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Abstract: The introduction of the vacuum tube in 1949
revolutionized blood collection, significantly improving
sample quality and patient comfort. Over the past 75 years,
laboratory diagnostics have evolved drastically, from
manual to automated processes, reducing required test
volumes by over 1,000 times. Despite these advancements,
venous blood collection presents logistical challenges,
including centralized scheduling and a large volume of
biological waste due to the imbalance between the needed
blood volume (often very little) and the collected volume
(often in excess). The COVID-19 pandemic further empha-
sized the need for decentralized healthcare solutions and
patient empowerment. Capillary blood collection, widely
used in point-of-care testing, offers a promising alternative,
particularly for patients facing frequently, or difficulties
with, venous sampling. The Leiden University Medical Cen-
ter in the Netherlands experienced a 15 % reduction in vol-
ume of laboratory tests during and after the pandemic,
attributed to patient preference for local blood collection
and testing. To address these challenges, self-sampling
devices are emerging, empowering patients and stream-
lining sample logistics. However, challenges such as cost,
transportation regulations, and sample volume adequacy
persists. Robust devices tailored for total lab automation
and sustainable practices are crucial for widespread adop-
tion. Despite hurdles, the integration of self-sampling
into diagnostic processes is inevitable, heralding a shift to-
wards patient-centered, proactive healthcare. Practical rec-
ommendations include robust device design, ease of
use, affordability, sustainability, sufficient quality and

acceptability by seamless integration into laboratory
workflows. Although obstacles remain, self-sampling rep-
resents the future of laboratory diagnostics, offering
convenience, cost-effectiveness, interoperability and patient
empowerment.

Keywords: blood self sampling; total lab automation; patient
empowerment; total testing process; dry blood spot; dry
serum spot

Introduction

In 1949, Becton Dickinson registered the intellectual prop-
erty of the vacuum tube with the patent “Blood Collecting
Apparatus” (US Patent 24660641). The introduction of the
vacuum tube was a huge improvement for both the quality
of the blood sample and patient well-being. Before the
introduction of the vacuum tube, blood collection was per-
formed with a glass syringe that transferred blood from a
vein into a tube with a pre-added additive. The appropriate
volume on the tube with additive was indicated by an etched
line in the glass. For patients requiring different tests, e.g.,
chemistry, hematology and coagulation, multiple blood
draws were required. After the blood was transferred from
the syringe into the tubewith additive, the tubeswere sealed
with a rubber cap. For a blood gas measurement, mineral oil
was added to the blood to prevent loss of CO2. If serum was
needed, a wooden stick was used to remove the clot from
the tube. After use, the syringes and needles were cleaned
and, if necessary, the needles were sharpened using a
whetstone [1].

The blood volume collected in the 1950s was necessary
for the required test volume (see Table 1) [2–9]. The past
75 years have seen a tremendous evolution in laboratory
diagnostics: from manual pipetting to automated analysis,
from single-test batch analyzers to multi-test random access
analyzers, from milliliter to microliter test volume, minia-
turization of equipment and from hours to minutes of
analysis time. Nowadays, the required test volume is
100–1,000 times lower compared with the 1950s. According
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to our calculations, more than 90 % of the collected blood
volume in the Leiden University Medical Center (LUMC) is
disposed as medical waste. In addition to the high cost of
medical waste, venous blood collection has a number of
other challenges. Both centralized and decentralized venous
blood collections are time- and location-dependent and
require a specific appointment at a phlebotomy unit. The
logistics of decentralized venous blood collection tubes to a
central lab can lead to crowding of patients and to peak loads
in test production. In addition, the availability of trained
phlebotomy personnel can also be a challenge for the labo-
ratory. Patient challenges include fear of needles [10] and
blood sampling specific in case of children/babies, elderly,
obese patients and people with venous insufficiency. More-
over, in ICU patients, hospital acquired anemia may be
partly caused by insufficiently managing venous blood
sampling volumes [11, 12].

If microliters rather than milliliters are needed for
laboratory diagnostics and venous blood collection has its
disadvantages, would not capillary blood collection of a few
hundred microliters be sufficient? After all, the use of
capillary blood from a finger prick for point-of-care (POC)
testing is already widely used in practice for the analysis for
example of glucose, hemoglobin, D-dimer, INR or CRP.
Another well-known clinical laboratory application of
capillary blood is the newborn screening and therapeutic
drug monitoring [13]. Capillary blood collection for clinical
chemistry parameters is currently used only for infants,
children and individuals in which venous blood collection is
a challenge.

The LUMC is one out of eight academic centers of
expertise acknowledged by the Dutch Ministry of Health.
Patients from all over of the Netherlands are treated for
specific and rare diseases such as rare liver diseases, rare
solid tumors, cutaneous lymphoma’s, endocrine bone dis-
orders, Marfan syndrome, rare neuromuscular diseases,

inherited heart diseases, rare genetic neurodegenerative
diseases and organ transplantation of kidney, pancreas,
liver and islets of Langerhans. For the follow-up of treat-
ment, these patients have frequent blood draws for labora-
tory diagnostics. For example, the annual post-operation
check-up of kidney transplant patients consists of the anal-
ysis of lipids, liver parameters, PTH, HbA1c, magnesium,
ferritin, uric acid and leucocyte differentiation.

Since the COVID-19 pandemic a reduction of 15 % was
seen in the volume of laboratory tests in the clinical chem-
istry department of the LUMC. This decrease arose from
patients who preferred a blood collection and analysis near
home instead of travelling to the LUMC. The distance
between the patients’ home and the LUMC can be asmuch as
250 km (155 miles) which can be a challenge due to high
population density and daily traffic jams in the Netherlands.
Decentralized blood collection and analysis can lead to ex-
change of test results that are unharmonized and therefore
not comparable and suitable for follow-up [14].

