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The Analysis of  Cyanide and its Metabolites in Biological Samples

Brian A. Logue and Diane M. Hinkens
Department of  Chemistry and Biochemistry 

South Dakota State University 
brian.logue@sdstate.edu

Introduction
Cyanide is toxic in humans, animals, and 
fi sh and exposure can occur in various ways. 
Many substances are potential sources of  
cyanide exposure including edible and non-
edible plants, industrial operations, fi res, 
and cigarette smoke. Although the primary 
natural source of  cyanide poisoning is from 
plants (1-7), other natural sources include 
volcanoes, bacteria, and fungi (1, 8-13). Man-
made sources include malfunctioning catalytic 
converters, residential and commercial fi res 
involving the burning of  plastics, cigarette 
smoke, as well as illicit uses of  cyanide (14). 
Additionally, hundreds of  thousands of  tons 
of  cyanide are manufactured annually in 
the U.S. alone for industrial uses, including 
chemical syntheses, electroplating, plastics 
processing, paint manufacturing, gold and 
silver extraction, tanning, and metallurgy.

Along with many legal industrial uses of  
cyanide, multiple illegal uses of  cyanide exist. 
Recently, terrorist acts involving cyanide 
have been the most publicized illicit uses of  
cyanide. In 1982, cyanide was placed in bottles 

of  Tylenol in the Chicago area, killing seven 
people (1). In 1995 in Tokyo, an acid and a 
cyanide salt were found in several subway 
restrooms in the weeks following the release 
of  nerve agents (2). Another illegal use of  
cyanide is the capture of  fi sh for subsequent 
sale in the live fi sh trade (15). Cyanide is 
used at sub-lethal doses to temporarily stun 
fi sh, making them easier to catch (16). The 
practice of  using cyanide in this manner has 
been found in a number of  countries, and 
has an adverse affect on coral reefs (15). The 
cyanide is toxic to algae that are necessary 
for coral to survive and also produces many 
adverse secondary effects, such as killing 
smaller fi sh species. With this and other 
destructive practices used during capture of  
cyanide stunned fi sh, irreversible damage to 
coral reefs has and continues to occur (17).

As industrial and illicit applications of  cyanide 
increase, the need for rapid, sensitive, and 
specifi c analytical methods to assess cyanide 
exposure will be amplifi ed. The goals for this 
review are to briefl y discuss current 
bioanalytical techniques used for verifi cation 

Cyanide is a toxic chemical that may be introduced to living organisms as a result of  both 
legal and illicit uses of  cyanide. Exposure to cyanide can be verifi ed by analyzing cyanide or 
one of  its break-down products from biological samples. This verifi cation is important for 
medical, law-enforcement, forensic, research, and veterinary purposes. This review will identify 
common problems associated with the analysis of  cyanide and its metabolites, discuss current 
bioanalytical techniques used for verifi cation of  cyanide exposure, and briefl y address the 
metabolism and toxicokinetics of  cyanide and its break-down products in biological systems. 
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of  cyanide exposure and to identify common 
problems associated with the analysis of  
cyanide and its metabolites in biological 
samples. This review does not include 
methods to test for cyanide in environmental 
or industrial matrices (e.g., surface waters, 
minerals, process streams). A number of  
related reviews have been published (8, 15, 
18-22).

humans, the following text summarizes 
cyanide metabolism in humans. 

Once absorbed, cyanide is quickly transferred 
to the blood and metabolized through a 
number of  processes, as shown in Figure 1. 
The major pathway for cyanide metabolism 
is conversion of  cyanide to thiocyanate 
(SCN-) in the presence of  a sulfur donor (e.g., 
thiosulfate) (24). This reaction is catalyzed 
by the enzyme rhodanese (18, 25, 26). About 
80% of  the initial cyanide dose is converted 
to thiocyanate, which is subsequently 
excreted in the urine. Other minor metabolic 

the gills or intestine (15). Little is known 
about the metabolism of  cyanide in fi sh, and 
more research is necessary to fully understand 
the similarities and differences of  mammals 
and fi sh, but considering that cyanide’s toxic 
effects are similar in both mammals and 
fi sh, a number of  metabolic pathways may 
also be similar. As the majority of  research 
on cyanide metabolism has been done on 

Cyanide metabolism and toxicokinetics
Although there are other chemical forms of  
cyanide, it is hydrogen cyanide (HCN) that 
is the primary toxic agent, regardless of  its 
origin. The toxic effects of  cyanide can be 
traced to interference of  aerobic metabolism 
(18). This occurs when cyanide blocks 
terminal electron transfer by binding to 
cytochrome oxidase for both mammals and 
fi sh (18, 23). For mammals, cyanide ion (CN-) 
is acquired through ingestion while hydrogen 
cyanide is acquired through inhalation or 
absorption through the mucous membranes 
or skin. For fi sh, cyanide is absorbed through 
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Figure 1. Human metabolism of cyanide.
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pathways are the conversion of  cyanide 
to 2-amino-2-thiazoline-4-carboxylic acid 
(ATCA; the tautomeric form of ATCA 
is 2-iminothiazolidine-4-carboxylic acid – 
ITCA; Figure 1) in the presence of  cystine 
(18, 26-28), and the reversible reaction of  
cyanide with hydroxocobalamin to form 
cyanocobalamin. (Note: Throughout the 
text, the ATCA/ITCA tautomeric pair will 
be referred to as ATCA.) The production 
of  ATCA may predominate when sulfur 
donors become depleted or in tissues where 
rhodanese is sparse. Other minor pathways 
for metabolism include the creation of  one-
carbon metabolites and protein adducts (i.e., 
reaction of  a chemical species with a protein 
to form a chemical bond that modifi es the 
parent protein) (18, 29). Each metabolite in 
Figure 1 could potentially be used as a marker 
for cyanide exposure. 

The toxicokinetics and metabolism of  an 
analyte must be considered when an analytical 
technique is used to determine exposure to the 
analyte. A main consideration for determining 
a target for confi rmation of  exposure is the 
half-life of  the biomarker of  interest. Table 1 
lists the half-lives of  cyanide and thiocyanate 
for acute exposures of  a number of  mammalian 
species. If  the half-life of  a toxic agent is 
short, as with cyanide (t1/2 = 0.34-1.28 hours), 
it can be diffi cult to determine exposure by 
direct analysis of  the toxic agent if  signifi cant 

amounts of  time have elapsed. Thiocyanate 
offers a longer half-life (t1/2 = 4.95-5.8 hours). 
The half-lives of  ATCA and cyanide-protein 
adducts are unknown, although for protein-
adducts, a half-life similar to that of  the 
parent protein could be expected (e.g., 20-25 
days for human serum albumin) assuming the 
adduct is stable (30, 31). It should be noted 
that chronic exposure to cyanide increases the 
apparent half-life of  cyanide and thiocyanate 
(32). This is most likely due to the depletion 
of  sulfur donors over the course of  the 
chronic exposure with subsequent reduction 
of  cyanide transformation by this metabolic 
pathway. The activity of  rhodanese could also 
be reduced over the course of  the chronic 
exposure, leading to longer half-lives of  
cyanide.

As seen by the half-lives of  cyanide among 
a number of  mammals in Table 1, the 
toxicokinetics of  cyanide is somewhat species 
dependent. Therefore, although generalities 
concerning the toxicokinetics and metabolism 
of  cyanide can be made, half-life values cannot 
be used directly from other species. To more 
fully understand the relationship of  cyanide 
metabolism and toxicokinetics of  sparsely 
studied species (e.g., most fi sh species), more 
research should be undertaken to determine 
relationships between organisms of  interest. 
 

Cyanide/
Metabolite

Species t
1/2

 (hr) Reference

Cyanide Human 0.34-1.00 (34)

Rat 0.64 (35)
Pig 0.54 (35)

Goat 1.28 (35)
Thiocyanate Rat 5.80 (35)

Pig 4.95 (35)
Goat 13.9 (35)

Table 1. Reported half-lives of  cyanide and thiocyanate from acute exposures of  cyanide.
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Special considerations for the analysis of  
cyanide and its metabolites
Considering the typical half-life of  cyanide for 
acute exposure (Table 1), it may be diffi cult 
to determine cyanide concentrations in blood 
or tissue for long periods of  time following 
exposure. When analyzing cyanide from blood 
(the preferred method for determination of  
cyanide exposure in large species), analysis 
must occur soon after exposure since the 
concentration of  cyanide in the blood decays 
within minutes to hours. A number of  issues 
limit the direct analysis of  cyanide from 
blood, including rapid cyanide detoxifi cation 
processes, the diffi culty of  establishing 
steady state cyanide levels with time, and 
the volatility and nucleophilic properties of  
cyanide. Although limited, direct analysis of  
cyanide from blood is still useful in that it may 
be the only biomarker capable of  indicating 
exposure to cyanide within the initial minutes 
following exposure (33-35). 

Although traces of  cyanide in urine (36, 37), 
saliva (25, 38), and expired air (39-42) have been 
found, direct analysis of  cyanide from these 
matrices is even more limited. It is diffi cult 
to assess decay of  cyanide concentrations in 
tissues, because levels of  rhodanese are highly 
variable between organs (18). Considering the 
highly nucleophilic nature of  cyanide ion, free 
cyanide concentrations are likely to be very 
low in tissues, although this does not preclude 
some reservoir of  bound cyanide within the 
tissues. Any cyanide analysis technique would 
have to consider conversion of  bound cyanide 
to free cyanide prior to analysis. 

As an alternative to direct analysis of  cyanide, 
thiocyanate and ATCA may be determined 
in urine, saliva, tissue, and blood. Cyanide-
protein adducts have also been found in 
human blood proteins. These markers may 
offer an advantage in half-life (Table 1 for 
thiocyanate), and correlation of  thiocyanate 

and ATCA concentrations to cyanide exposure 
have been examined (43-49). Each of  these 
markers has advantages and disadvantages 
when considering the detection of  cyanide 
exposure. 

The advantages to measuring thiocyanate 
are that appreciable concentrations may be 
found shortly following exposure and it has 
a longer half-life than cyanide (35). However, 
thiocyanate is naturally found in biological 
fl uids, and while this is a condition of  all cyanide 
metabolites, thiocyanate levels are normally 
quite high and can be inconsistent (25, 43, 50-
55). Large variation in background thiocyanate 
concentrations makes it diffi cult to determine 
low-level cyanide exposure. Also, Ballantyne 
(56) found that concentrations of  thiocyanate 
in blood varied inconsistently during storage 
at a number of  different temperatures and 
that analytical recovery of  thiocyanate from 
whole blood was diffi cult. Large and variable 
concentration may indicate that thiocyanate is 
involved in a number of  biological processes 
in addition to cyanide metabolism. Indeed, 
signifi cant use of  thiocyanate by biological 
processes other than cyanide metabolism has 
been established (24, 57, 58).

