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Flow analysis is the science of performing quantitative analytical chemistry in flowing streams. Capillary electrophoresis

(CE) is an analytical method that separates ions in a narrow channel. Separation is based on ions electrophoretic mobility

with the use of an applied voltage. Because of its efficiency and speed of analysis, capillary electrophoresis (CE) is a

prospective method for the monitoring of a flow composition withdrawn from various processes (e.g., occurring in

bioreactors, fermentation, enzymatic assays, and microdialysis samples).
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1. Introduction

Flow analysis is the science of performing quantitative analytical chemistry in flowing streams . It can be any liquid

material stream withdrawn from a chemical or bioreactor, from a chemical process, or an environmental source (such as a

river or similar source). Although information about the composition of a particular flow can be obtained by using a set of

chemical sensors, those sensors' lack of the required selectivity and sample processing and separation is an essential

part of the flow analysis.  

Capillary electrophoresis (CE) is an analytical method that separates ions in a narrow channel. Separation based on ions

electrophoretic mobility with the use of an applied voltage. The electrophoretic mobility is dependent upon the charge of

the molecule, the viscosity, and the atom's radius. The migration speed is directly proportional to the applied voltage - the

greater the voltage, the faster the mobility. Neutral species are not affected, only ions move with the electric field. CE is

used most predominately because it gives faster results (compared to other separation methods such as gas

chromatography (GC) or liquid chromatography (LC)) and provides high-resolution separation (compared to other

separation methods). It is a useful technique because there is a large range of different CE modes available such as

capillary zone electrophoresis (CZE), capillary gel electrophoresis (CGE), micellar electrokinetic capillary chromatography

(MEKC), capillary electrochromatography (CEC), capillary isoelectric focusing (CIEF), and capillary isotachophoresis

(CITP) .

This entry describes the possibilities of the capillary electrophoresis for flow analysis (known also as flow injection

analysis (FIA)) and demonstrates that CE has advantages over other, more popular separation methods such as LC–

mass spectrometry and that the online interfacing of CE is simple in principle but involves complications due to the need

for supporting instrumentation. Analysis of some possible examples of published FIA–CE applications demonstrates that

the need for supporting instrumentation results in FIA–CE interfacing, which is clumsy and still unsuitable for

miniaturization. This explains why FIA–CE applications are not widespread yet and many attractive applications are

overlooked.

2. Coupling FIA to CE Online

Separation methods involve the necessary time for separating the sample into components, and flow analysis must

consider this time. If the flow composition varies with time (and this variation is usually of interest), then there is a certain

time interval during which the analysis must be completed to obtain a realistic estimate of the variation course occurring in

the flow. We call this interval the time (temporal) resolution of the flow analysis.

When the changes in the flow composition are slow compared to the time needed for sample collection, processing, and

analysis, the monitoring can be performed offline with any available commercial or homemade instrument based either on

the LC or CE method. Online monitoring is needed when the process is analyzed with a short temporal interval, and this

requires rapid CE.
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FIA-CE coupling was first demonstrated by Kaljurand et al.  and shortly afterward by Kuban et al. . Horstkotte and

Cerdà reviewed operational principles of coupling of FIA with CE . The interface is a quite simple piece of inert plastic

(material depends on the chemical composition of the flow) that contains drilled channels for the flow, capillary, and

electrode. The interface is usually kept at ground potential to avoid the difficulties of high voltage isolation. An interface

schematic is represented in Figure 1.

    

   

Figure 1. FIA–CE interfacing by direct insertion of a capillary into the flow channel. Left: experimental setup, right: photo

of an interface. A - flow in, B - electrode, C - flow out, D - capillary.

While the interface itself is simple, the CE analysis process requires supporting equipment for interchanging the sample

and the background electrolyte (BGE), for providing liquid flows for rinsing capillaries (such as NaOH or H O), as well as

equipment for sample cleaning and processing, since the direct sampling of flow is rarely possible. An example of a set-up

that consists of all listed supporting equipment is the publication by Kuban and Karlberg . The equipment was applied to

the analysis of real samples such as soft drinks, vinegar, and wine. Advantages of FIA-CE coupling for monitoring of

various bioprocesses were demonstrated by Breadmore’s group  by Turkia et al   by Hausers group 

and by Kaljurand et al .

