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Abstract

Background: Transfusion-Transmitted Zika virus (TT-ZIKV) has become an emerging threat to world blood banks
due to the fast spread of ZIKV epidemics and high rate of asymptomatic infections. For the risk assessment of ZIKV
infection in blood products, relevant studies in blood donations or blood donors tested for ZIKV were collected
and analyzed systematically. The overall prevalence of ZIKV infection were estimated through meta-analysis and
potential risk factors were detected. The results will provide important clues for the protocol design of blood
screening tests.

Methods: Relevant articles about the rate of ZIKV detected in blood samples were identified from PubMed,
Scopus and Web Of Science using key terms search strategy until October 7, 2017. Eligible articles were
screened following inclusion and exclusion criteria. Meta-analysis and subgroup analyses were performed by
software R3.4.1. Overall postdonation and posttransfusion follow-ups were analyzed.

Results: Ten literatures (528,947 blood samples) were included for meta-analysis. The overall pooled prevalence of
ZIKV (RNA and antibody) in blood donations was 1.02% (95%CI 0.36-1.99). The pooled prevalence of ZIKV RNA in blood
donations was 0.85% (95%Cl 0.21-1.88) less than the pooled prevalence of anti-ZIKV antibodies 1.61% (95%CI 0.03—
5.21), however the difference was not statistically significant (p = 0.52). The prevalence varied significantly in different
geographical regions (p < 0.001). Blood donations were more than two times likely to be infected by ZIKV in Zika
epidemic period (1.37, 95%Cl 0.91-1.91) than in non-epidemic period (0.61, 95%Cl 0-2.55). The prevalence of anti-ZIKV
antibodies (1.61, 95%ClI 0.03-5.21) was almost twice as much as ZIKV nucleic acid detected in blood donations (0.85,
95%Cl 0.21-1.88). However, statistically significant differences were not observed. A total of 122 ZIKV positive blood
donors were followed, of which 48 (39%) reported symptoms postdonation, but none of the 13 followed recipients
reported any clinical symptoms related to Zika infection posttransfusion.

Conclusion: The pooled prevalence of Zika infection in blood donations was 1.02%. The prevalence varied greatly and
reached to high-risk level in most of the situations. The results suggest that nucleic acid tests (NAT) for blood screening
and pathogen reduction/inactivation technology (PRT) should be implemented in Zika-endemic areas and appropriate
strategies should be designed according to different conditions. More studies are needed in the future to provide
more evidence.
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Background

As a zoonotic pathogens and reemerging arbovirus, Zika
virus (ZIKV) has caught extensive attention since its
outbreak in Brazil 2015 [1]. ZIKV belongs to the genus
Flavivirus, family Flaviviridae. It shares many biological
and molecular characteristics in symptoms, genome and
pathogenicity with other family members such as dengue
virus (DENV), yellow fever virus (YFV), West Nile virus
(WNV) and Japanese encephalitis virus (JEV) [2]. Ap-
proximately 80% of Zika infections are asymptomatic [3,
4], the remainder usually develop non-specific clinical
symptoms such as mild fever, rash, arthralgia, myalgia,
conjunctivitis and headache [5]. Nevertheless, sometimes
ZIKV infection can lead to much severer neurological
complications, such as Guillain-Barre Syndrome in
adults [6, 7] and microcephaly in neonates [8].

ZIKV is transmitted to humans mainly through Aedes
mosquitoes bite, but it can also be spread by sexual ac-
tivities, maternal-fetal pathway, physical contact and
blood transfusion [3, 9]. ZIKV RNA has been detected
in blood, semen, saliva, urine and other biofluids sam-
ples, but the viremia period of ZIKV is not definite. It
was estimated that the median incubation period for the
infection was 5.9 days and the virus was detectable in
blood for 9.9 days [10]. Notably, ZIKV RNA can persist
in serum up to 54 days in some cases [11]. So, asymp-
tomatic infectors in viremia period can be a nonnegligi-
ble source of ZIKV transmission and largely increase the
risk that blood donations were already contaminated be-
fore collection.

WHO [12] and FDA [13] have instituted multiple inter-
ventions to reduce the risk of transfusion-transmission
(TT) ZIKV, such as deferral of blood collection in en-
demic areas and donors returned from Zika-endemic
countries within 28 days; import of blood from low-risk
regions; screening blood donations by ZIKV NAT (Nu-
cleic Acid Tests) and/or treating them with PRT (Patho-
gen Reduction/inactivation Technology). On March 30,
2016, the first ZIKV NAT assay for blood screening was
permitted by FDA for emergency use, enabling the blood
collection in Puerto Rico resumed [14]. However, there
are opposite attitudes towards mandating routine screen-
ing of ZIKV in blood collections because it is time-
consuming and costly. Some consider that the TT risk of
Zika in their country is low [15, 16], and there is no urgent
need to introduce universal screening of donated blood
for ZIKV [17]. On the other hand, some studies men-
tioned that present measures were not effective enough to
prevent transfusion of ZIKV RNA-reactive blood prod-
ucts, and ZIKV NAT should be used [18, 19]. Their atti-
tudes varied greatly depend on the prevalence rate of
ZIKV considered as low or high by different public health
officials in different areas, but the cut-off value hasn’t been
revealed. ZIKV TT risk modeling is not yet available to
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date due to the absence of critical parameters [20] and US
FDA Zika guidance remained to be evaluated by a formal
risk assessment and stakeholder consultation [21]. Many
factors can influence the interventions to reducing TT risk
of ZIKV, including social, economic and ethical factors,
but the foremost factor is the infection rate of ZIKV in
blood components, which should be a topic for further
discussions. In this study, we performed the first system-
atic review and meta-analysis to assess the prevalence of
ZIKV in blood donors or blood donations and find out
potential risk factors. The result will provide valuable ref-
erence information for strategy making to ensure blood

supply safety.

