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7.4.3.2.1 Pressure
Pressure injections are performed by placing the inlet end of the capillary into the inlet vial and 
applying a pressure to the vial (Figure 7.7). When the sample vial is pressurized, the sample or gel 
is forced into the capillary. The volume injected is dependent on the duration and magnitude of 
the pressurization, solution viscosity, and capillary dimensions. After injection, an electric field is 
applied and the separation is initiated.

7.4.3.2.2 Vacuum 
Injections can also be made by applying a vacuum to the outlet vial while the capillary inlet is in 
the inlet vial (Figure 7.8). The material is pulled into the capillary. The volume of material injected 
depends on the size and duration of the vacuum applied, solution viscosity, and capillary dimen-
sions. After injection, an electric field is applied and the separation is initiated.

Capillary

Vacuum

Inlet vial Outlet vial

 Detector

FIGure 7.8 During a vacuum injection, the inlet end of the capillary and cathode (reverse polarity) are 
placed in the sample vial and a vacuum is applied on the outlet vial pulling the sample, into the capillary.

Pressure

Capillary

Detector

Inlet vial Outlet vial

FIGure 7.7 During a hydrodynamic pressure injection, the inlet end of the capillary and cathode (reverse 
polarity) are placed in the sample vial and a pressure is placed on the sample, forcing it into the capillary.
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7.4.3.2.3 Split Flow
The split flow injection uses an HPLC type syringe and an injection block that is connected to the 
capillary and split-vent tubing. The injection occurs through hydrodynamic pressure being applied 
by the syringe. As a result of this pressure, the sample is introduced into the capillary and the vent 
tubing. The advantage to this type of injection is that it does not require constant pressure across the 
capillary; however, the amount of sample lost during the injection is often ≥99%.

7.4.3.2.4 Considerations
To minimize siphoning or band broadening during pressure or vacuum injections, the liquid levels 
in the inlet and outlet vials should be kept the same. This is also true of each end of the column; 
they should be at the same height. Siphoning may cause irreproducibility in the injections produc-
ing errors in quantitation. Further, any variability or loss in pressure or vacuum during injection 
will deleteriously impact injection reproducibility, so a constant pressure or vacuum is required for 
reproducible results.

Hydrodynamic injections give reproducible results as long as the pressure or vacuum, solution 
viscosity, and capillary dimensions remain constant and the instrumentation permits. Because the 
volume injected is dependent on the viscosity of the solution, any changes in the temperature of the 
solution will affect the reproducibility of the injection. Most instruments today have addressed this 
issue with temperature-controlled sample compartments and capillaries.

In CGE, hydrodynamic injections are not typically used as the action of introducing pressure or 
a vacuum may extrude the gels from the capillary. Further, with vacuum injections, the gels may 
provide too much resistance for consistent volume delivery. As such, electrokinetic injections are 
typically used with CGE.

7.4.3.3 electrokinetic
Electrokinetic injections are performed by placing the inlet end of the capillary into the vial from 
which the injection is to be made, the outlet end of the capillary into a buffer vial, and applying 
a voltage across the circuit for a given period of time (Figure 7.9). After the solution is delivered, 

Capillary

Detector

Inlet vial
(cathode)

Power supply

Outlet vial
(anode)

− +

FIGure 7.9 During an electrokinetic injection, the capillary inlet and the cathode are placed in the sample 
(inlet) vial and a voltage is placed across the system creating migration of the ions into and through the capil-
lary pass the detector to the anode.
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the inlet end of the capillary and the anode, and the outlet end of the capillary and the cathode 
are placed into buffer vials and a voltage is applied. In normal operating mode the inlet end of the 
capillary and the anode is in the vial from which the injection is to be made. In reverse operating 
mode the cathode is placed in the vial from which the injection is to be made and the polarity of the 
voltage reversed.

In normal mode neutral molecules are pulled into the capillary by the electro-osomotic flow. 
Ionic molecules are injected as a result of the electro-osmotic flow and their electrophoretic mobil-
ity. If the capillary has been treated, as is usually the case with CGE analysis of nucleic acids, to 
eliminate electro-osmotic flow effects and the cathode is at the detector end of the capillary, only 
cations are injected. The anions in solution are attracted to the anode that is in the inlet vial. As 
nucleic acids are negatively charged, reverse polarity is used.

7.4.3.3.1 Sampling Bias
Although electrokinetic mode of injection is primarily used for CGE as hydrodynamic modes of 
injection can extrude the gels from the capillaries, a sampling bias exists.50 It was demonstrated by 
Huang et al. that larger quantities of solutes with higher electrophoretic mobilities are injected dur-
ing electrokinetic modes of injection than solutes with lower electrophoretic mobilities (see Figure 
7.10). For example, if there are equal amounts of anionic, cationic, and neutral species in a sample 
solution, once the electric field is applied the most highly charged cationic species have the high-
est mobility and will therefore get introduced into the capillary first in greater abundance. The 
next highly charged cations will follow then neutral ions and finally the singly and doubly charged 
anions in that order. The amount injected of each type is dependent on the mobility of each type 
(see Figure 7.10). After the injection, the separation is initiated and the ions migrate as shown in 
Figure 7.10 in their respective zones. As shown in Figure 7.11, because there are different amounts 
of each type of ion in each band, or zone, smaller intensity peaks are obtained for the later eluting 
species having the lesser electrophoretic mobility. A hydrodynamic injection is shown below the 
electrophoretic injection for comparison. As hydrodynamic injection does not involve application of 
a voltage, it does not demonstrate a sampling bias; all of the ionic species are represented equally, 
again, assuming an equal amount of each ionic species. A bias of up to 56% has been reported.50

To correct for this sampling bias, Huang et al. divided the area response of each solute by a bias 
factor consisting of a ratio of the migration times of the solutes.50 The sampling bias caused by 
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FIGure 7.10 Sampling bias. (a) Typical solution prior to electrokinetic injection; ions are equally dispersed. 
(b) Voltage is applied; migration begins. Smaller more highly charged species migrate faster; so more of this 
type are introduced. (c) Unequal amounts of each component are introduced into the capillary and migrate as 
such when the voltage is applied during separation.
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differing electrophoretic mobilities is easily corrected if the samples are diluted in the same diluent 
and are of the same approximate concentration. As stated previously, the electro-osmotic flow of the 
solution and the electrophoretic mobility of the ionic species are affected by the diluent composition 
and concentration. So if there are variations in the diluent composition, such as salt type or concen-
tration, the peak area responses will change significantly for electrokinetic injections as compared 
to hydrodynamic injections (Figure 7.11). One way to correct or minimize sampling bias is to dilute 
all samples with a large volume of running buffer making each sample more similar. However, this 
may result in dilution of the samples below the limit of detection or quantitation of the method. 
Others51 have added a small amount of a concentrated, nondetected ion to the samples to yield 
samples with similar conductivities to reduce sampling bias as a result of electrokinetic injections. 
Another approach to reduce sampling bias is through the use of internal standards.52,53

Another issue with electrokinetic mode of injection is the depletion of the sample. With electro-
kinetic injections a larger amount of high-mobility solutes are removed upon injection as compared 
to lessor mobility solutes. If the samples are dilute, then multiple injections from the same vial can 
deplete the high-mobility solutes, thereby changing the makeup of the samples. It is recommended 
that one injection be performed from each vial.

