02, 1.33] B
Egan 02-Heart 2 14 6 13 2.0% 0.31[0.08, 1.27] e——
Conti 95-Kidney 2 22 13 18 2.1% 0.13 [0.03, 0.49)
Saliba 93-Liver 4 60 14 80  3.4% 0.29 (0.10, 0.82) e
Gavakia 97-Liver 4 37 11 36 34% 0.35[0.12, 1.01) ——
Balfour 89-Kidney 4 53 15 51  35% 0.26 [0.09, 0.72] _—
Brennan 97 - Kidney 4 19 14 23 43% 0.35[0.14, 0.88) ENEe
Kletzmayr 96-Kidney 9 22 4 10  45% 1.02[0.41, 2.54) ——
Macdonald 95-Heart 6 28 10 28 4.9% 0.60 [0.25, 1.43] -1
Gane 97-Liver 7 150 k| 154 57% 0.23 [0.11, 0.51) —
Pouteil-Noble 96-Kidney 6 24 14 26 59% 0.46 [0.21, 1.01) 1
Barkholt 99-Liver 7 28 14 27T  6.4% 0.48[0.23, 1.01) —
Cohen 93-Liver 9 33 1 32 6.5% 0.79 [0.38, 1.65] e
Hibberd 95-Kidney 9 64 16 49 66% 0.43 [0.21, 0.89) -
Leray 95-Kidney 6 13 9 10 85% 0.51 [0.28, 0.96) ——
Rondeau 93-Kidney 8 17 11 15 9.3% 0.64 [0.36, 1.16] -
Merigan 92-Heart 12 76 3 73 9.4% 0.37 [0.21, 0.67] o
Lowance 99-Kidney 18 306 60 310 11.8% 0.30 (0.18, 0.50) —
Subtotal (95% CI) 1006 975 100.0% 0.42 [0.34, 0.52] ¢
Total events 119 202
Heterogeneity: Tau? = 0.03; Chi* = 20.59, df = 18 (P = 0.30); F = 13%
Test for overall effect: Z = 8.35 (P < 0.00001)

Fig. 1 Prophylaxis versus placebo or no treatment: outcome CMV disease.

© 2013 The Authors
Nephrology © 2013 Asian Pacific Society of Nephrology

237



Cochrane commentaries

Antiviral medication Placebo/no treatment

Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.6.1 CMV disease

Lowance 99-Kidney 0 306 1 310 12.0% 0.34 [0.01, 8.26) -

Hibberd 95-Kidney 0 64 1 49 12.2% 0.26 [0.01, 6.16] N

Cohen 93-Liver 0 33 1 32 123% 0.32 [0.01, 7.66] .

Ahsan 97-Kidney 0 21 1 22 124% 0.35[0.01, 8.11] o

Balfour 89-Kidney 0 53 2 51 13.6% 0.19[0.01, 3.92] =g
Gane 97-Liver 0 150 7 154 15.1% 0.07 [0.00,1.19) — =T
Barkholt 99-Liver 1 28 2 27 224% 0.48 [0.05, 5.01) —_—
Subtotal (95% ClI) 655 645 100.0% 0.26 [0.08, 0.78] "

Total events 1 15

Heterogeneity: Tau® = 0.00; Chi* = 1.32, df =6 (P = 0.97), I’ = 0%

Test for overall effect: Z = 2.40 (P = 0.02)

1.6.2 Other causes

Ahsan 97-Kidney 0 21 0 22 Not estimable

Hibberd 95-Kidney 1 64 1 49 3.2% 0.77 [0.05, 11.94] S R
Balfour 89-Kidney 2 53 1 51 43% 1.92 [0.18, 20.58] B I CE—
Cohen 93-Liver 1 33 5 32 56% 0.19 [0.02, 1.57] = I
Barkholt 99-Liver 5 28 8 27 251% 0.60 [0.23, 1.61] —
Lowance 99-Kidney 7 306 13 310 29.7% 0.55[0.22, 1.35) —T

Gane 97-Liver 10 150 9 154 32.0% 1.14 [0.48, 2.73] T
Subtotal (95% ClI) 655 645 100.0% 0.71 [0.44, 1.17])

Total events 26 37

Heterogeneity: Tau? = 0.00; Chi? = 3.74, df = 5 (P = 0.59);, I = 0%

Test for overall effect: Z = 1.34 (P = 0.18)
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Fig. 2 Prophylaxis versus placebo or no treatment: outcome all-cause mortality.

aciclovir (6 trials), ganciclovir (11 trials) or valaciclovir (2
trials) with placebo or no treatment for recipients of different
solid organ transplants (17 trials kidney, 12 trials liver, 3 trials
heart, 2 trials lung, 2 trials all, 1 trial combined heart/lung).
Fifteen of these trials excluded negative CMV status in both
donor and recipient. A further 13 trials compared different
antiviral agents and 5 trials compared ditferent regimens of
the same antiviral agent.

Domains of methodological quality in the design and
reporting of included trials were generally not well reported.
Sequence generation and allocation concealment were at
low risk of bias in 12/37 trials (32%). Ten out of 37 (27%)
trials and 9/37 (24%) trials had appropriate blinding of
participants/investigators and outcome assessors respec-
tively. Attrition bias was low in the majority of trials (92%).
Thirteen of the 37 (35%) trials were sponsored by the phar-
maceutical industry.

Implications for practice

e CMV prophylaxis in CMV positive recipients or in CMV
negative recipients of CMV donor positive organs for at least
three months reduces the risk of CMV disease and all-cause
mortality in solid organ transplant recipients
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e CMYV prophylaxis also reduces the risk of other opportun-
istic infections

e Valganciclovir is as effective as ganciclovir which is more
effective than aciclovir

e Extended duration CMV prophylaxis may be considered
for higher risk kidney and lung transplant candidates

Clinical perspective

This systematic review supports the use of prophylaxis to
prevent CMV disease with antiviral medications in all solid
organ transplant recipients with either positive CMV donor
and/or recipient serostatus. There is insufficient information
to comment on its use in CMV seronegative recipients of
organs from seronegative donors. Extended duration of
antiviral prophylaxis in kidney and lung transplants has
been shown to be more effective than standard 3 month
prophylaxis.
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