Methods

Search strategy

This systematic review was performed in accordance to
the PRISMA guidelines [22] and registered in PROS-
PERO (registration number: CRD42018088046). Medical
literature databases search was conducted in PubMed,
Scopus and Web Of Science using key terms: (“ZIKV”
OR “zika virus” OR “arboviruses”) AND (“blood” OR
“seroprevalence” OR “transfusion” OR “serum” OR
“plasma” OR “serologic” OR “serological”) restrict to
[Title] and published before October 7, 2017. Relevant
papers were also identified from the reference lists of
previous publications. All literatures were imported to
NoteExpress software (V3.0) after initial search, and du-
plications were removed.

Study selection

The selection process was conducted by two researchers
(RFL and XZW) independently in 2 steps. First, we
browsed through titles and abstracts of each study, any
type of study such as cross-sectional/prevalence study, co-
hort study, case-control study and screening study were
eligible for next inspection as long as the survey of ZIKV
or arboviruses in human blood samples was mentioned in
the study. Second, we went full-text screening and in-
cluded studies that focused on ZIKV infection in blood
donors or donations. The detection of ZIKV was con-
firmed by molecular or serological methods with RNA
and/or IgM/IgG detected in samples. Studies were ex-
cluded when: 1). the types of articles are overviews, ab-
stracts, case-reports and comments. 2). the articles are not
in English; 3) the purpose of the study is to evaluate detec-
tion methods of ZIKV; 4) the samples size is less than 500.
Any disagreement between reviewers was resolved by dis-
cussion with a third experienced investigator (YM).

Data extraction and quality assessment

All data from included studies were extracted independ-
ently by 2 reviewers (RFL and XZW) using the same
Microsoft Excel spreadsheet and any discrepancies were
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resolved by consensus. The following data were re-
corded: Author (study year), sample source, study period
(*epidemic means the time is during local Zika-
epidemic), study area, number of ZIKV infected samples
(Event), total number of samples tested (Number), virus
loads (if any), and detection method. As studies finally
included were all prevalence-study, so, the quality score
of studies was assessed by an 11-item checklist recom-
mended for cross-sectional/prevalence study by the
Agency for Healthcare Research and Quality (AHRQ)
[23]. An item would be scored “0” if it was answered
“NO” or “UNCLEAR”; scored “1” for “YES”. Article
quality was classified as follows: low quality = 0-3; mod-
erate quality = 4-7; high quality = 8-11.

Statistical analysis

The proportion of samples infected with ZIKV in each
study was combined to give a pooled prevalence of ZIKV
in blood donations. All analyses were performed with R
3.4.1 software (https://www.r-project.org). Heterogeneity
was assessed using the I statistic and Chi-square test (I°
value of 25, 50, and 75% indicates low, moderate, high
and very high heterogeneity [24], and P value <0.10 de-
fine a statistically significant degree). Random effects
model was used for high level of heterogeneity. The data
were converted using Freeman-Tukey Double arcsine
transformation to satisfy the normal distribution. Sub-
group analyses were conducted according to study
period, study area and detection method, difference of
subgroups was tested by Cochran Q statistic, the signifi-
cant level (two-tailed) was set at P value < 0.05. Sensitiv-
ity analyses were performed to evaluate the stability of
analyses, and potential publication bias was assessed by
funnel plots and Egger’s test.

Results

Study selection

The search strategy identified 578 citations at the initial
search, of which 327 were removed as duplicates. After
screening process, 10 literatures were included (Fig. 1).
Agreement between reviewers for assessment of study
eligibility was 100%. Detailed characteristics and quality
score of all included studies are provided in Table 1.

Of the 10 included literatures (p1[19], p2 [25], p3 [26],
p4 [27], p5 [17], p6 [28], p7 [29], p8 [30], p9 [31], p10
[32]), a large majority were performed in the year of
2016 (7 studies, p2,p4,p5,p6,p7,p8,p9) and each has one
in 2013 (p10),2014 (pl) and 2015 (p3). Puerto Rico is
the most interested location with 3 studies (p2,p8,p9)
conducted here, followed by French Polynesia with 2
studies (p1,p10). Study areas were classified by geo-
graphical continents for the sake of analysis: North
America (Puerto Rico, United States):4 studies, South
America (Martinique, Brazil):2 studies, Oceania (French
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Polynesia):2 studies, Europe (Austria):1study, and Africa
(Cameroon):1 study. As to the detection methods, 7
studies detected ZIKV RNA and 2 studies detected anti-
ZIKV antibodies. One research (p5) have used both nu-
cleic acid test and antibody test in all samples separately
and did not give a conclusion that weather it’s false posi-
tive/negative or not, so we took it as two studies (p5,
p5.1) in future meta-analysis. Methodological quality as-
sessment showed 2 studies were of high quality (score 8)
and 8 studies were of moderate quality (mean score 5.4)
(Table 1).