7.4.4 saMple size/ConCentration Considerations

The length of the injected sample “band” is more important than its actual volume. The band should 
be as small as possible to reduce or minimize band spread resulting in loss of efficiency and resolu-
tion. Terabe et al.54 demonstrated that the best efficiency was achieved with a sample band of <0.8 
mm in width when using a 50 μm ID, 50 cm length column. This points to a sample band of <1% 
of the total capillary length to achieve optimal efficiency and resolution.55 In general, the smallest 
volume that yields detectable peaks should be injected for maximum efficiency.

Of course, sample concentration also impacts efficiency and resolution. Mikkers et al.56 demon-
strated that the best peak shape and resolution was achieved when the sample concentration was on 
average 100 times less than the concentration of the run buffer. They showed that the presence of 
high concentrations of solute ions may distort the electric field in the capillary, causing distortion 
of peak shapes.

Electrokinetic injection

Hydrodynamic injection
Time

FIGure 7.11 Depiction of electrophoretic separation with a sample containing equal amounts of cations, 
anions, and neutral species employing electrokinetic injection. As more highly charged species are introduced 
into the capillary and travel faster, the first peak demonstrates a greater response than subsequent lesser 
charged species or those having a larger size-to-charge ratio resulting in the top electropherogram. When 
hydrodynamic injection is employed, all components of the sample solution are introduced into the capillary 
equally and demonstrate equal responses as shown in the bottom electropherogram.
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7.4.5 saMple preparation

To avoid any interference or obstruction from small particles, samples, gels, and buffers should be 
filtered or centrifuged prior to introduction into the capillary. Oligonucleotides should be diluted in 
the run buffer or a diluent that is less viscous than the run buffer. For analyses employing electroki-
netic injection modes, sample/standard solutions should be prepared in water since all cations will 
enter the capillary and compete with each other reducing sensitivity. Figure 7.12 demonstrates how 
significantly the response is reduced by the presence of salt cations in the sample, further validating 
the need for desalting before injection.

7.4.6 deteCtor seleCtion

7.4.6.1 uv-vis and laser-Induced Fluorescence
Selection of the detector is based upon the oligonucleotide being analyzed. As oligonucleotides are 
chromophores, most single-stranded and duplex oligonucleotides are analyzed using UV-Vis detec-
tion using a wavelength, typically, of 254 nm. However, CGE with laser-induced fluorescence (LIF) 
detection has found great utility in, specifically, PCR and plasmid DNA analysis as it is 10,000 
times more sensitive than UV.57 Although LIF detection can be affected several ways, the most pop-
ular employs intercalating dyes and an Argon LIF detector with an excitation wavelength of 488 nm 
and an emission wavelength of 530 nm. Ethidium bromide (EtBr) is one of the most common dyes, 
but monomeric and dimeric intercalators such as oxazole yellow (YO) and its homodimer (YOYO); 
tiazole orange-thiazole blue heterodimer (TOTAB) and others have been used. Most detection and 
derivatization approaches are covered in a review article by Szulc et al.58 These modes of detection 
are relatively stable, easy to use, and allow on-line column detection, which minimizes band spread-
ing and has direct, simple capillary-to-detector connections.

7.4.6.2 Mass spectrometry
Separation and detection by CE, despite this technique’s advantages in analyzing length and purity 
of oligonucleotides, are often not sufficient for absolute identity determination of a given base 
sequence. For example, the verification of a certain base composition at a given length requires 
the determination of the molecular mass of an oligonucleotide. Molecular masses are determined 
by mass spectrometry (MS). During the past decade, MS has become an important tool in the 
analysis of oligonucleotides and can provide a basis for elucidation of length and sequence of 
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FIGure 7.12 Top electropherogram represents a 26-mer single strand DNA prepared in PBS, while the bot-
tom electropherogram is the same DNA prepared in water at the same concentration and injection volume.
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FIGure 7.13 Mass analysis of oligonucleotides. (a) Raw mass data spectrum measured in negative ion 
mode. Intensity is plotted over m/z values. Negative numbers indicate charge states of the detected ion signals. 
(–4 = 1682.6; –5 = 1345.9; –6 = 1121.4; –7 = 961.1; –8 = 840.9; –9 = 747.4) (b) Deconvoluted mass spectrum. 
Main signal at a molecular weight of 6735 Daltons.
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oligonucleotides.59–61 However, until recently, only a few reports were found presenting MS analysis 
of oligonucleotides in combination with CE techniques.59,62–65 Owing to its gentle properties on 
large biomolecules, the preferred ionization technique used for the analysis of oligonucleotides is 
electrospray ionization (ESI). During ESI ions are formed directly from a liquid solution, and there-
fore ESI-MS can be directly interfaced to CE.65–68 During the ionization process of ESI, multiply 
charged oligonucleotide ions are produced in the ion source. The resulting mass spectrum contains 
an envelope of peaks that correspond to ions with various charge states of a relatively low mass-to-
charge ratio (m/z < 2500) (Figure 7.13a). Computer algorithms can transform this spectrum to a zero 
charge spectrum to yield the molecular mass of the oligonucleotide, called a deconvoluted spectrum 
(Figure 7.13b).69,70 The coupling of CE and MS for the analysis of oligonucleotides combines the 
advantages of CE with the ability of the mass spectrometer to provide sensitivity and selectivity for 
the target oligonucleotide, sequence variations, and fragments thereof.