This article reviews the various decentralized capillary
blood self-sampling options (Figure 1 and Table 2) that may
empower patients and solve sample logistics with remote
monitoring. Blood self-sampling devices that allow equiva-
lence with central lab tests and enable interoperability and
interfacing with the current total lab automation (TLA)
concept are preferred. TLA refers to a comprehensive
strategy aimed at maximizing the potential of laboratory
technologies to enhance and streamline the execution of
repetitive tasks, thereby facilitating the development
of novel and enhanced processes within the laboratory
setting [15].

Blood self-sampling devices (BSSD)

The best-known sites for capillary blood sampling are the
fingertips of the middle and ring finger and the heel. In the
last few years, products using the upper arm for capillary
sampling have also become available. Based on the various
BSSD available, capillary blood sampling can be divided into
sampling where the blood remains fluid and sampling
where blood is collected on a layer such as filter paper
(Figure 2). Liquid blood has the advantage that it can be
analyzed immediately once arrived in the lab and testing of
hematological parameters is possible. The disadvantage of
liquid blood is that its usability is time and temperature
dependent. In contrast, the usability of dried blood/serum is
suggested to be more stable than liquid blood for some
analytes [16–18]. Other advantages of DBS are the low
transportation costs and ease of collection. However, dried
blood spots (DBS) need first to be reprocessed into liquid

Table : Evolution in sample volumes of routine clinical chemistry serum
tests in the past  years.

Test Sample volume, µL Test
volume, µL

Year Reference
Roche Cobas
 ()

Glucose  ,  

Creatinine  ,  

Cholesterol    

Albumin .   

ASAT .   

Iron .   

Magnesium  ,  

Uric acid    
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material before analysis. Hematological tests based on cell
counting cannot be analyzed in DBS.

Liquid capillary blood collection

Ezdraw blood sampler – PreciHealth

PreciHealth has developed the Ezdraw blood sampler which
is sticked to the upper arm and after activation, a lancet cuts
the skin superficially. Vacuum from a standard vacuum tube
(13 × 75 mm) draws milliliters of blood from the skin and
collects the blood in the tube. An unique feature of the
Ezdraw blood sampler is it’s seamlessly connection to TLA
due to the use of a standard vacuum tube. To the best of our
knowledge, no study has been published investigating the
performance of the Ezdraw blood sampler.

Onflow device – Loop Medical

The Onflow device is placed on the upper arm. After acti-
vation, a lancet cuts the skin and blood is collected in a small
tube under the influence of a vacuum. Onflow is available in
the following varieties: EDTA, serum, serum-gel, heparin
plasma and heparin plasma gel. Upon arrival at the

laboratory, the microtube can be placed on an adapter in
order to be processed via TLA. Noble et al. examined the
analytical performance of ASAT, ALAT, LDH, potassium and
creatinine determined in blood collected with the Onflow
device and compared with blood obtained by venipuncture
from 100 participants [19]. ALAT and ASAT show an almost
100 % agreement, creatinine shows a negative bias
of −5.6 μmol/L and LDH and potassium show a positive bias
6.7 and 3.6 % probably due to a mild degree of hemolysis
(0.5–3.0 g/L) in 35 % of the withdrawals. The biases found in
this study were not considered clinically relevant and
similar to the biases generally found between venous and
capillary blood results.

TAP micro – YourBio Health

The TAP Micro is placed on the upper arm. The device is
activated by pressing a button which forces a microneedle
array into the skin. A negative pressure is created causing
blood to be drawn from the skin and collected in the tube.
TAP Micro is available in the following varieties: EDTA,
serum, serum gel, heparin plasma and heparin plasma gel.
The blood collection tube cannot be integrated into a TLA
solution as the blood needs to be transferred to another
suitable tube before analysis. Multiple studies on SARS-CoV-2

Figure 1: An overview of the different blood self-sampling devices, see Table 2 for additional information. Devices for collecting liquid blood: Ezdraw
blood sampler (1), Onflow (2), TAP micro (3), Tasso+ (4), Redrop (5), Microtainer/MiniCollect (6) and Hem-Col (7). Dry blood spot devices: OneDraw (8),
DB10 (9), Mitra (10) and Capitainer B (11). Dry serum/plasma spot devices: Ser-Col (12), Velvet (13) and plasma separation card (14).
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antibody formation after vaccination have been performed
with the TAPMicro [20, 21]. A study by Silliman et al. showed
that Anti-Müllerian Hormone (AMH) determined in blood
collected with the TAP Micro was comparable to blood
collected with venipuncture with a correlation of 0.99. The
AMH test results from the TAP device showed a R-squared of
0.99 compared to venous blood and demonstrated 100 %
sensitivity and 100 % specificity [22].

Tasso+ – Tasso Inc.

The Tasso+ device is also to be placed on the upper arm. After
activation of a lancet, a negative pressure is created, causing
blood to be collected from the skin into a BDmicrotainer. The
BD microtainer can be fitted with an adapter resulting in the
TLA required 13 × 75 mm tube size. The Tasso+ has been
frequently used in studies of SARS-CoV-2 antibody formation
[23]. The study by Wickremsinhe et al. shows that the Tasso+
has a very good correlation (>0.99) for ALAT, ASAT, alkaline
phosphatase and total bilirubin compared to venous blood. A
correlation >0.95 was found for albumin, chloride, enzymatic
creatinine, glucose, magnesium and phosphate. The venous
concordance across these analytes support the use of the
Tasso+ device as an alternative blood collection method to
monitor these specific analytes [24].