Overall prevalence of Zika virus in blood donations

A total of 528,947 blood samples were tested in 10 liter-
atures, the prevalence of Zika virus in blood donations
range from 0 to 4.89%, and ZIKV RNA detection rate
range from 0 to 2.79%, ZIKV antibody seroprevalence
range from 0.40 to 4.89%. All studies have samples more
than 500 and 4 of which more than 10,000 (p2, p4, p8,
p9). A very high level of heterogeneity was observed
(I =99.5%, p < 0.001), so, random effect model was used
to estimate the overall pooled prevalence of ZIKV (RNA
and antibody) in blood donations as 1.02% (95%CI 0.36—
1.99) (Fig. 2).

Prevalence of Zika virus in blood donations in different
conditions

As to the study period, most of the studies (7/10) were
performed in 2016 and only one study in other years, so it
would be hard to deduce the prevalence trend of ZIKV in
recent years. But since the prevalence of Zika virus in
blood is presumably influenced by local endemic situation,
we divided the studies into 2 parts according to whether
the study was performed during local epidemic/outbreak
or not. Epidemic and outbreak situation is defined as a
series of autochthonous infection cases were reported in a
short time and epidemiological correlation between cases
were observed. Non-epidemic/outbreak situation is identi-
fied in those studies: study conducted in areas where
ZIKV infection cases have been reported long ago but no
exceptionally increases occurred in study time (p3); study
performed in outside of active-transmission areas (p4);
study in risk area but no cases have been reported (p5);
and study collected samples before ZIKV emergence (p10)
. Six studies (pl,p2,p6,p7,p8,p9) were performed when
Zika is circulating and the pooled prevalence of Zika virus
in blood donations was 1.37% (95%CI 0.91-1.91). Five
studies (p3,p4,p5,p5.1,p10) were performed when non
Zika-epidemics and the pooled prevalence was 0.61%
(95%CI 0-2.55) (Additional file 1: Figure S1). The preva-
lence in epidemic areas was more than two-times higher
than non-epidemic areas, but it was not statistically sig-
nificant (p = 0.39).
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Fig. 1 Flow diagram of assessment of studies identified in the meta-analysis

Stratified by geographical continents, Africa, Europe,
Oceania and South America have too few studies (less
than 3), so the pooled prevalence rate in those areas may
not be representative. North America has the largest num-
ber of studies: 4, and the pooled prevalence was 0.42%
(95%CI 0-1.49, Additional file 2: Figure S2). The rate in
different continents varied considerably (p < 0.001). Unfor-
tunately, no study is available in Asia.

Stratified by detection method, the pooled prevalence
of ZIKV RNA in blood donations was 0.85% (95%CI
0.21-1.88) less than the pooled prevalence of anti-ZIKV
antibodies 1.61% (95%CI 0.03-5.21, Additional file 3:
Figure S3), however the difference was not statistically
significant (p = 0.52).

Significant heterogeneity was observed for pooled ana-
lysis of prevalence rate in overall included studies and
subgroup studies (p<0.001). The heterogeneity was

considered very high with I* > 95% in all pooled analyses
and did not change considerably in different subgroups.
Sensitivity analysis showed that the pooled rate was
quite stable when excluding any of the studies. Funnel
plot and Egger’s test indicated the existence of publica-
tion bias (Additional file 4: Figure S4, p = 0.003).

