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Abstract 
Non-genuine medical products, including diagnostic devices, have become a lucrative business for 
fraudsters, causing significant damage to revenues and reputation of companies, as well as posing a 
significant risk to the health of people and societies. Along a “digital twin” representing centrifugal 
microfluidic flow control on exemplary “Lab-on-a-Disc” (LoaD) systems, a novel, two-pronged strategy 
to safeguard miniaturized point-of-care devices by means of secret features and manufacturing 
challenges is outlined; such “hardware encryption” is flexibly programmed for each chip during 
production, and deciphered from a secure, local or online database at the time of use. This way, 
unlicensed copying may be efficiently deterred by an unfavourable economy-of-scale, even in absence 
of legal prosecution. 
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Introduction 
The globalization of trade and its complex supply chains increasingly attract unlicensed producers into 
a wide range of markets. In addition to their direct impact to sales, such fraudulent behavior 
substantially undermines significant efforts and investment into research, intellectual property, 
production, regulatory approval and marketing. Furthermore, counterfeits typically feature subprime 
quality, which compromises user experience and trust in their brand, especially when the consumer 
cannot easily distinguish adulterations from the original. 

A particular issue constitutes forgery of health-relevant products such as drugs, medical devices and 
diagnostics test kits [1-4], which is the main application area of this work. For these illegitimate items, 
non-compliance is likely to impose severe or even fatal consequences for patients, also entailing 
massive grief for their social environment, and huge costs for contingent medical treatments, recovery 
and companies. 

A range of anti-counterfeit technologies have been established that are suitable for different types of 
products and price regimes. Generally, their incorporation is based on a compromise between various 
factors, such as the required degree of security, acceptable cost, needs on equipment, infrastructure, 
time and skill level for implementation on site, operational robustness, and the possibly impaired user 
experience. If the portion of counterfeits remains rather small, providers might even turn a blind eye 
on the issue, e.g., as they have a negligible impact on their overall business, or to avoid scaring their 
customer base with adverse narratives. 

Here we assume that counterfeiting is motivated by mere commercial objectives; the core strategy to 
combat forgery roots in its economic disincentivization by accounting for the full cost structure, 
involving one-off “fixed” and variable “per device” components. It needs to be considered that the 
forger can bridge a knowledge-gap by stealing intellectual property, e.g., through reverse engineering, 
by skipping expensive measures for obtaining regulatory approval, and by parasitically benefiting from 
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the marketing; yet, part of the upfront invest, e.g., in infrastructure, equipment and process 
development, incur at a similar magnitude for both parties. So, assuming criminal prosecution cannot 
effectively discourage unlicensed sales, the original provider ought to make illegal copying 
unprofitable regarding the full balance sheet. In the context of microfluidic systems in the focus of this 
paper, a dual approach comprising of covert fluidic features and demanding manufacturing quality is 
pursued to thwart the profitability for the potential fraudster. 

Among the common methods to prevent or clearly disclose non-authentic products are optical or 
electronic labels. Similar to read-only type data storage media like CDs or DVDs for delivering original 
software (before downloads became the predominant retail channel), labels may contain distinct 
features, like holograms, that may be techno-economically hard to reproduce; users can thus simply 
spot counterfeits by eye-balling, or under exposure to certain illumination conditions, e.g., cheap UV 
lambs, polarized or even ambient light. The identifiers might be attached to the packaging or, even 
more secure, to the product itself, ideally in a way that they cannot be removed and transferred 
without visible or functional damage. Similar to bank notes, certain security features might, even 
literally, be weaved into the fabric, or constitute an integral part of the product. 

Label-based anti-counterfeit strategies for protecting goods and supply chains are increasingly 
discussed in the context of the distributed ledger technology. Akin to common password verification, 
a public key coming with the product is paired with a unique private key that can be retrieved from a 
secure online database., e.g., a blockchain [5, 6]. 

Advanced optical anti-counterfeit strategies have already been presented, e.g., for protecting drugs 
and diagnostic chips based on sophisticated microfluidic encoding schemes [7-9]. The “Lab-on-a-Chip” 
devices [10-16] at the focus of this work are normally single use owing to performance, regeneration, 
contamination and regulatory issues. In terms of cost per test, they may be competing with 
comprehensive liquid handling automation running at high-throughput in centralized labs, or 
commodity test strips on the lower end of the price range. Integration of anti-counterfeit features 
might thus be well possible from a technological, but economically prohibitive for deployment on Lab-
on-a-Chip systems. 

This paper introduces strategies to incorporate anti-counterfeit technologies into commercially 
already well-established centrifugal microfluidic platform. These “Lab-on-a-Disc” (LoaD) systems, 
which have been successfully developed in industry [17-33] and academia [34-51] since the early 
1990s, pursue a conceptually simple mechanism for the transport and conditioning of liquid samples 
and reagents in so-called laboratory unit operations (LUOs) through the artificial gravity field created 
by a conventional spindle motor [52-71]. On the analogy of optical data storage media, instrument 
mounted units (“pick-up heads”), e.g., commonly based on optical, occasionally also on 
electrochemical principles, detect the presence or concentration of analytes [25, 34-38, 42-51, 72-74], 
thus automating bioassay protocols in a sample-to-answer fashion that is commensurate with typical 
point-of-care scenarios. 

Due to the unidirectional and omnipresent nature of the centrifugal field, valving constitutes a pivotal 
component of such LoaD technologies. To comply with their low complexity and modular operational 
paradigm, many centrifugal platforms exclusively employ rotationally actuated valving techniques 
where the spinning-induced centrifugal pressure head on a co-rotating, disc-based liquid volume is 
opposed by physical barriers, or combined with pressures, e.g., imposed by capillary action or 
pneumatic mechanisms.  
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Amongst the numerous variations of the theme [44, 45, 74-80], so-called centrifugo-pneumatic (CP) 
dissolvable-film (DF) siphon valves have recently been highlighted for their superior flow control, 
operational robustness, manufacturability and configurability towards implementing fluidic larger-
scale integration (LSI) at the backbone of sample-to-answer automation of parallelized, multi-analyte 
bioassay panels [80-83]. 

Based on a virtual, “digital-twin” [84-86] approach of such CP-DF valving, this paper elaborates novel 
anti-counterfeit strategies on a component and system level. After briefly reviewing the underlying 
physical model, the linkage of rotational flow control with design parameters and experimental 
tolerances is established. Based on these dependencies, secret features and tight requirements on 
manufacturing quality efficiently debunk forged products, or disincentivize their market introduction. 
These elements are either fully integrated into main fluidic network [81] implementing the assay 
protocol, or as functionally and spatially disjunct entities. 

The first section illustrates the overarching techno-economical strategy of combatting counterfeits. 
Then, relevant, rotationally controlled valving techniques at the heart of the anti-counterfeit function 
presented here are briefly outlined along the “digital twin” method. The next section describes hidden 
features programmed during manufacture of the LoaD, considering that individual customization of 
each device needs to comply with acceptable cost of goods. Followingly, the intimate interplay of 
demanding manufacturing tolerances with CP-DF valving on the LoaD renders forgery economically 
highly unrewarding. Then, concepts to unambiguously indicate resultant failure of fraudulent devices 
to the user, i.e., how to translate a fluidic event into binary information, while avoiding substantially 
enhancing technical complexity and cost of the system, are surveyed before summarizing and 
providing an outlook on future work. 

General Anti-Counterfeit Strategy 
It may well be assumed that, if equipped with sufficient resources and competence, any reasonably 
conceivable protection of the genuine device can be circumvented to provide equivalent functionality. 
If, for instance, a powerful secret service intended to fake a device at “any” expense, they would most 
likely find a way to trick the mechanism. This seems to have been the case when successful tampering 
of the highly sophisticated sealing of bottles containing (urine) samples from athletes for anti-doping 
campaigns has been discovered [87]; to the tremendous astonishment of practically all technical 
experts [87], this “bullet-proof” anti-forgery technology, that stood firm against many multi-stage 
legal challenges, has terminated many successful careers in Olympic and professional sports, and 
ripped “clean” competitors from fame and fortune. 

Here, mainly commercially motivated anti-counterfeit is addressed, which comes down to an 
economic competition between the original producer and the forger. Assuming it were to cost in the 
vicinity of 100 US$ to print an illegitimate 100-US$ bill, the mere lack of an attractive profit margin 
would discourage offenders, even in practical absence of the risk of criminal prosecution. 

On behalf of the business, we look at a typical, yet slightly simplified structure for the cost of goods 
the point-of-care devices considered here. There are, on the one hand, one-off, upfront expenditures; 
these categorize into the development of the product technology and its (mass) production process, 
which might be cut short by the forger, e.g., by reverse engineering. Regarding other one-off 
expenditure, the fraudster can skip lengthy and expensive regulatory approval and just viciously 
piggyback on marketing campaigns. Conversely, upfront investment into infrastructure and 
equipment, and variable costs for making each device might be of similar scale for either party.  
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So, at the end of the day, given purely economic incentivization, and that (serious) legal prosecution 
turns out to be inefficient, the original provider has to undermine the income generation of the 
counterfeiter through properly working devices. These considerations thus lead to the back-of-the 
envelope calculation 

 profit margin = (retail price) −  
(upfront invest)

(sales number)
− (cost of goods) (1) 

specifying the (pre-tax) income holding for both, the genuine, as well as the unlicensed supplier. In 
other words, relation (1) reflects that the business case hinges on the ability to leverage favorable 
economy-of-scale effects. Research-intensive, highly regulated medical products, such as the 
microfluidic LoaD for point-of-care applications, often involve extraordinarily high initial investments 
while production numbers may be appreciably lower than for commodity consumer products.  

Looking at the constituents of (1), the original supplier thus needs to force the counterfeiter into high 
advance expense, e.g., by preventing the forger from getting access to relevant know-how on behalf 
of product function and production technology; also, much larger number of products will compensate 
for the comparatively negligible marketing and regulatory costs for the copier. Furthermore, a secret, 
possibly individualized feature may be integrated, which is much cheaper to set at the factory, than, 
if even technically possible at all, to imitate by inspecting and customizing each product separately. 
Examples for such covert parameters are the loaded liquid volumes, which is flexibly set by the 
dispenser, or a pneumatic volume, which is customized by perforation of membranes; these features 
may only be deciphered through linking a label on the LoaD to an entry stored on a well-secured 
database.  

As an alternative (or complement) to such covert features, counterfeiting might also be fought by 
demanding high manufacturing precision for assuring proper flow control, which can either not be 
delivered at all, or not at an economically viable interplay of upfront or variable cost by the 
counterfeiter. With supremacy of manufacturing technology by the genuine provider, whether on an 
absolute or techno-economical scale, unlicensed products deliver subprime function. Requiring 
exceptional quality obviates the need for labels or placing distinct, space-consuming structures on the 
device. 