RedDrop – RedDropDx

After activation, the RedDrop device makes two incisions in
the skin of the upper arm and a vacuum is created. Blood isTa
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Figure 2: Different forms of capillary blood collection. Blood collected in
a tube can remain liquid or blood can be collected on a paper carrier as
whole blood (dry blood spot) or can be first separated into cells and
serum/plasma (dry serum/plasma spot).
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collected in a standard BDmicrotainer tube that can be fitted
with an adapter required for TLA-accepted tube dimensions.
To the best of our knowledge, no study has been published
investigating the performance of the RedDrop device.

Microtainer – BD/MiniCollect – Greiner

BD’s Microtainer and Greiner’s MiniCollect series can both
be used for self-sampling although both tubes are CE-marked
for professional use only. With clear instructions and a
lancet, blood can be collected from a finger prick. Both
microtubes are available with an adapter to get the TLA
required 13 × 75 mm tube size. Ansari et al. show that blood
collected in a microtube and analyzed after several days
passed clinical acceptability for cholesterol, triglycerides,
HDL, LDL, bilirubin, ALAT, ASAT, gamma-GT, alkaline
phosphatase and HbA1c. Clinical acceptability was deter-
mined by two criteria, the maximum permitted difference
based on biological and analytical fluctuations as described
by McCormack et al. [25] and the anticipated clinical need.
The anticipated need was included because observed dif-
ferences in test results between venous and capillary results
that exceed the maximum permitted difference may not be
clinically significant. Also fingerprick capillary blood
collection is influenced by preanalytical variables that are
not accounted for by analytical and biological variation such
as patient preparation to collect a sufficient volume of
capillary blood and the method of collection. Albumin, urea,
creatinine, magnesium and calcium failed comparability
assessment because the mean difference between venous
and capillary results was greater than the maximum
permitted difference [26]. The study by Doeleman et al.
shows that complete blood counts determined in capillary
blood stored at room temperature up to even 72 h after
collection remained within a desirable total allowable error.
However, the feasibility and clinical validity of delayed
blood sample analysis depends also on the clinical situation
and required precision of the result [27].

Hem-Col – Labonovum

Blood is collected in the Hem-Col tube via a finger prick. The
Hem-Col tube is available as a no-additive tube or with a
conservation fluid based on the following anti-coagulants:
lithium heparin, EDTA and sodium fluoride. The Hem-Col
LiHep, EDTA and NaF contain 200 µL of buffer. The advan-
tage of this buffer, besides anti-coagulation, is increasing the
sample volume and stabilizing the blood for 5 days between 5
and 25 °C. The disadvantage could be the dilution of the blood

(3–5 times) for the limit of detection of some analytes. Dilu-
tion of the blood is determined by measuring the dilution of
the internal standard lithium with a concentration
16 mmol/L in the preservation fluid. This lithium concen-
tration is outside the detection limit of the current genera-
tion lithium assays and anymodification to the lithium assay
needs to be validated according to the IVDR guidelines. The
study by Voigt et al. shows the stability of CEA for 4 days
collected in the Hem-Col LiHep tube [28]. The stability of
clozapine in the Hem-Col LiHep tube was demonstrated for
5 days at 2–25 C° [29]. In a recent study by Kurstjens et al.
it was demonstrated that only 4 (total cholesterol,
LDL-cholesterol, TSH and HbA1c) out of 30 frequently
requested clinical chemistry and hematology parameters
met the pre-defined acceptance criteria. Predefined accep-
tance criteriaweremetwhen the 95 % confidence interval of
the slope contained 1, the intercept contained 0, and the R2

was above 0.9. It was suggested that the total analytical error
of the analyte in these tests encompasses the analytical error
of the lithium measurement and the analytical error of the
analyte of interest [30].

Dried blood spots

OneDraw – Drawbridge

The OneDraw device is stuck to the upper arm, after acti-
vation, a lancet makes an incision in the skin. Under slight
negative pressure, blood from the skin is transferred to a
piece of filter paper placed in a plastic frame in the device.
Afterwards, the frame is pulled out of the device and sent to
the laboratory by regular postal services. Koulman et al.
show that DBS can be collected at home by patients them-
selves using the OneDraw device and that the results for
SARS-CoV-2 antibodies are comparable to venous blood with
a R-squared of 0.97. Applying the established manufacturer
cut-offs for defining seropositivity, complete agreement was
found in the classification of definitive positive and negative
results between the OneDraw device and venipuncture [31].

DB-10 – Hemaxis

The principle of the DB-10 is based on 4 capillaries that al-
lows the collection of 10 µL offingerprick blood per capillary.
When the device is closed, the content of a capillary is
transferred to filter paper. The DBS are eluted from the
paper and the Ht (v/v) is used as an internal standard to
calculate the dilution factor. Canil et al. describe the use of
DBS collected with the DB-10 in the determination of the
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anti-oncolytics Olaparib, Rucaparib and Niraparib with
LC-MS/MS. Linearity was demonstrated by a correlation
coefficient of respectively 0.995 and 0.960 for respectively
Olaparib and Niraparib, both anti-oncolytics showing an
intercept close to zero and the slope was near 1. Due to a
limited dataset for Rucaparib the correlation coefficient was
0.935 [32].

Mitra – Neoteryx

Mitra, developed with volumetric absorptive micro sam-
pling (VAMS), consists of a plastic rod with an adsorbent
hydrophilic polymeric probe that can be used to collect blood
from a finger prick. Using the Mitra 96-Autorack, elution of
the Mitra can be automated by an ELISA pipetting robot.