3. Open Access CE Instrumentation for Monitoring

The use of CE for the online analysis of flows requires usually specific instrumentation, and to complete this in a

laboratory is frequently beyond the capabilities of a typical analytical chemist. Here, a helpful new trend in various fields in

measurement science (including analytical chemistry) is becoming steadily popular. This trend, known as "open-source

hardware", could be of great help to those individuals who are willing to prepare their own FIA–CE instrumentation. The

Open Source Hardware Association defines it as such: "Open source hardware is hardware whose design is made

publicly available so that anyone can study, modify, distribute, make, and sell the design or hardware based on that

design." Ideally, open-source hardware uses readily available components and materials, standard processes, open

infrastructure, unrestricted content, and open-source design tools to maximize the ability of individuals to make and use

hardware . This new paradigm is becoming widely accepted in scientific communities, and open-source hardware is

finding its steady place in chemistry research. There are several publications of general interest, which describe how to

implement open-source hardware in chemical research . For CE, particularly, Kuban et al. provided the most up-to-

date information on open-source hardware and software resources, enabling the construction and utilization of an open-

source CE instrument. They demonstrated that the unique flexibility, low cost, and high efficiency of CE makes it

particularly suitable for open source instrumental development . They provided an overview of hardware and software

sources, with emphasis on the availability of open-source information on the web and in the scientific literature. Hauser's

group reported several successful open source set-ups composed of commercially available parts without the requirement

of mechanical and electronic workshop facilities . To make the fabrication of CE instruments especially easy for

interested persons, the latter publication even includes a “shopping list “of the needed parts, together with vendors.

As an example of an open-source application, the simplest possible FIA–CE instrumentation is shown in Figure 2 . It

consists of two micro-peristaltic pumps, which provide a sample and BGE solutions to the flow gating cross   (can be an

Upchurch PEEK cross). A high-voltage power supply provides the needed separation voltage. A contactless conductivity

detector can be   built in house by the open-source description provided by do Lago . The set-up was used for

successful monitoring of the contents of the cations in tap water using acetic acid BGE . However, the flow gating

sampler has a disadvantage: it is not robust enough. Its optimal performance depends critically on the width of the gap
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between the sample and separation capillaries. In addition, the need for the continuous supply of the BGE is in contrast

with one of the main advantages of CE: low consumption of chemicals. For example, Takasago miniature peristaltic pump

discharge rate is 0.2 mL/min . This means that during a one-hour run the sampler consumes about 12 mL BGE.

 

 

Figure 2. An example of a simple FIA–CE interface. (A)—experimental set-up. (B)—set of electropherograms of anions of

Tallinn (Estonia) tap water (recorded by switching of the peristaltic pumps). Peaks: first, Cl  and second, SO .

Electrophoretic conditions: BGE- 1M acetic acid, HV = 10 kV, capillary: 20 cm length and 75 µm internal diameter.

It is obvious that some experience in CE technology will help to complete even such a trivial setup. The cost of the parts is

low, except for the contactless conductivity detector. The detector seems to be the main obstacle in achieving the goals of

building open source FIA–CE instrumentation. Although one has a very detailed description and instructions on how to

build an open-source contactless conductivity detector, it is still difficult to imagine that a person not experienced in

electronics could complete this task. For using optical detectors, we have a similar problem: Detailed open-source

descriptions are available ((see, e.g. ) but here, competence in optics would be useful. Therefore, the development of a

cheap and simple detector for CE is urgently required for achieving the goals of open source hardware. For example, a

similar problem seems to have found a solution in gas chromatography. Metal oxide semiconductor (MOS) gas sensor

detectors appear to be cheap detectors for gas analysis. The appearance of gas sensors has made possible the building

of an extremely simple and robust yet still powerful gas chromatograph, which can be built by a layman and which would

be useful for citizen science .