Both anti-forgery techniques induce malfunction of (an unacceptably large fraction of) counterfeit 
devices. As regulatory approval often requires incorporation of failure detection, e.g., to avoid false 
negatives on bioanalytical testing for disease markers in patient samples, the same mechanism might 
be employed to disguise counterfeits. The concrete implementation of the detection schemes largely 
depends on the application context, and thus falls outside the scope of the work. 

Centrifugo-Pneumatic Dissolvable-Film Siphon Valving 
Advanced flow control capabilities underpin the integration of bioanalytical protocols, that are 
normally automated by liquid handling robotics, on microfluidic chips. For the centrifugal systems 
considered here, orchestrating sequential assay steps of multiple, simultaneously loaded bioliquids, 
such as samples, reagents and buffers, requires robust mechanisms to transiently retain liquid during 
execution of LUOs. As outlined in the introduction, a wide range of active and passive valving concepts 
has been devised for LoaD platforms over the last three decades.  

In this section, a functional model for merely rotationally actuated, centrifugo-pneumatic (CP) 
dissolvable-film (DF) siphon valves is elaborated; this digital twin then supports the development of 
novel anti-counterfeit strategies. The same methodology may readily be applied to alternative 
centrifugal flow control techniques. 
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Layout and Mechanism 
The multi-step loading procedure of a CP-DF siphon valve is portrayed in Figure 1. At first, a liquid 
volume 𝑈୧ୱ୭ possessing a density 𝜚 is loaded through its inlet reservoir into a given valve structure Γ 
located at the radial position 𝑅. 𝑈୧ୱ୭ is metered to match the dead volume of the (tiny) isoradial 
channel. At this point, an air pocket is pneumatically isolated at a pressure 𝑝଴

ᇱ  from the ambient 
pressure 𝑝଴, which is commonly near standard pressure 𝑝ୱ୲ୢ = 1013.25 hPa. For the main part of this 
work, we assume 𝑝଴

ᇱ ≈ 𝑝଴ ≈ 𝑝ୱ୲ୢ; the impact of possible deviations will be briefly discussed in the 
context of (10). 

Next, the initially loaded liquid volume is topped up to 𝑈଴ > 𝑈୧ୱ୭, thus creating a (contiguous) liquid 
distribution Λ with a front meniscus at a radial position 𝑟 in the inbound segment of (radial) length 𝑍, 
and 𝑟଴ < 𝑟 in the inlet reservoir. The spreading Λ, and thus also 𝑟଴ and 𝑟, are functions of the angular 
frequency 𝜔 = 2𝜋 ⋅ 𝜈. Below a critical retention rate, i.e., 𝜔 < Ω, the liquid front stays below the crest 
point of the radially inbound part, i.e., 𝑟 > 𝑅ୡ୰ୣୱ୲ = 𝑅 − 𝑍; the siphon outlet continues to a recess 
chamber accommodating a DF membrane located at 𝑅ୈ୊ > 𝑅. This DF transiently seals a vertical via 
to an outlet, e.g., based in a lower disc layer, leading to a downstream chamber. The high-pass CP-DF 
siphon valve opens at 𝜔 > Ω∗ with the release rate Ω∗ > Ω once a minimum liquid volume 𝑈ୈ୊ has 
reached, and thus disintegrated the DF. 

Critical Frequencies 
For a liquid level difference Δ𝑟 = 𝑟 − 𝑟଴, and a mean radial position 𝑟̅ = 0.5 ⋅ (𝑟଴ + 𝑟) of Λ, a 
centrifugal pressure head 

 𝑝ఠ = 𝜚 ⋅ 𝑟̅Δ𝑟 ⋅ 𝜔ଶ (2) 
drives the liquid towards the recess until it is balanced by the pneumatic counter pressure 

 𝑝௏ = 𝑝଴ ⋅
𝑉଴

𝑉
 (3) 

with the initial and the actual gas volumes 𝑉େ and 𝑉 < 𝑉େ, respectively. The compression volume 𝑉େ 
is composed of a main segment 𝑉େ,଴, the inbound section 𝐴 ⋅ 𝑍 of cross section 𝐴, and the (typically 
minor) contributions from the dead volumes of the DF chamber 𝑉ୈ୊ and its narrow interconnecting 
channel segments 𝑉୧୬୲. Note that for typical values 𝜚 = 1000 kg mିଷ, 𝑟̅ = 3 cm, Δ𝑟 = 1 cm, and 
𝜔 2𝜋 = 25 Hz⁄ , the induced pressure head 𝑝ఠ ≈ 74 hPa (2) amounts to only about 1 14⁄  of 𝑝ୱ୲ୢ. 

At a given spin rate 𝜔, Λ(𝜔), and hence the radial position of the forward meniscus in the inbound 
section of the siphon 𝑟(𝜔), are derived from the hydrostatic equilibrium 

 𝑝ఠ + 𝑝଴ = 𝑝௏  (4) 
between the forward and backward pressures 𝑝→ = 𝑝ఠ + 𝑝଴ (2) and 𝑝← = 𝑝௏ (3), respectively. A 
retention rate 

 Ω(𝑅, Γ, 𝑈଴, 𝜚, 𝑝଴) = ඨ
𝑝← − 𝑝→

𝜚 ⋅ 𝑟̅Δ𝑟
= ඨ

𝑝଴ ⋅ [𝑉଴ (𝑉଴ − 𝐴 ⋅ 𝑍)⁄ − 1]

𝜚 ⋅ 𝑟̅Δ𝑟
 (5) 

is obtained which depends on radial position 𝑅, the loaded liquid volume 𝑈଴, the liquid density 𝜚, the 
ambient pressure 𝑝଴, and the valve geometry Γ including the compression ratio 𝑉େ 𝑉⁄ , with 𝑉 = 𝑉େ −

𝐴 ⋅ 𝑍 at 𝜔 = Ω. In the general case, further terms representing the capillary pressure 𝑝஀ ∝

𝜎 ⋅ cos Θ 𝐷⁄  with the channel diameter 𝐷, the surface tension 𝜎, and the contact angle Θ between the 
liquid and the wall may play a role.  
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(a) Initial loading step of the small isoradial channel of dead 
volume 𝑈୧ୱ୭ at 𝜔 = 0. 

(b) Retention after loading the liquid volume 𝑈଴ to Γ at 𝜔 <
Ω 

  
(c) Liquid release at 𝜔 > Ω after a sufficient volume 𝑈ୈ୊ 
has arrived in the DF chamber, i.e., 𝜔 = Ω∗. 

(d) Refined, multi-segmented layout for design 
optimization during liquid retention 𝜔 ≤ Ω. 

Figure 1 Basic centrifugo-pneumatic (CP) dissolvable-film (DF) siphon valve structure Γ (linearized display, dimensions not to 
scale with typical measures listed in the Appendix). The depth of all components upstream of the crest point amounts to 
1 mm, and 200 µm thereafter. (a) In a first step, a liquid volume 𝑈୧ୱ୭ is loaded to the valve structure Γ which pneumatically 
isolates the inlet reservoir that is open to atmosphere at 𝑝଴ ≈ 𝑝ୱ୲ୢ = 1013.25 hPa from the downstream compression 
chamber. Due to dynamic effects, the actual pressure 𝑝଴

ᇱ  in the enclosed volume may (slightly) deviate from 𝑝଴ ≈ 𝑝ୱ୲ୢ =
1013.25 hPa. (b) The liquid volume 𝑈଴ ≫ 𝑈୧ୱ୭ is retained upstream of the crest point at 𝑅ୡ୰ୣୱ୲ = 𝑅 − 𝑍 for spin rates 𝜔 <
Ω. (c) The high-pass CP-DF siphon valve opens for 𝜔 > Ω∗ ≈ Ω upon arrival of a minimum volume 𝑈ୈ୊ = 𝛼 ⋅ 𝑉ୈ୊ in the DF 
chamber of total volume 𝑉ୈ୊, a liquid volume fraction 𝛽 ⋅ 𝑉ୈ୊, with 𝛽 < 𝛼, will remain in the chamber after opening. (d) 
Multi-segmented version for illustrating the key geometrical features for design optimization according to a given set of 
metrics. 

The retention rate Ω (5) sets the maximum field strength 

 𝑓ఠ = Δ𝜚 ⋅ ℛ ⋅ Ωଶ (6) 
that can be delivered on a medium, e.g., a bioparticle such as a bacterium, cell or exosome, of 
differential density Δ𝜚 with respect to the background liquid located at a radial position ℛ, often with 
ℛ ≈ 𝑅, during execution of an LUO. The same formula (5) also provides the release rate 

 Ω∗ = Ω(𝑈଴ − 𝑈ୈ୊, 𝑉େ − 𝑈ୈ୊) (7) 
by replacing 𝑈଴ and with 𝑈଴ − 𝑈ୈ୊, and 𝑉ୈ୊ by 𝑉େ − 𝑈ୈ୊, with usually 𝑈ୈ୊ 𝑉େ⁄ ≪ 1.  

Reliability and Band Width 
The dependency of Ω = Ω(𝑅, Γ, 𝑈଴, 𝜚, 𝑝଴) in (5) and Ω∗ = Ω∗(𝑅, Γ, 𝑈଴, 𝜚, 𝑝଴, 𝑈ୈ୊) in (7) implies that 
the experimental tolerances {Δ𝛾௞} of the experimental parameters 𝛾௞ ∈ {𝑅, Γ, 𝑈଴, 𝜚, 𝑝଴} “smear” the 
sharp Ω- and Ω∗-lines to bands with standard deviations 

 ΔΩ ≈ ට∑ ቀ
డஐ

డఊೖ
⋅ Δ𝛾௞ቁ

ଶ

௞  and ΔΩ∗ ≈ ට∑ ቀ
డஐ∗

డఊೖ
⋅ Δ𝛾௞ቁ

ଶ

௞  (8) 

in 𝜔-space according to Gaussian error propagation. Note that strictly speaking, the relations in (8) 
are only valid for independent variables parameters 𝛾௞, and for small Δ𝛾௞. 
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Reliable opening of high-pass CP-DF siphon valves is thus implemented by lifting 𝜔 across the entire 
zone Ω௜

∗ + 𝑀 ⋅ ΔΩ௜
∗ < 𝜔 < Ω௜ାଵ − 𝑀 ⋅ ΔΩ௜ାଵ, with the unitless factor 𝑀 embodying the aimed degree 

of operational reliability of the LoaD system, i.e., 68%, 95%, 99.7%, 99.99%, … for 𝑀 = 1,2,3,4, …, 
respectively. To simplify notation, we refer to “forbidden” intervals around each process step 𝑖 in 𝜔-
space as {Ω௜ ± 𝑀 ⋅ ΔΩ௜}. 