A number of reports have addressed the combination of CGE with MS detection. Barry et al.62 
and Harsch et al.63 coupled CE in a fused silica capillary coated with poly-(vinyl alcohol) and filled 
with a poly-(N-vinylpyrrolidone) matrix to negative ion ESI-MS for the analysis of short modified 
oligonucleotides. Freudemann et al.64 and von Brocke et al.65 reported the on-line coupling of CGE 
with negative ion ESI-MS for oligonucleotide analysis (up to 20 bases in length) using an entangled 
polymer solution, bis-Tris-borate buffer, and coated capillaries. 

In addition to CGE-MS techniques, applications using capillary zone electrophoresis (CZE) in 
combination with MS have been reported. CZE is by far the most frequent CE-mode applied in 
combination with MS detection, mainly due to the fact that volatile electrolytes, as required for sen-
sitive MS detection, are easily available for a broad pH range (<2 up to >12). The separation in CZE 
is based on different migration velocities (i.e., charge to size) and has been applied to a wide variety 
of analytes including oligonucleotides.71–74 Schrader et al.66–68 used CZE-negative ion ESI-MS and 
ESI-MS/MS in an ammonium carbonate buffer for the detection of oligonucleotides. Deforce et al.59 
investigated an on-line CZE-negative ion ESI-quadrupole time of flight (Q-TOF)-MS and reported 
single step desalting, separation, and characterization of oligos up to 120 bases in length using a 
25 mM ammonium carbonate buffer supplemented with 0.2 mM CDTA (pH 9.7).75 A quality control 
method for the characterization of oligonucleotides by CZE-ESI-Q-TOF-MS has been reported by 
the same group.76

One of the main challenges of the combination of CE with MS is the high affinity of cations such 
as sodium and potassium in the sample solution to the polyanionic backbone of the oligonucleotide, 
which leads to the formation of adducts during the ionization process. As a result, the analyte ions 
are dispensed among multiple adduct ions, leading to highly complex spectra and low sensitivity of 
the mass measurements. Effective removal of these cations is required to obtain satisfactory sensitiv-
ity and peak resolution in the mass spectra. One approach to remove the sodium and potassium ions 
associated to the oligonucleotide is to use an excess of ammonium ions as competing agent. Because 
of their lower affinity to the negative charges at the sugar-phosphate backbone the ammonium ions can 
dissociate from the analyte during the electrospray process thereby avoiding adduct formation.77–80 

Another approach to remove unwanted cations from the sample is through the use of a chelat-
ing agent, such as trans-1,2-diaminocyclohexane-N,N,N′,N′-tetraacetic acid (CDTA) as it has been 
described first by Limbach et al.81 and has been further used by other groups.59 

Another challenge of CE is the limited volumes of sample that are typically loaded into a capil-
lary. When the sample is not preconcentrated during loading, low sample volumes can result in 
reduced sensitivity. Several methods for preconcentration of the sample during the loading process 
into the capillary have been described. Sample stacking with transiently reversed polarity, origi-
nally proposed by Burgi and Chien,82 can accomplish a signal enhancement of a factor of several 
hundred as compared to the classical use of the CZE. This technique removes the sample buffer 
prior to separation of the analytes by applying a high voltage with reversed polarity immediately 
after loading the sample. A prerequisite is that the sample is dissolved in a solution of lower conduc-
tivity than that of the CZE buffer. Because the nature of the stacking process, the method lends itself 
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particularly well for the analysis of negatively charged species as oligonucleotides.59,62,83,84 Using the 
sample stacking technique the unequivocal identification of low amounts (approximately 100 pmol/
μL) of oligonucleotides of 24 base lengths was feasible.76

Recently, Feng et al.85 described a CZE-MS application using a pressure assisted electrokinetic 
injection (PAEKI) technique, which uses external pressure to counterbalance the electro-osmotic 
flow (EOF) during sample introduction. Using PAEKI, single- and double-stranded oligonucle-
otides of up to 20-mer length could be loaded onto the capillary with a concentration enhancement 
of 300–800 times, allowing the identification of oligonucleotides at a low micromolar concentra-
tion. The dynamic linear range of the method was described to be in the range of approximately 
2 orders of magnitude.

Combinations of CGE or CZE with mass spectrometry have been reported to be rapid, low cost, 
and reliable methods suitable for the quality control of oligonucleotides after synthesis. A compre-
hensive review of the different techniques can be found in a review article by Deforce et al.86

7.5 ApplIcAtIons

Capillary gel electrophoresis has found multiple applications within the realm of oligonucleotide anal-
ysis in denaturing and nondenaturing applications and purity and content applications. Denaturing 
gel-filled capillaries are utilized mainly to separate short (up to several hundreds of bases) linear 
single-stranded DNA or RNA molecules based primarily on length while nondenaturing gels are used 
to separate longer double-stranded or structured polynucleotides (conjugates, plasmids, etc.). 

7.5.1 denaturinG CGe

Applications of denaturing CGE include the purity determination of unmodified and modified DNA 
and RNA oligonucleotides in the length range of 10–60 bases for therapeutic molecules or several 
hundred bases in sequencing applications. Purity determination by CGE has almost become com-
monplace as evidenced by the increasing presence of application notes, booklets, and publications 

5.0

7.0

3.0

1.0

2.00 2.50 3.00 3.50 4.00
Time (min)

D

C
A

B

T27

A
bs

or
ba

nc
e (

AU
, x

1E
−0

3)

FIGure 7.14 A capillary gel electropherogram metabolite profile resulting from analysis of a liver sample 
taken at 24 hours after intravenous administration. (A) intact CGP 69846A (20-base phosphorothioate oligo-
nucleotide); (B) N+1 metabolite (seen only in tissue); (C, D) 1 and 2 base deletions, respectively; T27, 27-base 
phosphorothioate oligonucleotide quantitative internal standard. (From Geary, R. S., Leeds, J. M., Fitchett, J., 
Burckin, T., Truong, L., Spainhour, C., Creek, M. and Levin, A. A., Pharmacokinetics and metabolism in mice 
of a phosphorothioate aligonucleotide antisense inhibitor of C-RAF-1 kinase expression, Drug Metabolism 
and Disposition 25, 1272–1281, 1997. With permission.)
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available from manufacturers, vendors, and others. These items have become valuable tools in the 
development of new approaches for the separation of more complex oligonucleotides and the separa-
tion of oligonucleotides in more complex matrices.