ATCA may also be used as an alternative 
for determination of  cyanide exposure. An 
advantage to using ATCA is that it is stable 
in biological samples for months at freezing 
and ambient temperatures (45, 48). It also has 
been found that ATCA is not metabolized 
further (18, 47, 59) and therefore, may be 
a lasting signature of  cyanide exposure. 
However, relatively few techniques have been 
described to analyze ATCA from biological 
matrices (45, 48, 60, 61) and relatively few 
studies have been performed to evaluate 
the relationship between ATCA and cyanide 
exposure (45, 48). With more knowledge of  
ATCAs behavior with relation to cyanide 
exposure, ATCA’s stability and applicability 
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to sensitive analytical techniques may prove 
benefi cial. 

Recently, cyanide-protein adducts have been 
discovered (29). If  these proteins are stable, 
they could serve as long-lived markers of  
cyanide exposure. Disadvantages of  this 
analysis include costly instrumentation, 
limited research pertaining to the behavior of  
these adducts, and the diffi culty and length of  
sample preparation. Even considering these 
disadvantages, cyanide adducts are extremely 
promising for providing a long-lived 
biomarker of  cyanide exposure, especially 
if  a less complex and less costly method of  
analysis can be developed.
Multiple factors must be considered when 
choosing which analyte to target for 
verifi cation of  cyanide exposure. Analysis 
of  cyanide or any one of  its metabolites 
has advantages and disadvantages. Table 2 
compares cyanide and its metabolites in terms 
of  some factors important for verifi cation of  
cyanide exposure.

Species considerations for verifi cation of  
cyanide exposure
For humans, determination of  cyanide 
exposure has been suggested or attempted 
from blood (20, 25, 37, 43, 45, 62-97), urine 
(36, 37, 45, 48, 89, 95, 98), saliva (25, 38, 51, 
93, 99), expired air (39, 42), and tissue (post-
mortem) (74, 96, 100) samples. Blood may be 
the most versatile biological sample used to 
determine exposure to cyanide, because the 
analysis of  cyanide, thiocyanate, ATCA, and 
cyanide-protein adducts can be performed on 
blood samples. Saliva, urine, or tissue may be 
more appropriate depending on the analytical 
method and other factors, including ease of  
obtaining the sample. If  determination of  
cyanide exposure is to be done from non-
human species, obviously saliva and urine 
samples will be diffi cult to obtain. Therefore, 
blood and tissues are the most likely samples 
to be analyzed to determine cyanide exposure. 
The choice of  blood or tissue is determined 
by a number of  factors, including the size of  
the species. For example, most fi sh species 
would not have suffi cient quantities of  blood 
to analyze, therefore making the analysis of  

Cyanide/
Metabolitea Half-lives

Toxicokinetic 
Data

Storage 
Stability

Biological
Sampleb Speciesc

CN Minutes-hours Some in a few 
species Low

Blood, Urine, Saliva, 
Tissue, Expired Air, 

Rumen 

Human, Fish, 
Cow, Mouse, 

Rat, Guinea Pig, 
Goat, Horse

SCN Hours Limited Medium

Blood, Urine, Saliva, 
Tissue, Milk, Gastric 
Fluid, Cerebrospinal 

Fluid

Human, Fish, 
Rat, Mouse, Pig, 

Goat, Horse

ATCA Unknown None High Blood, Urine, Feces, 
Saliva, Tissue

Human, Fish, 
Rat

CN-protein
adducts

Presumably 
days-months None Unknown Blood Human

a CN – cyanide, SCN – thiocyanate, ATCA – 2-amino-2-thiazoline-4-carboxylic acid.
b Cyanide or the metabolite has been analyzed from this matrix with an analytical method reported in at least one research article or in the 
authors’ laboratories.
c Cyanide or the metabolite has been analyzed from this species with an analytical method reported in at least one research article or in 
the authors’ laboratories.

Table 2. Comparison of  cyanide and its metabolites for verifi cation of  cyanide exposure.
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tissue samples indispensable. Although tissue 
may be the only choice for certain species, 
most published methods for determination of  
cyanide exposure are for analysis of  biological 
fl uids. While some methods developed for 
biological fl uids may fail for tissue analysis, a 
number of  these bioanalytical methods can 
be slightly modifi ed for analysis of  tissues. 
Another consideration is that rates of  cyanide 
metabolism may be inconsistent between 
organs because of  variable rhodanese and 
sulfur donor concentrations (18). Therefore, 
careful selection of  tissue, depending on the 
analyte to be determined, can be extremely 
important. Also, analytes must be extracted 
from the tissue for most analytical methods. 
Therefore, an extra extraction and solid 
sample processing may be necessary for tissue 
analysis. 

The detection of  cyanide and its 
metabolites in biological samples
The determination of  cyanide, thiocyanate, 
ATCA, and cyanide-protein adducts in 
biological fl uids and tissues, is useful for 
forensic, clinical, research, law enforcement, 
and veterinary purposes. Methods of  analysis 
include spectrophotometric or fl uorescence 
methods (37, 41, 43, 44, 51, 60, 61, 67, 76, 
77, 82, 87, 89, 99-129), electrochemical 
methods (90, 130-139), gas chromatography 
(33, 38, 45, 62, 63, 66, 70, 78, 79, 81, 83, 86, 
94, 124, 140-158), and liquid chromatography 
techniques (37, 46, 48, 69, 80, 84, 88, 89, 93, 
95, 97, 98, 133, 159-171). Choosing from 
the many available types of  methods and 
biomarkers of  cyanide exposure, complicated 
by numerous discrepancies in the literature 
between these methods makes selection of  
an analytical method for a specifi c purpose 
nontrivial. Factors that will infl uence the initial 
choice of  which biomarker and analytical 
technique to use are cellular absorption and 
detoxifi cation kinetics, sampling and analysis 
time, sample storage time and conditions, 

sample matrix, interferences, sensitivity, 
available instrumentation and equipment, 
expertise, and cost. Table 3 describes some 
differences between the groups of  methods 
listed above in terms of  these considerations.

Sample preparation and storage
Careful sample preparation of  biological 
samples containing cyanide or its metabolites 
is a key element to producing accurate results. 
(Note: It is always necessary to consider the 
volatility of  HCN when working with samples 
that may have signifi cant concentrations of  
cyanide and the dangers that it may pose to 
laboratory personnel.) A major problem in 
the analysis of  cyanide and thiocyanate is their 
interconversion, which occurs during sample 
preparation and storage and leads to inaccurate 
results. The amount of  cyanide within the 
sample can be altered during storage by up 
to 66% in 14 days, depending on the storage 
temperature (20, 33, 77, 172-175). A number 
of  researchers have attempted to address this 
problem. In preparation of  samples for gas 
chromatographic (GC) analysis, Seto et al. 
(79) demonstrated that artifi cial formation 
of  HCN from thiocyanate in blood occurred, 
and later showed that ascorbic acid prevents 
artifactual cyanide formation at temperatures 
below 63°C (175, 176). Sano et al. (88) 
found that, under the conditions studied, 
pretreatment of  blood samples with water 
and methanol was successful in preventing 
artifactual formation of  cyanide from 
thiocyanate. There are a number of  methods 
to help prevent artifi cial formation of  cyanide 
during storage, and if  samples containing 
cyanide are to be stored before analysis, these 
methods should be considered (see Suggested 
procedures for delayed analysis of  biological samples 
section). The stability of  ATCA in biological 
samples under a number of  storage conditions 
has been established (45, 48). 
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Earlier methods of  cyanide analysis involved 
extensive sample preparation in which 
the sample was acidifi ed (typically with 
sulfuric or phosphoric acid), and HCN was 
transferred to alkaline solution by distillation 
or microdiffusion. This served to concentrate 
the cyanide and to separate it from potential 
interferences (33, 43, 70, 77, 82, 105-107, 125, 
144, 151). Buffered hydroxocobalamin (67, 
177) or methemoglobin (100) solutions have 
also been used to capture liberated HCN. 
This pre-treatment method can be used 
prior to most analytical techniques for the 
determination of  cyanide. For example, this 
procedure has been used prior to ion-selective 
electrode (ISE) analysis (15). For GC analysis 
of  HCN, the procedure of  liberating HCN 
by acidifi cation (without capture in solution) 
is extensively used prior to headspace analysis 
(33, 70, 94, 144). It should be noted that when 
using methods that liberate HCN, rubber 
septa or stoppers can react with gaseous 
HCN. Therefore, polytetrafl uoroethylene 
septa should be used (64, 151). 

Individual pretreatment steps (i.e., 
derivatization) are generally necessary for 
detection of  cyanide by spectrophotometry 
or fl uorescence. For example, Lundquist 
and Sörbo (123) used a modifi cation of  the 
König reaction (Figure 2; discussed in more 
depth in the Spectrophotometric, luminescence, 
and atomic absorption methods section) to 
spectrophotometrically determination blood 
cyanide concentrations by high-performance 
liquid chromatography (HPLC) and 2,3-
napthalenedialdehyde (NDA) and taurine 
have been effectively used with HPLC-
fl uorescence or as a stand-alone fl uorescence 
method to produce highly sensitive methods 
for the determination of  cyanide (36, 37, 69, 
84, 88, 159). Other derivatization schemes 
will be discussed with individual analytical 
methods below. 

Thiocyanate sample preparation is normally 
limited to derivatization that is intended 
to increase a specifi c detector’s response to 
the ion. While initial sample preparation 
is not common, ion exchange columns 
could be used to separate thiocyanate from 
biological sample components. Thiocyanate 
is weakly spectrophotometrically active, 
but it is normally derivatized with a strong 
absorber or fl uorophore prior to analysis 
because of  its weak absorbance. For example, 
3-bromomethyl-7-methoxy-1,4-benzoxazin-
2-one has been used effectively for the 
fl uorometric determination of  SCN by 
HPLC (163). Others have also used variations 
of  the König reaction to produce stronger 
spectrophotometric signals (95, 118, 123). 

Multiple methods have been proposed for 
the simultaneous analysis of  cyanide and 
thiocyanate. Methods for simultaneous 
analysis are generally l imited to 
chromatographic methods and preparation 
can involve derivatization. For example, Kage 
et al. (83) used pentafl uorobenzyl bromide 
as the derivatizing agent for simultaneous 
GC-mass spectrometric (MS) analysis of  
cyanide and thiocyanate, and Funazo et al. 
(146) quantitatively methylated cyanide and 
thiocyanate for GC analysis with a nitrogen-
phosphorous detector (NPD). Multiple 
authors have used other derivatization 
techniques for GC analysis of  cyanide or 
thiocyanate in biological samples (145, 150, 
153, 154). 