Unmasking Counterfeits 
The centers of the frequency bands {Ω ± 𝑀 ⋅ ΔΩ} around Ω (5) and Ω∗ (7) are determined by the 
target values of 𝑅, Γ, 𝑈଴, 𝜚, 𝑝଴, and 𝑈ୈ୊ (for Ω∗). According to (8), their standard deviations ΔΩ and 
ΔΩ∗, and thus their (approximate) band widths 2 ⋅ 𝑀 ⋅ ΔΩ, are governed by the partial derivatives 
{𝜕Ω 𝜕𝛾௞}⁄  and {𝜕Ω∗ 𝜕𝛾௞}⁄ , evaluated at {𝛾௞}, and the tolerances in the experimental parameters 
Δ𝑅, ΔΓ, Δ𝑈଴, Δ𝜚, Δ𝑝଴, and Δ𝑈ୈ୊. 

 

Figure 2 Distinction of original product from counterfeit. The set of threshold retention and release rates {Ω௜} and {Ω௜
∗}, 

respectively, depend on the experimental parameters {𝛾௞}, mainly the radial position 𝑅 and dimensions of the structure Γ, 
the loaded liquid volume 𝑈଴, and the ambient pressure 𝑝଴. For reliable operation as characterized by the confidence factor 
𝑀, each LUO in step 𝑖 needs to be executed with 𝜔௜  inside the (green) corridors Ω௜ିଵ

∗ + 𝑀 ⋅ ΔΩ௜ିଵ
∗ < 𝜔 < Ω௜ − 𝑀 ⋅ ΔΩ௜, 

while the bands {Ω௜ ± 𝑀 ⋅ ΔΩ௜} ought to be crossed for subsequent release. As it is not advisable to change Γ in mass 
manufacture, the preferred “programmable” parameters are 𝑈଴, 𝑉େ for Ω, and also 𝑈ୈ୊ for Ω∗, which may flexibly be 
configured by the reagent dispenser and pick-an-place system at the fab define a robustly working spin protocol 𝜔(𝑡). 
Towards large tolerances {Δ𝛾௞}, e.g., for an on-disc liquid reagent Δ𝑈଴, machining tolerances ΔΓ in the depth and planar 
directions Δ𝑑 and Δ𝑤, the related standard deviations ΔΩ and ΔΩ∗ lead to directly adjacent or overlapping bands. Poorly 
known parameters {𝑈଴, 𝑉େ, 𝑈ୈ୊} and subprime tolerances {Δ𝑑, Δ𝑤} thus make it extremely difficult for forgers to place a 
spin protocol 𝜔(𝑡) inside the “safe” (green) bands around {𝜔௜} while carrying out {LUO௜}. 

Following formulas (5), (7) and (8), and Figure 2, the spin protocol 𝜔(𝑡) can be adapted to stay inside 
the corridors Ω௜ିଵ

∗ + 𝑀 ⋅ ΔΩ௜ିଵ
∗ <  𝜔௜ < Ω௜ − 𝑀 ⋅ ΔΩ௜ outside the zones of uncertainty {Ω௜ ± 𝑀 ⋅

ΔΩ௜}; this assures, with sufficient confidence quantified by 𝑀, that the loaded valves remain closed 
during execution of LUOs, while fully crossing the interstitial “forbidden” zones to prompt consistent 
valving. The set of {Ω௜ ± 𝑀 ⋅ ΔΩ௜  } thus represents a unique fingerprint for each disc, which is essential 
to derive a functionally robust spin protocol 𝜔(𝑡). 

In a certain way, the rotationally actuation of a concurrently loaded network valves on the centrifugal 
microfluidic platform displays striking analogies the radio communication. For practical reasons like 
motor power, torque, reliability and safety, the spin rate 𝜔 is confined to an interval restricted 
between 𝜔୫୧୬ and 𝜔୫ୟ୶ (Figure 2) on the LoaD, which corresponds to the finite frequency domain 
designated to a certain type of radio transmission assigned by the proper authorities. These envelopes 
are shared by non-overlapping bands assigned to each subset for their concurrently released liquids 
co-rotating on the (finite) disc space, and each station simultaneously broadcasting in the same 
(limited distal) range of the utilized radio frequencies. 
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Even if the counterfeiter gets knowledge of {𝛾௞}, the resulting {𝜔௜} in the safe corridors for keeping 
the liquid at bay while performing the LUOs can be deliberately spaced so tightly that the associated 
forbidden bands {Ω ± 𝑀 ⋅ ΔΩ௜} overlap for inferior, i.e., large {Δ𝛾௞}. For achieving such very 
demanding (machining) tolerances {Δ𝛾௞}, the forger is driven into high upfront cost for tooling and 
the sophistication of the manufacturing process, which are hard to recover at markedly lower sales 
numbers (1). Resultant high failure rates can be detected by the instrument, indicated to the user and 
transmitted to the genuine provider, who may then return a warning on a potential problem with the 
source of the LoaD cartridges. Both methods, the secrets and the manufacturing challenge, may 
evidently be combined to enhance protection. 

Sensing 
Liquid volume metering resides at the core of debunking a forged LoaD device along the previously 
outlined fluidic anti-counterfeit strategies; a forged device is likely to deliver filling levels that fall 
outside a given target range. The first anti-counterfeit strategy of disc-engraved secrets works similar 
to a numerical code on a safe requesting a sufficient number of “digits” for opening; the second 
method demands challenging manufacturing tolerances. In either case, the majority of counterfeit 
devices will fail. This section first explains the volume metering function that can be derived from the 
CP-DF siphon valving described in the context of Figure 1, before covering liquid level detection. 

Liquid Volume 
CP-DF siphon valves (Figure 1) may also be employed as sensors for checking whether a loaded liquid 
volume 𝑈଴ lies within a certain interval 𝑈ෙ < 𝑈଴ < 𝑈෡ between upper and lower boundaries 𝑈෡ and 𝑈ෙ, 
respectively. Accordingly, an unknown amount 𝑈଴

ᇱ  is loaded to the inlet of Γ. The volume 𝑈଴
ᇱ  is probed 

by setting 𝜔 to the retention and release thresholds Ω and Ω∗, respectively, as calculated for 𝑈଴. 
Factoring in the tolerances ΔΩ and ΔΩ∗ (8), we can determine a volume range 

 𝑈଴(𝜔 = Ω∗ + 𝑀 ⋅ ΔΩ∗) ≤ 𝑈଴
ᇱ ≤ 𝑈଴(𝜔 = Ω − 𝑀 ⋅ ΔΩ)  (9) 

for 𝑈଴
ᇱ  with the confidence factor 𝑀; relation (9) holds in case the valve is behaving “properly”, i.e., 

staying closed for 𝜔 ≤ Ω, and forwarding a minimum liquid volume 𝑈ୈ୊ to reach and thus clear the 
DF in the outer receiving chamber at 𝜔 ≥ Ω∗. A function 𝑈଴

ᇱ = 𝑈଴
ᇱ (𝜔), which grows towards 

decreasing 𝜔, can be obtained by resolving Ω = Ω(𝑅, Γ, 𝑈଴, 𝜚, 𝑝଴) in (5) for 𝑈଴
ᇱ ; the uncertainty Δ𝑈଴

ᇱ  in 
determining the initially unknown 𝑈଴

ᇱ  evidently correlates with the standard deviations {Δ𝛾௞} of the 
other input parameters {𝛾௞}. For performing this algebraic conversion, the radial product 𝑟̅Δ𝑟 needs 
to be expressed by 𝑈଴ and the geometrical measures of Γ (Figure 1), i.e., the depths, widths, and 
lengths (or dead volume, cross sections, and axial extension) defining each of its segments. 

Similarly, previous work on “logical” flow control [76, 80] provides a fluidic method to gauge whether 
the liquid volume in a given chamber falls within a target range; a maximum of incoming liquid volume 
defined by the dead volume between the location 𝑅ୈ୊ and the bottom of its chamber in a CP-DF 
siphon valve (Figure 1) can be assured in absence of outflow at 𝜔 ≥ Ω∗. Vice versa, a lower volume 
boundary can be guaranteed for outflow above the same release rate 𝜔 ≤ Ω∗. There are further fluidic 
configurations providing a digital yes-no answer for indicating the presence a defined amount of liquid 
in a designated target chamber, mostly based on overflow principles. 

Detection 
Quantitation of liquid volume often comes down to liquid level detection. This may, for instance, 
simply be implemented by, potentially microscope assisted, eye-balling and gauging the meniscus 
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position against calibration marks imprinted on the surface of the LoaD. Evidently, an unambiguous, 
objective binary method is more suitable for displaying such a potentially consequential statement 
and conveniently to the user, and making it amenable to digital records, statistical evaluation, and 
transmission to local or remotely stored databases. 

Many schemes for liquid level sensing are conceivable, which are overwhelmingly based on the 
physical characteristics of liquid (water) and air, such as their divergent optical or electrical properties. 
Ideally, the detection scheme should align with the flow control, manufacturing and low-complexity 
instrumentation paradigm of the LoaD platform. As an example, optical absorption [88] or total 
internal reflection (TIR) [89, 90] based on the refractive index can be transduced by rather simple, 
instrument-based transduction concepts. 

Disc-Encoded Secrets 
Concealed individual properties of the LoaD that are impossible, or at least very cumbersome and 
costly, to decipher by the forger, while rather easy to flexibly “program” at the factory, give the 
legitimate manufacturer a leading edge in terms of variable costs (1). These covert and unique 
signatures of each fluidic device may either be represented by separate structures, thus consuming 
additional, potentially precious disc real estate, or incorporated into the mainframe layout automating 
of the assay protocol. 

Implementation 
Figure 3 illustrates a possible embodiment of disc-specific fluidic secrets for information management 
which assures their secure storage and retrieval. The instrument scans a distinctive disc identifier that 
is irreversibly attached the LoaD, e.g., by a permanent sticker, imprint or engraved mark. A decode 
list, which may be safely stored locally or remotely, e.g., on a blockchain, assigns this public key to the 
disc-specific set of {Ω௜} (5) and {Ω௜

∗} (7), or the related secret parameters {𝛾௞} to calculate the allowed 
𝜔-corridors slotted between forbidden bands {Ω௜ ± 𝑀 ⋅ ΔΩ௜} (Figure 2). The required spin protocol 
𝜔(𝑡) is then forwarded to the controller of the spindle motor. Importantly, the so obtained 𝜔-zones 
still have to provide suitable hydrostatic pressure 𝑝ఠ (2) or field strength 𝑓ఠ (6) to properly complete 
their upstream LUO, e.g., by extending the duty intervals. 