Results of follow-ups

In all included studies, a total of 122 ZIKV reactive blood
donors were followed in three studies (p1:42, p4:5, p6:75),
of which 48(39%) reported symptoms within 1-10 days of
postdonation, and 3 cases (p4) were retrospectively con-
firmed had shown symptoms before donation. Two stud-
ies (pl, p4) have traced down to the recipients to whom
ZIKV reactive blood donations were transfused. Overall,
among the 13 recipients (p1:12, p4:1) investigated, 3 of
them have developed anti-ZIKV IgG antibodies after
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Table 1 Characteristics and quality assessment score of 10 included literatures
Study Author Sample source Study Area Event Number Detection method Viral loads  Quality
study year period score
(Pepidemic)
pl Bierlaire2014 blood collections 3 months®  French Polynesia 42 1505 lab developed NAT 25e3-81e6 8
tested prospectively assay copies/ ml
and retrospectively
p2 Chevalier2016  blood donation 4months®  Puerto Rico 190 21468  Cobas Zika ID-NAT NM 7
screening in 2 largest
blood centers
p3 Gake2015 blood donors from 2months  Cameroon 53 1084 Euroimmun anti-Zika ~ NM 4
six sites representing NST IgG ELISA
eco-environments
p4 Williamson2016 blood donor screening 2 months  several states of 5 466,834  Procleix ZIKV assay, 1021V 7
at laboratories United State RT-PCR, CDC IgWM/IgG-
ELISA
p5 Borena2016 blood donors at 3months  Austria 4 1001 Euroimmun anti-Zika ~ NM 6
randomly selected NST IgM/IgG ELISA
donation sites
p5.1 0 1001 RealStar zika virus
RT-PCR kit 1.0
p6 Gallian2016 consecutive blood 5months®  Martinique 76 4129 RealStar Zika virus 2.1-6.5log10 6
donations RT-PCR Kit_1.1 copies/ml
p7 Slavov2016 volunteer blood 7 months®  Brazil 37 1393 In-house method mean 7714 8
donors RNA test copies/ml
p8 Kuehnert2016  screened blood 2months®  Puerto Rico 68 12,777 Cobas Zika NAT assay NM 4
donations
p9 Adams2016 screened blood 3 months®  Puerto Rico 143 18,163  Cobas Zika NAT assay NM 4
donations
p10  Aubry2013 volunteer blood 27 months  French Polynesia 5 593 self-developed indirect NM 5
donors I9G ELISA
Note: epidemic: the study period is during Zika epidemic period
NM not mentioned
N
Events per 100 Weight Weight
Study Events Total observations Events 95%-Cl (fixed) (random)
p1 42 1505 | —_— 279 [202:375] 0.3% 9.0%
p2 190 21468 @ 089 [0.76;1.02] 41% 9.4%
p3 53 1084 | ——— 489 [368;635] 02% 8.9%
p4 5 4668341 : 0.00 [0.00;0.00] 88.1% 9.4%
pS 4 1001 |—— 040 [0.11;1.02] 02% 8.9%
p5.1 0 1001 !— 0.00 [0.00;0.37] 0.2% 8.9%
p6 76 4129 | — 184 [145,230] 08% 9.3%
p7 37 1393! | —— 266 [1.88:364] 0.3% 9.0%
P8 68 127771 =+ | 053 [041,067] 2.4% 9.3%
p9 143 18163 =i 0.79 [0.66;0.93] 3.4% 9.4%
p10 5 593 —+— 084 [027:196] 0.1% 8.6%
1 H
I
Fixed effect model 529948 | i 0.00 [0.00; 0.00] 100.0% --
Random effects model == 1.02 [0.36; 1.99] - 100.0%
Heterogeneity: /2 = 100%, t*=0.0044,p=0 | T T 1 o
o 1 2 3 5 6

Fig. 2 Forest plot of the pooled prevalence of ZIKV in blood donations
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received RBCs (p1). None of recipients reported any clin-
ical symptoms consistent with ZIKV infection within 2
months of posttransfusion.

Discussion
Flavivirus transmission through blood transfusion has
been recorded for Dengue virus [33], West Nile virus
[34], Yellow Fever vaccine virus [35] and Zika virus [9,
36]. The major challenges in preventing transfusion-
associated transmission of ZIKV are the high rate of
asymptomatic infections and the high proportion of in-
fected people in endemic-areas [37]. Asymptomatic in-
fectors have long been a challenging aspect in the
control and prevention of infectious disease, for their
ability to spread virus and high mobility without surveil-
lance. Asymptomatic blood donors during viremia
period can pose a great threat to blood supply system
with viremia of Zika virus reaching to a high level ex-
ceeding 10%copies/mL [27]. Therefore, an extensive in-
vestigation of ZIKV prevalence in blood donations is
quite essential to provide information for interventions
implemented to ensure the safety of blood transfusion.

Through this meta-analysis, we concluded the overall
prevalence of ZIKV in blood donations was 1.02%, which
is higher than DENV RNA (around 0.19% [38]~ 0.4%
[39]) and CHIKV RNA (0.36-0.42% [40]) detected in
blood donors, and much higher than the rates of win-
dow period infections detected by NAT screening for
HIV, HCV and HBV over the past two decades [41].
AABB (formerly the American Association of Blood
Banks) have categorized dengue as high priority agents
in terms of threats to US transfusion recipient safety
[42]. Zika virus should also be classified as high-risk
agent according to the criteria and even severer than
dengue for its possible permanent neurological damage.
Routine nucleic acid testing for WNV was performed
for all US donations in 2003 and prevented thousands of
WNV transfusion-transmissions, more than 27 million
donations were tested during transmission periods with
1576 WNV RNA-positive donations identified [43],
which is much lower than the rate of ZIKV prevalence
in blood donations we summarized here. The virus load
of ZIKV in blood donations in included studies ranged
from 10°~10” copies/ml, even though the dose required
to cause infection in a recipient is unknown due to few
recipients were investigated and the difficulty to confirm
a TT case excluding vectorial transmission, the virus
load is much higher than WNYV screened in blood dona-
tions [43]. Thus, since routine blood screening test was
already implemented for WNV, ZIKV should also be
taken into consideration, especially in ZIKV-endemic
areas.