As CGE purity applications are on the rise so are quantitative applications. Several quantitative 
applications of CGE for the analysis of antisense ODN, immunomodulatory ODN or RNA have 
been described within the past 15 years. Leeds and others6,87–97 have used CGE extensively for the 
quantitation of therapeutic oligonucleotides and their chain-shortened metabolites in bioanalytical 
applications (Figure 7.14). Chen et al.98 demonstrated perhaps the first use of CGE for the quan-
titation of free and encapsulated oligonucleotides in liposome formulated drug products. Using 
eCAP™ ssDNA R-100 Gel and eCAP™ DNA capillary under denaturing conditions, they were able 
to quantitatively determine the amounts of free and encapsulated active pharmaceutical ingredient 
in the liposome to ensure consistent formulation behavior.

7.5.2 nondenaturinG or native CGe

Another attractive use of CGE is under nondenaturing or native conditions. For nondenaturing 
gels, linear polyacrylamide monomers, or alkylcelluloses (e.g., hydroxypropylmethyl cellulose) are 
polymerized without urea, DMSO, or formamide. Parameters like duplex content or conjugation effi-
ciency can be determined using native CGE in addition to the determination of secondary structure 
differences and the separation of double-stranded DNA such as restriction fragments.23 However, 
when attempting to separate double-stranded DNA, lower concentrations of the gels are used as 
the resolution of larger molecules increases with increasing polymer chain length and decreasing 
concentration.13,34,99 Applications involving the purity and size determination of duplex oligonucle-
otides and evaluation of the parameters that affect the determination of these items are detailed in 
an Agilent application by Cavender and Heiger.100 In this paper, they show the effects of applied 
voltage, capillary length, and gel concentration on the separation of 15 pGEM DNA fragments that 
range from 36 to 2645 bp. Size determination was performed using Ferguson plots.

Other nondenaturing applications include quantification of plasmid structures using neutrally 
coated fused silica capillaries filled with replaceable 0.1% HPMC gels in combination with a Tris/
borate/EDTA buffer-system (e.g., 100 mM Tris-boric acid, 2 mM EDTA, pH 8–8.5). Samples are 
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FIGure 7.15 CGE analysis of different plasmid topologies of pUC19 plasmid DNA (2.7 kb) using 0.1% 
HPMC, DB-17 coated capillary, and TRIS/Borate/EDTA buffer with LIF detection. (A,B) CCC forms (mono-
mer and dimer); (C,D) Linear forms (monomer and dimer); (E,F): OC forms (monomer and dimer). (Courtesy 
of M. Schleef, PlasmidFactory GmbH & Co., Bielefeld, Germany. With permission.)
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typically prestained with YOYO-1 intercalating dye and analyzed using an Argon laser. All plasmid 
structures can be separated as demonstrated by Schmidt et al.101 in Figure 7.15. The use of non-cross-
linked polyacrylamide (PAA) was presented by Hebenbrock et al.102 for studying plasmid DNA incor-
porated into the Escherichia coli hot cell. A 4% PAA gel was recommended for use as it demonstrated 
lower viscosity allowing for replacement. More recently, Boardman and Dewald103 demonstrated the 
use of eCAP™ dsDNA 1000 Gel with eCAP™ enhanced dye and eCAP™ DNA capillary for the 
separation of plasmid isoforms in 4.9 kb pGEM-luc plasmid. Baseline resolution of supercoiled, lin-
earized, open circular, and supercoiled dimer were achieved within 15 min (Figure 7.16).

Other CGE applications of note include viral load quantitation, DNA-protein interactions assess-
ments, and genotyping. Wei and coworkers104 adapted CGE-LIF to assess the quantification of viral 
load in patient specimens. Disease progression and drug therapy efficacy were evaluated. DNA-
protein interactions were investigated by Xian et al.105 using CGE. In a related note, sodium acetate 
content in antisense oligonucleotides was determined using CZE with reverse detection by Chen et 
al.106 And finally, CGE-LIF has been successfully applied to identify humans through the analysis 
of genetic markers as shown in Figure 9 of Ref. 107.
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FIGure 7.16 Capillary gel electrophoresis analysis of a 1:1 mixture of linearized and untreated pGEM-
luc plasmid using eCAP™ dsDNA 1000 gel buffer diluted to 0.1X in TBE, eCAP™ LIFluor enhance stain, 
and eCAP™ DNA capillary 30 cm to detector. Detection employed an Argon laser at 488 nm excitation and 
520 nm emission wavelengths. (Courtesy of Beckman Coulter, Inc. http://www.beckman.com, Publication 
Number P-12584A.)
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7.6 suMMAry

In this chapter we presented and gave background to different applications and assay conditions for 
the analysis of oligonucleotides by capillary electrophoresis. The reviewed methods can be appli-
cable for single-stranded, double-stranded, structured, or conjugated DNA or RNA molecules for 
therapeutic or diagnostic use in a quality control or drug development setting.

In the quality control of oligonucleotide diagnostics, cost, speed, and ease of use are of impor-
tance and can favor the use of a CE application over other high-resolution analytical methods. The 
development of oligonucleotide therapeutics requires generation and implementation of reliable, 
reproducible validated assays to ensure high-quality purity, and content determination to withstand 
the rigors of regulatory scrutiny. In recent years there has been significant progress in the develop-
ment of reliable, robust capillary gel electrophoresis assays for not only API’s but also increasing 
complex drug product formulations as evidenced by the increase in papers published on the subject. 
As such, CE has proven to be a powerful tool in continuing the progress of oligonucleotide thera-
peutics through the drug development pipeline, as well as oligonucleotides for diagnostic use, and is 
expected to continue to play a critical role in the future.

reFerences

 1. Guttman, A., A. Paulus, A. S. Cohen, and B. L. Karger. 1988. High-performance capillary gel electropho-
resis: high resolution and micropreparative applications. In Electrophoresis ’88, ed. C. Schafer-Nielsen, 
151–159. Weinheim, Germany: VCH.

 2. Cohen, A. S., D. R. Najarian, A. Paulus, A. Guttman, J. A. Smith, and B. L. Karger. 1988. Rapid separa-
tion and purification of oligonucleotides by high-performance capillary gel electrophoresis. Proceedings 
of the National Academy of Sciences of the United States of America 85: 9660–9663.

 3. Kasper, T. J., M. Melera, P. Gozel, and R. G. Brownlee. 1988. Separation and detection of DNA by capil-
lary electrophoresis. Journal of Chromatography 458: 303–312.