 
Figure 3 Setting of disc-specific spin protocol 𝜔(𝑡) from parameters {𝛾௞}, or their resultant thresholds {Ω௜} and {Ω௜

∗}, 
retrieved from password-protected database. Each disc possesses a unique ID, or public key, that is, for example, directly 

Preprints (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 20 July 2021                   doi:10.20944/preprints202107.0443.v1

https://doi.org/10.20944/preprints202107.0443.v1


printed or irreversibly bonded with a sticker to its surface. This ID is displayed in a machine-readable fashion, e.g., as QR 
code, and read out by a scanner. An encrypted database stores a dec-list which either provides relevant manufacturing 
secrets, e.g., {𝑈଴, 𝑉େ, 𝑈ୈ୊}, or the associated protocol 𝜔(𝑡) to the run by the spindle motor. This list may be stored on the 
instrument, or retrieved from a well-protected database, e.g., a distributed ledger on a blockchain. 

Amongst the parameters {𝛾௞} that can be tailored along fabrication are 𝑅, Γ, 𝑈଴, and 𝑈ୈ୊ (for Ω∗), 
while the liquid density 𝜚 is prescribed by the (typically aqueous) sample and assay reagents, and the 
ambient pressure 𝑝଴ by the local weather and altitude that may be measured on the spot. However, 
in particular in mass replication for commercially viable production, e.g., by injection molding, there 
are significant expenses for tooling and process optimization by new locations 𝑅 and designs Γ [91]. 
Hence, from an economical perspective, variation of Γ and 𝑅 should be avoided for configuring the 
concealed fingerprints of a disc in 𝜔-space. 

However, the replication tool may display chambers exhibiting multiple interconnected 
compartments or outlets whose open state can be set by pick-and-place robotics, e.g., by the location 
and physico-chemical properties of the sealing films. Hence, for example, amongst the mathematically 
available options to tune Ω (5) and Ω∗ (7) with Γ, customization of the compression volume with 
barriers allows to define 𝑉େ, and the radial position 𝑅ୈ୊ of the outermost open outlet in the recess 
chamber determines 𝑈ୈ୊ for tweaking Ω∗. 

It has been shown that such fluidically isolating membranes may be removed by various methods, e.g., 
mechanical perforation at the factory, through (laser) irradiation [92], local heating [93],  by a unit on 
the instrument, or by chemical stimuli [67], e.g., a solvent specific to the formulation of the DF. For an 
anti-counterfeit system where a distinct label is assigned to each individual disc, the faker would 
consequently have to, for instance, either physically inspect each membrane from the outside, to 
provide non-genuine instrument, or to hack the database for bypassing this protection. 

Loaded Liquid Volume 𝑈଴ 
The original provider may also freely define the volumes 𝑈଴ of on-board stored liquid reagents that 
are loaded, e.g., by a pipetting robot, during disc fabrication. At a given spin rate 𝜔, the (secret) 
amount of 𝑈଴ changes the liquid distribution Λ(𝑅, Γ, 𝑈଴, 𝑝଴, 𝜔) with its inner and outer menici at 𝑟଴ 
and 𝑟 in the reservoir and inbound channel, respectively, and thus the radial product 𝑟̅Δ𝑟 in 𝑝ఠ (2). 
Therefore, the critical spin rates Ω (5) and Ω∗(7) directly depend on 𝑈଴, so a systematic adjustment of 
the spin rate protocol 𝜔(𝑡) is necessary to assure proper execution of the assay protocol. Vice versa, 
if 𝜔 is tuned, e.g., through closed loop flow control, to settle the outer meniscus at the crest point of 
Γ, i.e., at 𝑟 = 𝑅ୡ୰ୣୱ୲ = 𝑅 − 𝑍 (Figure 1), the position of the rear meniscus 𝑟଴ in the inlet reservoir also 
shifts with 𝑈଴. 

  
(a) Ω as a function of 𝑈଴. (b) Ω as a function of 𝑉େ.  

Figure 4 Variation of the retention rate Ω (5) the (a) the loaded liquid volume 𝑈଴, and (b) the volume of the compression 
chamber 𝑉େ. The gridlines correspond to the minimum values 𝜔୫୧୬ 2𝜋⁄ = 10 Hz and maximum 𝜔୫୧୬ 2𝜋⁄ = 70 Hz 
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boundaries of the practically available spin rate envelope, and the default Ω 2𝜋 ≈ 22 Hz⁄  obtained for the (a) loaded liquid 
volume 𝑈଴ = 100 µl and (b) main gas compression volume 𝑉େ,଴ = 200 µl. 

Figure 4a displays how the retention rate Ω (5) of a CP-DF siphon valve that has been geared to retain 
at Ω 2𝜋⁄ ≈ 22 Hz, with default parameters, can be manipulated by adjusting the loaded liquid volume 
𝑈଴. Alternatively, the inlet reservoir might be compartmentalized in a way that the radial product 𝑟̅Δ𝑟 
in (5) stays constant by proper scaling of the cross section 𝐴଴, or width 𝑤଴ (at 𝑑଴ = const.) of the inlet 
reservoir, with the same factor as 𝑈଴. 

Compression Volume 𝑉େ 
Figure 5 schematizes a possible embodiment of how the volume of the pneumatic chamber 𝑉େ,଴ may 
be varied at the factory by perforating the membrane(s) which initially seal a vertical via to a lower-
layer connection to an additional volume by 𝑉େ,௠ with 𝑚 ∈ {1,2,3,4,5}. These openings may be 
occluded so that the derived retention and release rates Ω (5) and Ω∗ (7) cannot be determined by a 
potential forger. Figure 4b reveals the scaling of Ω (5) with the total volume of the compression 
chamber 𝑉େ. The strength of the covert “key” is determined by the number of independently 
configurable membranes. 

 

Figure 5 Compartmentalization of compression chamber. A subset of membranes may be opened during production to 
connect the main compression volume 𝑉େ,଴ through designated vias to a subset of volumes {𝑉େ,௠}. In the displayed example, 
the main compression volume amounts to 𝑉େ,଴ + 𝑉େ,ଶ + 𝑉େ,ହ. The state of the membranes may be concealed from inspection, 
and is only disclosed through a decode list assigning a key coming with each disc, e.g., locally stored or online stored. This 
manufacturing secret prevents a forger from calculating the critical frequencies rates Ω (5) and Ω∗ (7) which are needed for 
proper centrifugal flow control underlying the automation of a bioassay protocol. 

Release Volume 𝑈ୈ୊ 
A CP-DF siphon valve is opened after the front meniscus has passed the crest point at 𝑟(𝜔 = Ω) =

𝑅ୡ୰ୣୱ୲ (Figure 1) and a (minimum) liquid volume 𝑈ୈ୊ has arrived in the outer recess to dissolve the 
local DF at 𝜔 ≥ Ω∗ (7). For a given geometry Γ, e.g., inscribed by the tool for injection molding, the 
offset of the release rate Ω∗ with respect to Ω (5) may thus be primarily specified by the radial position 
𝑅ୈ୊ of the radially outermost opening within a group of membrane-sealed outlets situated in the 
receiving chamber.  
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(a) Radial staggering of DF membranes sealing 
multiple outlets in the rectangular (cuboid) shaped 
outer receiving chamber of cross section 𝐴ୈ୊. The 
position of the outermost DF at the radial location 
𝑟 = 𝑅ୈ୊,௝ that dissolves in the arriving liquid (or is 
open or perforated), determines the volume 
𝑈ୈ୊,௝ = 𝐴ୈ୊ ⋅ Δ𝑟ୈ୊ needed for valving, and thus the 
release at the rate Ω∗ (7). 

(b) Release rate Ω∗ (7) of an outer chamber of volume capacity 
𝑉ୈ୊ = 5 µl that opens after arrival of the liquid volume 𝛼 ⋅ 𝑉ୈ୊ =
𝐴ୈ୊ ⋅ Δ𝑟ୈ୊. Therefore, 𝛼 = 0 corresponds to the retention rate Ω 
(5), and, e.g., 𝛼 = 0.5, as indicated by the vertical gridline, to a 
designated outlet positioned at half the chamber height.  

Figure 6 Control of the release rate Ω∗ (7) by the position 𝑅ୈ୊ of the radially outermost membrane that is open or dissolvable 
upon contact with the incoming liquid. (a) Radial staggering of membranes which (may) permanently seal outlet holes. (b) 
Dependency of the release rate Ω∗ and the filling ratio 𝛼 of the receiving chamber required to open the target DF. 

Figure 6a sketches an exemplary, rectangular shape of the receiving chamber with a cross section 𝐴ୈ୊ 
where the designated outlet is located at a radial height Δ𝑟ୈ୊ measured from its floor; this location 
corresponds to the radially outermost outlet that is either left open, or sealed with a DF membrane in 
CP-DF siphon valves. For a total dead volume 𝑉ୈ୊ of the receiving chamber, a fraction 𝛼 ⋅ 𝑉ୈ୊ = 𝐴ୈ୊ ⋅

Δ𝑟ୈ୊ needs to enter the receiving chamber to usher release at ω ≥ Ω∗ (7). 

Figure 6b illustrates the change in Ω∗ as a function of the fractional occupancy 𝛼 of the full volume of 
the receiving chamber, in this example 𝑉ୈ୊ = 5 µl, needed to arrive for triggering liquid transfer. A 
potential forger might miss the true Ω∗ set at the factory by about 1.5 Hz, thus leading to failure of 
the liquid handling protocol 𝜔(𝑡) by missing the operational frequency corridors (Figure 2). 

Membrane Properties 
The formulation and thickness of the DF membranes impact the time intervals {𝑇ୈ୊,௜} required for 
their disintegration in a given step 𝑖. While they can readily be defined by the choice of the membrane 
during manufacture of the LoaD, these characteristics are very hard to reconstruct a posteriori by a 
fraudster. With {𝑇ୈ୊,௜} known by the original manufacturer and, e.g., available to the instrument-
based controller of the spindle motor through a mechanism as portrayed in Figure 3, the spin protocol 
𝜔(𝑡) may easily be adjusted to {𝑇ୈ୊,௜}. For a fraudster, the formulation of the DFs, and thus these 
timings {𝑇ୈ୊,௜}, are unknown, so 𝜔(𝑡) will unavoidably run out of sync over successive steps 𝑖.  

