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fective therapy should not preclude physicians 
from diagnosing acute kidney injury accurately; 
in many parts of the developing world, ready ac-
cess to laboratory testing of serum or plasma is 
limited, whereas assessment of urine output is 
readily available and inexpensive.1 Two recent 
studies of pediatric acute kidney injury in India 
did not use urine output criteria for the diagnosis 
of acute kidney injury and may have missed the 
diagnosis in some cases.2,3 We agree that the pres-
ence of baseline data on serum creatinine con-
centrations 3 months before enrollment could 
reflect an underlying chronic illness associated 
with chronic kidney disease, as we noted in Table 
S3a in the Supplementary Appendix.

Choy and Choy point out that different assay 
methods for the measurement of plasma creati-
nine may lead to different absolute results; how-
ever, acute kidney injury is defined by changes 
in plasma creatinine in the KDIGO criteria, and 
therefore as long as the assay used is the same 
within each center, there should be no concern 
when assessing whether a change in the level has 
occurred. We used the original Schwartz for-
mula to calculate estimated creatinine clearance, 
because this was the version validated in the 
literature for this purpose.4 The correspondents 
add to the argument we make about the impor-
tance of understanding the effect of acute kid-

ney injury in children when they note that cur-
rent methods for the measurement of creatinine 
vary across institutions and countries. More im-
portantly, as compared with that in an adult, the 
creatinine concentration in a child is affected by 
many factors, which leads to imprecise and wide-
ranging normal values.
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Convalescent Plasma and the Dose of Ebola Virus Antibodies

To the Editor: After the clinical evaluation of 
convalescent plasma for Ebola virus (EBOV) dis-
ease in Guinea, van Griensven et al. (Dec. 8 is-
sue)1 now provide additional data showing that 
the dose of neutralizing antibodies in the dona-
tions was low and that there was no apparent 
association between the dose of neutralizing anti-
bodies and human survival.2 In our opinion, it is 
essential that the authors clarify precisely the 
stage of the procedure at which samples for neu-
tralizing antibodies were taken. Was it at the time 
of plasma donation, after pathogen-inactivation 
treatment, or at the time of transfusion (after 40 
days of storage, a delay that may possibly affect 
the efficacy of antibodies)?1 This information is 
critical because there is no publicly accessible 
documentation regarding the estimated effect 
that handling convalescent plasma processes 
have on the stability and activity of neutralizing 

EBOV antibodies. It is also important that the 
authors document how samples for antibody as-
sessment were handled. This will help in defin-
ing standards required for handling convalescent 
plasma against emerging infectious agents in 
regions with limited available technology.3
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The author and colleagues reply: We thank 
Burnouf et al. for the pertinent questions. Donor 
samples sent to France for EBOV antibody testing 
were peripheral-blood samples collected on the 
day that donors came for automated plasma col-
lection. These blood samples had not undergone 
pathogen reduction, because this process was 
applied only to the plasma bags collected for ad-
ministration. The blood samples were stored at 
−30°C in Guinea, shipped on dry ice to the bio-
safety level 4 laboratory in France, and stored at 
−80°C. Samples had been thawed twice when anti-
body testing was done. Most of the plasma used 
in the trial was administered shortly after collec-
tion; the median time of plasma storage before 
administration was 8 days (interquartile range, 
4 to 15). Plasma was stored for clinical use at 
2 to 8°C for up to 40 days and frozen at −30°C 
after that. We used a pathogen-reduction pro-
cess, because when this study was conducted, 
there were many gaps in our knowledge of EBOV 
persistence and the presence of other transfusion-
transmissible infections that could not be exclud-
ed under field conditions. Recently, Geisen et al. 
reported in a single donor that levels of IgG pro-
tein, EBOV IgG, and neutralizing antibodies were 
only slightly reduced after pathogen-reduction 
treatment with S59 amotosalen–ultraviolet A.1 
We agree that more research is needed on the 
potential effect of pathogen reduction on the sta-
bility and activity of anti-EBOV neutralizing anti-
bodies.
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CANCER METASTASIS THROUGH THE 
LYMPHOVASCULAR SYSTEM: BIOLOGY & TREATMENT

The 7th international symposium will be held in San Fran-
cisco, April 20–22. It is sponsored by the Sentinel Node Oncol-
ogy Foundation.

Contact the Sentinel Node Oncology Foundation, 62 Richard-
son Rd., Novato, CA 94949; or e-mail joefner@cancermetastasis 
.org; or see http://cancermetastasis.org.
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