The prevalence of anti-ZIKV antibodies (1.61%) in
blood donation was almost twice as much as ZIKV RNA
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prevalence (0.85%), this may due to antibodies can per-
sist longer in blood than nucleic acid, thus are more
likely to be detected. But the existence of antibodies
doesn’t mean the blood is contagious, for IgG antibody
only indicate remote infections while IgM represent re-
cent infections. On the contrary, a mere absence of
ZIKV nucleic acid in blood samples does not absolutely
rule out the existence of virus. So, both ZIKV RNA and
antibodies in blood donations implied risks in blood
supply system. Here we calculated the overall pooled
prevalence of ZIKV including both ZIKV RNA and anti-
body, and then computed separately within each
method. The 3 included antibodies-detected studies all
tested for anti-ZIKV IgG antibodies, only 1 study (p5)
tested both IgM and IgG and merely 3 cases were react-
ive with IgM in all included samples. Additionally, anti-
body detection assay may be compromised by cross-
reacting antibodies and lead to false-positive results [44].
So, antibody-test may not be an appropriate screening
assay for blood inspection. But there was no statistically
significant difference between two detection methods,
which may be due to the limited amount of studies in
antibody detection. The prevalence of ZIKV in blood do-
nations during epidemic period (1.37%) was more than
two times higher than in non-epidemic period (0.61%).
Blood donations collected during non-epidemic period
were likely get infected because of the donors may have
travel history to ZIKV endemic areas, and get infected
without notice before donation. Another possibility that
ZIKV has already transmitted into the study areas where
are outside of the active-transmission regions or at risk
of virus invading. There are four studies conducted in
non-epidemic period, and three of them were detected
ZIKV antibodies. So, it’s also a possibility that false-
positive results were made because of antibody cross-
reacting with other flavivirus. The result shows that
South America has the highest prevalence of ZIKV in
blood donations (2.17%), which is consistent with the
geographic distribution of Zika infection [45, 46] and
Brazil contributed most of the cases. Africa has a
high prevalence of anti-Zika IgG (4.89%), which can
be attributed to the sporadic circulation history of
Zika in Africa [45].

Because of the high volume of blood needed and diffi-
culties in blood transportation to remote areas, as well as
quickly-spread and large-scale of Zika virus epidemics, it
is not practical to import blood from low-risk regions to
supply most endemic areas. So, safe and cost-effective
technology was urgently needed to guard blood supply
safety. The existing blood donor-screening ZIKV NAT as-
says demonstrate excellent sensitivity [47] and effective-
ness. The risk of ZIKV TT infection can be reduced
greatly of 29% by antibody screening and 7% by symptom-
based screening [10]. Another important measure to
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ensure blood safety is PRT, but the licensed methods
are only available for plasma and platelets now. For-
tunately, many studies have shown that amustaline/
glutathione treatment for red blood cells can effect-
ively inactivate Zika [48], Dengue [49] and Chikun-
gunya virus [50], and other methods aimed at red
blood cells were under clinical trials and promising to
be applied in the future [51]. Cost of screening and
PRT assays is another crucial concern before carrying
out a policy. Although the screening assays are high-
cost, the adoption of a new system could be effective
for many viruses and thus eliminating other existing
tests along with their costs, so that the total costs
would not be increased greatly. Blood donations NAT
screening and PRT were strongly suggested in Zika virus-
endemic areas. Given 39% of asymptomatic donors
showed symptoms postdonation, it will be helpful to de-
velop follow-ups after blood collection. Areas with no cap-
acity to provide screening assays to all blood donations
and non-endemic areas should strengthen general inspec-
tion measures, such as detailed questionnaire survey be-
fore donation and screening tests should focus on at-risk
recipients, such as pregnant women.

There are spaces for improvements to this review:
Firstly, the amount of eligible studies was not enough
for deep analysis of subgroups, for some subgroups
contained only 1 study and some are null, which could
reduce the accuracy of results. Secondly, significant
high heterogeneity and publication bias were ob-
served. Several factors might contribute to the exist-
ence of heterogeneity, for example, socioeconomic
status, sanitary conditions and most importantly, the
method used to detect ZIKV infection and the diag-
nostic cutoffs adopted. In addition, the heterogeneity
of single-rate meta-analysis is usually higher than two-
group study, such as case-control study and RCTs, be-
cause the data were extracted only from one group. It
is common to see that I” statistic often exceed 90% in
some other meta-analysis studies [52, 53]. So P statis-
tic should not be the only standard to judge the reli-
ability of a study. Based on the precisely sampling
methods and detailed subgroup analyses, we believe
that the pooled prevalence of ZIKV in blood donations
calculated in this study are of high reference value.
Thirdly, those studies that detected antibodies didn’t
confirm the result with RNA tests, this caused much
uncertainty in the interpretation of the result. Finally,
it would be better if detailed information was provided
in included studies, such as the demographic charac-
teristics of blood donors or the types of blood prod-
ucts (plasma, platelet, red cell and whole blood). With
attention on ZIKV increases, more research data are
expected in the future to provide more insights for in-
tensive research.
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Conclusions

Based on this meta-analysis, the prevalence of Zika
infection in blood donations is at high-risk level of
1.02%, the prevalence varied greatly in different areas.
NAT blood screening tests and PRT are recom-
mended in Zika virus-endemic regions and appropri-
ate strategies should be made according to different
conditions. More studies are needed in future to carry
out more detailed researches.

Additional files

Additional file 1: Figure S1. Forest plot of the prevalence of ZIKV in
blood donations in different epidemic situations of Zika. (DOCX 71 kb)

Additional file 2: Figure S2. Forest plot of the prevalence of ZIKV in
blood donations in different areas. (DOCX 84 kb)

Additional file 3: Figure S3. Forest plot of the prevalence of ZIKV in
blood donations detected by different methods. (DOCX 70 kb)

Additional file 4: Figure S4. Funnel plot of the included studies in
meta-analysis. (DOCX 30 kb)

Abbreviations
NAT: Nucleic Acid Test; PRT: Pathogen Reduction/inactivation Technology;
TT: Transfusion-Transmitted/Transmission; ZIKV: Zika virus

Acknowledgements
Not applicable

Authors’ contributions

JH L, LHY, RF L conceived and designed the experiments. RF L, XZ W, Y M,
JY W, C M Performed the experiments. RF L, XZ W, Y M, C M analyzed the
data. RF L, Y M, JY W, C M contributed reagents/materials/analysis tools. RF L,
XZ W drafted the manuscript. JH L, LH Y, Y M, JY W, C M revised the manuscript.
All authors read and approved the final manuscript.