ATCA has been mainly prepared for analysis 
using cation exchange solid-phase extraction 
columns and individual pretreatment steps, 
depending on the analytical technique. 
Lundquist et al. (48) and Logue et al. (45) both 
used cation exchange solid phase extraction 
columns to separate ATCA from a number of  
components in biological samples. Lundquist et 
al. (48) further purifi ed disulfi des from samples 
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by reduction and subsequent separation with 
another column. Both Bradham et al. (60) and 
Lundquist et al. (48) heated ATCA in strong 
basic solution to open the ring structure of  
ATCA and produce a thiol group. Bradham 
et al. (60) then used hydroxymercuribenzoate, 
and subsequently diphenylthiocarbazone, to 
produce a colored product that was analyzed 
spectrophotometrically. Lundquist et al. (48) 
derivatized ATCA (after opening the ring) 
with a coumarin derivative and analyzed by 
HPLC. After using a cation exchange column 
(discussed above), Logue et al. (45) prepared 
ATCA for GC-MS analysis by derivatizing 
with a silylating agent.

 Sample preparation for cyanide-protein 
adducts involved isolation of  the protein of  
interest with subsequent enzymatic digestion 
of  the adducted protein. Fasco et al. (29) used 
this technique to analyze protein fragments 
after digestion with trypsin. Although this 
method was time-consuming and required 
highly powerful instrumentation, the authors 
were able to detect protein-cyanide adducts 
from the plasma fraction of  human blood.

Spectrophotometric, luminescence, and 
atomic absorption methods 
Early spectrophotometric methods of  cyanide 
analysis from biological fl uids were often 
based on the König synthesis (Figure 2) (39, 
101-107, 178). König dye synthesis involves 
oxidation of  cyanide using chloramine-T (82, 
109, 118, 125), hypochlorite (87, 110, 123) or 
bromine water (41, 101, 102, 119) to form a 
cyanogen halide (see Figure 2). The cyanogen 
halide is then reacted with an aromatic amine 
(normally pyridine) to produce a glutaconic 
aldehyde product that is measured in the 
visible region. These methods have adequate 
sensitivity, but they lack specifi city due to 
interferences from other chemical species 
commonly present during the analysis of  
cyanide, especially thiocyanate and thiosulfate 
(179). Also, they often require lengthy 
microdiffusion preparations and the products 
are unstable. Modifi cations have been 
developed that yield more stable reagents and 
increased precision for this type of  reaction 
(41, 44, 87, 115-117, 119, 125). 

Spectrophotometric analysis for thiocyanate 
is often a variation of  the König reaction 
described above. Hypochlorite and 
thiocyanate react to form the cyanogen 
chloride, then either pyridine-malononitrile 
(76) or barbituric acid-pyridine reagent (95, 
118, 123) can be used as coupling agents. 
Cyanogen chloride can also be reacted with 
isonicotinic acid to produce a glutaconic 
aldehyde. Condensation of  this aldehyde 
with two molecules of  1,3-dimethylbarbituric 
acid produces a dye which can be analyzed 
spectrophotometrically (89). Other early 
methods (108) involved oxidation of  the 
thiocyanate to hydrogen cyanide, with 
aeration into alkali solution, permitting the 
determination of  cyanide as described above 
for the König reaction. The modifi ed König 
reaction was also applied to the simultaneous 
analysis of  cyanide and thiocyanate (101, 

CN -

H3C S
O

O
N

Cl

CN-Cl

-

chloramine-T
H3C S

O

O
NH 2

N

CN-NH 2+

O O

Glutaconic aldehyde

+ 2H2O

HCl+

+ 2H+

Figure 2. König reaction for the spectrophotometric 
analysis of  cyanide.
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102). Nagashima (109) used the differences 
in the rates of  the reaction of  cyanide and 
thiocyanate with chloramine-T and variations 
in pH dependence for the simultaneous 
spectrophotometric determination of  cyanide 
and thiocyanate. 

ATCA has also been analyzed 
spectrophotometrically. Bradham et al. (60) 
analyzed ATCA from urine as described 
above. Limitations for this method include 
interference from a number of  species 
(including cyanide ions) and it is time 
intensive.

Fluorescence (37, 110-114) methods have 
also been applied to the determination of  
cyanide in biological fl uids. As with the 
spectrophotometric methods, fl uorescence 
methods also require extraction techniques 
to isolate cyanide and eliminate interferences 
from blood. A number of  sensitive 
fl uorometric assays to determine cyanide, free 
of  thiosulfate interference (a problem with a 
number of  spectrophotometric methods) 
have been developed with greater sensitivity 
than spectrophotometric methods (110, 111, 
114). One specifi c fl uorometric method of  
analysis of  cyanide is reaction of  cyanide with 
NDA and taurine to create a highly fl uorescent 
molecule that can be used for the fl uorometric 
determination of  cyanide (37, 159). Cyanide 
from whole blood has also been determined 
by fl ow injection chemiluminescence (180). 
Acidifi cation and distillation (as mentioned 
above) was used to separate cyanide from 
interfering whole blood components and 
a microchip based reactor was used to mix 
reagents to produce chemiluminescence. 

Although non-chromatographic fl uorescence 
methods for the determination of  thiocyanate 
and ATCA have not been published, the 
possibility of  derivatization with fl uorescent 
derivatizing agents exists. For instance, 

3-bromomethyl-7-methoxy-1,4-benzoxazin-
2-one and coumarin dyes have been used 
effectively for the HPLC-fluorometric 
determination of  thiocyanate (163) and 
ATCA (48), respectively. Cyanide-protein 
adducts have not been analyzed by fl uorescent 
methods.

Atomic absorption (AA) methods are indirect 
methods of  cyanide or thiocyanate analysis. A 
metal is added to a sample and a metal complex 
is formed with the analyte. This complex 
either precipitates or is extracted into an 
organic solvent and subsequently analyzed by 
AA. For example, cyanide has been analyzed 
by complexing an iron(II)-phenanthroline, 
and extracting the complex in chloroform 
for subsequent AA analysis (181). Chattaraj 
and Das (127) used this technique with fl ame 
AA by forming a complex with copper to 
determine thiocyanate from biological fl uids. 
This technique has also not been used to 
determine ATCA or cyanide-protein adducts. 

Electrochemical, ion-selective electrode, 
and biosensor methods 
Many electrochemical methods for the 
detection of  cyanide and thiocyanate exist, 
but few of  these methods have been applied 
to their analysis in biological samples (15, 
90, 131, 134, 135, 182). Benefi ts of  using 
electrochemical methods are high sensitivity 
(for some methods) and quick analysis time. 
However, they can be subject to multiple 
interferences from many organic and inorganic 
ions, including sulfi de, ClO4

-, NO2
-, N3

-, and I- 
(130, 183). Electrochemical methods can also 
be hampered by narrow working concentration 
ranges and may require large sample sizes 
(132, 137). Westley and Westley (130) used a 
silver rotating disk electrode, and a dropping 
mercury electrode for the voltammetric 
determination of  cyanide and thiocyanate in 
biological samples, including plasma, tissue, 
and whole blood. Electrochemical detection 
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can also be used for analysis of  cyanide and 
thiocyanate with ion chromatography (133).

Polymeric membrane-based ion selective 
electrodes (ISEs) have been developed 
to address some of  the issues limiting 
electrochemical analysis of  cyanide and 
thiocyanate (21, 132, 136, 183-188). ISEs can 
exhibit rapid response, high sensitivity, wide 
linear range, low cost, and they are usually 
simple to operate. The polymeric membrane 
in ISEs contains an ion carrier that interacts 
selectively with the analyte. To selectively 
analyze cyanide or thiocyanate, the ion carrier 
must strongly interact with the analyte anion 
and weakly interact with other anions. This 
interaction is often enhanced by the use of  
a metal-ligand interaction. Although many 
ISEs exist, they are somewhat more limited 
for anions compared with cations (183). 

ISEs have been developed for cyanide analysis, 
but few have been used for analysis of  cyanide 
from biological samples. This is due to their 
interaction with multiple ion interferences. If  
these interferences can be removed, then ISE 
methods can be used for the determination 
of  cyanide from biological samples. In fact, 
the standard method for analysis of  cyanide 
from fi sh tissues is based on ISEs (184). For 
this method, tissue samples are prepared 
by homogenizing, acidifying, and distilling 
internal organs of  fi sh species (similar 
to those mentioned above in the Sample 
preparation and storage section). Cyanide present 
in the homogenized tissue is converted to 
HCN and captured in an alkaline solution 
following distillation. A cyanide ISE is then 
used to analyze for cyanide based on its 
interaction with silver. Another ISE test using 
gold disc electrodes coated with a sulfonated 
tetrafl uoroethylene copolymer was recently 
developed by Lindsay and O’Hare for the 
analysis of  cyanide in blood without sample 
pretreatment (185).

Thiocyanate, due to its lipophilicity, is highly 
suited for electrostatic interaction techniques, 
and ISEs have been used successfully for 
the selective determination of  thiocyanate 
(21). ISEs have been described that exhibit 
good agreement with values determined 
by ion exchange chromatography (136) or 
spectrophotometric methods (132, 183, 186, 
187), and were used to analyze thiocyanate 
from serum (136), urine (132, 183, 186-
188), and saliva (132, 183, 186, 188). These 
include an ISE based on crystal violet 
thiocyanate or methylene blue thiocyanate 
in nitrobenzene (136), and a highly selective 
thiocyanate polymeric membrane sensor 
that contained a nickel(II)-azamacrocycle 
complex coated on a graphite electrode 
(132). The Ni(II)-electrode showed a great 
enhancement in selectivity coeffi cients and 
detection limits from previously reported 
electrodes and was successfully used for the 
analysis of  thiocyanate in urine, saliva and 
milk. Other electrodes which demonstrated 
good selectivity for thiocyanate in biological 
samples were a poly(vinyl chloride) (PVC) 
membrane electrode based on a nickel-
hexaazacyclotetradecane derivative (186), 
a PVC membrane electrode with an 
unsymmetrical nickel(II) macrocyclic complex 
as an ion carrier (183), and a graphite electrode 
based on iron phthalocyanine membranes 
with sodium tetraphenylborate as a lipophilic 
anionic additive (187). 
 
Many biosensors (small detection devices 
normally based on biological activity toward an 
analyte) exist for the determination of  cyanide, 
including microbial cyanide sensors, sensors 
based on the enzyme inhibition of  cyanide, 
and sensors based on cyanide degrading 
enzymes. Most biosensors have advantages 
of  being portable, low cost, easy to use, 
and can have high selectivity. Limitations of  
biosensors include degradation of  biological 
components that make up these sensors, 
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inconsistent electrochemical signals, and 
diffi culty producing suffi cient quantities and 
activities of  enzymes or microbes on which 
these sensors depend. Most of  the biosensors 
developed for cyanide analysis have not been 
applied to the analysis of  biological samples, 
although a method for the determination of  
cyanide in fi sh was recently described (15). 
Organs of  the fi sh were homogenized with 
NaOH and a fungal enzyme extract was 
used to produce formate from metal-cyanide 
complexes. Then formate dehydrogenase and 
nicotinamide adenine dinucleotide (NAD+) 
were added to convert the formate into CO2, 
which reduced NAD+ to NADH. NADH 
was monitored spectrophotometrically and 
used to determine the amount of  cyanide in 
the sample.
 