 4. Schwartz, H., and A. Guttman. 1995. Separation of DNA by Capillary Electrophoresis, Fullerton, CA: 
Beckman Instruments.

 5. El Rassi, Z., ed. 1995. Carbohydrate Analysis. Amsterdam: Elsevier.
 6. Srivatsa, G. S., M. Batt, J. S. Schuette, R. Carlson, J. Fitchett, C. Lee, and D. L. Cole. 1994. Assay 

of phosphorothioate oligonucleotides in pharmaceutical formulations by capillary gel electrophoresis 
(QCGE). Journal of Chromatography A 680: 469–477.

 7. Srivatsa, G. S., S. Winters, and R. Pourmand. 2001. Use of capillary gel electrophoresis for the analysis 
of phosphorothioate oligonucleotides. In Capillary Electrophoresis of Nucleic Acids. New York: Humana 
Press.

 8. Srivatsa, G. S., P. Klopchin, M. Batt, M. Feldman, R. H. Carlson, and D. L. Cole. 1997. Selectivity of 
anion exchange chromatography and capillary gel electrophoresis for the analysis of phosphorothioate 
oligonucleotides, Journal of Pharmaceutical and Biomedical Analysis 16: 619–630.

 9. Todorov, T. I., Y. Yamaguchi, and M. D. Morris. 2003. Effect of urea on the polymer buffer solutions used 
for the electrophoretic separations of nucleic acids. Analytical Chemistry 75(8):1837–1843.

 10. Todorov, T. I., and M. D. Morris. 2002. Comparison of RNA single-stranded DNA and double-stranded DNA 
behavior during capillary electrophoresis in semidilute polymer solutions. Electrophoresis 23: 1033–1044.

 11. Van der Schans, M. J., A. W. H. M. Kuypers, A. D. Kloosterman, H. J. T. Janssenm, and F. M. Everaerts. 
1997. Comparison of resolution of double-stranded and single-stranded DNA in capillary electrophore-
sis. Journal of Chromatography A 772: 255–264.

 12. Heller, C. 1999. Separation of double-stranded and single-stranded DNA in polymer solutions: I. Mobility 
and separation mechanism. Electrophoresis 1962–1976.

 13. Heller, C. 1999. Separation of double-stranded and single-stranded DNA in polymer solutions: II. 
Separation, peak width and resolution. Electrophoresis 1978–1986.

 14. Agilent Technologies. 2001. Oligonucleotide analysis with the Agilent Capillary Electrophoresis System, 
Publication Number 5988-4303EN, http://www.agilent.com. 

K11050_C007.indd   260 12/2/2010   9:48:27 AM



Purity and Content Analysis of Oligonucleotides by Capillary Gel Electrophoresis 261

 15. Healy, J. M., S. D. Lewis, M. Kurz, R. M. Boomer, K. M. Thompson, C. Wilson, and T. G. McCauley. 
2004. Pharmacokinetics and biodistribution of novel aptamer compositions. Pharmaceutical Research 
21(12): 2234–2246.

 16. Landers, J. P. 1993. Capillary electrophoresis: pioneering new approaches for biomolecular analysis. 
Trends in Biochemistry Sciences 18: 409–414.

 17. Bode, H. J. 1977. The use of liquid polyacrylamide in electrophoresis. I. Mixed gels composed of agar-
agar and liquid polyacrylamide. Analytical Biochemistry 83: 204–210.

 18. Bode, H. J. 1977. The use of liquid polyacrylamide in electrophoresis. II. Relationship between gel vis-
cosity and molecular sieving. Analytical Biochemistry 83: 364–371.

 19. DeGennes, P. G. 1979. Scaling Concepts in Polymer Physics. Ithaca, NY: Cornell University Press.
 20. Righetti, P. G., and C. Gelfi. Capillary electrophoresis of DNA. In Capillary Electrophoresis in Analytical 

Biotechnology, ed. P. G. Righetti, 431–476. Boca Raton, FL: CRC Press.
 21. Guttman, A., and N. Cooke. 1991. Effect of the temperature on the separation of DNA restriction frag-

ments in capillary gel electrophoresis. Journal of Chromatography 559: 285–294.
 22. Tanaka, T. 1981. Gels. Scientific American 244: 124–138.
 23. Guttman, A., and N. Cooke. 1991. Capillary gel affinity electrophoresis of DNA fragments. Analytical 

Chemistry 63: 2038–2042.
 24. Rocheleau, M. J., R. J. Grey, D. Y. Chen, H. R. Harke, and N. J. Dovichi. 1992. Formamide modified poly-

acrylamide gels for DNA sequencing by capillary gel electrophoresis. Electrophoresis 13: 484–486.
 25. Chen, S. H., and R. T. Tzeng. 1999. Polymer solution-filled column for the analysis of antisense phos-

phorothioates by capillary electrophoresis. Electrophoresis 20: 547–554.
 26. Zimmer, C., and G. Luck. 1972. Stability and dissociation of the DNA complexes with distamycin A and 

netropsin in the presence of organic solvents, urea and high salt concentration. Biochimica Biophysica 
Acta 287: 376–385.

 27. Salas-Solano, O., E. Carrilho, L. Kotler, A. W. Miller, W. Goetzinger, Z. Sosic, and B. L. Karger. 1998.  
Routine DNA sequencing of 1000 bases in less than one hour by capillary electrophoresis with replace-
able linear polyacrylamide solutions. Analytical Chemistry 70: 3996–4003.

 28. Kotler, L., H. He, A. W. Miller, and B. L. Karger. 2002. DNA sequencing of close to 1000 bases in 40 
minutes by capillary electrophoresis using dimethyl sulfoxide and urea as denaturants in replaceable 
linear polyacrylamide solutions. Electrophoresis 23: 3062–3070.

 29. Escara, J. F., and J. R. Hutton. 1980. Thermal stability and renaturation of DNA in dimethylsulphoxide 
solutions: acceleration of renaturation rate. Biopolymers 19: 1315–1327.

 30. Hutton, J. R. 1977. Renaturation kinetics and thermal stability of DNA in aqueous solutions of forma-
mide and urea. Nucleic Acids Research 4: 3537–3555.

 31. Bowling, J. M., K. L. Bruner, J. L. Cmarik, and C. Tibbetts. 1991. Neighboring nucleotide interactions 
during DNA sequencing gel electrophoresis. Nucleic Acids Research 19: 3089–3097.