Previous work, e.g., on rotational-pulse actuated centrifugal valving [94], is based on the decrease of 
the retention rate Ω௜(𝑈଴,௜) while liquid 𝑈଴,௜(𝑡) is arriving after release at 𝜔 > Ω௜ିଵ

∗  from the previous 
liquid handling step 𝑖 − 1. So, for instance, if the dissolution 𝑇ୈ୊,௜ିଵ takes longer than factored into 
the protocol 𝜔(𝑡), the spin rate might not be sufficient to open the high-pass CP-DF siphon valve as 
Ω(𝑡 ↦ ∞) < 𝜔 < Ω௜൫𝑡 < 𝑇ୈ୊,௜ିଵ൯. 
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Challenging Precision 
Tolerances in Manufacturing and Liquid Loading 
The disc layout might require challenging precision {Δ𝛾௜}, e.g., regarding manufacturing and volume 
metering, as subprime quality leads to too narrow, or even overlapping bands {Ω௜ ± 𝑀 ⋅ ΔΩ௜}, thus 
causing flaky or even entirely dysfunctional flow control on LoaD systems. This concept takes 
advantage of the fact that the original product still owns a decisively greater market share to leverage 
commercially very important economy-of-scale effects (1), which tend to drastically slash or even 
eliminate the margin for illegal suppliers. This is rooted in the fact that, in the same way as most single-
use microfluidic products, also commercial LoaD systems are predominantly mass manufactured by 
tool-based polymer mass fabrication techniques, such as injection molding [91].  

Making high-quality tools and process development for optimizing mold flow constitute major upfront 
costs (1). After their establishment, the economic recovery of these “sunk” costs tends to account for 
the lion share of the cost per chip. This general correlation particularly holds for rather moderate 
production numbers compared to other consumer markets. The resultant lack of revenue may thus 
disincentivize counterfeiters. 

   

Figure 7 Spread of retention rate ΔΩ (8) to (a) machining tolerances Δ𝑑 = Δ𝑤 with the grid lines indicating the spread ΔΩ/2𝜋 
for Δ𝑑 = Δ𝑤 = 20 µm, and (b) to pipetting tolerances Δ𝑈଴ with the grid lines indicating the spread ΔΩ/2𝜋 for Δ𝑈଴ = 1 nl. 
(c) Geometry Γ optimized for high sensitivity to tolerances in the input parameters {𝛾௞} [82]. 

Figure 7 reveals the dependency of the standard deviation ΔΩ to (exclusive) variation of (a) the 
manufacturing tolerance, i.e., the spread of the machining depth Δ𝑑 and width Δ𝑤 from their target 
values in Γ, and (b) the standard deviation of the loaded liquid volume Δ𝑈଴ from 𝑈଴. Hence, subprime 
quality entails poor precision, such as Δ𝑑 = Δ𝑤 ≈ 100 µm or Δ𝑈଴ ≈ 10 nl, to alter the ΔΩ/2𝜋 in the 
region 1 Hz obtained for reasonably ambitious tolerances by about a factor of 3. Figure 7c displays a 
structure that has been computationally optimized [82] with respect to Figure 1 to further amplify ΔΩ 
(8) in response to tolerances {Δ𝛾௞}. As it would, at the same time, deteriorate the overall reliability of 
the original product, such a design change of Γ might be better implemented as a distinct, fluidically 
independent validation structure on the LoaD. (However, this would sacrifice precious disc space 
needed for larger-scale fluidic integration.) 

In the spirit of Figure 2, increased standard deviations ΔΩ produce overlapping bands without leaving 
space for allowed zones where the spin protocol 𝜔(𝑡) can safely execute LUOs. Furthermore, for still 
assuring operational reliability corresponding to, e.g., 𝑀 = 3 (8), the associated width of the forbidden 
bands expands from 2 ⋅ 𝑀 ⋅ ΔΩ 2𝜋⁄ ≈ 6 Hz to 18 Hz. Within practical frequency corridor between 
𝜔୫୧୬ and 𝜔୫ୟ୶ (Figure 2), e.g., spanning 40 Hz, the maximum number of consecutive release steps 
drastically shrinks from 40 6⁄ ≈ 6 to 40 18⁄ ≈ 2. Overall, subprime tolerances bring about 
significantly higher failure rates of multi-step liquid handling protocols on LoaD systems. 

Reproducible Filling Dynamics 
For the sake of simplicity, the basic mechanism of the CP-DF siphon valving depicted in Figure 1 is 
idealized in various aspects. In particular, it is assumed that the initial pressure 𝑝଴′ within the enclosed 
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gas pocket equals the ambient pressure 𝑝଴ ≈ 𝑝ୱ୲ୢ (Figure 1a). However, certain hydrodynamic effects, 
e.g., induced by air entrapped in the liquid flow, may lead to 𝑝଴

ᇱ = (1 + 𝜒) ⋅ 𝑝଴ with a coefficient 𝜒 ≠

1, thus causing a potentially significant shift 

 Ωఞ = ඨ
𝑝଴ ⋅ [(1 + 𝜒) ⋅ 𝑉େ 𝑉⁄ − 1]

𝜚 ⋅ 𝑟̅Δ𝑟
 (10) 

in the critical frequency Ωఞ ≠ Ω (5). 

For a given geometry Γ, the offset of Ωఞ with respect to its hydrostatic approximation Ω chiefly 
depends on the rotational frequency 𝜔, where small speeds best approximate the quasi-static model. 
On the other hand, tolerances {Δ𝛾௞} in the geometric input parameters {𝛾௞} impact the flow 
properties, and thus the deviation of 𝜒 from unity. Overall, LoaD devices produced by a counterfeiter 
at low manufacturing precision will exhibit an increased standard deviation ΔΩ, and therefore widen 
the forbidden bands {Ω௜ ± 𝑀 ⋅ ΔΩ௜}, and resulting failure rates, following the same reasoning as for 
the hydrostatic model. 

Concatenation of Effects 
The imprecision of manufacturing parameters {Δ𝛾௞}, but also close misses of the secrets encoded by 
(select) {𝛾௞}, might not necessarily cause complete malfunction of a given CP-DF siphon valve (Figure 
1). Instead, a discrepancy of the assumed from the required actual spin rate curve 𝜔(𝑡), owing to the 
lack of knowledge of the “true” input parameters {𝛾௞}, may lead to a deviation of the transferred 
volume 𝑈଴,௜ − 𝑈୪୭ୱୱ,௜ out of step 𝑖 that represents the inlet volume 𝑈଴,௜ାଵ of the following valve 𝑖 + 1. 
According to Figure 4a, a larger deviation from the specified 𝑈଴ may ensue a sizable shift in the critical 
spin speeds Ω and Ω∗. Even slight deviations in each step 𝑖 thus aggregate along the liquid handling 
sequence, so that, for example, at a downstream step 𝑗 > 𝑖, there may not be enough liquid volume 
entering the receiving chamber to open its DF at 𝜔 = Ω௝

∗. The consequential, premature interruption 
of the assay protocol may then, for instance, be picked up by an instrument-mounted liquid level 
sensor. 

Summary & Outlook 
Summary 
Bioanalytical point-of-care devices are prone to counterfeiting. Based on the comparison of the cost 
structure composed of one-off and per-chip constituents for the development and (mass) production 
costs of such devices, two fluidic strategies have been developed to disincentivize forgery, even given 
that legal prosecution might not be enforceable. 

For the first time, the anti-counterfeit mechanisms are integrated with the fabrication and flow control 
mechanism coordinating the liquid handling sequence of the bioanalytical assay protocol. As a 
representative use case, rotationally actuated centrifugo-pneumatic dissolvable-film (CP-DF) siphon 
valves on microfluidic Lab-on-a-Disc system are investigated. Their key performance parameters are 
the critical frequencies Ω and Ω∗ for retention of the liquid volume during processing of laboratory 
unit operations, and for the release for downstream step, respectively. 

The first approach exploits hidden features individually encoded on each disc which, for instance, may 
be disclosed by connecting a unique visible label to a secure local or online data base. These secrets 
are flexibly configured, e.g., by common pick-and-place systems, during manufacture, without 
requiring a change in the basic fluidic disc layout, to avoid using a repertoire of costly tools for injection 
molding. In this work, these confidential features concern the loaded liquid volume, the dead volume 
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of the pneumatic compression chamber and the liquid volume required to open a dissolvable film 
transiently sealing the outlet. 

The other strategy, which might readily be combined with the first, is based on the superior 
manufacturing precision the genuine manufacturer may possess compared to the illegitimate copier. 
Larger tolerances broaden the statistical spread of the critical frequencies, which enhance failure rates 
of the device, especially when provoked by low-tolerance structures, or by accumulation of such 
deviations over multi-step liquid handling sequences. With the described anti-counterfeit 
mechanisms, fraud can be unmasked by various types of liquid-level detectors, for instance, rather 
simple, instrument-mounted optical sensors, which may also be used for closed-loop flow control to 
support regulatory approval. These anti-counterfeit techniques based on covert features and superior 
manufacturing may be extended to other microfluidic systems, in particular those based on 
rotationally controlled centrifugal valving schemes. 

Outlook 
Once access to suitable facilities and equipment for mass production and characterization of 
statistically sufficient numbers of LoaD devices are available, which proves to be challenging for most 
academic organizations, the digital twin the valving mechanism should be experimentally validated. 
Furthermore, the underlying fluidic model should certainly be appreciably improved, e.g., by the 
described hydrodynamic effects. Also, the basic valve geometry should be sophisticated, e.g., by 
optimized, e.g., by rounded and 3-dimensional structures to mitigate the impact of irreproducible 
priming effects in the spin rate thresholds; note that its current design, which is primarily composed 
of cuboid segments, was mainly motivated by the capability to express critical frequencies in closed-
form analytical equations, which are best suited to disclose semi-quantitative trends. For these highly 
desirable advancements, it is planned to implement participatory research model incentivized by 
blockchain-based crowdsourcing [95-98] of researchers, facilities and equipment. 

Appendix 
The structure Γ, their radial positions 𝑅 and loaded by liquid volumes 𝑈଴ can be varied across a multi-
dimensional parameter space, e.g., to tune the retention and release rates Ω and Ω∗, reliability, 
integration density, or other key performance indicators. Table A1 provides an overview or generic 
values for the parameters displayed in Figure 1, which can be used to initiate design optimization 
according to target metrics. 