4. Conclusions

The FIA–CE combination for the monitoring of flow has some advantages, which justifies further research to overcome the

present obstacles. CE is the only analytical separation method that is amenable for miniaturization. If the supporting

equipment can be reduced correspondingly, the appearance of separation-based sensors can be expected. These

sensors could then be used online for many attractive applications, with bioreactor monitoring in situ being one of the

obvious applications. This includes designing miniaturized bioreactors and cell culture systems in vitro and monitoring

nutrients and metabolic products. Moreover, neurochemistry or drug metabolism and behaviors in awake, freely roaming

animals could be monitored. Even direct telemetric control of such animals could be considered: observing the natural

behavior of an animal and correlating it with biochemical events in the brain.

References

1. Zagatto, E.A.G.; Vida, A.C.F.; Worsfold, P.J. Flow Analysis | Overview. In Encyclopedia of Analytical Science, 3rd ed.;
Worsfold, P., Poole, C., Townshend, A., Miró, M., Eds.; Academic Press: Cambridge, MA, USA, 2016; pp. 213–219, http
s://doi.org/10.1016/B978‐0‐12‐409547‐2.12202‐4

2. https://chem.libretexts.org/Bookshelves/Analytical_Chemistry/Supplemental_Modules_(Analytical_Chemistry)/Instrume
ntal_Analysis/Capillary_Electrophoresis

3. Kaljurand, M.; Ebber, A.; Sõmer, T. An automatic sampling device for capillary zone electrophoresis. J. Separ. Sci. 199
5, 18, 263– 267.

4. Kuban, P.; Engström, A.; Olsson, J.C.; Thorsén, G.; Tryzell, R.; Karlberg, B. New interface for coupling flow‐injection an
d capillary electrophoresis. Anal. Chim. Acta 1997, 337, 117–120.

5. Horstkotte, B.; Cerdà, V. Coupling of Flow Techniques with Capillary Electrophoresis: Review of Operation Principles, C
hallenges, Potentials, and Applications. J. Chromatogr. Sci. 2009, 47, 636–647.

6. Kuban, P.; Karlberg, B. On‐line coupling of gas diffusion to capillary electrophoresis. Talanta 1998, 45, 477–484.

[29]

−
4

2−

[30]

[31]



7. Alhusban, A.A.; Breadmore, M.C.; Guijt, R.M. Capillary electrophoresis for monitoring bioprocesses. Electrophoresis 20
13, 34, 1465–1482.

8. Alhusban, A.A.; Breadmore, M.C.; Gueven, N.; Guijt, R.M. Capillary electrophoresis for automated on‐line monitoring of
suspension cultures: Correlating cell density, nutrients, and metabolites in near real‐time. Anal. Chim. Acta 2016, 920, 9
4–101.

9. Alhusban, A.A.; Breadmore, M.C.; Gueven, N.; Guijt, R.M. Time‐Resolved Pharmacological Studies using Automated,
On‐line Monitoring of Five Parallel Suspension Cultures. Sci. Rep. 2017, 7, 10337.

10. Turkia, H.; Sirén, H.; Pitkänen, J.P.; Wiebe, M.; Penttilä, M. Capillary electrophoresis for the monitoring of carboxylic aci
d production by Gluconobacter oxydans. J. Chromatogr. A 2011, 217, 1537–1542.

11. Turkia, H.; Sirén, H.; Penttilä, M.; Pitkänen, J.P. Capillary electrophoresis with laser‐induced fluorescence detection for
studying amino acid uptake by yeast during beer fermentation. Talanta 2015, 131, 366–371.

12. Turkia, H.; Holmström, S.; Paasikallio, T.; Sirén H.; Penttilä, M.; Pitkänen, J.P. Online capillary electrophoresis for monit
oring carboxylic acid production by yeast during bioreactor cultivations. Anal. Chem. 2013, 85, 9705–9512.

13. Turkia, H.; Sirén, H.; Penttilä, M.; Pitkänen, J.P. Capillary electrophoresis for the monitoring of phenolic compounds in b
ioprocesses. J. Chromatogr. A 2013, 1278, 175–180.