The utilization of VAMS in the analysis of endogenous
metabolites has emerged very recently, aiming towards
either disease diagnosis and monitoring, nutritional defi-
ciency assessments, drug monitoring, alcohol abuse, sports
doping, or metabolomics research. The use of VAMS for the
analysis of endogenous analytes such as tacrolimus, ciclo-
sporin, everolimus and sirolimus in biological samples
shows large interlaboratory variation compared to whole
blood methods due to the lack of standardization. The vari-
ation is of suchmagnitude that it will affect clinical decisions
[33].

Capitainer B – Capitainer

Capitainer B, also known as Capitainer qDBS, is a blood
collection device that collects 2fixed volumes of 10 µL of blood
from a fingerprick whereas the Capitainer B50 collects 2 fixed
volumes of 50 µL of blood. During collection the blood is
transferred within the device from either a 10 µL or a 50 µL
capillary to a layer of paper. Capitainer is a hematocrit
independent alternative for dried blood spot collection.
Liu et al. developed an ultra-high performance liquid
chromatography-tandemmass spectrometry (UHPLC-MS/MS)
method to simultaneously quantify eight antibiotics in sup-
port of pharmacokinetic studies in neonates [34]. Vethe et al.
demonstrated the performance of Capitainer for the moni-
toring of tacrolimus, creatinine and hemoglobin in kidney
transplant recipients. Capitainer showed a consistent sam-
pling success and analytical quality defined by the proportion
within ±20 % difference compared to venous sampling:
79–96% for tacrolimus and the proportion within ±15 %were
92–100% for creatinine and 93–100 % for hemoglobin [35]. A
study by Wikström et al. focuses on improving lithium

treatment monitoring, which typically involves frequent
serum concentration measurements due to its narrow ther-
apeutic window and toxicity risk. In this study, dried blood
spots collected by Capitainer, were used for lithium concen-
tration determination. Capitainer and serum lithium con-
centrations were strongly correlated in a linear way with a
Pearson’s R of 0.95 [36].

Dried serum/plasma spots

Ser-Col – Labonovum

The Ser-Col allows blood from a finger prick to be trans-
ferred to lateralflow (LF) paper. LF paper has the property of
“capturing” blood cells in a network of glass fibers. The
serum diffuses through the paper. When the separation of
serum and cells is complete and the paper dries, the result is
a dry serum spot. In the laboratory, the dried serum spot can
be eluted with elution buffer. The dilution of the plasma can
be calculated by the dilution of sodium and chloride where
the expected sodium concentration was defined as
140 mmol/L and the expected chloride concentration was
defined as 102 mmol/L [37]. Two studies have shown that Ser-
Col has comparable results with venous plasma for anti-
bodies to SARS-CoV-2 andHIV. The specificity of antibodies to
HCV, HBsAg and Syphilis in serum eluted from Ser-Col were
100 %, whereas the sensitivity was respectively 0 , 83 and
87 % [38, 39].

Velvet – Weavr Health Corp.

The Velvet collects blood from a finger prick into three
60 µL heparinized capillaries. Once the capillaries are filled
and the device is closed, the blood is transferred to a strip of
LF paper to separate the blood cells from the plasma. The
dried plasma spot can be eluted with an elution buffer. The
dilution of the plasma can be calculated by the formula
Cl−expected/Cl−measured. The expected chloride concentration
was defined as 100.3 mmol/L, derived from the patient
mean of chloride measurements of 62.648 venous serum
and plasma samples. Chloride normalization was per-
formed for all lipid measurements in eluted dried plasma
samples. HbA1c is reported as a ratio of hemoglobin and
glycated hemoglobin, and did not require chloride
normalization. The study by Crawford et al. shows a cor-
relation of >0.95 for cholesterol, HDLC, LDLC and tri-
glycerides in blood collected with the Velvet compared to
venous blood [40].
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Cobas plasma separation card – Roche

The use of dry blood spots is recommended by the World
Health Organization in self-care interventions as an addi-
tional strategy to increase human immunodeficiency virus
(HIV) and Treponema pallidum (Tp) testing uptake. Dry blood
spots can also be used to monitor antiretroviral treatment of
HIV by measuring the HIV-1 viral load. However, cellular
components in DBS may result in low specificity i.e., over-
estimation of viral loads compared to plasma.

The Cobas plasma separation card (PSC) collects
70–140 µL of capillary heparinized blood from a finger prick.
The PSC consists of a filter that allows the plasma to elute
through and retain the blood cells. Below this filter is a
membrane that absorbs the plasma. The plasma membrane
is eluted with phosphate-buffered saline with 0.05 % Tween
80 overnight at 4 °C.

In a study from Hans et al., the PSC showed a sensitivity
of 96.9 % and specificity of 97.4 % for the HIV viral load using
plasma as the reference [41]. Vubil et al. showed the stability
of the HIV-1 viral load in blood collected with the PSC
exposed to high temperatures (25–42 °C) for up to 28 days
[42]. Vanroye et al. evaluated the performance of HIV and Tp
antibody detection on PSCs. For HIV antibody detection, the
PSCs showed a sensitivity of 99 % and a specificity 68 % and
for Tp antibody testing 90 % sensitivity and 100 % specificity
was found [43].