 32. Konrad, K. D., and S. L. Pentoney, Jr. 1993. Contribution of secondary structure to DNA mobility in 
capillary gels. Electrophoresis 14: 502–508.

 33. Satow, T., T. Akiyama, A. Machida, Y. Utagawa, and H. Kobayashi. 1993. Simultaneous determination of 
the migration coefficient of each base in heterogeneous oligo-DNA by gel filled capillary electrophoresis. 
Journal of Chromatography A 652: 23–30.

 34. Heller, C. 2001. Principles of DNA separation with capillary electrophoresis. Electrophoresis 22: 
629–643.

 35. Rocheleau, M. J., R. J. Grey, D. Y. Chen, H. R. Harke, and N. J. Dovichi. 1992. Formamide modified 
polyacrylamide gels for DNA sequencing by capillary gel electrophoresis. Electrophoresis 484–486.

 36. Fang, Y., J. Z. Zhang, J. Y. Hou, H. Lu, and N. J. Dovichi. 1996. Activation energy of the separation of 
DNA sequencing fragments in denaturing noncross-linked polyacrylamide by capillary electrophoresis. 
Electrophoresis 17: 1436–1442.

 37. Chang, H. T., and E. S. Yeung. 1995. Dynamic control to improve the separation performance in capillary 
electrophoresis. Electrophoresis 16: 2069–2073.

 38. Zhang, J., Y. Fang, J. Y. Hou, H. J. Ren, R. Jiang, P. Roos, and N. J. Dovichi. 1995. Use of non-cross-
linked polyacrylamide for four-color DNA sequencing by capillary electrophoresis separation of frag-
ments up to 640 bases in length in two hours. Analytical Chemistry 67: 4589–4593.

 39. Guldberg, P., K. F. Henriksen, and F. Guttler. 1994. Constant denaturant gel electrophoresis without for-
mamide. Biotechniques 16: 786–788.

 40. Swerdlow, H., J. Z. Zhang, D. Y. Chen, H. R. Harke, R. Grey, S. L. Wu, N. J. Dovichi, and C. Fuller. 
1991. Three DNA sequencing methods using capillary gel electrophoresis and laser-induced fluores-
cence. Analytical Chemistry 63: 2835–2841.

K11050_C007.indd   261 12/2/2010   9:48:27 AM



262 Handbook of Analysis of Oligonucleotides and Related Products

 41. Kabatek, Z., K. Kleparnik, and B. Gas. 2001. Journal of Chromatography A 305–310.
 42. Lu, H., E. Arriaga, D. Y. Chen, D. Figeys, and N. J. Dovichi. 1994. Activation energy of single 

stranded DNA moving through cross-linked polyacrylamide gels at 300 V/cm: effect of temperature on 
sequencing rate in high-electric-field capillary gel electrophoresis. Journal of Chromatography A 680: 
503–510.

 43. Kleparnik, K., F. Foret, J. Berka, W. Goetzinger, A. W. Miller, and B. L. Karger. 1996. The use of elevated 
column temperature to extend DNA sequencing read lengths in capillary electrophoresis with replaceable 
polymer matrices. Electrophoresis 17: 1860–1866.

 44. Zhou, H., Y. Zhang, and Z. Ou-Yang. 2000. Elastic property of single double-stranded DNA molecules: 
theoretical study and comparison with experiments. Physical Review E: Statistical Physics, Plasmas, 
Fluids, and Related Interdisciplinary Topics 62: 1045–1058.

 45. Head, D. L., and C. G. McCarty. 1973. Tetrahedron Letters 1405–1408.
 46. Nachbaur, E., E. Baumgartner, and J. Schober. 1981. Proc. Eur. Symp. Therm. Anal. 417–421.
 47. Lee, E. D., W. Muck, J. D. Henion, and T. R. Covey. 1989. Liquid junction coupling for capillary zone 

electrophoresis-ion spray mass spectrometry. Biomedical and Environmental Mass Spectrometry 18: 
844–850.

 48. Lee, E. D., W. Muck, J. D. Henion, and T. R. Covey. 1989. On-line capillary zone electrophoresis-ion-
spray tandem mass spectrometry for the determination of dynorphins. Journal of Chromatography, 458: 
313–321.

 49. Lee, E. D., W. Muck, J. D. Henion, and T. R. Covey. 1989. Capillary zone electrophoresis—tandem 
mass spectrometry for the determination of sulfonated azo dyes. Biomedical and Environmental Mass 
Spectrometry 18: 253–257.

 50. Xiaohua, H., M. J. Gordon, and R. N. Zare. 1988. Bias in quantitative capillary zone electrophoresis 
caused by electrokinetic sample injection. Analytical Chemistry 60: 375–377.

 51. Jandik, P., and W. R. Jones. 1991. Optimization of detection sensitivity in the capillary electrophoresis of 
inorganic anions. Journal of Chromatography 546: 431–443.

 52. Dose, E. V., and G. A. Guiochon. 1991. Internal standardisation technique for capillary zone electropho-
resis. Analytical Chemistry 63: 1154–1158.

 53. Altria, K. D. 2002. Improved performance in capillary electrophoresis using internal standards. LC GC 
Europe 15: 588–594.

 54. Terabe, S., K. Otsuda, and T. Ando. 1989. Band broadening in electrokinetic chromatography with micel-
lar solutions and open-tubular capillaries. Analytical Chemistry 61: 251–260.

 55. Albin, M., P. D. Grossman, and S. E. Moring. 1993. Sensitivity enhancement for capillary electrophore-
sis. Analytical Chemistry 65: 489A–497A.

 56. Mikkers, F. E. P., F. M. Everaerts, and Th. P. E. M. Verheggen. 1979. High-performance zone electropho-
resis. Journal of Chromatography A 169: 11–20.

 57. Zhu, H., S. M. Clark, S. C. Benson, H. S. Rye, A. N. Glazer, and R. A. Mathies. 1994. High-sensitivity 
CZE of double-stranded DNA fragments using monomeric and dimeric fluorescent intercalating dyes. 
Analytical Chemistry 66: 1941–1948.

 58. Szulc, M. E., and I. S. Krull. 1994. Improved detection and derivatization in capillary electrophoresis. 
J. Chromatography A 649: 231–245.

 59. Deforce, D. L. D., J. Raymackers, L. Meheus, F. Van Wijnendaele, A. De Leenheer, and E. G. Van den 
Eeckhout. 1998. Characterization of DNA oligonucleotides by coupling of capillary zone electrophoresis 
to electrospray ionization Q-TOF mass spectrometry. Analytical Chemistry 70(14): 3060–3068.