14. Duc Mai, T.; Schmid, S.; Müller, B.; Hauser, P. C. Capillary electrophoresis with contactless conductivity detection coupl
ed to a sequential injection analysis manifold for extended automated monitoring applications. Anal. Chim. Acta 2010, 6
65, 1–6.

15. Vaher, M.; Ehala, S.; Kaljurand, M. On‐column capillary electrophoretic monitoring of rapid reaction kinetics for determi
nation of the antioxidative potential of various bioactive phenols. Electrophoresis 2005, 26, 990–1000.

16. Tahkoniemi, H.; Helmja, K.; Menert, A.; Kaljurand, M. Fermentation reactor coupled with capillary electrophoresis for on
‐line bioprocess monitoring. J. Pharm. Biomed. Anal. 2006, 41, 1585–1591.

17. Kulp, M.; Vassiljeva, I.; Vilu, R.; Kaljurand, M. Monitoring of the degradation of phenols by Rhodococcus bacteria by usi
ng micellar electrokinetic chromatography. J. Sep. Sci. 2002, 25, 1129–1135.

18. Kulp, M.; Kaljurand, M. On‐line monitoring of enzymatic conversion of adenosine triphosphate to adenosine diphosphat
e by micellar electrokinetic chromatography. J. Chromatogr. A 2004, 1032, 305–312.

19. Kulp, M.; Kaljurand, M.; Käämbre, T.; Sikk, P.; Saks, V. In situ monitoring of kinetics of metabolic conversion of ATP to A
DP catalyzed by MgATPases of muscle Gastrocnemius skinned fibers using micellar electrokinetic chromatography. El
ectrophoresis 2004, 25, 2996–3002.

20. Open Source Hardware Association. Definition. Available online: https://www.oshwa.org/definition/ (accessed on 10 Au
gust 2021).

21. Prabhu, G.R.D.; Urban, P.L. Elevating chemistry research with a modern electronics toolkit. Chem. Rev. 2020, 120, 948
2–9553.

22. Davis, J.J.; Foster, S.W.; Grinias, J.P. Low-cost and open-source strategies for chemical separations. J. Chromatogr. A
2021, 1638, 461820.

23. Kubáň, P.; Foret, F.; Erny, G. Open source capillary electrophoresis. Electrophoresis 2019, 40, 65–78.

24. Liénard, T.; Furter, J.S.; Taverna, M.; Pham, H.V.; Hauser, P.C.; Mai, T.D. Modular instrumentation for capillary electrop
horesis with laser-induced fluorescence detection using plug-and-play microfluidic, electrophoretic, and optic modules.
Anal. Chim. Acta 2020, 1135, 47–54.

25. Furter, J.S.; Boillat, M.-A.; Hauser, P.C. Low-cost automated capillary electrophoresis instrument assembled from com
mercially available parts. Electrophoresis 2020, 41, 2075–2082.

26. Kaljurand, M; Saar-Reismaa, P; Vaher, M; Gorbatsova, J; Mazina-Šinkar, J. Capillary Electrophoresis as a Monitoring T
ool for Flow Composition Determination. Molecules, 2021, 26 (16), 4918-4930.

27. Hooker, T.F.; Jorgenson. J. W. A transparent flow gating interface for the coupling of microcolumn LC with CZE in a com
prehensive two‐dimensional system. Anal. Chem. 1997, 69, 4134–4142.

28. OpenC4D. Available online: https://github.com/claudimir-lago/openC4D (accessed on 10 August 2021).

29. Fully Automatic Minature Peristaltic Pump RP-Q1 Series by Takasago, Japan. Available online: https://www.indiamart.c
om/proddetail/minature-peristaltic-pump-rp-q1-series-by-takasago-japan-9955768273.html (accessed on 15 July 2018).

30. Prikryl, J.; Foret, F. Fluorescence detector for capillary separations fabricated by 3D printing. Anal. Chem. 2014, 86, 11
951–11956.



31. Kaljurand, M.; Gorbatšova, J.; Mazina-Šinkar, J. A gas chromatograph for citizen science. Microchem. J. 2021, 165, 10
6195.

Retrieved from https://encyclopedia.pub/entry/history/show/33569