Funding

This study was supported by the Guangdong Provincial Science and
Technology Project (2018B020241002, 2018B020207013) and the National
Science and Technology Major Project (2018ZX10101002-001-001) and the
National Natural Science Foundation of China (31872499), The funds have no
role in the design of the study, data collection and analysis.

Availability of data and materials
All data generated or analysed during this study are included in this
published article and its supplementary information files.

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details

'School of Public Health, Sun Yat-sen University, 74 Zhongshan Road 2,
Guangzhou 510080, Guangdong Province, China. “Foshan Women and
Children Hospital Affiliated to Southern Medical University, Foshan
Guangdong Province, China. *One Health Center of Excellence for Research
&Training, Sun Yat-sen University, Guangzhou, China. “Guangzhou Center for
Disease Control and Prevention, Guangzhou, Guangdong Province, China.
*Department of Epidemiology, Guangdong Provincial Key Laboratory of
Tropical Disease Research, School of Public Health, Southern Medical
University, Guangzhou, China. ®Key Laboratory of Tropical Disease Control of
Ministry of Education, Sun Yat-sen University, Guangzhou, China. "State Key


https://doi.org/10.1186/s12879-019-4226-6
https://doi.org/10.1186/s12879-019-4226-6
https://doi.org/10.1186/s12879-019-4226-6
https://doi.org/10.1186/s12879-019-4226-6

Liu et al. BMC Infectious Diseases (2019) 19:590

Laboratory of Vector-borne Infectious Disease (Hainan), Haikou, Hainan
Province, China.

Received: 12 April 2018 Accepted: 26 June 2019
Published online: 06 July 2019

References

1. Campos GS, Bandeira AC, Sardi SI. Zika Virus Outbreak, Bahia, Brazil. Emerg
Infect Dis. 2015;21(10):1885-6.

2. Yun SI, Lee YM. Zika virus: An emerging flavivirus. J Microbiol. 2017;55(3):
204-19.

3. Sharma A, Lal SK. Zika virus: transmission, detection, control, and prevention.

Front Microbiol. 2017;110(8):1-14.

4. Moghadas SM, Shoukat A, Espindola AL, Pereira RS, Abdirizak F, et al.
Asymptomatic transmission and the dynamics of Zika infection. Sci Rep.
2017;7(1):5829.

5. Petersen LR, Jamieson DJ, Powers AM, Honein MA. Zika Virus. N Engl J Med.
2016;374(16):1552-63.

6.  Brito FM, Antunes DBC, Moreira A, de Morais MM, Henriques-Souza A, et al.
Guillain-Barre syndrome, acute disseminated encephalomyelitis and
encephalitis associated with Zika virus infection in Brazil: detection of viral
RNA and isolation of virus during late infection. Am J Trop Med Hyg. 2017,
97(5):1405-9.

7. Roze B, Najioullah F, Ferge JL, Dorleans F, Apetse K, Barnay JL, et al. Guillain-
Barre syndrome associated with Zika virus infection in Martinique in 2016: a
prospective study. Clin Infect Dis. 2017;65(9):1462-8.

8. Musso D, Gubler DJ. Zika Virus. Clin Microbiol Rev. 2016;29(3):487-524.

9. Motta lJ, Spencer BR, Cordeiro DSS, Arruda MB, Dobbin JA, et al. Evidence
for transmission of Zika virus by platelet transfusion. N Engl J Med. 2016;
375(11):1101-3.

10.  Lessler J, Ott CT, Carcelen AC, Konikoff JM, Williamson J, Bi Q, et al. Times to
key events in Zika virus infection and implications for blood donation: a
systematic review. Bull World Health Organ. 2016;94(11):841-9.

11. Paz-Bailey G, Rosenberg ES, Doyle K, Munoz-Jordan J, Santiago GA, Klein L,
et al. Persistence of Zika Virus in Body Fluids - Preliminary Report N Engl J
Med. 2017. https.//doi.org/10.1056/NEJMoa1613108.

12. WHO. Maintaining a safe and adequate blood supply during Zika virus
outbreaks. Interim guidance. February,2016. http://apps.who.int/iris/
bitstream/handle/10665/204436/WHO_ZIKV_HS_16.1_eng.pdf.(accessed
March 25, 2018).

13. US Food and Drug Administration. Recommendations for donor screening,
deferral, and product management to reduce the risk of transfusion-
transmission of Zika virus. https:/strac.org/files/Infection%20Prevention/
Zika_Guidance_for_Donors_Screening%202016,%20Feb.pdf. (accessed April
25,2016).

14. US Food and Drug Administration. Allows use of investigational test to
screen blood donations for Zika virus. March 2016. https.//www.fda.gov/
NewsEvents/Newsroom/PressAnnouncements/ucm493081.htm. (accessed
March 25, 2018).

15. Watson-Brown P, Viennet E, Hoad VC, Flower R, Faddy HM. Is Zika virus a
potential threat to the Australian blood supply? Aust N Z J Public Health.
2018:42(1):104-5.