Currently, biosensors have not been applied 
to thiocyanate detection from biological 
samples. Also, electrochemical and biosensor 
methods have not been applied to analyze 
for ATCA and cyanide-protein adducts from 
biological samples.

Liquid Chromatography
The complex nature of  biological matrices, 
small concentrations of  cyanide and its 
metabolites, and the high number of  species 
that interfere with spectrophotometric, 
luminescent, and electrochemical methods 
have necessitated analysis of  cyanide and 
its metabolites by more powerful methods. 
Liquid chromatographic techniques can 
determine trace amounts of  an analyte and can 
effi ciently separate analytes from interfering 
components in the matrix. Chromatographic 
techniques, both liquid and gas, also have the 
ability to simultaneously analyze for cyanide 
and thiocyanate. For these reasons, they have 
gained popularity in analysis of  cyanide and 
cyanide metabolites in biological samples. 

Three types of  liquid chromatography have 
been used to analyze cyanide: reverse-phase 
high-performance liquid chromatography 
(RP-HPLC) (36, 46, 48, 80, 84, 88, 93, 159, 
160, 162-164), ion chromatography (IC) (69, 
95, 97, 98, 133, 138, 164-169, 189-191), and 
capillary electrophoresis (139). RP-HPLC 
methods are common, but generally require 
pretreatment steps for each anion or multiple 
post-column reagents. Ion chromatography 
is often used for thiocyanate analysis, and 
although these methods are categorized 
separately, ion chromatography is often a 
modifi ed RP-HPLC method (i.e., a column 
modifi er is added to the mobile phase to create 
an ionic stationary phase). Some common 
detectors used in the liquid chromatographic 
analysis of  cyanide or its metabolites include 
spectrophotometric (46, 89, 95, 160, 166), 
fl uorescence (37, 84, 88, 93, 159, 163, 164), 
electrochemical (162, 165, 168, 191), or mass 
spectrometric (29, 80) detection. 

Several groups have adapted the 
spectrophotometric detection of  cyanide and 
thiocyanate in blood and urine based on the 
König reaction to RP-HPLC (89, 95, 161, 
166). This reaction has also been used for 
HPLC with fl uorometric detection. Toida et 
al. (84) analyzed cyanide in blood at picomole 
levels with HPLC and fl uorometric detection 
by using a variant of  the König reaction, 
replacing pyridine with pyridine-barbituric 
acid. Fluorescence detection was also used 
for the determination of  cyanide in human 
erythrocytes and whole blood using RP-
HPLC with pre-column derivatization with 
NDA and taurine (88). A number of  other 
fl uorometric HPLC methods have been 
developed for the analysis of  cyanide and 
its metabolites from biological fl uids (69, 
88, 93, 159, 163). Thiocyanate has also been 
analyzed using RP-HPLC with fl uorometric 
detection. Tanabe et al. (93) used HPLC 
with fl uorometric detection to determine 
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thiocyanate in saliva and serum based on the 
formation of  fl uorescent cerium (III) from 
cerium (IV) by a redox reaction. RP-HPLC 
has also been used for the simultaneous 
detection of  cyanide and thiocyanate. Using 
pentafl uorobenzylbromide as derivatizing 
agent, Liu and Yun (46) simultaneously 
determined cyanide and thiocyanate in blood 
and milk. Mass spectrometric detection 
was used by Tracqui and Tamura (80) after 
microdiffusion sample preparation followed 
by derivatization with NDA and taurine for 
HPLC-MS analysis of  cyanide in blood.

ATCA and cyanide-protein adducts have 
also been analyzed with RP-HPLC (29, 48). 
Lundquist (48) used HPLC with fl uorometric 
detection for the determination of  ATCA 
in urine. Although this method was time 
consuming, it was able to detect ATCA in 
the urine of  smoking individuals. RP-HPLC 
with mass spectrometric detection has been 
used to determine cyanide and blood-protein 
adducts. Fasco et al. (29) used RP-HPLC 
with tandem mass spectrometric detection 
to analyze cyanide-adducted proteins from 
human plasma. The method involved isolation 
and enzymatic digestion of  cyanide-adducted 
human serum albumin.

A number of  authors have used ion exchange 
(or ion interaction) chromatography to 
analyze biological fl uids for thiocyanate 
because of  the ease of  thiocyanate analysis. 
Chinaka et al. (69) used NDA derivatization 
of  cyanide with an ion exchange column, 
allowing the simultaneous determination 
of  cyanide and thiocyanate. Lundquist 
et al. (95) used an ion exchange column 
with visible spectrophotometric detection 
for the determination of  thiocyanate in 
serum and urine. Connolly et al. (98) used 
ion interaction LC with UV detection to 
analyze thiocyanate in urine. Other authors 
have coated normal reverse-phase HPLC 

columns or used ion-pairing agents to analyze 
thiocyanate. Examples of  this type of  analysis 
include, a RP-HPLC column coated with 
cetyldimethylamine (97, 169), a zwitterionic 
micellar-coated stationary phase (189), and 
bovine serum albumin as the stationary phase 
with tartaric acid as the eluent (190). Brown et 
al. (164) used a cetylpyridinium coated reverse-
phase column to create an ion-exchange 
column for the analysis of  thiocyanate from 
rainbow trout plasma in a pharmacokinetic 
study of  thiocyanate exposure. Cookeas 
and Efstathiou (191) successfully analyzed 
thiocyanate in saliva with fl ow injection and 
ISE detection using a cobalt-phthalocyanine 
modifi ed carbon paste electrode. ISEs have 
also been used to detect thiocyanate in urine 
following ion chromatography (133).

Capillary electrophoresis (CE) has been used 
successfully for the analysis of  thiocyanate 
in biological fl uids (139). Glatz et al. (139) 
analyzed blood, urine, and saliva samples for 
thiocyanate with CE and spectrophotometric 
detection no sample preparation aside from 
dilution. CE methods for cyanide, ATCA, 
and cyanide-protein adducts have not been 
suggested. 

Gas Chromatography
One of  the most common methods for analysis 
of  cyanide, thiocyanate, and more recently 
ATCA is gas chromatography. Common 
detectors used for analysis of  cyanide or its 
metabolites are the electron capture detector 
(ECD) (66, 70, 81, 140, 141, 151, 154, 156, 
192), nitrogen-phosphorus detector (NPD) 
(33, 62, 63, 78, 79, 86, 124, 144-147, 150, 152, 
155), and mass spectrometric (MS) detector 
(45, 83, 94, 148, 153, 158). Although most 
of  these methods are used for detection of  
cyanide in blood some groups have applied 
gas chromatography techniques for other 
biological matrices and for the detection of  
thiocyanate and ATCA. 
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For the detection of  cyanide from biological 
matrices, no specifi c derivatization is necessary 
as HCN is volatile. Therefore, the most 
common pre-analysis step in GC analysis 
of  cyanide is sampling of  cyanide from the 
sample head space. Either equilibrium or 
dynamic headspace methods can be used to 
prepare a sample for GC analysis (63, 66, 
70, 79, 81, 94, 124, 141, 143, 149, 152, 158). 
Another pre-analysis step for cyanide analysis 
is cryogenic oven trapping, which has been 
used to trap liberated HCN into headspace 
with high resolution and sensitivity (86, 147). 
Because thiocyanate and ATCA are non-
volatile, they require chemical modifi cation 
(normally derivatization) to allow analysis by 
GC. Chemical modifi cation is also necessary 
for analysis of  cyanide by ECD (because of  its 
poor response) or for simultaneous analysis of  
cyanide and thiocyanate. Therefore, a number 
of  pretreatment steps have been developed to 
facilitate the analysis of  cyanide, thiocyanate, 
and ATCA by GC.

In GC analysis, the NPD permits the 
sensitive and specifi c detection of  nitrogen-
containing compounds, and has been used 
for the detection of  cyanide and thiocyanate 
in plasma, urine and saliva (79, 83, 145, 
146, 150). However, this detector may be 
unstable at times, and is less sensitive than 
some other types of  GC detectors. This has 
led to the creation of  analytical methods 
that take advantage of  more stable and 
sensitive detectors such as the ECD and MS. 
When using ECD detectors in GC analysis 
of  HCN, derivatization is required before 
analysis. Derivatization of  cyanide has been 
performed by alkylation of  cyanide (83) 
or the conversion of  HCN into cyanogen 
chloride by choramine-T oxidation (Figure 2) 
(70, 151, 156). Kage and coworkers (83) used 
GC-ECD to simultaneously analyze cyanide 
and thiocyanate using an extractive alkylation 
technique. 

One of  the most sensitive methods for 
analysis of  cyanide, thiocyanate, and ATCA 
is GC-MS (83, 94). With MS detection, stable 
isotope standards (e.g. 13CN for 12CN) can be 
used to correct for matrix effects common 
to cyanide and cyanide metabolites. This 
can eliminate the need for standard addition 
techniques and matrix matching. Dumas et 
al. (94) used stable isotope standards with 
GC-MS and head space analysis to analyze 
cyanide concentrations. Kage and co-workers 
also used GC-MS to analyze both cyanide and 
thiocyanate simultaneously (83). 

ATCA has also been analyzed by GC-MS. 
Logue et al. (45, 157) analyzed ATCA in plasma 
and urine using GC-MS by fi rst converting 
the non-volatile metabolite into a volatile 
form using trimethylsilyl-trifl uoroacetamide. 
Cyanide-protein adducts have not been 
analyzed by GC-MS.

Suggested procedures for delayed analysis 
of  biological samples
For cyanide analysis, a sample should be 
collected quickly after exposure and cyanide 
analysis should be performed as soon as 
possible because of  the rapid detoxifi cation 
of  cyanide from blood samples (discussed 
above). However, if  analysis of  cyanide 
cannot be performed quickly and storage of  
biological samples is necessary, the following 
should be considered: 

1) Volatility and nucleophilicity of  cyanide. As 
described above, HCN is volatile and 
cyanide ion is nucleophilic. Tightly 
sealed vials, low temperatures, high 
pH, and the addition of  preserving 
agents are common procedures that 
have been used to prevent evaporative 
loss of  cyanide. Storing samples at low 
temperatures is extremely important 
to reduce evaporative loss, and slow 
biochemical reactions. However, there 
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are many discrepancies in the literature 
when evaluating the stability of  cyanide 
in biological fl uids under various 
conditions (43, 87, 131, 172, 179). 
Generally, nucleophilic losses are reduced 
by adding sequestering agents (e.g., 
hydroxocobalamin) or chemicals that 
produce sequestering agents (e.g. sodium 
nitrite to produce methemoglobin) (87, 
123, 193). One method found to improve 
cyanide stability is the addition of  silver 
ions to biological samples (87).