Discussion

Rationale for remote blood self-sampling
devices

The COVID-19 pandemic resulted in a reduction of 15 % in
the volume of laboratory tests in the clinical chemistry
department of Leiden University Medical Center in the
Netherlands, due to decentralized blood collection and
analysis. Remote pre-analytical services that strengthen
patient empowerment and BSSD could be one of the solu-
tions for this sample logistics problem. To enable the pre-
analytical part of the total testing process (TTP) to be done by
patients in their habitat and to keep care accessible and
affordable now and in the long term, blood self-sampling
innovations are needed. In recent years, there has been a
tremendous growth inmedical devices that allow patients to
collect themselves their own blood for diagnostic purposes.
Blood self-sampling can maintain the laboratory testing of
patients who live far away from the hospital and keep the
patient records complete and data comparable. Lingervelder

et al. showed that self-collection of blood by a finger prick in
chronic ill patients is likely cost-saving compared to phle-
botomy as it is expected to reduce societal cost [44]. The
amount of blood collected by self-sampling is often less than
5–10 % of the blood volume obtained by venipuncture. This
blood waste reduction has a positive impact on reducing CO2

emissions and is in line with the EFLM guidelines for green
and sustainable medical laboratories [45].

Similar to self-testing, blood self-sampling involves a
balance between convenience, accuracy, and comprehen-
sive health monitoring. Blood self-sampling only comprises
the pre-analysis performed by the patient, whereas blood
self-testing comprises both the pre-analysis and the analysis
by the patient.While bothmethods offer undeniable benefits
in terms of accessibility and privacy, it is essential for
individuals to approach them with caution, seeking guid-
ance from healthcare professionals and understanding the
limitations of both methods. We strongly believe in the
added value of blood self-sampling in order to have the test
results generated in a state-of-the-art laboratory and
reported in the electronic patient file. Ultimately, an inte-
grated solution is needed, where blood from BSSD or from
venipuncture can be used interchangeable.

Limitations of blood self-sampling

However, there are also disadvantages to the use of self-
sampling devices. Some of the current generation of self-
sampling devices are more expensive than the average costs
for phlebotomy (Table 2). According to the norm 7.2.5
“Sample Transportation” of the ISO 15189:2022, registration
of the temperature during transport should take place. An
example of an inexpensive and automated temperature
registration system is the Varcode SmartTag™ (www.
varcode.com) which is a barcode made of thermolabile
ink. The barcode changes with temperature rise and dura-
tion and can be read with a scanner upon arrival at the
laboratory.

Another challenge can be the sample volume collected
that, despite the low required test volume, may not be suf-
ficient due to the contribution of the dead volumewhichmay
vary from analyzer to analyzer (40–300 µL). The acceptance
of a BSSD tube at the level of TLA and analyzer determines
the degree of automation. It is not desirable to first manually
transfer a BSSD sample into a tube that does meet TLA and
analyzer requirements [15].

A significant pillar of success of self-sampling are the
instructions for use that can be provided in different ways.
Prior to self-sampling, a physical instruction/training can be
given by a healthcare professional. In addition, it is also
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possible to provide this instruction on paper, by video or
animation or even through an App [13, 46, 47].

Accurate and unique identification of patients along the
care process is essential for patient care and safety and
enhancing data sharing and interoperability [48]. According
to the norm 3.24 “pre-examination processes” of the ISO
15189:2022, the patient needs to be unequivocally identified.
In the case of self-sampling, it is not possible to make a
positive patient identification during blood collection at
home.

Product-market combination

An important consideration is which device is used for
which laboratory diagnostics, the so-called product-market
combination. The requested test panel can differ per care-
giver. Primary care by the general practitioner includes
prevention, screening and follow-up of chronic diseases.
Secondary care by a specialist such as an oncologist, cardi-
ologist and endocrinologist differs from laboratory testing in
academic care.

For hematological parameters, blood should remain
liquid in the presence of EDTA in contrast to therapeutic
drugmonitoring (TDM) which can also be determined in dry
blood spots [13]. Before considering blood self-sampling, the
differences between venous and capillary blood should be

well identified [49], as well as the influence of time and
temperature between blood collection and analysis.

In case of the periodic post operative check-up param-
eters of kidney transplantation patients from the LUMC, only
the BSSD based on liquid collection are suitable for labora-
tory testing. Most of the BSSD based on dry blood or plasma/
serum spot have either a low volume or high dilution for the
complete set of parameters (Table 3).

Integration of BSSD in the total testing
process

Laboratories and diagnostic institutions are facing pressure
to do more with less, from scarce resources and reduced
budgets, to faster turnaround requirements and the need to
grow in an increasingly competitive environment. At the
same time, the tendency to empower patients with BSSD and
the trend to new diagnostic analyzers and decentralized
diagnostics are challenging labs to securelymerge data from
various sources and streamline complex workflows.

IVD-companies like Roche developed digital portals that
fill the gaps and support the entire TTP, including BSSD and
home monitoring. In case of Roche the Navify Diagnostic
portfolio was developed which provides a wide range of
digital solutions to answer these challenges: total solutions
including the entire pre-preanalytical and pre-analytical

Table : Periodic post operative check-up parameters of kidney transplantation patients.

Green, collectionmethod is suitable for analysis and the amount of blood volume collected is sufficient for analysis; orange, collectionmethod is suitable
for analysis and the amount of blood volume collected is partly sufficient for analysis due to small volume and/or large dilution; red, collection method is
not suitable for analysis.
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phase, the digital infrastructure that integrates data streams
across the central lab and POC or home operation; opera-
tional excellence to improve diagnostic services of the cen-
tral lab and added value by empowering patients with
remote sampling. This kind of total solutions are needed to
guarantee a complete integration of BSSDwithin the TTP and
will be considered by the authors for the Leiden setup
(Figure 3).