16.  Kiely P, Wood EM, Gambhir M, Cheng AC, McQuilten ZK, Seed CR. Emerging
infectious disease agents and blood safety in Australia: spotlight on Zika
virus. Med J Aust. 2017:206(10):455-60.

17. Borena W, Hofer T, Stiasny K, Aberle SW, Gaber M, von Laer D, et al. No
molecular or serological evidence of Zikavirus infection among healthy
blood donors living in or travelling to regions where Aedes albopictus
circulates. PLoS One. 2017;12(5):e0178175.

18. Musso D, Nhan T, Robin E, Roche C, Bierlaire D, Zisou K, et al. Potential for
Zika virus transmission through blood transfusion demonstrated during an
outbreak in French Polynesia, November 2013 to February 2014.
Eurosurveillance. 2014;19(14).

19. Bierlaire D, Mauguin S, Broult J, Musso D. Zika virus and blood transfusion:
the experience of French Polynesia. Transfusion. 2017,57(3pt2):729-33.

20. Kiely P, Gambhir M, Cheng AC, McQuilten ZK, Seed CR, Wood EM. Emerging
infectious diseases and blood safety: modeling the transfusion-transmission
risk. Transfus Med Rev. 2017:31(3):154-64.

21, Katz LM, Rossmann SN. Zika and the blood supply: a work in Progress. Arch
Pathol Lab Med. 2017;141(1):85-92.

22.

23.

24,

25.

26.

27.

28.

29.

30.

32.

33.

34.

35.

36.

37.

38.

39.

40.

42.

43.

45.

Page 8 of 9

Moher D, Liberati A, Tetzlaff J, Altman DG. Preferred reporting items for
systematic reviews and meta-analyses: the PRISMA statement. BMJ. 2009;
339:b2535.

Rostom A, Dubé C, Cranney A, Saloojee N, Sy R, Garritty C, et al. Celiac
disease. Evidence reports/technology assessments, no. 104. (prepared by
the University of Ottawa Evidence-based Practice Center, under contract no.
290-02-0021.). AHRQ publication no. 04-E029-2. Rockville, MD: Agency for
Healthcare Research and Quality (US). September 2004.

Higgins JP, Thompson SG, Deeks JJ, Altman DG. Measuring inconsistency in
meta-analyses. BMJ. 2003;327(7414):557-60.

Chevalier MS, Biggerstaff BJ, Basavaraju SV, Bafiez Ocfemia MC, Alsina JO,
et al. Use of blood donor screening data to estimate zika virus incidence,
Puerto Rico, April-august 2016. Emerg Infect Dis. 2017;23(5):790-5.

Gake B, Vernet MA, Leparc-Goffart |, Drexler JF, Gould EA, Gallian P, et al.
Low seroprevalence of Zika virus in Cameroonian blood donors. Braz J
Infect Dis. 2017;21(4):481-3.

Williamson PC, Linnen JM, Kessler DA, Shaz BH, Kamel H, et al. First cases of
Zika virus-infected US blood donors outside states with areas of active
transmission. TRANSFUSION. 2017;57(3S12):770-8.

Gallian P, Cabie A, Richard P, Paturel L, Charrel RN, Pastorino B, et al.
Zika virus in asymptomatic blood donors in Martinique. Blood. 2017;
129(2):263-6.

Slavov SN, Hespanhol MR, Rodrigues ES, Levi JE, Ubiali EMA, et al. Zika virus
RNA detection in asymptomatic blood donors during an outbreak in the
northeast region of Sdo Paulo state, Brazil, 2016. Transfusion. 2017;57(12):
2897-901.

Kuehnert MJ, Basavaraju SV, Moseley RR, Pate LL, Galel SA, et al. Screening
of blood donations for Zika virus infection - Puerto Rico, April 3-June 11,
2016. MMWR Morb Mortal Wkly Rep. 2016,65(24):627-8.

Adams L, Bello-Pagan M, Lozier M, Ryff KR, Espinet C, Torres J, et al. Update:
Ongoing Zika Virus Transmission - Puerto Rico, November 1, 2015-July 7,
2016. MMWR Morb Mortal Wkly Rep. 2016;65(30):774-9.

Aubry M, Finke J, Teissier A, Roche C, Broult J, Paulous S, et al.
Seroprevalence of arboviruses among blood donors in French Polynesia,
2011-2013. Int J Infect Dis. 2015;41:11-2.

Tambyah PA, Koay ES, Poon ML, Lin RV, Ong BK. Dengue hemorrhagic fever
transmitted by blood transfusion. N Engl J Med. 2008;359(14):1526-7.
Pealer LN, Marfin AA, Petersen LR, Lanciotti RS, Page PL, et al. Transmission
of West Nile virus through blood transfusion in the United States in 2002. N
Engl J Med. 2003;349(13):1236-45.

Transfusion-related transmission of yellow fever vaccine virus—California,
2009. MMWR Morb Mortal Wkly Rep, 2010. 59(2): p. 34-7.

Barjas-Castro ML, Angerami RN, Cunha MS, Suzuki A, Nogueira JS, et al.
Probable transfusion-transmitted Zika virus in Brazil. Transfusion. 2016;56(7):
1684-8.