 60. Huber, C. G., and A. Krajete. 1999. Analysis of nucleic acids by capillary ion-pair reversed-phase HPLC cou-
pled to negative-ion electrospray ionization mass spectrometry. Analytical Chemistry 71(17): 3730–3739.

 61. Huber, C. G., and A. Krajete. 2000. Comparison of direct infusion and on-line liquid chromatography/
electrospray ionization mass spectrometry for the analysis of nucleic acids. Journal of Mass Spectrometry 
35(7): 870–877.

 62. Barry, J. P., J. Muth, S.-J. Law, B. L. Karger, and P. Vouros. 1996. Analysis of modified oligonucleotides 
by capillary electrophoresis in a polyvinylpyrrolidone matrix coupled with electrospray mass spectrom-
etry. Journal of Chromatography A 732(1): 159–166.

 63. Harsch, A., and P. Vouros. 1998. Interfacing of CE in a PVP matrix to ion trap mass spectrometry: analy-
sis of isomeric and structurally related (N-acetylamino)fluorene-modified oligonucleotides. Analytical 
Chemistry 70(14): 3021–3027.

 64. Freudemann, T. T., A. von Brocke, and E. Bayer. 2001. On-line coupling of capillary gel electropho-
resis with electrospray mass spectrometry for oligonucleotide analysis. Analytical Chemistry 73(11): 
2587–2593.

K11050_C007.indd   262 12/2/2010   9:48:27 AM



Purity and Content Analysis of Oligonucleotides by Capillary Gel Electrophoresis 263

 65. von Brocke, A., T. Freudemann, and E. Bayer. 2003. Performance of capillary gel electrophoretic analy-
sis of oligonucleotides coupled on-line with electrospray mass spectrometry. Journal of Chromatography 
A 991(1): 129–141. 

 66. Janning, P., W. Schrader, and M. Linscheid. 1994. A new mass spectrometric approach to detect modifi-
cations in DNA. Rapid Communications in Mass Spectrometry 8(12): 1035–1340.

 67. Schrader, W., and D. Linscheid. 1995. Determination of styrene oxide adducts in DNA and DNA compo-
nents. Journal of Chromatography A 717(1–2): 117–125.

 68. Schrader, W., and M. Linscheid. 1997. Styrene oxide DNA adducts: in vitro reaction and sensitive detec-
tion of modified oligonucleotides using capillary zone electrophoresis interfaced to electrospray mass 
spectrometry. Archives of Toxicology 71(9): 588–595.

 69. Doktycz, M. J., G. B. Hurst, S. Habibi-Goudarzi, et al. 1995. Analysis of polymerase chain reaction-
amplified DNA products by mass spectrometry using matrix-assisted laser desorption and electrospray: 
current status. Analytical Biochemistry 230(2): 205–214.

 70. Walters, J. J., K. F. Fox, and A. Fox. 2002. Mass spectrometry and tandem mass spectrometry, alone 
or after liquid chromatography, for analysis of polymerase chain reaction products in the detection of 
genomic variation. Journal of Chromatography B 782(1–2): 57–66.

 71. McKeon, J., and M. G. Khaledi. 2003. Evaluation of liposomal delivery of antisense oligonucleotide 
by capillary electrophoresis with laser-induced fluorescence detection. Journal of Chromatography A 
1004(1–2): 39–46. 

 72. Zhu, J., and Y.-L. Feng. 2005. Size exclusive capillary electrophoresis separation of DNA oligonucleotides 
in small size linear polyacrylamide polymer solution. Journal of Chromatography A 1081(1): 19–23.

 73. Murakami, Y., and M. Maeda. 2006. Separation of single-stranded DNAs using DNA conjugates having dif-
ferent migration properties in capillary electrophoresis. Journal of Chromatography A 1106(1–2): 118–123.

 74. Wu, J.-F., L.-X. Chen, G.-A. Luo, Y.-S. Liu, Y.-M. Wang, and Z.-H. Jiang. 2006. Interaction study between 
double-stranded DNA and berberine using capillary zone electrophoresis. Journal of Chromatography B 
833(2): 158–164. 

 75. Willems, A., D. L. Deforce, and J. Van Bocxlaer. 2008. Analysis of oligonucleotides using capillary 
zone electrophoresis and electrospray mass spectrometry. In Methods in Molecular Biology, vol. 384, 
401–414. New York, Springer.

 76. Willems, A. V., D. L. Deforce, and C. H. Van Peteghem, and J. F. Van Bocxlaer. 2005. Development of 
a quality control method for the characterization of oligonucleotides by capillary zone electrophoresis-
 electrospray ionization-quadrupole time of flight-mass spectrometry. Electrophoresis 26(7–8): 1412–1423.

 77. Liu, C., Q. Wu, A. C. Harms, and R. D. Smith. 1996. On-line microdialysis sample cleanup for electro-
spray ionization mass spectrometry of nucleic acid samples. Analytical Chemistry 68(18): 3295–3299. 

 78. Huber, C. G., and A. Krajete. 2000. Comparison of direct infusion and on-line liquid chromatography/
electrospray ionization mass spectrometry for the analysis of nucleic acids. Journal of Mass Spectrometry 
35(7): 870–877. 

 79. Ragas, J. A., T. A. Simmons, and P. A. Limbach. 2000. A comparative study on methods of optimal 
sample preparation for the analysis of oligonucleotides by matrix-assisted laser desorption/ionization 
mass spectrometry. Analyst 125(4): 575–581.

 80. Huber, C. G., and A. Krajete. 2000. Comparison of direct infusion and on-line liquid chromatography/
electrospray ionization mass spectrometry for the analysis of nucleic acids. Journal of Mass Spectrometry 
35(7): 870–877.

 81. Limbach, P. A., P. F. Crain, and J. A. McCloskey. 1995. Molecular mass measurement of intact ribo-
nucleic acids via electrospray ionization quadrupole mass spectrometry. Journal of the American Society 
for Mass Spectrometry 6(1): 27–39. 

 82. Chien, R. L., and D. S. Burgi. 1992. Sample stacking of an extremely large injection volume in high-
 performance capillary electrophoresis. Analytical Chemistry 64(9): 1046–1050.

 83. Wolf, S. M., and P. Vouros. 1995. Incorporation of sample stacking techniques into the capillary 
electrophoresis CF-FAB mass spectrometric analysis of DNA adducts. Analytical Chemistry 67(5): 
891–900.