Practical recommendations

In summary, before a BSSD is considered to be technology
ready and useful in patient care, it needs to comply with the
following requirements (Table 4): (A) the BSSD device should
be robust, fail-safe and preferably painless. Usability testing
by non-healthcare professionals during the design process
helps the manufacturer to track down user-challenges in an
early stage. (B) If transport of the blood sample to the labo-
ratory is taken care of by regularmedical postal services, the
package should be letterbox fit and temperature monitoring
during transport is essential. In general, the postal service
costs for letterbox-fit packages are much lower than for
parcels. (C) In order to be tailored for TLA, the choice for the
blood collection tube should bemade by the laboratory. Both
tube manufacturer, tube dimension, tube volume, the use of
serum or plasma aswell as tube label size cannot be changed
easily by the lab. The involvement of laboratory pro-
fessionals is essential and of added value to overcome the
hurdles of connecting the BSSD to the TLA and to fit the pre-
analytical trajectory in the TTP of ISO certified labs.

(D) Another very important point of interest is sustainability
and circularity. Although less blood is collected compared to
venipuncture, some of the BSSD produce more plastic waste
than venipuncture does. The use of circular materials can
also contribute to the reduction of the CO2 footprint.
(E) Taking into account the rising healthcare costs, BSSD use
needs to be cost effective. (F) The integration of blood
self-sampling in the diagnostic TTP requires complete digital
portals in order to streamline this complex workflow.
(G) Remote TTP lab results need to be equivalent with the
central TTP lab results and therefore fit for purpose.

There are still a number of hurdles to overcome before
BSSD will be adopted and implemented by all stakeholders
such as patients, laboratories and insurance companies.
However, it is no longer the question if, but when BSSDwill
become sufficiently robust and digitizable state-of-the-art
solution that empowers patients and reduces societal
costs.

Figure 3: Brain-to-brain loop in case of centralizedmedical testing in hospital controlled settings (A) compared to decentralized approacheswith patients
being responsible for the pre-analytical phase of the TTP (B).

Table : Ideal characteristics of blood self-sampling devices to be eligible
in TLA-concepts.

Fail-safe, easy to use and painless
Letterbox fit and temperature monitored
Tube and label tailored for TLA
Sustainable and recyclable (circular economy)
Affordable/“break even” compared to current blood sampling solutions
Integration of a digital portal for test ordering, reporting and integration
data in electronic patient file
BSSD samples should produce equivalent results in central labs as
compared to venous blood samples
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Research ethics: Not applicable.
Informed consent: Not applicable.
Author contributions: The authors have accepted respon-
sibility for the entire content of this manuscript and
approved its submission.
Competing interests:D.C.W. Polandwas awarded in 2019 by
the European Union with the Horizon 2020 Fast Track to
Innovation for the development of the blood collection
device Ser-Col®.
Research funding: None declared.
Data availability: Not applicable.

References

1. Bush V, Cohen R. The evolution of evacuated blood collection tubes.
Lab Med 2003;34:304–10.

2. Gold S. A blood sugar test. Can Med Assoc J 1947;56:437.
3. Roscoe MH. Plasma chromogen and the endogenous creatinine

clearance. J Clin Pathol 1958;11:173–6.
4. Kenny AP, Jamieson A. Automatedmethod for the direct determination

of total serum cholesterol. Clin Chim Acta 1964;10:536–43.
5. Fine J. The biuret method of estimating albumin and globulin in serum

and urine. Biochem J 1935;29:799–803.
6. Deutsch A. Serum transaminase; a test to aid in diagnosis of cardiac

infarction. Calif Med 1956;85:163–4.
7. Webster D. The determination of serum iron after the intravenous

injection of iron-dextran. J Clin Pathol 1960;13:246–8.
8. Smith AJ. A colorimetric method for the estimation of serum

magnesium. Biochem J 1955;60:522–7.
9. Martinek RG. Micromethod for the determination of uric acid in

biological fluids. J Clin Pathol 1965;18:777–9.
10. Trost Z, Jones A, Guck A, Vervoort T, Kowalsky JM, France CR. Initial

validation of a virtual blood draw exposure paradigm for fear of blood
and needles. J Anxiety Disord 2017;51:65–71.

11. Koch CG, Li L, Sun Z, Hixson ED, Tang A, Phillips SC, et al. Hospital-
acquired anemia: prevalence, outcomes, and healthcare implications.
J Hosp Med 2013;8:506–12.

12. Neef V, Himmele C, Piekarski F, Blum LV, Hof L, Derwich W, et al. Effect of
using smaller blood volume tubes and closed blood collection devices on
total blood loss in patients undergoing major cardiac and vascular
surgery. Can J Anaesth 2024;71:213–223.

13. Zailani NNB, Ho PC. Dried blood spots – A platform for therapeutic drug
monitoring (TDM) and drug/disease response monitoring (DRM). Eur J
Drug Metab Pharmacokinet 2023;48:467–94.

14. Miller WG, Tate JR, Barth JH, Jones GR. Harmonization: the sample, the
measurement, and the report. Ann Lab Med 2014;34:187–97.

15. Cobbaert C, Albersen A, Zwiers I, Schippers P, Gillis J. Designing a
diagnostic total testing process as a base for supporting diagnostic
stewardship. Clin Chem Lab Med 2020. https://doi.org/10.1515/cclm-
2020-1251.

16. Bakhireva LN, Shrestha S, Gutierrez HL, Berry M, Schmitt C,
Sarangarm D. Stability of phosphatidylethanol in dry blood spot cards.
Alcohol Alcohol 2016;51:275–80.

17. Quraishi R, Lakshmy R, Mukhopadhyay AK, Jailkhani BL. Analysis of the
stability of urea in dried blood spots collected and stored on filter
paper. Ann Lab Med 2013;33:190–2.