2)  Cyanide concentration varies in biological 
components. Cyanide in blood primarily 
resides in erythrocytes (red blood 
cells) (64, 82, 87, 174, 194) by 
binding to methemoglobin, forming 
cyanomethemoglobin. Cyanide may 
also be present in plasma, especially 
if  cyanide concentrations exceed 
erythrocyte concentrations (82, 87). To 
ensure accurate cyanide concentrations 
when analyzing blood, collection 
containers that contain anticoagulants 
(e.g., heparin) should be used to prevent 
clotting. Analysis of  cyanide from tissues 
requires knowledge of  the behavior 
of  cyanide in specifi c organs since the 
enzyme that catalyzes conversion of  
cyanide to thiocyanate has highly variable 
concentrations depending on the organ. 
Therefore, in specifi c organs, there will be 
little to no cyanide because of  extremely 
fast metabolism to thiocyanate. 

3)  Potential for cyanide formation during storage. 
Artifactual formation of  cyanide 
may also occur in biological samples 
depending on storage conditions (77, 
172-174). It has been suggested that 
oxyhemoglobin (175), thiocyanate 
oxidase (173, 174), and white blood cells 
(77) may oxidize thiocyanate to cyanide 
and these reactions are dependent 

on the temperature and pH of  the 
sample. Microorganisms may also be 
responsible for cyanide production and 
low temperature storage will help to 
eliminate their growth (173). 

These considerations are common to all the 
analytical methods for analysis of  cyanide 
from biological samples and certainly 
contribute to discrepancies in similar studies 
in the literature. For post-mortem analysis of  
cyanide, production and transformation of  
cyanide must be considered when interpreting 
results along with other considerations 
discussed above (74, 195-198).

Some of  the same issues must also be 
considered for thiocyanate, as a number of  
problems with storage of  samples to be 
analyzed for thiocyanate have been found 
(56). This may be due to interconversion of  
thiocyanate and cyanide over time and the 
removal and production of  thiocyanate by 
biological processes other than cyanide 
detoxifi cation (24, 58). It has been suggested 
that ATCA is not involved in other biological 
processes and it has been found to be stable 
during storage (18, 45, 47, 48, 59). While 
ATCA may not have the storage issues of  
cyanide and thiocyanate, there is little 
information on its toxicokinetics, which 
currently limits its use as a biomarker for 
cyanide exposure. Also, cyanide-protein 
adducts have recently been discovered, and 
therefore little information about the 
toxicokinetics and stability of  these adducts is 
known. 

Conclusions
The analytical determination of  cyanide and 
its metabolites is not an easy task due to 
chemical properties, biological activities, and 
limited research. Numerous methods have 
been developed and each has its own 
advantages and disadvantages. However, they 
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have all provided insight into the verifi cation 
of  cyanide exposure from analysis of  
biological samples. Table 3 provides a 
comparison of  analytical techniques for 
analysis of  cyanide or its metabolites based 
on sensitivity, specifi city, sample size, capacity, 
expertise necessary to perform the method, 
and cost. Some other key pieces of  information 
should also be considered prior to choosing a 
method to perform: 1) Was preservation of  
cyanide and its metabolites during storage 
addressed?; 2) Were typical interferences for 
the biological matrix of  interest removed?; 3) 
Were analysis procedures that could result in 
the loss of  cyanide or its metabolites used 
(i.e., heating or acidifi cation)? 

For the analysis of  cyanide, the largest 
inconsistency in the literature is analysis with 
different preservation techniques. Regardless 
of  the analytical method, a preserving 
technique needs to be considered so that 
accurate concentrations of  cyanide can be 
found (75, 87, 112, 123, 128, 197-200). If  
cyanide is analyzed, biological samples should 
be collected and analyzed as soon as possible 
for confi rmation or refuting cyanide exposure. 
One also needs to consider that all biological 
samples will contain endogenous levels of  
cyanide (and its metabolites). Therefore, 
baseline levels of  the analyte measured should 

be known prior to concluding an exposure 
occurred. Problems with direct analysis of  
cyanide, including short half-lives, artifactual 
formation of  cyanide, and interconversion 
of  cyanide and thiocyanate, contribute to 
diffi culties in the analysis of  cyanide for all 
analytical methods designed to determine 
cyanide in biological samples.

While cyanide is most often analyzed to 
determine cyanide exposure, one should 
consider using analytical techniques that 
analyze for cyanide metabolites as well as those 
that analyze for cyanide directly. Although 
cyanide metabolites may offer longer half-
lives, they also have a number of  drawbacks. 
For thiocyanate, the main drawback is large 
and variable background concentrations 
in biological samples. Other disadvantages 
include are interconversion of  cyanide and 
thiocyanate, and the use of  thiocyanate by 
other biological processes not directly related 
to cyanide metabolism. For ATCA and 
cyanide-protein adducts, the main drawback 
is the limited amount of  research available 
on toxicokinetics and relationships of  these 
metabolites to cyanide exposure. Care should 
be taken when choosing an analytical method 
to consider not just the parameters of  the 
analytical method but also the toxicokinetics 
of  cyanide and its metabolites.

84



T
e
c
h

n
iq

u
eb

S
u

b
-c

a
te

g
o

ry
A

n
a
ly

te
c

M
a
tr

ic
e
s

S
e
n

si
ti

v
it

yd
S

p
e
c
ifi

 c
it

yd

S
a
m

p
le

 
S

iz
e

d
C

a
p

a
c
it

yd
E

x
p

e
rt

is
e

d
C

o
st

d
R

e
fs

.

U
V

-V
is

N
on

e
C

N
, S

C
N

, 
A

T
C

A
B

lo
od

, U
ri

ne
, 

Sa
liv

a
L

ow
L

ow
0.

5-
1 

m
L

M
ed

iu
m

L
ow

L
ow

(4
1,

 4
4,

 6
0,

 6
1,

 7
6,

 7
7,

 
82

, 8
7,

 8
9,

 1
01

-1
05

, 
10

8,
 1

09
, 1

15
-1

19
, 1

23
, 

17
8,

 1
79

)

L
um

in
-

es
ce

nc
e

F
lu

or
es

ce
nc

e
C

N
B

lo
od

M
ed

iu
m

M
ed

iu
m

0.
5-

1 
m

L
M

ed
iu

m
M

ed
iu

m
L

ow
-

M
ed

iu
m

(7
7,

 1
10

-1
14

, 1
24

)

C
he

m
i-

lu
m

in
es

ce
nc

e
C

N
B

lo
od

M
ed

iu
m

-
H

ig
h

M
ed

iu
m

3 
μL

M
ed

iu
m

M
ed

iu
m

L
ow

(1
80

)

E
le

ct
ro

-
ch

em
is

tr
y

N
on

e
C

N
, S

C
N

B
lo

od
, S

al
iv

a,
 

T
is

su
e

M
ed

iu
m

-
H

ig
h

M
ed

iu
m

-
H

ig
h

1-
5 

m
L

M
ed

iu
m

-
H

ig
h

L
ow

V
er

y 
L

ow
 

-L
ow

(1
5,

 2
1,

 9
0,

 1
30

-1
37

, 
18

2,
 1

83
, 1

85
-1

87
, 2

01
, 

20
2)

A
A

In
di

re
ct

 A
A

SC
N

B
lo

od
, S

al
iv

a
M

ed
iu

m
-

H
ig

h
M

ed
iu

m
1 

m
L

L
ow

M
ed

iu
m

M
ed

iu
m

-
H

ig
h

(1
27

)

B
io

se
ns

or
N

on
e

C
N

, S
C

N
B

lo
od

, U
ri

ne
, 

Sa
liv

a
M

ed
iu

m
-

H
ig

h
M

ed
iu

m
-

H
ig

h
1-

5 
m

L
M

ed
iu

m
-

H
ig

h
L

ow
V

er
y 

L
ow

 
-L

ow
(1

5)

L
C

R
P

-H
P

L
C

 U
V

C
N

, S
C

N
B

lo
od

, U
ri

ne
M

ed
iu

m
H

ig
h

10
-1

00
 

μL
H

ig
h

M
ed

iu
m

-
H

ig
h

M
ed

iu
m

(8
9,

 9
5,

 1
60

, 1
66

)

R
P

-H
P

L
C

 
fl 

uo
re

sc
en

ce
C

N
, S

C
N

, 
A

T
C

A
B

lo
od

, U
ri

ne
, 

Sa
liv

a
H

ig
h

H
ig

h
10

-1
00

 
μL

H
ig

h
H

ig
h

M
ed

iu
m

(3
7,

 8
4,

 8
8,

 9
3,

 1
59

, 
16

3,
 1

64
)

R
P

-H
P

L
C

 
el

ec
tr

oc
he

m
ic

al
SC

N
U

ri
ne

M
ed

iu
m

-
H

ig
h

H
ig

h
10

-1
00

 
μL

H
ig

h
M

ed
iu

m
-

H
ig

h
M

ed
iu

m
(1

62
, 1

65
, 1

68
)

R
P

-H
P

L
C

 m
as

s 
sp

ec
tr

om
et

ri
c

C
N

B
lo

od
V

er
y 

H
ig

h
E

xt
re

m
el

y 
H

ig
h

10
-1

00
 

μL
H

ig
h

V
er

y 
H

ig
h

H
ig

h
(8

0)

R
P

-H
P

L
C

 M
S-

M
S

C
N

-p
ro

te
in

 
ad

du
ct

B
lo

od
E

xt
re

m
el

y 
H

ig
h

E
xt

re
m

el
y 

H
ig

h
10

-1
00

 
μL

L
ow

E
xt

re
m

el
y 

H
ig

h
E

xt
re

m
el

y 
H

ig
h

(2
9)

IC
C

N
, S

C
N

B
lo

od
, U

ri
ne

, 
Sa

liv
a

M
ed

iu
m

H
ig

h
1-

10
0 
μL

H
ig

h
H

ig
h

M
ed

iu
m

(9
7,

 1
67

, 1
69

)

C
E

SC
N

B
lo

od
H

ig
h

H
ig

h
1-

10
 n

L
H

ig
h

H
ig

h
M

ed
iu

m
-

H
ig

h
(1

38
, 1

67
)

G
C

G
C

-N
P

D
C

N
, S

C
N

B
lo

od
, U

ri
ne

, 
Sa

liv
a

H
ig

h
V

er
y 

H
ig

h
1-

10
 μ

L
M

ed
iu

m
H

ig
h

H
ig

h
(3

3,
 6

2,
 6

3,
 7

8,
 7

9,
 8

6,
 

12
4,

 1
44

-1
47

, 1
50

, 1
52

, 
15

5)