𝑅 = 3 cm 𝑅୫୧୬ = 1.5 cm 𝑅୫ୟ୶ = 5.5 cm 𝑅ୈ୊ = 3.15 cm > 𝑅 
𝐴଴ = 𝑑଴ ⋅ 𝑤଴  𝑑଴ = 1 mm 𝑤଴ = 5 mm  

𝑈଴ = 100 µl < 𝐴଴ ⋅ (𝑅 − 𝑅୫୧୬)    
𝑈୧ୱ୭ = 𝑑଴ ⋅ ℎ ⋅ 𝐿 ≪ 𝑈଴ 𝑑୧ୱ୭ = 1 mm ℎ୧ୱ୭ = 1 mm 𝐿୧ୱ୭ = 15 mm > 𝑤଴ + 𝑤  

𝑈௓ = 𝑑 ⋅ 𝑤 ⋅ 𝑍 𝑑 = 500 µm 𝑤 = 800 µm ≪ 𝑤଴ 𝑍 = 10 mm 
𝑉େ,଴ = 𝑑େ ⋅ 𝑤େ ⋅ ℎେ ≫ 𝑈௓ 𝑑େ = 1 mm  𝑤େ = 20 mm ℎେ = 10 mm 

𝑉୧୬୲ = 𝑑୧୬୲ ⋅ ℎ୧୬୲ ⋅ 𝐿୧୬୲ ≪ 𝑉େ 𝑑୧୬୲ = 200 µm ℎ୧୬୲ = 300 µm 𝐿୧୬୲ = 1 cm > 2𝑤 
𝑉ୈ୊ = 0.25𝜋 ⋅ 𝑑ୈ୊ ⋅ 𝐷ୈ୊

ଶ ≪ 𝑉େ 𝑑ୈ୊ = 190 µm 𝐷ୈ୊ = 3 mm 𝛼 = 0.45, 𝛽 = 0.5 
Table A1 Default geometrical parameters and relationships of basic CP-DF siphon valves (Figure 1). The resulting critical spin 
rate Ω(𝑅, Γ, 𝑈଴) 2𝜋⁄ ≈ 25 Hz. Minimum lateral dimensions are given by the smallest practical diameter of milling tools (200 
µm). As tools for injection molding are often adopted from optical data storage (e.g., CD, DVD, Blu-ray), a central, 1.5-cm 
diameter hole and a disc radius of 6 cm with thickness around 1.2 mm, fluidic structures Γ may need to stay within the radial 
interval between 𝑅୫୧୬ = 1.5 cm and R୫ୟ୶ = 5.5 cm, and an upper limit for the depth of about 1 mm, as chosen for the 
main parts of geometries Γ. For large lateral extensions or small aspect ratios, sagging of the lid, which is often provided by 
a rather flexible foil, may significantly alter the nominal volume capacity, also in response to the pressure, and might even 
lead to sticking to the bottom of the cavity. 

The default tolerances Δ𝛾௞ in the chief input parameters 𝛾௞ amount to: 
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 Lateral structuring Δ𝑤 = Δℎ = 20 µm 
 Vertical structuring Δ𝑑 = 30 µm 
 Precision of liquid volume Δ𝑈଴ 𝑈଴⁄ = 1% 
 Ambient pressure Δ𝑝଴ = 40 hPa 

In the digital twin model, different standard deviations {Δ𝛾௞} may easily be plugged into the 
calculations. 

References 
1. Lavorgna, A. The online trade in counterfeit pharmaceuticals: New criminal opportunities, 

trends and challenges. European Journal of Criminology, 2014. 12, 226-241 DOI: 
10.1177/1477370814554722. 

2. Clark, F. Rise in online pharmacies sees counterfeit drugs go global. The Lancet, 2015. 386, 
1327-1328 DOI: 10.1016/s0140-6736(15)00394-3. 

3. Bansal, D., S. Malla, K. Gudala, and P. Tiwari Anti-counterfeit technologies: a pharmaceutical 
industry perspective. Scientia Pharmaceutica, 2013. 81, 1-13 DOI: 10.3797/scipharm.1202-03. 

4. Glass, B. Counterfeit drugs and medical devices in developing countries. Research and Reports 
in Tropical Medicine, 2014.  DOI: 10.2147/rrtm.S39354. 

5. Alzahrani, N. and N. Bulusu A new product anti-counterfeiting blockchain using a truly 
decentralized dynamic consensus protocol. Concurrency and Computation: Practice and 
Experience, 2019. 32,  DOI: 10.1002/cpe.5232. 

6. Javed, S. Blockchain: A Viable Solution to Fight Counterfeits? Shutterstock.com, 2019. 
7. Gokce, O., C. Mercandetti, and E. Delamarche High-Content Optical Codes for Protecting Rapid 

Diagnostic Tests from Counterfeiting. Analytical Chemistry, 2018. 90, 7383-7390 DOI: 
10.1021/acs.analchem.8b00826. 

8. Han, S., H.J. Bae, J. Kim, S. Shin, S.E. Choi, S.H. Lee, S. Kwon, and W. Park Lithographically 
encoded polymer microtaggant using high-capacity and error-correctable QR code for anti-
counterfeiting of drugs. Advanced Materials, 2012. 24, 5924-9 DOI: 
10.1002/adma.201201486. 

9. Liu, Y., Y.H. Lee, M.R. Lee, Y. Yang, and X.Y. Ling Flexible Three-Dimensional Anticounterfeiting 
Plasmonic Security Labels: Utilizing Z-Axis-Dependent SERS Readouts to Encode Multilayered 
Molecular Information. ACS Photonics, 2017. 4, 2529-2536 DOI: 
10.1021/acsphotonics.7b00796. 

10. Manz, A., N. Graber, and H.M. Widmer Miniaturized total chemical analysis systems: A novel 
concept for chemical sensing. Sensors and Actuators B: Chemical, 1990. 1, 244-248 DOI: 
10.1016/0925-4005(90)80209-I. 

11. Reyes, D.R., D. Iossifidis, P.-A. Auroux, and A. Manz Micro Total Analysis Systems. 1. 
Introduction, Theory, and Technology. Analytical Chemistry, 2002. 74, 2623-2636 DOI: 
10.1021/ac0202435. 

12. Auroux, P.-A., D. Iossifidis, D.R. Reyes, and A. Manz Micro Total Analysis Systems. 2. Analytical 
Standard Operations and Applications. Analytical Chemistry, 2002. 74, 2637-2652 DOI: 
10.1021/ac020239t. 

13. Whitesides, G.M. The origins and the future of microfluidics. Nature, 2006. 442, 368-373 DOI: 
10.1038/nature05058. 

14. Craighead, H. Future lab-on-a-chip technologies for interrogating individual molecules. Nature, 
2006. 442, 387-93 DOI: 10.1038/nature05061. 

15. El-Ali, J., P.K. Sorger, and K.F. Jensen, Cells on chips. Nature, 2006. 442(7101): p. 403-11. 
16. Janasek, D., J. Franzke, and A. Manz Scaling and the design of miniaturized chemical-analysis 

systems. Nature, 2006. 442, 374-380 DOI: 10.1038/nature05059. 
17. Abaxis (Piccolo Express). Accessed: 14/06/2021; Available on: https://www.abaxis.com/. 

Preprints (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 20 July 2021                   doi:10.20944/preprints202107.0443.v1

https://doi.org/10.20944/preprints202107.0443.v1


18. Schembri, C.T., V. Ostoich, P.J. Lingane, T.L. Burd, and S.N. Buhl Portable Simultaneous 
Multiple Analyte Whole-Blood Analyzer for Point-of-Care Testing. Clinical Chemistry, 1992. 38, 
1665-1670 DOI: 10.1093/clinchem/38.9.1665. 

19. Schembri, C.T., T.L. Burd, A.R. Kopfsill, L.R. Shea, and B. Braynin Centrifugation and Capillarity 
Integrated into a Multiple Analyte Whole-Blood Analyzer. Journal of Automatic Chemistry, 
1995. 17, 99-104 DOI: 10.1155/S1463924695000174. 

20. Gyros Protein Technologies. Accessed: 14/06/2021; Available on: 
https://www.gyrosproteintechnologies.com/. 

21. Inganas, M., H. Derand, A. Eckersten, G. Ekstrand, A.K. Honerud, G. Jesson, G. Thorsen, T. 
Soderman, and P. Andersson Integrated microfluidic compact disc device with potential use in 
both centralized and point-of-care laboratory settings. Clinical Chemistry, 2005. 51, 1985-7 
DOI: 10.1373/clinchem.2005.053181. 

22. Andersson, P., G. Jesson, G. Kylberg, G. Ekstrand, and G. Thorsen Parallel nanoliter microfluidic 
analysis system. Analytical Chemistry, 2007. 79, 4022-4030 DOI: 10.1021/ac061692y. 

23. TECAN acquires Gamera Bioscience and its breakthrough “LabCD™” microfluidics consumable 
platform with extensive market potential in life sciences. 2000; Accessed: 16/07/2021; 
Available on: 
https://ww3.tecan.com/platform/apps/datainterface/contentdata.asp?ID=3911&Conid=373
7. 

24. Madou, M.J. and G.J. Kellogg The LabCD (TM): A centrifuge-based microfluidic platform for 
diagnostics. Systems and Technologies for Clinical Diagnostics and Drug Discovery, 
Proceedings Of, 1998. 3259, 80-93 DOI: 10.1117/12.307314. 

25. Duffy, D.C., H.L. Gillis, J. Lin, N.F. Sheppard, and G.J. Kellogg Microfabricated Centrifugal 
Microfluidic Systems:  Characterization and Multiple Enzymatic Assays. Analytical Chemistry, 
1999. 71, 4669-4678 DOI: 10.1021/ac990682c. 

26. Shea, M. ADMET Assays on Tecan's LabCD-ADMET System. Journal of the Association for 
Laboratory Automation, 2003. 8, 74-77 DOI: 10.1016/s1535-5535(04)00260-6. 

27. Burstein Technologies, Inc. [archived]. 2006; Accessed: 31/05/2021; Available on: 
https://web.archive.org/web/20061209052345/http://www.bursteintechnologies.com. 

28. SpinX Technologies. Accessed: 15/06/2021; Available on: 
https://web.archive.org/web/20040414090409/http://www.spinx-technologies.com/. 

29. Biosurfit SA. Accessed: 14/06/2021; Available on: https://www.biosurfit.com/. 
30. Spindiag GmbH. Accessed: 14/06/2021; Available on: http://www.spindiag.de. 
31. RotaPrep Inc.; Accessed: 14/06/2021; Available on: https://rotaprep.com/. 
32. LaMotte Chemical Products Co. Accessed: 14/06/2021; Available on: 

https://www.lamotte.com. 
33. Radisens Diagnostics. Accessed: 14/06/2021; Available on: http://www.radisens.com. 
34. Ducrée, J., S. Haeberle, S. Lutz, S. Pausch, F. von Stetten, and R. Zengerle The centrifugal 

microfluidic Bio-Disk platform. Journal of Micromechanics and Microengineering, 2007. 17, 
S103-S115 DOI: 10.1088/0960-1317/17/7/S07. 

35. Gorkin, R., J. Park, J. Siegrist, M. Amasia, B.S. Lee, J.M. Park, J. Kim, H. Kim, M. Madou, and Y.K. 
Cho Centrifugal microfluidics for biomedical applications. Lab on a Chip, 2010. 10, 1758-1773 
DOI: 10.1039/b924109d. 

36. Strohmeier, O., M. Keller, F. Schwemmer, S. Zehnle, D. Mark, F. von Stetten, R. Zengerle, and 
N. Paust Centrifugal microfluidic platforms: Advanced unit operations and applications. 
Chemical Society Reviews, 2015. 44, 6187-229 DOI: 10.1039/c4cs00371c. 