18. Alfazil AA, Anderson RA. Stability of benzodiazepines and cocaine in
blood spots stored on filter paper. J Anal Toxicol 2008;32:511–5.

19. Noble LD, Dixon C, Moran A, Trottet C, Majam M, Ismail S, et al.
Painless capillary blood collection: a rapid evaluation of the onflow
device. Diagnostics 2023;13. https://doi.org/10.3390/
diagnostics13101754.

20. Burns MD, Muir C, Atyeo C, Davis JP, Demidkin S, Akinwunmi B, et al.
Relationship between anti-spike antibodies and risk of SARS-CoV-2
infection in infants born to COVID-19 vaccinated mothers. Vaccines
(Basel) 2022;10. https://doi.org/10.3390/vaccines10101696.

21. Pernet O, Balog S, Kawaguchi ES, Lam CN, Anthony P, Simon P, et al.
Quantification of severe acute respiratory syndrome coronavirus 2
binding antibody levels to assess infection and vaccine-induced
immunity using WHO standards. Microbiol Spectr 2023;11:e0370922.

22. Silliman E, Chung EH, Fitzpatrick E, Jolin JA, Brown M, Hotaling J, et al.
Evaluation of at-home serum anti-Müllerian hormone testing: a head-
to-head comparison study. Reprod Biol Endocrinol 2022;20:131.

23. Hendelman T, Chaudhary A, LeClair AC, van Leuven K, Chee J, Fink SL,
et al. Self-collection of capillary blood using Tasso-SST devices for anti-
SARS-CoV-2 IgG antibody testing. PLoS One 2021;16:e0255841.

24. Wickremsinhe E, Fantana A, Berthier E, Quist BA, Lopez de Castilla D,
Fix C, et al. Standard venipuncture vs a capillary blood collection device
for the prospective determination of abnormal liver chemistry. J Appl
Lab Med 2023;8:535–50.

25. McCormack JP, Holmes DT. Your results may vary: the imprecision of
medical measurements. BMJ 2020;368:m149.

26. Ansari S, Abdel-Malek M, Kenkre J, Choudhury SM, Barnes S, Misra S,
et al. The use of whole blood capillary samples to measure 15 analytes
for a home-collect biochemistry service during the SARS-CoV-2
pandemic: a proposedmodel from NorthWest London Pathology. Ann
Clin Biochem 2021;58:411–21.

27. Doeleman MJH, Esseveld A, Huisman A, de Roock S,
Tiel Groenestege WM. Stability and comparison of complete blood
count parameters between capillary and venous blood samples. Int J
Lab Hematol 2023;45:659–67.

28. Voigt KR, Wullaert L, Verhoef C, Grünhagen DJ, Ramakers C. Reliable
capillary sampling of carcinoembryonic antigen at home: the CASA
feasibility study. Colorectal Dis 2023;25:1163–8.

29. Breken BD, Grootens KP, Vermeulen Windsant-van den Tweel AM,
Hermens WA, Derijks HJ. Capillary blood sampling for the
determination of clozapine concentrations: analytical validation and
patient experience. Int Clin Psychopharmacol 2023;39:23–28.

30. Kurstjens S, den Besten MJ, van Dartel DAM, van Gend MCC, Meerts L,
Hoedemakers RMJ. Validation of the Hem-Col capillary blood collection
system for routine laboratory analyses. Scand J Clin Lab Invest 2024:
1–4. https://doi.org/10.1080/00365513.2024.2301779.

31. Koulman A, Rennie KL, Parkington D, Tyrrell CS, Catt M,
Gkrania-Klotsas E, et al. The development, validation and application of
remote blood sample collection in telehealth programmes. J Telemed
Telecare 2022:1357633x221093434.

32. Canil G, Orleni M, Posocco B, Gagno S, Bignucolo A, Montico M, et al.
LC-MS/MS method for the quantification of PARP inhibitors Olaparib,
Rucaparib and Niraparib in human plasma and dried blood spot:
development, validation and clinical validation for therapeutic drug
monitoring. Pharmaceutics 2023;15. https://doi.org/10.3390/
pharmaceutics15051524.

33. de Sá ESDM, Thaitumu M, Theodoridis G, Witting M, Gika H.
Volumetric absorptive microsampling in the analysis of endogenous
metabolites. Metabolites 2023;13. https://doi.org/10.3390/
metabo13101038.

10 Poland and Cobbaert: Blood self-sampling services in total lab automation

https://doi.org/10.1515/cclm-2020-1251
https://doi.org/10.1515/cclm-2020-1251
https://doi.org/10.3390/diagnostics13101754
https://doi.org/10.3390/diagnostics13101754
https://doi.org/10.3390/vaccines10101696
https://doi.org/10.1080/00365513.2024.2301779
https://doi.org/10.3390/pharmaceutics15051524
https://doi.org/10.3390/pharmaceutics15051524
https://doi.org/10.3390/metabo13101038
https://doi.org/10.3390/metabo13101038


34. LiuQ, Liu L, Yuan Y, Xie F. A validatedUHPLC-MS/MSmethod to quantify
eight antibiotics in quantitative dried blood spots in support of
pharmacokinetic studies in neonates. Antibiotics 2023;12. https://doi.
org/10.3390/antibiotics12020199.

35. Vethe NT, Åsberg A, Andersen AM, Heier Skauby R, Bergan S,
Midtvedt K. Clinical performance of volumetric finger-prick sampling
for themonitoring of tacrolimus, creatinine and haemoglobin in kidney
transplant recipients. Br J Clin Pharmacol 2023;89:3690–701.