G
C

-E
C

D
C

N
, S

C
N

B
lo

od
, U

ri
ne

, 
Sa

liv
a

V
er

y 
H

ig
h

V
er

y 
H

ig
h

1-
10

 μ
L

H
ig

h
H

ig
h

H
ig

h
(6

6,
 7

0,
 8

1,
 1

40
, 1

41
, 

15
1,

 1
54

, 1
56

, 1
92

)

G
C

-M
S

C
N

, S
C

N
, 

A
T

C
A

B
lo

od
, U

ri
ne

, 
Sa

liv
a,

 T
is

su
e

V
er

y 
H

ig
h

E
xt

re
m

el
y 

H
ig

h
1-

10
 μ

L
H

ig
h

H
ig

h
V

er
y 

H
ig

h
(4

5,
 8

3,
 9

4,
 1

48
, 1

53
, 

15
8)

a 
 

T
hi

s 
ta

bl
e 

is
 m

ea
nt

 t
o 

gi
ve

 a
 g

en
er

al
 o

ve
rv

ie
w

 o
f 

an
al

yt
ic

al
 t

ec
hn

iq
ue

s 
to

 a
na

ly
ze

 c
ya

ni
de

 a
nd

 it
s 

m
et

ab
ol

ite
s 

al
on

g 
w

ith
 a

 g
en

er
al

 id
ea

 a
bo

ut
 p

ar
am

et
er

s 
sp

ec
ifi 

c 
to

 e
ac

h 
an

al
ys

is
 t

ec
hn

iq
ue

. P
ar

am
et

er
s 

of
 s

pe
ci
fi 

c 
m

et
ho

ds
 w

ith
in

 a
 p

ar
tic

ul
ar

 a
na

ly
si

s 
te

ch
ni

qu
e 

m
ay

 b
e 

ou
ts

id
e 

of
 t

ho
se

 li
st

ed
.  

 
b  

 U
V

-V
is

 –
 u

ltr
av

io
le

t 
vi

si
bl

e 
sp

ec
tr

op
ho

to
m

et
ry

, A
A

 –
 a

to
m

ic
 a

bs
or

pt
io

n,
 L

C
 –

 li
qu

id
 c

hr
om

at
og

ra
ph

y,
 R

P
 –

 r
ev

er
se

 p
ha

se
, M

S-
M

S 
– 

ta
nd

em
 m

as
s 

sp
ec

tr
om

et
ri

c 
de

te
ct

io
n,

 I
C

 –
 io

n 
ch

ro
m

at
og

ra
ph

y,
 C

E
 –

 
ca

pi
lla

ry
 e

le
ct

ro
ph

or
es

is
, G

C
 –

 g
as

 c
hr

om
at

og
ra

ph
y,

 N
P

D
 –

 n
itr

og
en

 p
ho

sp
ho

ro
us

 d
et

ec
to

r, 
E

C
D

 –
 e

le
ct

ro
n 

ca
pt

ur
e 

de
te

ct
or

.
c 

C
N

 –
 c

ya
ni

de
, S

C
N

 –
 t

hi
oc

ya
na

te
, A

T
C

A
 –

 2
-a

m
in

o-
2-

th
ia

zo
lin

e-
4-

ca
rb

ox
yl

ic
 a

ci
d.

 
d 

T
he

se
 p

ar
am

et
er

s 
ar

e 
re

la
te

d 
to

 t
he

 g
en

er
al

 in
st

ru
m

en
ta

l t
ec

hn
iq

ue
 u

se
d 

an
d 

no
t 

ea
ch

 in
di

vi
du

al
 m

et
ho

d 
of

 a
na

ly
si

s.
 

Ta
bl

e 
3.

 A
na

lyt
ica

l M
et

ho
ds

 to
 d

et
er

m
in

e 
cy

an
id

e 
an

d 
its

 m
et

ab
ol

ite
s i

n 
bi

ol
og

ica
l fl

 u
id

s.a

85



References

(1) Vetter, J. (2000) Plant cyanogenic glycosides. 
Toxicon 38, 11-36.

(2) Knight, A. P. and Walter, R. G. (2002) 
Plants Causing Sudden Death, In A Guide 
to Plant Poisoning of  Animals in North America. 
(Knight, A. P. and Walter, R. G., Eds.), Teton 
NewMedia, Jackson, WY.

(3) McGorum, B. C. and Anderson, R. A. (2002) 
Biomarkers of  Exposure to Cyanogens in 
Horses with Grass Sickness. Vet. Rec. 151, 
442-445.

(4) Conn, E. E. (1979) Cyanogenic glycosides. 
International Review of  Biochemistry 27, 21-43.

(5) Hibbs, C. M. (1979) Cyanide and nitrate 
toxicoses of  cattle. Veterinary and human 
toxicology 21, 401-403.

(6) Honig, D. H., Hockridge, M. E., Gould, R. 
M. and Rackis, J. J. (1983) Determination of  
cyanide in soybeans and soybean products. 
Journal of  agricultural and food chemistry 31, 
272-275.

(7) Nartey, F. (1980) Toxicological aspects of  
cyanogenesis in tropical foodstuffs, pp 53-
73.

(8) ATDSR. (2004) Toxicological Profi le for 
Cyanide, U.S. Dept. of  Health and Human 
Services, Atlanta, GA.

(9) Cicerone, R. J. and Zellner, R. (1983) The 
atmospheric chemistry of  hydrogen cyanide 
(HCN). Journal of  Geophysical Research, C: 
Oceans and Atmospheres 88, 10689-10696.

(10) Li, Q., Jacob, D. J., Bey, I., Yantosca, R. M., 
Zhao, Y., Kondo, Y. and Notholt, J. (2000) 
Atmospheric hydrogen cyanide (HCN): 
biomass burning source, ocean sink? 
Geophysical Research Letters 27, 357-360.

(11) Way, J. L. (1984) Cyanide intoxication and its 
mechanism of  antagonism. Annual Review of  
Pharmacology and Toxicology 24, 451-481.

(12) Towill, L. E., Drury, J. S., Whitfi eld, B. L., 
Lewis, E. B., Galyan, E. L. and Hammons, 
A. S. (1978) Reviews of  the environmental 
effects of  pollutants. V. Cyanide, 205 pp., 
Oak Ridge Natl. Lab.,Oak Ridge,TN,USA.

(13) Solomonson, L. P. (1981) Cyanide as a 
metabolic inhibitor, pp 11-28.

(14) Way, J. L. (1981) Pharmacologic aspects of  
cyanide and its antagonism, pp 29-49.

(15) Mak, K. K. W., Yanase, H. and Renneberg, R. 
(2005) Cyanide fi shing and cyanide detection 
in coral reef  fi sh using chemical tests and 
biosensors. Biosensors and Bioelectronics 20, 

2581-2593.
(16) Rubec, P. J. (1986) The effect of  sodium 

cyanide on coral reefs and marine fi sh in 
the Philippines, In The First Asian Fish Forum 
(Maclean, J. L., Dizon, L. B. and Hosillos, L. 
V., Eds.) pp 297-302, Asian Fisheries Society, 
Manila, Philippines.

(17) Barber, C. V. and Pratt, V. R. (1998) Poison 
and profi ts: cyanide fi shing in the Indo-
Pacifi c. Environment 40, 4-9, 28-34.

(18) Baskin, S. I., Petrikovics, I., Kurche, J. S., 
Nicholson, J. D., Logue, B. A., Maliner, B. 
J. and Rockwood, G. A. (2004) Insights on 
cyanide toxicity and methods of  treatment, 
In Pharmacological perspectives of  toxic chemicals 
and their antidotes (Flora, S. J. S., Romano, 
J. A., Jr., Baskin, S. I. and Sekhar, K., Eds.) 
pp 105-146, Narosa Publishing House, New 
Delhi.

(19) Troup, C. M. and Ballantyne, B. (1987) Ch.2 
Analysis of  Cyanide in biological fl uids and 
tissues., In Clinical and Experimental toxicology 
of  cyanides. (Ballantyne, B. and Marrs, T. C., 
Eds.) pp 22-40, Wright, Bristol.

(20) Lindsay, A. E., Greenbaum, A. R. and 
O’Hare, D. (2004) Analytical techniques for 
cyanide in blood and published blood cyanide 
concentrations from healthy subjects and fi re 
victims. Analytica Chimica Acta 511, 185-195.

(21) Valdes, M. G. and Diaz-Garcia, M. E. 
(2004) Determination of  thiocyanate within 
Physiological Fluids and Environmental 
Samples: Current Practice and Future Trends. 
Critical Reviews in Analytical Chemistry 34, 9-23.

(22) Bark, L. S. and Higson, H. G. (1963) A review 
of  the methods available for the detection and 
determination of  small amounts of  cyanide. 
Analyst 88, 751-760.

(23) Metzler, D. E. (2001) Biochemistry: The chemical 
reactions of  living cells, Academic Press, San 
Diego.

(24) Isom, G. E. and Baskin, S. I. (1997) 
Enzymes involved in cyanide metabolism., 
In Comprehensive Toxicology (Sipes, I. G., C.A., 
M. and Gandolfi , A. J., Eds.) pp 477-488, 
Elsevier Science, New York.

(25) Tsuge, K., Kataoka, M. and Seto, Y. (2000) 
Cyanide and thiocyanate levels in blood and 
saliva of  healthy adult volunteers. Journal of  
Health Science 46, 343-350.

(26) Salkowski, A. and Penney, D. (1994) Cyanide 
poisoning in animals and humans: a review. 
Veterinary and human toxicology 36, 455-466.

(27) Baskin, S. I. and Brewer, T. G. (1997) Cyanide 

86



Poisoning, In Textbook of  military medicine, 
Medical aspects of  chemical and biological warfare 
(Sidell, F. R., Takafuji, E. T. and Franz, D. 
R., Eds.) pp 271-286, Borden Institute, 
Washington.

(28) Borowitz, J. L., Isom, G. E. and Baskin, S. I. 
(2001) Acute and chronic cyanide toxicity, 
In Chemical warfare agents: Toxicity at low levels 
(Somani, S. M. and Romano, J. A., Jr., Eds.) 
pp 301-319, CRC Press, Boca Raton.

(29) Fasco, M. J., Hauer III, C. R., Stack, R. F., 
O’Hehir, C., Barr, J. R. and Eadon, G. A. 
(2007) Cyanide adducts with human plasma 
proteins: albumin as a potential exposure 
surrogate. Chem Res Toxicol 20, 677-684.

(30) Noort, D., Benschop, H. P. and Black, R. 
M. (2002) Biomonitoring of  exposure to 
chemical warfare agents: A review. Toxicology 
and Applied Pharmacology 184, 116-126.

(31) Turner, P. C., Dingley, K. H., Coxhead, J., 
Russell, S. and Garner, C. R. (1998) Detectable 
levels of  serum afl atoxin B1-albumin 
adducts in the United Kingdom population: 
Implications for afl atoxin-B1 exposure in 
the United Kingdom. Cancer Epidemiology, 
Biomarkers and Prevention 7, 441-447.