37. Burger, R., L. Amato, and A. Boisen Detection methods for centrifugal microfluidic platforms. 
Biosensors and Bioelectronics, 2016. 76, 54-67 DOI: 10.1016/j.bios.2015.06.075. 

38. Tang, M., G. Wang, S.-K. Kong, and H.-P. Ho A Review of Biomedical Centrifugal Microfluidic 
Platforms. Micromachines, 2016. 7,  DOI: 10.3390/mi7020026. 

Preprints (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 20 July 2021                   doi:10.20944/preprints202107.0443.v1

https://doi.org/10.20944/preprints202107.0443.v1


39. Kong, L.X., A. Perebikovsky, J. Moebius, L. Kulinsky, and M. Madou Lab-on-a-CD: A Fully 
Integrated Molecular Diagnostic System. Journal of the Association for Laboratory 
Automation, 2016. 21, 323-355 DOI: 10.1177/2211068215588456. 

40. Smith, S., D. Mager, A. Perebikovsky, E. Shamloo, D. Kinahan, R. Mishra, S.M.T. Delgado, H. 
Kido, S. Saha, J. Ducrée, M. Madou, K. Land, and J.G. Korvink CD-Based Microfluidics for 
Primary Care in Extreme Point-of-Care Settings. Micromachines, 2016. 7,  DOI: 
10.3390/mi7020022. 

41. Tang, M., G. Wang, S.K. Kong, and H.P. Ho A Review of Biomedical Centrifugal Microfluidic 
Platforms. Micromachines, 2016. 7,  DOI: 10.3390/mi7020026. 

42. Kong, L.X., A. Perebikovsky, J. Moebius, L. Kulinsky, and M. Madou Lab-on-a-CD. Journal of 
Laboratory Automation, 2016. 21, 323-355 DOI: 10.1177/2211068215588456. 

43. Aeinehvand, M.M., P. Magaña, M.S. Aeinehvand, O. Aguilar, M.J. Madou, and S.O. Martinez-
Chapa Ultra-rapid and low-cost fabrication of centrifugal microfluidic platforms with active 
mechanical valves. RSC Advances, 2017. 7, 55400-55407 DOI: 10.1039/c7ra11532f. 

44. Maguire, I., R. O'Kennedy, J. Ducrée, and F. Regan A review of centrifugal microfluidics in 
environmental monitoring. Analytical Methods, 2018. 10, 1497-1515 DOI: 
10.1039/c8ay00361k. 

45. Hess, J.F., S. Zehnle, P. Juelg, T. Hutzenlaub, R. Zengerle, and N. Paust Review on pneumatic 
operations in centrifugal microfluidics. Lab on a Chip, 2019. 19, 3745-3770 DOI: 
10.1039/C9LC00441F. 

46. Aeinehvand, M.M., L. Weber, M. Jiménez, A. Palermo, M. Bauer, F.F. Loeffler, F. Ibrahim, F. 
Breitling, J. Korvink, M. Madou, D. Mager, and S.O. Martínez-Chapa Elastic reversible valves 
on centrifugal microfluidic platforms. Lab on a Chip, 2019. 19, 1090-1100 DOI: 
10.1039/C8LC00849C. 

47. Nguyen, H.V., V.D. Nguyen, H.Q. Nguyen, T.H.T. Chau, E.Y. Lee, and T.S. Seo Nucleic acid 
diagnostics on the total integrated lab-on-a-disc for point-of-care testing. Biosensors and 
Bioelectronics, 2019. 141, 111466 DOI: 10.1016/j.bios.2019.111466. 

48. Azimi-Boulali, J., M. Madadelahi, M.J. Madou, and S.O. Martinez-Chapa Droplet and Particle 
Generation on Centrifugal Microfluidic Platforms: A Review. Micromachines, 2020. 11,  DOI: 
10.3390/mi11060603. 

49. Miyazaki, C.M., E. Carthy, and D.J. Kinahan Biosensing on the Centrifugal Microfluidic Lab-on-
a-Disc Platform. Processes, 2020. 8, 1360 DOI: 10.3390/pr8111360. 

50. Rombach, M., S. Hin, M. Specht, B. Johannsen, J. Lüddecke, N. Paust, R. Zengerle, L. Roux, T. 
Sutcliffe, J.R. Peham, C. Herz, M. Panning, O. Donoso Mantke, and K. Mitsakakis RespiDisk: A 
point-of-care platform for fully automated detection of respiratory tract infection pathogens 
in clinical samples. The Analyst, 2020. 145, 7040-7047 DOI: 10.1039/d0an01226b. 

51. Homann, A.R., L. Niebling, S. Zehnle, M. Beutler, L. Delamotte, M.-C. Rothmund, D. Czurratis, 
K.-D. Beller, R. Zengerle, H. Hoffmann, and N. Paust A microfluidic cartridge for fast and 
accurate diagnosis of Mycobacterium tuberculosis infections on standard laboratory 
equipment. Lab on a Chip, 2021.  DOI: 10.1039/d1lc00035g. 

52. Grumann, M., A. Geipel, L. Riegger, R. Zengerle, and J. Ducrée Batch-mode mixing on 
centrifugal microfluidic platforms. Lab on a Chip, 2005. 5, 560-5 DOI: 10.1039/b418253g. 

53. Ducrée, J., T. Brenner, S. Haeberle, T. Glatzel, and R. Zengerle Multilamination of flows in 
planar networks of rotating microchannels. Microfluidics and Nanofluidics, 2006. 2, 78-84 DOI: 
10.1007/s10404-005-0056-5. 

54. Haeberle, S., T. Brenner, R. Zengerle, and J. Ducrée Centrifugal extraction of plasma from 
whole blood on a rotating disk. Lab on a Chip, 2006. 6, 776-781 DOI: 10.1039/b604145k. 

55. Ducrée, J., S. Haeberle, T. Brenner, T. Glatzel, and R. Zengerle Patterning of flow and mixing in 
rotating radial microchannels. Microfluidics and Nanofluidics, 2006. 2, 97-105 DOI: 
10.1007/s10404-005-0049-4. 

Preprints (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 20 July 2021                   doi:10.20944/preprints202107.0443.v1

https://doi.org/10.20944/preprints202107.0443.v1


56. Kido, H., M. Micic, D. Smith, J. Zoval, J. Norton, and M. Madou A novel, compact disk-like 
centrifugal microfluidics system for cell lysis and sample homogenization. Colloids and 
Surfaces B-Biointerfaces, 2007. 58, 44-51 DOI: 10.1016/j.colsurfb.2007.03.015. 

57. Steigert, J., T. Brenner, M. Grumann, L. Riegger, S. Lutz, R. Zengerle, and J. Ducrée Integrated 
siphon-based metering and sedimentation of whole blood on a hydrophilic lab-on-a-disk. 
Biomedical Microdevices, 2007. 9, 675-679 DOI: 10.1007/s10544-007-9076-0. 

58. Haeberle, S., R. Zengerle, and J. Ducrée Centrifugal generation and manipulation of droplet 
emulsions. Microfluidics and Nanofluidics, 2007. 3, 65-75 DOI: 10.1007/s10404-006-0106-7. 

59. Karle, M., J. Miwa, G. Roth, R. Zengerle, and F. von Stetten A Novel Microfluidic Platform for 
Continuous DNA Extraction and Purification Using Laminar Flow Magnetophoresis. IEEE 22nd 
International Conference on Micro Electro Mechanical Systems (MEMS 2009), 2009. 276-279 
DOI: 10.1109/Memsys.2009.4805372. 

60. Mark, D., P. Weber, S. Lutz, M. Focke, R. Zengerle, and F. von Stetten Aliquoting on the 
centrifugal microfluidic platform based on centrifugo-pneumatic valves. Microfluidics and 
Nanofluidics, 2011. 10, 1279-1288 DOI: 10.1007/s10404-010-0759-0. 

61. Dimov, N., J. Gaughran, D. Mc Auley, D. Boyle, D.J. Kinahan, and J. Ducrée Centrifugally 
Automated Solid-Phase Purification of RNA. 2014 IEEE 27th International Conference on Micro 
Electro Mechanical Systems (MEMS), 2014. 260-263 DOI: 10.1109/MEMSYS.2014.6765625. 

62. Schwemmer, F., T. Hutzenlaub, D. Buselmeier, N. Paust, F. von Stetten, D. Mark, R. Zengerle, 
and D. Kosse Centrifugo-pneumatic multi-liquid aliquoting-parallel aliquoting and 
combination of multiple liquids in centrifugal microfluidics. Lab on a Chip, 2015. 15, 3250-3258 
DOI: 10.1039/c5lc00513b. 

63. Keller, M., S. Wadle, N. Paust, L. Dreesen, C. Nuese, O. Strohmeier, R. Zengerle, and F. von 
Stetten Centrifugo-thermopneumatic fluid control for valving and aliquoting applied to 
multiplex real-time PCR on off-the-shelf centrifugal thermocycler. RSC Advances, 2015. 5, 
89603-89611 DOI: 10.1039/c5ra16095b. 

64. Strohmeier, O., S. Keil, B. Kanat, P. Patel, M. Niedrig, M. Weidmann, F. Hufert, J. Drexler, R. 
Zengerle, and F. von Stetten Automated nucleic acid extraction from whole blood, B. subtilis, 
E. coli, and Rift Valley fever virus on a centrifugal microfluidic LabDisk. RSC Advances, 2015. 5, 
32144-32150 DOI: 10.1039/c5ra03399c. 

65. Schuler, F., F. Schwemmer, M. Trotter, S. Wadle, R. Zengerle, F. von Stetten, and N. Paust 
Centrifugal step emulsification applied for absolute quantification of nucleic acids by digital 
droplet RPA. Lab on a Chip, 2015. 15, 2759-2766 DOI: 10.1039/c5lc00291e. 

66. Kinahan, D.J., S.M. Kearney, N.A. Kilcawley, P.L. Early, M.T. Glynn, and J. Ducrée Density-
Gradient Mediated Band Extraction of Leukocytes from Whole Blood Using Centrifugo-
Pneumatic Siphon Valving on Centrifugal Microfluidic Discs. PLOS ONE, 2016. 11, e0155545 
DOI: 10.1371/journal.pone.0155545. 

67. Gaughran, J., D. Boyle, J. Murphy, R. Kelly, and J. Ducrée Phase-selective graphene oxide 
membranes for advanced microfluidic flow control. Microsystems and  Nanoengineering, 
2016. 2, 16008 DOI: 10.1038/micronano.2016.8. 

