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Viral blips reflecting PCR artefacts or transient low-level replication are
well described in the HIV setting’>. The epidemiology of such blips in
transplant recipients screened for CMV with PCR is uncertain, and was

investigated in a cohort of solid organ (SOT) and haematopoietic stem cell

(HSCT) recipients.

AIM OF THE STUDY

» To study the prevalence and distribution of CMV blips among SOT and
HSCT recipients

* Determine the probability of the first positive CMV PCR being a CMV
blip

* Investigate if CMV blips can predict subsequent CMV infection

METHODS AND DESIGN

SOT and HSCT recipients transplanted between 2010-2015, who had a
known donor (D)/recipient (R) CMV IgG serostatus (D+/R+, D+/R- or D-
/R+), and with 23 CMV PCRs fulfilling the CMV PCR triplicate criteria
(Figure 1) were included (N=851). Odds ratio (OR) for factors associated
with a triplicate being a blip was estimated using logistic regression.
Whether blips affected the hazard ratio (HR) for subsequent CMV
infection was determined with a Cox model.

RESULTS

851 transplant recipients generated 3,883 CMV PCR triplicates (104 blips,

307 infections, 3,472 negatives) (Figure 1 and Table 1). Of the 307 CMV
infection triplicates, 233 were first time infections and the remaining 74
constituted recurrent infection/s. Out of the 104 CMV PCR triplicates

representing CMV blips, 53 were first time blips that occurred before CMV

infection.
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Figure 2
Distribution of CMV blips the first positive CMV PCR tripli

positive indicator CMV PCR sample of the triplicate, and decreased with
increasing viral load (Figure 2). This pattern also persisted after
stratifying for type of transplantation and risk associated with CMV IgG
serostatus (Figure 2).

The Odds Ratio (OR) of a triplicate representing a blip decreased with
increasing viral load of the second sample ([vs=273 IU/ml]; >273-910
IU/mL: OR 0.2 [95% CI 0.1-0.5], >910 IU/mL: 0.08 [95% CI 0.02-0.2], p
<0.0002) and increased with intermediary/low risk serostatus (vs high
risk) (2.8 [95%Cl 1.2-5.5] p=0.01) (Table 2). If the cumulative exposure to
viremia in the CMV blips was >910 IU/mL, there was a higher risk of
subsequent CMV infection (HR 4.6 [95% CI 1.2-17.2] p=0.02) (Figure 3).

CONCLUSIONS

In this study, we demonstrate that CMV blips occur in approximately 19%
of the first positive CMV PCR samples obtained while screening
transplant recipients with CMV PCR. CMV blips are particularly frequent
if the viral load of the first positive PCR (the indicator sample in Figure 1)
is at the detection limit or if the patient has intermediary/low risk
serostatus.
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Furthermore, the cumulative viral load of CMV blips influence the risk of
CMYV infection, suggesting that these blips at least partly reflect low-level
viremia rather than merely intermittent false positive results caused by
the technology.

Thus, the characteristics of CMV blips are important markers for
subsequent infection. Upon detection of a first positive CMV PCR, these
observations should be carefully considered by the clinician before
initiation of anti-CMV treatment.
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Figure 3
Forest plot of HR [95% CI] for a first CMV infection after
transplantation

Adjusted HR (95% Cl)  prvalue

Intermediaryllow risk serostatus (ref.)** Ref.

High risk serostaus™ e 202340 <0000t

No blips (ref.) Ref.

Cumulative viral load of bips 910 1UimL ~ F——th—— 14(0.524) 08
Cumulative viral load of blips >910 IU/mL. i 46012172 0.02
r T
N N K

Ratlo (HR) [95% CI] for

*Time dependent variables ted accordingly, and death s a competing risk. The model also
i djust , heart, lung,

cord blood
al cord blood transplar ipients had an
1.03-2.3], p=0.03) and umbilical blood cord (HR

jated with a high risk of CMV infection while D-
ients, D-/R: iated wi isk

References:

(1) Nettles RE et al JAMA 2005 Feb
16;293(7):817-29.

(2)Fung IC et al, J Acquir Immune Defic
Syndr 2012 May 1;60(1):5-11.

(3) Sorstedt E et al, BMC Infect Dis 2016 Jun
21;16:305.

(4)Masquelier B et al, J Clin Virol 2005
May;33(1):75-8.

(5)Havlir DV et al JAMA 2001 Jul
11;286(2):171-9.

Download poster at: www.chip.dk

Centre of Excellence fc
Health, Immunity and Infections

al
Rigshospitalet [ ]
! .

CENTRE OF EXCELLENCE FO! SONALISED MEDICINE
OF INFECTIOUS COMPLICAT N IMMUNE DEFICIENCY

Danmarks
PERSI M UNE M Grundforskningsfond