(32) Dirikolu, L., Hughes, C., Harkins, D., Boyles, 
J., Bosken, J., Lehner, F., Troppmann, A., 
McDowell, K., Tobin, T., Sebastian, M., 
Harrison, L., Crutchfi eld, J., Baskin, S. I. and 
Fitzgerald, T. D. (2003) The toxicokinetics of  
cyanide and mandelonitrile in the horse and 
their relavance to the mare reproductive loss 
syndrome. Toxicology Mechanisms and Methods 
13, 199-211.

(33) Calafat, A. M. and Stanfi ll, S. B. (2002) Rapid 
quantitation of  cyanide in whole blood by 
automated headspace gas chromatography. 
Journal of  Chromatography, B: Analytical 
Technologies in the Biomedical and Life Sciences 
772, 131-137.

(34) Hartung, R. (1982) Cyanides and nitriles, In 
Patty’s Industrial Hygiene and Toxicology (Clayton, 
G. D. and Clayton, E., Eds.) pp 4845-4900, 
John Wiley & Sons, New York, NY.

(35) Sousa, A. B., Manzano, H., Soto-Blanco, B. 
and Górniak, S. L. (2004) Toxicokinetics 
of  cyanide in rats, pigs and goats after oral 
dosing with potassium cyanide. Archives of  
Toxicology 77, 330-334.

(36) Sano, A., Takezawa, M. and Takitani, S. (1989) 
High performance liquid chromatography 
determination of  cyanide in urine by pre-
column fl uorescence derivatization. Biomedical 

Chromatography 3, 209-212.
(37) Sano, A., Takezawa, M. and Takitani, S. 

(1989) Spectrofl uorometric determination of  
cyanide in blood and urine with naphthalene-
2,3-dialdehyde and taurine. Analytica Chimica 
Acta 225, 351-358.

(38) Paul, B. D. and Smith, M. L. (2006) Cyanide 
and Thiocyanate in Human Saliva by Gas 
Chromatography-Mass Spectrometry. Journal 
of  Analytical Toxicology 30, 511-515.

(39) Boxer, G. E. and Rickards, J. C. (1952) 
Determination of  traces of  hydrogen cyanide 
in respiratory air. Archives of  Biochemistry and 
Biophysics 39, 287-291.

(40) Raju, J. and Gupta, V. K. (1989) 
Spectrophotometric determination of  
hydrogen cyanide in air and its application 
in biological samples. Asian Environment 11, 
66-72.

(41) Kaur, P., Upadhyay, S. and Gupta, V. K. 
(1987) Spectrophotometric determination 
of  hydrogen cyanide in air and biological 
fl uids. Analyst (Cambridge, United Kingdom) 112, 
1681-1683.

(42) Lundquist, P., Rosling, H. and Soerbo, B. 
(1988) The origin of  hydrogen cyanide in 
breath. Archives of  Toxicology 61, 270-274.

(43) Pettigrew, A. R. and Fell, G. S. (1973) 
Microdiffusion method for estimation of  
cyanide in whole blood and its application 
to the study of  conversion of  cyanide to 
thiocyanate. Clinical Chemistry (Washington, 
DC, United States) 19, 466-471.

(44) Pettigrew, A. R. and Fell, G. S. (1972) Simplifi ed 
colorimetric determination of  thiocyanate 
in biological fl uids, and its application to 
investigation of  the toxic amblyopias. Clinical 
Chemistry (Washington, DC, United States) 18, 
996-1000.

(45) Logue, B. A., Kirschten, N. P., Petrikovics, 
I., Moser, M. A., Rockwood, G. A. and 
Baskin, S. I. (2005) Determination of  the 
cyanide metabolite 2-aminothiazoline-4-
carboxylic acid in urine and plasma by gas 
chromatography-mass spectrometry. Journal 
of  Chromatography, B: Analytical Technologies in 
the Biomedical and Life Sciences 819, 237-244.

(46) Liu, X. and Yun, Z. (1993) High-performance 
liquid chromatographic determination of  
thiocyanate anion by derivatization with 
pentafl uorobenzyl bromide. Journal of  
Chromatography 653, 348-353.

(47) Wood, J. L. and Cooley, S. L. (1956) 
Detoxication of  cyanide by cystine. Journal of  

87



Biological Chemistry 218, 449-457.
(48) Lundquist, P., Kagedal, B., Nilsson, L. and 

Rosling, H. (1995) Analysis of  the cyanide 
metabolite 2-aminothiazoline-4-carboxylic 
acid in urine by high-performance liquid 
chromatography. Analytical Biochemistry 228, 
27-34.

(49) Cardozo, R. H. and Edelman, I. S. (1952) The 
volume of  distribution of  sodium thiosulfate 
as a measure of  the extracellular fl uid space. 
The Journal of  clinical investigation 31, 280-290.

(50) Diem, K., Lentner, C. and Editors (1975) 
Scientifi c Tables-Documenta Geigy. 7th Ed.

(51) Yamanaka, S., Takaku, S., Takaesu, Y. and 
Nishimura, M. (1991) Validity of  salivary 
thiocyanate as an indicator of  cyanide 
exposure from smoking. Bulletin of  Tokyo 
Dental College 32, 157-163.

(52) Jarvis, M. J. (1989) Application of  biochemical 
intake markers to passive smoking 
measurement and risk estimation. Mutat Res 
222, 101-110.

(53) Maliszewski, T. F. and D.E., B. (1955) True 
and apparent thiocyanate in body fl uids of  
smokers and nonsmokers. Journal of  applied 
Physiology 8, 289-291.

(54) Pre, J. and Vassey, R. (1992) Plasma thiocyanate 
and cigarette-smoking status. Medical Science 
Research 20, 2.

(55) Hasuike, Y., Nakanishi, T., Moriguchi, R., 
Otaki, Y., Nanami, M., Hama, Y., Naka, M., 
Miyagawa, K., Izumi, M. and Takamitsu, 
Y. (2004) Accumulation of  cyanide and 
thiocyanate in haemodialysis patients. Nephrol 
Dial Transplant 19, 1474-1479.

(56) Ballantyne, B. (1977) Factors in the analysis 
of  whole blood thiocyanate. Clinical Toxicology 
11, 195-210.

(57) Wood, J. L., Williams, E. F. J. and Kingsland, 
N. (1947) The conversion of  thiocyanate 
sulfur to sulfate in the white rat. J Biol Chem 
170, 251-259.

(58) Wood, J. L. and Williams, E. F. J. (1949) The 
metabolism of  thiocyanate in the rat and its 
inhibition by propylthiouracil. J Biol Chem 
177, 59-67.

(59) Weuffen, W., Jess, G., Julich, W. D. and 
Bernhart, D. (1980) Studies on the relationship 
between 2-iminothiazolidine-4-carboxylic 
acid and the thiocyanate metabolism in the 
guinea-pig. Pharmazie 35, 221-223.

(60) Bradham, L. S., Catsimpoolas, N. and 
Wood, J. L. (1965) Determination of  
2-iminothiazolidine-4-carboxylic acid. 

Analytical Biochemistry 11, 230-232, discussion 
232-237.

(61) Baskin, S. I., Petrikovics, I., Platoff, G. E., 
Rockwood, G. A. and Logue, B. A. (2006) 
Spectrophotometric analysis of  the cyanide 
metabolite 2-aminothiazoline-4-carboxylic 
acid (ATCA). Toxicology Mechanisms and Methods 
16, 339-345.

(62) Levin, B. C., Rechani, P. R., Gurman, J. L., 
Landron, F., Clark, H. M., Yoklavich, M. 
F., Rodriguez, J. R., Droz, L., Mattos de 
Cabrera, F. and Kaye, S. (1990) Analysis of  
carboxyhemoglobin and cyanide in blood 
from victims of  the Dupont Plaza Hotel fi re 
in Puerto Rico. Journal of  Forensic Sciences 35, 
151-168.

(63) Takekawa, K., Oya, M., Kido, A. and Suzuki, 
O. (1998) Analysis of  cyanide in blood 
by headspace solid-phase microextraction 
(SPME) and capillary gas chromatography. 
Chromatographia 47, 209-214.

(64) Rodkey, F. L. and Robertson, R. F. (1978) 
Analytical precautions in measurement of  
blood cyanide. Clinical Chemistry (Washington, 
DC, United States) 24, 2184-2185.

(65) Moriya, F. and Hashimoto, Y. (2001) Potential 
for error when assessing blood cyanide 
concentrations in fi re victims. Journal of  
Forensic Sciences 46, 1421-1425.

(66) Shiono, H., Maseda, C., Akane, A. and 
Matsubara, K. (1991) Rapid and sensitive 
quantitation of  cyanide in blood and its 
application to fi re victims. The American 
journal of  forensic medicine and pathology : offi cial 
publication of  the National Association of  Medical 
Examiners 12, 50-53.

(67) Laforge, M., Buneaux, F., Houeto, P., 
Bourgeois, F., Bourdon, R. and Levillain, 
P. (1994) A rapid spectrophotometric 
blood cyanide determination applicable to 
emergency toxicology. Journal of  Analytical 
Toxicology 18, 173-175.

(68) Baud, F. J., Borron, S. W., Bavoux, E., Astier, 
A. and Hoffman, J. R. (1996) Relation 
between plasma lactate and blood cyanide 
concentrations in acute cyanide poisoning. 
BMJ (Clinical research ed.) 312, 26-27.

(69) Chinaka, S., Takayama, N., Michigami, Y. and 
Ueda, K. (1998) Simultaneous determination 
of  cyanide and thiocyanate in blood by ion 
chromatography with fl uorescence and 
ultraviolet detection. Journal of  Chromatography, 
B: Biomedical Sciences and Applications 713, 
353-359.

88



(70) Odoul, M., Fouillet, B., Nouri, B., Chambon, 
R. and Chambon, P. (1994) Specifi c 
determination of  cyanide in blood by 
headspace gas chromatography. Journal of  
Analytical Toxicology 18, 205-207.

(71) Clark, C. J., Campbell, D. and Reid, W. H. 
(1981) Blood carboxyhemoglobin and cyanide 
levels in fi re survivors. Lancet 1, 1332-1335.

(72) Vesey, C. J., Saloojee, Y., Cole, P. V. and Russell, 
M. A. H. (1982) Blood carboxyhemoglobin, 
plasma thiocyanate, and cigaret consumption: 
implications for epidemiologial studies 
in smokers. British Medical Journal 284, 
1516-1518.

(73) Shiono, H., Maseda, C., Akane, A. and 
Matsubara, K. (1991) The blood cyanide level 
in fi re victims. Rapid and sensitive quantitation 
of  cyanide in blood and its application to 
autopsy cases. Hanzaigaku Zasshi 57, 73-79.