 84. Osbourn, D. M., D. J. Weiss, and C. E. Lunte. 2000. On-line preconcentration methods for capillary 
electrophoresis. Electrophoresis 21(14): 2768–2779. 

 85. Feng, Y. L., H. Lian, and J. Zhu. 2007. Application of pressure assisted electrokinetic injection technique 
in the measurements of DNA oligonucleotides and their adducts using capillary electrophoresis-mass 
spectrometry. Journal of Chromatography A 1148(2): 244–249.

 86. Willems, A. V., D. L. Deforce, C. H. Van Peteghem, and J. F. Van Bocxlaer. 2005. Analysis of nucleic acid 
constituents by on-line capillary electrophoresis-mass spectrometry. Electrophoresis 26(7–8): 1221–1253. 

K11050_C007.indd   263 12/2/2010   9:48:27 AM



264 Handbook of Analysis of Oligonucleotides and Related Products

 87. Hardiman, T., J. C. Ewald, K. Lemuth, M. Reuss, and M. Siemann-Herzberg. 2008. Quantification of 
rRNA in Escherichia coli using capillary gel electrophoresis with laser-induced fluorescence detection. 
Analytical Biochemistry 374(1): 79–86.

 88. Soucy, N. V., J. P. Riley, M. V. Templin, R. Geary, A. de Peyster, and A. A. Levin. 2006. Maternal and 
fetal distribution of a phosphorothioate oligonucleotide in rats after intravenous infusion. Birth Defects 
Research, Part B: Developmental and Reproductive Toxicology 77(1): 22–28.

 89. Leeds, J. M., M. J. Graham, L. Truong, and L. L. Cummins. 1996. Quantitation of phosphorothioate 
oligonucleotide in human plasma. Analytical Biochemistry 36–43.

 90. Geary, R. S., J. M. Leeds, J. Fitchett, T. Burckin, L. Truong, C. Spainhour, M. Creek, and A. A. Levin. 
1997. Pharmacokinetics and metabolism in mice of a phosphorothioate oligonucleotide antisense inhibi-
tor of C-RAF-1 kinase expression. Drug Metabolism and Disposition 25(11): 1272–1281.

 91. Chen, S.-H., and J. M. Gallo. 1998. Use of capillary electrophoresis methods to characterize the pharma-
cokinetics of antisense drugs. Electrophoresis 19(16–17): 2861–2869.

 92. Cohen, A. S., A. J. Bourque, B. H. Wang, D. L. Smisek, and A. A. Belenky. 1997. A nonradioisotope 
approach to study the in vivo metabolism of phosphorothioate oligonucleotides. Antisense and Nucleic 
Acid Drug Development 7(1): 13–22.

 93. DeDionisio, L. A., and D. H. Lloyd. 1996. Capillary gel electrophoresis and antisense therapeutics. 
Analysis of DNA analogs. Journal of Chromatography A 735(1–2): 191–208.

 94. Palm, A. K., and G. Marko-Varga. 2004. On-column electroextraction and separation of antisense oligo-
nucleotides in human plasma by capillary gel electrophoresis. Journal of Pharmaceutical and Biomedical 
Analysis 415–423.

 95. Yu, R. Z., R. S. Geary, D. K. Monteith, J. Matson, L. Truong, J. Fitchett, and A. A. Levin. 2004. Tissue 
disposition of a 2′-O-(2-methoxy) ethyl modified antisense oligonucleotides in monkeys. Journal of 
Pharmaceutical Science 48–59.

 96. Yu, R. Z., R. S. Geary, and A. A. Levin. 2004. Application of novel quantitative bioanalytical methods 
for pharmacokinetic and pharmacokinetic/pharmacodynamic assessments of antisense oligonucleotides. 
Current Opinion in Drug Discovery and Development 195–203.

 97. Noll, B. O., M. J. McCluskie, T. Sniatala, et al. 2005. Biodistribution and metabolism of immunostimu-
latory oligodeoxynucleotide CPG 7909 in mouse and rat tissues following subcutaneous administration. 
Biochemical Pharmacology 69(6): 981–991.

 98. Chen, D., D. Cole, and G. S. Srivatsa. 2000. Determination of free and encapsulated oligonucleotides 
in liposome formulated drug product. Journal of Pharmaceutical and Biomedical Analysis 22(5): 
791–801.

 99. Barron, A. E., W. M. Sunada, and H. W. Blarch. 1996. Capillary electrophoresis of DNA in uncrosslinked 
polymer solutions: Evidence for a new mechanism of DNA separation. Biotechnology and Bioengineering 
52: 259–270.

 100. Agilent Technologies. 2001. Double-stranded DNA analysis with the Agilent Capillary Electrophoresis 
System, Publication Number 5988-4304EN. http://www.agilent.com.

 101. Schmidt, T., K. Friehs, and E. Flaschel. 2001. Structures of a plasmid DNA. In Plasmids for Therapy and 
Vaccination, ed. M. Schleef, 29–44. Weinheim: Wiley-VCH, Weinheim.

 102. Hebrenbrock, K., K. Schügerl, and R. Freitag. 1993. Analysis of plasmid-DNA and cell protein of recom-
binant E. coli by gel CZE. Electrophoresis 14: 753–758.

 103. Boardman, C. L., and J. A. Dewald. Plasmid purity and heterogeneity analysis by capillary electrophore-
sis. Publication Number P-12584A. http://www.beckmancoulter.com.

 104. Wei, L., D.-S. Yuan, and J.-M. Andrieu. 1994. Multi-target PCR analysis by capillary electrophoresis and 
laser-induced fluorescence. Nature 368: 269–271.

 105. Xian, J., M. G. Harrington, and E. H. Davidson. 1996. DNA-protein binding assays from a single sea 
urchin egg: a high-sensitivity capillary electrophoresis method. Proceedings of the National Academy of 
Sciences of the United States of America 93(1): 86–90.

 106. Chen, D., P. Klopchin, J. Parsons, G. S. Srivatsa. 1997. Determination of sodium acetate in antisense 
oligonucleotides by capillary zone electrophoresis. Journal of Liquid Chromatography and Related 
Technologies 20(8): 1185–1195.

 107. Chapman, J., and J. Hobbs. 1999. Putting capillary electrophoresis to work. LC-GC 17(3): 86–99.

K11050_C007.indd   264 12/2/2010   9:48:27 AM