36. Wikström F, Olsson C, Palm B, Roxhed N, Backlund L, Schalling M, et al.
Determination of lithium concentration in capillary blood using
volumetric dried blood spots. J Pharm Biomed Anal 2023;227:115269.

37. [Ser-Col instructions for use]. Available from: https://www.labonovum.nl/
wp-content/uploads/2021/02/Labonovum-nov-2020-SER-Flyer_02.pdf.

38. Pisoni A, Reynaud E, DouineM, Hureau L, Alcocer Cordellat C, Schaub R,
et al. Automated and combined HIV, HBV, HCV, and syphilis testing
among illegal gold miners in French Guiana using a standardized dried
blood device. Acta Trop 2023;238:106731.

39. Schuurmans Stekhoven SJ, Winkel KGT, Souverein D, Sondermeijer BM,
van Houten MA, Euser SM, et al. Clinical validation of novel dried blood
spot based collecting device using serum separation for measuring
SARS-CoV-2 antibodies. J Med Virol 2023;95:e28765.

40. Crawford ML, Collier BB, Bradley MN, Holland PL, Shuford CM,
Grant RP. Empiricism in microsampling: utilizing a novel lateral flow
device and intrinsic normalization to provide accurate and precise
clinical analysis from a finger stick. Clin Chem 2020;66:821–31.

41. Hans L, Marins EG, Simon CO, Magubane D, Seiverth B, Carmona S.
Classification of HIV-1 virological treatment failure using the
Roche cobas plasma separation card on Cobas 8800 compared to
dried blood spots on Abbott RealTime HIV-1. J Clin Virol 2021;140:
104839.

42. Vubil A, Nhachigule C, Zicai AF, Meggi B, da Costa P, Mabunda N, et al.
Stability of HIV-1 nucleic acids in cobas plasma separation card for viral
load measurement. Am J Clin Pathol 2022;158:13–7.

43. Vanroye F, Van den Bossche D, Vercauteren K. Prospective laboratory
evaluation of the Cobas plasma separation card for HIV and
Treponemapallidumantibody analysis. Sex TransmDis 2023;50:764–9.

44. Lingervelder D, Kip MMA, Wiese ED, Koffijberg H, Ijzerman MJ,
Kusters R. The societal impact of implementing an at-home blood
sampling device for chronic care patients: patient preferences and cost
impact. BMC Health Serv Res 2022;22:1529.

45. EFLM guidelines for green and sustainable medical laboratories. 2022.
Available from: https://www.eflm.eu/upload/docs/EFLM-GREEN-
LAB-BOOKLET.pdf.

46. van den Brink N, Even R, Delic E, van Hellenberg Hubar-Fisher S,
van Rossum HH. Self-sampling of blood using a topper and pediatric
tubes; a prospective feasibility study for PSA analysis using 120 prostate
cancer patients. Clin Chem Lab Med 2023;61:2159–66.

47. Otten AT, van der Meulen HH, Steenhuis M, Loeff FC, Touw DJ,
Kosterink JGW, et al. Clinical validation of a capillary blood home-based
self-sampling technique for monitoring of infliximab, vedolizumab,
and C-reactive protein concentrations in patients with inflammatory
bowel disease. Inflamm Bowel Dis 2023;30:325–335.

48. Riplinger L, Piera-Jiménez J, Dooling JP. Patient identification
techniques – approaches, implications, and findings. Yearb Med
Inform 2020;29:81–6.

49. Maroto-García J, Deza S, Fuentes-Bullejos P, Fernández-Tomás P,
Martínez-Espartosa D, Marcos-Jubilar M, et al. Analysis of common
biomarkers in capillary blood in routine clinical laboratory.
Preanalytical and analytical comparison with venous blood. Diagnosis
(Berl) 2023;10:281–97.

Poland and Cobbaert: Blood self-sampling services in total lab automation 11

https://doi.org/10.3390/antibiotics12020199
https://doi.org/10.3390/antibiotics12020199
https://www.labonovum.nl/wp-content/uploads/2021/02/Labonovum-nov-2020-SER-Flyer_02.pdf
https://www.labonovum.nl/wp-content/uploads/2021/02/Labonovum-nov-2020-SER-Flyer_02.pdf
https://www.eflm.eu/upload/docs/EFLM-GREEN-LAB-BOOKLET.pdf
https://www.eflm.eu/upload/docs/EFLM-GREEN-LAB-BOOKLET.pdf

	Blood self-sampling devices: innovation, interpretation and implementation in total lab automation
	Introduction
	Blood self-sampling devices (BSSD)
	Liquid capillary blood collection
	Ezdraw blood sampler – PreciHealth
	Onflow device – Loop Medical
	TAP micro – YourBio Health
	Tasso+ – Tasso Inc.
	RedDrop – RedDropDx
	Microtainer – BD/MiniCollect – Greiner
	Hem-Col – Labonovum

	Dried blood spots
	OneDraw – Drawbridge
	DB-10 – Hemaxis
	Mitra – Neoteryx
	Capitainer B – Capitainer

	Dried serum/plasma spots
	Ser-Col – Labonovum
	Velvet – Weavr Health Corp.
	Cobas plasma separation card – Roche

	Discussion
	Rationale for remote blood self-sampling devices
	Limitations of blood self-sampling
	Product-market combination
	Integration of BSSD in the total testing process

	Practical recommendations
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (Euroscale Coated v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.7
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 35
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 10
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1000
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.10000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /DEU <>
    /ENU ()
    /ENN ()
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName (ISO Coated v2 \(ECI\))
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName <FEFF005B0048006F006800650020004100750066006C00F600730075006E0067005D>
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements true
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 8.503940
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [595.276 841.890]
>> setpagedevice