68. Schuler, F., M. Trotter, M. Geltman, F. Schwemmer, S. Wadle, E. Dominguez-Garrido, M. 
Lopez, C. Cervera-Acedo, P. Santibanez, F. von Stetten, R. Zengerle, and N. Paust Digital 
droplet PCR on disk. Lab on a Chip, 2016. 16, 208-216 DOI: 10.1039/c5lc01068c. 

69. Al-Faqheri, W., T.H.G. Thio, M.A. Qasaimeh, A. Dietzel, M. Madou, and A. Al-Halhouli 
Particle/cell separation on microfluidic platforms based on centrifugation effect: a review. 
Microfluidics and Nanofluidics, 2017. 21,  DOI: 10.1007/s10404-017-1933-4. 

70. Brassard, D., M. Geissler, M. Descarreaux, D. Tremblay, J. Daoud, L. Clime, M. Mounier, D. 
Charlebois, and T. Veres Extraction of nucleic acids from blood: unveiling the potential of active 
pneumatic pumping in centrifugal microfluidics for integration and automation of sample 
preparation processes. Lab on a Chip, 2019. 19, 1941-1952 DOI: 10.1039/c9lc00276f. 

Preprints (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 20 July 2021                   doi:10.20944/preprints202107.0443.v1

https://doi.org/10.20944/preprints202107.0443.v1


71. Burger, R., D. Kinahan, H. Cayron, N. Reis, J. Garcia da Fonseca, and J. Ducrée Siphon-induced 
droplet break-off for enhanced mixing on a centrifugal platform. Inventions, 2020. 5,  DOI: 
10.3390/inventions5010001. 

72. Delgado, S.M.T., D.J. Kinahan, F.S. Sandoval, L.A.N. Julius, N.A. Kilcawley, J. Ducrée, and D. 
Mager Fully automated chemiluminescence detection using an electrified-Lab-on-a-Disc 
(eLoaD) platform. Lab on a Chip, 2016. 16, 4002-4011 DOI: 10.1039/c6lc00973e. 

73. Brennan, D., H. Coughlan, E. Clancy, N. Dimov, T. Barry, D. Kinahan, J. Ducrée, T.J. Smith, and 
P. Galvin Development of an on-disc isothermal in vitro amplification and detection of bacterial 
RNA. Sensors and Actuators, B: Chemical, 2017. 239, 235-242 DOI: 10.1016/j.snb.2016.08.018. 

74. Madadelahi, M., L.F. Acosta-Soto, S. Hosseini, S.O. Martinez-Chapa, and M.J. Madou 
Mathematical modeling and computational analysis of centrifugal microfluidic platforms: A 
review. Lab on a Chip, 2020. 20, 1318-1357 DOI: 10.1039/c9lc00775j. 

75. Gorkin, R., 3rd, C.E. Nwankire, J. Gaughran, X. Zhang, G.G. Donohoe, M. Rook, R. O'Kennedy, 
and J. Ducrée Centrifugo-pneumatic valving utilizing dissolvable films. Lab on a Chip, 2012. 12, 
2894-902 DOI: 10.1039/c2lc20973j. 

76. Kinahan, D.J., S.M. Kearney, N. Dimov, M.T. Glynn, and J. Ducrée Event-triggered logical flow 
control for comprehensive process integration of multi-step assays on centrifugal microfluidic 
platforms. Lab on a Chip, 2014. 14, 2249-58 DOI: 10.1039/c4lc00380b. 

77. Zehnle, S., F. Schwemmer, R. Bergmann, F. von Stetten, R. Zengerle, and N. Paust Pneumatic 
siphon valving and switching in centrifugal microfluidics controlled by rotational frequency or 
rotational acceleration. Microfluidics and Nanofluidics, 2015. 19, 1259-1269 DOI: 
10.1007/s10404-015-1634-9. 

78. Zehnle, S., M. Rombach, R. Zengerle, F. von Stetten, and N. Paust, Network simulation-based 
optimization of centrifugo-pneumatic blood plasma separation. Biomicrofluidics, 2017. 11(2). 

79. Kinahan, D.J., S.M. Delgado, L.A.N. Julius, A. Mallette, D. Saenz-Ardila, R. Mishra, C.M. 
Miyazaki, J. Korvink, D. Mager, and J. Ducrée, Wireless Closed-Loop Control of Centrifugo-
Pneumatic Valving Towards Large-Scale Microfluidic Process Integration, in 2018 IEEE Micro 
Electro Mechanical Systems (MEMS). 2018: Belfast, Northern Ireland. p. 1213-1216 DOI: 
10.1109/MEMSYS.2018.8346781. 

80. Ducrée, J. Systematic review of centrifugal valving based on digital twin modelling towards 
highly integrated Lab-on-a-Disc systems. Nature Microsystems & Nanoengineering, 2021.  
DOI: 10.20944/preprints202105.0683.v2. 

81. Ducrée, J. Efficient Development of Integrated Lab-On-A-Chip Systems Featuring Operational 
Robustness and Manufacturability. Micromachines, 2019. 10,  DOI: 10.3390/mi10120886. 

82. Ducrée, J. Design optimization of centrifugal microfluidic "Lab-on-a-Disc" systems towards 
fluidic larger-scale integration. Appled Sciences, 2021. 11, 5839 DOI: 10.3390/app11135839. 

83. Ducrée, J. Secure air traffic control at the hub of multiplexing on the centrifugo-pneumatic Lab-
on-a-Disc platform. Micromachines, 2021.  DOI: 10.20944/preprints202104.0612.v1. 

84. Digital Twin. 2021; Accessed: 25/05/2021; Available on: 
https://en.wikipedia.org/wiki/Digital_twin. 

85. Marr, B. What Is Digital Twin Technology - And Why Is It So Important? 2017  Published: 
06/03/2017; Accessed: 25/05/2021; Available on: 
https://www.forbes.com/sites/bernardmarr/2017/03/06/what-is-digital-twin-technology-
and-why-is-it-so-important/. 

86. Grieves, M. and J. Vickers, Digital Twin: Mitigating Unpredictable, Undesirable Emergent 
Behavior in Complex Systems, in Transdisciplinary Perspectives on Complex Systems: New 
Findings and Approaches, F.-J. Kahlen, S. Flumerfelt, and A. Alves, Editors. 2017, Springer 
International Publishing: Cham. p. 85-113. 

87. Ruiz, R.R. Mystery in Sochi Doping Case Lies With Tamper-Proof Bottle. 2016; Accessed: 
21/06/2021; Available on: https://www.nytimes.com/2016/05/14/sports/russia-doping-
bottles-olympics-2014.html. 

Preprints (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 20 July 2021                   doi:10.20944/preprints202107.0443.v1

https://doi.org/10.20944/preprints202107.0443.v1


88. Czugala, M., R. Gorkin, 3rd, T. Phelan, J. Gaughran, V.F. Curto, J. Ducrée, D. Diamond, and F. 
Benito-Lopez Optical sensing system based on wireless paired emitter detector diode device 
and ionogels for lab-on-a-disc water quality analysis. Lab on a Chip, 2012. 12, 5069-78 DOI: 
10.1039/c2lc40781g. 

89. Grumann, M., J. Steigert, L. Riegger, I. Moser, B. Enderle, K. Riebeseel, G. Urban, R. Zengerle, 
and J. Ducrée Sensitivity enhancement for colorimetric glucose assays on whole blood by on-
chip beam-guidance. Biomed Microdevices, 2006. 8, 209-14 DOI: 10.1007/s10544-006-8172-
x. 

90. Hoffmann, J., L. Riegger, F. Bundgaard, D. Mark, R. Zengerle, and J. Ducrée Optical non-contact 
localization of liquid-gas interfaces on disk during rotation for measuring flow rates and 
viscosities. Lab on a Chip, 2012. 12, 5231-5236 DOI: 10.1039/c2lc40842b. 

91. Ducrée, J. Efficient Development of Microfluidic Solutions for Bioanalytical “Point-of-Use” 
Testing towards High-Technology-Readiness Levels—A Platform-Based Design-for-
Manufacture Approach. Proceedings, 2019. 2,  DOI: 10.3390/proceedings2131097. 

92. García-Cordero, J.L., D. Kurzbuch, F. Benito-Lopez, D. Diamond, L.P. Lee, and A.J. Ricco 
Optically addressable single-use microfluidic valves by laser printer lithography. Lab on a Chip, 
2010. 10, 2680-7 DOI: 10.1039/c004980h. 

93. Delgado, S.M.T., D.J. Kinahan, L.A.N. Julius, A. Mallette, D.S. Ardila, R. Mishra, C.M. Miyazaki, 
J.G. Korvink, J. Ducrée, and D. Mager Wirelessly powered and remotely controlled valve-array 
for highly multiplexed analytical assay automation on a centrifugal microfluidic platform. 
Biosensors & Bioelectronics, 2018. 109, 214-223 DOI: 10.1016/j.bios.2018.03.012. 

94. Kinahan, D.J., K. McConville, B. Henderson, M. McCaul, E. McNamara, D. Diamond, and J. 
Ducrée, Digital pulse actuated flow control on a centrifugal disc towards multiparameter 
water quality monitoring, in 20th International Conference on Miniaturized Systems for 
Chemistry and Life Sciences (μTAS 2016), N. Pamme and J. Ducrée, Editors. 2016, CBMS: 
Dublin, Ireland. p. 871-872  

95. Ducrée, J., M. Gravitt, R. Walshe, S. Bartling, M. Etzrodt, and T. Harrington Open Platform 
Concept for Blockchain-Enabled Crowdsourcing of Technology Development and Supply 
Chains. Frontiers in Blockchain, 2020. 3, 386525 DOI: 10.3389/fbloc.2020.586525. 

96. Ducrée, J., M. Etzrodt, S. Bartling, R. Walshe, T. Harrington, N. Wittek, S. Posth, K.W.A. Ionita, 
W. Prinz, D. Kogias, T. Paixão, I. Peterfi, and J. Lawton Unchaining collective intelligence for 
science, research and technology development by blockchain-boosted community 
participation. Frontiers in Blockchain, 2021.  DOI: 10.3389/fbloc.2021.631648. 

97. Ducrée, J. Research - A blockchain of knowledge? Blockchain - Research and Applications, 
2020. 1, 100005 DOI: 10.1016/j.bcra.2020.100005. 

98. Ducrée, J., M. Etzrodt, B. Gordijn, M. Gravitt, S. Bartling, R. Walshe, and T. Harrington 
Blockchain for Organising Effective Grass-Roots Actions on a Global Commons: Saving The 
Planet. Frontiers in Blockchain, 2020. 3, 33 DOI: 10.3389/fbloc.2020.00033. 

 

 

 

Preprints (www.preprints.org)  |  NOT PEER-REVIEWED  |  Posted: 20 July 2021                   doi:10.20944/preprints202107.0443.v1

https://doi.org/10.20944/preprints202107.0443.v1