Duffy MR, Chen TH, Hancock WT, Powers AM, Kool JL, et al. Zika virus
outbreak on Yap Island, Federated States of Micronesia. N Engl J Med. 2009;
360(24):2536-43.

Stramer SL, Linnen JM, Carrick JM, Foster GA, Krysztof DE, et al. Dengue
viremia in blood donors identified by RNA and detection of dengue
transfusion transmission during the 2007 dengue outbreak in Puerto Rico.
Transfusion. 2012;52(8):1657-66.

Dias LL, Amarilla AA, Poloni TR, Covas DT, Aquino VH, et al. Detection of
dengue virus in sera of Brazilian blood donors. Transfusion. 2012,52(8):1667-71.
Gallian P, Leparc-Goffart |, Richard P, Maire F, Flusin O, Djoudi R, et al.
Epidemiology of chikungunya virus outbreaks in Guadeloupe and
Martinique, 2014: an observational study in volunteer blood donors. PLoS
Negl Trop Dis. 2017;11(1):20005254.

Lanteri MC, Busch MP. Dengue in the context of "safe blood" and global
epidemiology: to screen or not to screen? Transfusion. 2012;52(8):1634-9.
Stramer SL, Hollinger FB, Katz LM, Kleinman S, Metzel PS, et al. Emerging
infectious disease agents and their potential threat to transfusion safety.
Transfusion. 2009;49(Suppl 2):15-295.

Dodd RY, Foster GA, Stramer SL. Keeping blood transfusion safe from West
Nile virus: American red Cross experience, 2003 to 2012. Transfus Med Rev.
2015;29(3):153-61.

de Vasconcelos ZFM, Azevedo RC, Thompson N, Gomes L, Guida L, et al.
Challenges for molecular and serological ZIKV infection confirmation. Childs
Nerv Syst. 2018;34(1):79-84.

Basile K, Kok J, Dwyer DE. Zika virus: what, where from and where to?
Pathology. 2017,49(7):698-706.


https://doi.org/10.1056/NEJMoa1613108
http://apps.who.int/iris/bitstream/handle/10665/204436/WHO_ZIKV_HS_16.1_eng.pdf
http://apps.who.int/iris/bitstream/handle/10665/204436/WHO_ZIKV_HS_16.1_eng.pdf
https://strac.org/files/Infection%20Prevention/Zika_Guidance_for_Donors_Screening%202016,%20Feb.pdf
https://strac.org/files/Infection%20Prevention/Zika_Guidance_for_Donors_Screening%202016,%20Feb.pdf
https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm493081.htm
https://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm493081.htm

Liu et al. BMIC Infectious Diseases

46.

47.

48.

49.

50.

51.

52.

53.

(2019) 19:590

Hills SL, Fischer M, Petersen LR. Epidemiology of Zika virus infection. J Infect
Dis. 2017;216(suppl_10):5868-74.

Stone M, Lanteri MC, Bakkour S, Deng X, Galel SA, Linnen JM, et al. Relative
analytical sensitivity of donor nucleic acid amplification technology
screening and diagnostic real-time polymerase chain reaction assays for
detection of Zika virus RNA. Transfusion. 2017,57(3pt2):734-47.

Laughhunn A, Santa MF, Broult J, Lanteri MC, Stassinopoulos A, Musso D, et
al. Amustaline (5-303) treatment inactivates high levels of Zika virus in red
blood cell components. Transfusion. 2017;57(3pt2):779-89.

Aubry M, Laughhunn A, Santa MF, Lanteri MC, Stassinopoulos A, Musso D.
Pathogen inactivation of dengue virus in red blood cells using amustaline
and glutathione. Transfusion. 2017;57(12):2888-96.

Laughhunn A, Huang YS, Vanlandingham DL, Lanteri MC, Stassinopoulos A.
Inactivation of chikungunya virus in blood components treated with
amotosalen/ultraviolet a light or amustaline/glutathione. Transfusion. 2018;
58(3):748-57.

Snyder EL, Stramer SL, Benjamin RJ. The safety of the blood supply--time to
raise the bar. N Engl J Med. 2015;372(20):1882-5.

Hu Y, Wan JH, Li XY, Zhu Y, Graham DY, Lu NH. Systematic review with
meta-analysis: the global recurrence rate of helicobacter pylori. Aliment
Pharmacol Ther. 2017;46(9):773-9.

Ford AC, Marwaha A, Lim A, Moayyedi P. Systematic review and meta-
analysis of the prevalence of irritable bowel syndrome in individuals with
dyspepsia. Clin Gastroenterol Hepatol. 2010;8(5):401-9.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Page 9 of 9

Ready to submit your research? Choose BMC and benefit from:

e fast, convenient online submission

o thorough peer review by experienced researchers in your field

 rapid publication on acceptance

o support for research data, including large and complex data types

e gold Open Access which fosters wider collaboration and increased citations
e maximum visibility for your research: over 100M website views per year

K BMC

At BMC, research is always in progress.

Learn more biomedcentral.com/submissions




	Abstract
	Background
	Methods
	Results
	Conclusion

	Background
	Methods
	Search strategy
	Study selection
	Data extraction and quality assessment
	Statistical analysis

	Results
	Study selection
	Overall prevalence of Zika virus in blood donations
	Prevalence of Zika virus in blood donations in different conditions
	Results of follow-ups

	Discussion
	Conclusions
	Additional files
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