(74) Ballantyne, B. (1975) Blood, brain, and 
cerebrospinal fl uid cyanide concentrations in 
experimental acute cyanide poisoning. Journal 
of  the Forensic Science Society 15, 51-56.

(75) Ballantyne, B. (1976) Changes in blood 
cyanide as a function of  storage time and 
temperature. Journal of  the Forensic Science 
Society 16, 305-310.

(76) Grgurinovich, N. (1982) A Colourimetric 
Procedure for the determination of  
thiocyanate in plasma. Journal of  Analytical 
Toxicology 6, 53-55.

(77) Lundquist, P., Rosling, H., Soerbo, B. and 
Tibbling, L. (1987) Cyanide concentrations in 
blood after cigarette smoking, as determined 
by a sensitive fl uorometric method. Clinical 
Chemistry (Washington, DC, United States) 33, 
1228-1230.

(78) Zamecnik, J. and Tam, J. (1987) Cyanide 
in blood by gas chromatography with NP 
detector and acetonitrile as internal standard. 
Application on air accident fi re victims. Journal 
of  Analytical Toxicology 11, 47-48.

(79) Seto, Y., Tsunoda, N., Ohta, H. and Shinohara, 
T. (1993) Determination of  blood cyanide by 
headspace gas chromatography with nitrogen-
phosphorus detection and using a megabore 
capillary column. Analytica Chimica Acta 276, 
247-259.

(80) Tracqui, A., Raul, J. S., Geraut, A., Berthelon, 
L. and Ludes, B. (2002) Determination 
of  blood cyanide by HPLC-MS. Journal of  
Analytical Toxicology 26, 144-148.

(81) Maseda, C., Matsubara, K., Hasegawa, 
M., Akane, A. and Shiono, H. (1990) 

Determination of  blood cyanide using head-
space gas chromatography with electron 
capture detection. Nippon Hoigaku Zasshi 44, 
131-136.

(82) Rodkey, F. L. and Collison, H. A. (1977) 
Determination of  cyanide and nitroprusside 
in blood and plasma. Clinical Chemistry 
(Washington, DC, United States) 23, 1969-1975.

(83) Kage, S., Nagata, T. and Kudo, K. (1996) 
Determination of  cyanide and thiocyanate 
in blood by gas chromatography and gas 
chromatography-mass spectrometry. Journal 
of  Chromatography, B: Biomedical Applications 
675, 27-32.

(84) Toida, T., Togawa, T., Tanabe, S. and Imanari, 
T. (1984) Determination of  cyanide and 
thiocyanate in blood plasma and red cells by 
high-performance liquid chromatography 
with fl uorometric detection. Journal of  
Chromatography 308, 133-141.

(85) Kage, S., Nagata, T. and Kudo, K. (1994) 
Determination of  cyanide in blood by GC-
ECD and GC-MS. Japanese Journal of  Forensic 
Toxicology 12, 130-131.

(86) Ishii, A., Seno, H., Watanabe-Suzuki, 
K., Suzuki, O. and Kumazawa, T. (1998) 
Determination of  cyanide in whole blood by 
capillary gas chromatography with cryogenic 
oven trapping. Analytical Chemistry 70, 
4873-4876.

(87) Lundquist, P., Rosling, H. and Soerbo, B. 
(1985) Determination of  cyanide in whole 
blood, erythrocytes, and plasma. Clinical 
Chemistry (Washington, DC, United States) 31, 
591-595.

(88) Sano, A., Takimoto, N. and Takitani, S. (1992) 
High-performance liquid chromatographic 
determination of  cyanide in human red 
blood cells by pre-column fl uorescence 
derivatization. Journal of  Chromatography 582, 
131-135.

(89) Lundquist, P., Kaagedal, B. and Nilsson, 
L. (1995) An improved method for 
determination of  thiocyanate in plasma and 
urine. European Journal of  Clinical Chemistry and 
Clinical Biochemistry 33, 343-349.

(90) McAnalley, B. H., Lowry, W. T., Oliver, R. D. 
and Garriott, J. C. (1979) Determination of  
inorganic sulfi de and cyanide in blood using 
specifi c ion electrodes: application to the 
investigation of  hydrogen sulfi de and cyanide 
poisoning. Journal of  Analytical Toxicology 3, 
111-114.

(91) Baud, F. J., Barriot, P., Toffi s, V., Riou, B., 

89



Vicaut, E., Lecarpentier, Y., Bourdon, R., 
Astier, A. and Bismuth, C. (1991) Elevated 
blood cyanide concentrations in victims of  
smoke inhalation. The New England journal of  
medicine 325, 1761-1766.

(92) Seto, Y., Shinohara, T. and Tsunoda, N. (1990) 
Head-space capillary gas chromatography of  
cyanide in blood. Japanese Journal of  Forensic 
Toxicology 8, 56-57.

(93) Tanabe, S., Kitahara, M., Nawata, M. 
and Kawanabe, K. (1988) Determination 
of  oxidizable inorganic anions by high-
performance liquid chromatography with 
fl uorescence detection and application to 
the determination of  salivary nitrite and 
thiocyanate and serum thiocyanate. Journal of  
Chromatography 424, 29-37.

(94) Dumas, P., Gingras, G. and LeBlanc, A. 
(2005) Isotope Dilution-Mass Spectrometry 
Determination of  Blood Cyanide by 
Headspace Gas Chromatography. Journal of  
Analytical Toxicology 29, 71-75.

(95) Lundquist, P., Maartensson, J., Soerbo, B. and 
Oehman, S. (1979) Method for determining 
thiocyanate in serum and urine. Clinical 
Chemistry (Washington, DC, United States) 25, 
678-681.

(96) Bogusz, M. (1976) Disappearance of  cyanide 
in blood and tissues after fatal poisoning. 
Forensic science 7, 173.

(97) Michigami, Y., Takahashi, T., He, F., 
Yamamoto, Y. and Ueda, K. (1988) 
Determination of  thiocyanate in human 
serum by ion chromatography. Analyst 
(Cambridge, United Kingdom) 113, 389-392.

(98) Connolly, D., Barron, L. and Paull, B. (2002) 
Determination of  urinary thiocyanate 
and nitrate using fast ion-interaction 
chromatography. Journal of  Chromatography, B: 
Analytical Technologies in the Biomedical and Life 
Sciences 767, 175-180.

(99) Lahti, M., Vilpo, J. and Hovinen, J. (1999) 
Spectrophotometric Determination of  
Thiocyanate in Human Saliva. Journal of  
Chemical Education 76, 1281-1282.

(100) Tomoda, A. and Hashimoto, K. (1991) 
The determination of  cyanide in water and 
biological tissues by methemoglobin. Journal 
of  Hazardous Materials 28, 241-249.

(101) Aldridge, W. N. (1944) New method for the 
estimation of  microquantities of  cyanide and 
thiocyanate. Analyst 69, 262-265.

(102) Aldridge, W. N. (1945) Estimation of  micro 
quantities of  cyanide and thiocyanate. Analyst 

70, 474-475.
(103) Asmus, E. and Garschagen, H. (1953) Use 

of  barbituric acid for the photometric 
determination of  cyamide and thiocyanate. 
Fresenius’ Zeitschrift fuer Analytische Chemie 138, 
414-422.

(104) Epstein, J. (1947) Estimation of  
microquantities of  cyanide. Anal. Chem. 19, 
272-274.

(105) Tompsett, S. L. (1959) A note on the 
determination and identifi cation of  cyanide 
in biologic materials. Clinical chemistry 5, 
587-591.

(106) Feldstein, M. and Klendshoj, N. C. (1957) 
The determination of  volatile substances 
by microdiffusion analysis. J. Forensic Sci. 2, 
39-58.

(107) Conway, E. J. (1950) Microdiffusion Analysis and 
Volumetric Error. 3rd ed.

(108) Boxer, G. E. and Rickards, J. C. (1952) 
Determination of  thiocyanate in body fl uids. 
Archives of  Biochemistry and Biophysics 39, 
292-300.

(109) Nagashima, S. (1984) Simultaneous reaction 
rate spectrophotometric determination 
of  Cyanide and Thiocyanate by use of  the 
pyridine-barbituric acid method. Analytical 
Chemistry 56, 1944-1947.

(110) Ganjeloo, A., Isom, G. E., Morgan, R. 
L. and Way, J. L. (1980) Fluorometric 
determination of  cyanide in biological fl uids 
with p-benzoquinone. Toxicology and Applied 
Pharmacology 55, 103-107.

(111) Morgan, R. L. and Way, J. L. (1980) 
Fluorometric determination of  cyanide in 
biological fl uids with pyridoxal. Journal of  
Analytical Toxicology 4, 78-81.

(112) Guilbault, G. G. and Kramer, D. N. (1965) 
Specifi c detection and determination of  
cyanide using various quinone derivatives. 
Anal. Chem. 37, 1395-1399.

(113) Takanashi, S. and Tamura, Z. (1970) 
Fluorometric determination of  cyanide 
by the reaction with pyridoxal. Chemical & 
Pharmaceutical Bulletin 18, 1633-1635.

(114) Suzuki, O., Hattori, H., Oya, M. and 
Katsumata, Y. (1982) Direct fl uorometric 
determination of  cyanide in human materials. 
Forensic Science International 19, 189-195.

(115) Bark, L. S. and Higson, H. G. (1964) 
Investigation of  reagents for the colorimetric 
determination of  small amounts of  cyanide-I. 
Talanta 11, 471-479.

(116) Lambert, J. L., Ramasamy, J. and Paukstelis, J. 

90



V. (1975) Stable reagents for the colorimetric 
determination of  cyanide by modifi ed Koenig 
reactions. Analytical Chemistry 47, 916-918.

(117) Murty, G. V. L. N. and Viswanathan, T. S. 
(1961) Determination of  traces of  cyanide. 
Analytica Chimica Acta 25, 293-295.

(118) Falkensson, M., Lundquist, P., Rosling, H. 
and Sorbo, B. (1988) A simple method for 
determination of  plasma thiocyanate. Annals 
of  Clinical Biochemistry 25, 422-423.

(119) Bark, L. S. and Higson, H. G. (1964) 
Investigation of  reagents for the colorimetric 
determination of  small amounts of  cyanide-
II. A proposed method for trace cyanide in 
waters. Talanta 11, 621-631.

(120) Dunn, W. A. and Siek, T. J. (1990) A rapid, 
sensitive, and specifi c screening technique 
for the determination of  cyanide. Journal of  
Analytical Toxicology 14, 256.

(121) Houeto, P., Buneaux, F., Galliot-Guilley, M., 
Baud, F. J. and Levillain, P. (1994) Determination 
of  hydroxocobalamin and cyanocobalamin 
by derivative spectrophotometry in cyanide 
poisoning. Journal of  Analytical Toxicology 18, 
154-158.

(122) Holzbecher, M. and Ellenberger, H. A. 
(1985) An evaluation and modifi cation of  a 
microdiffusion method for the emergency 
determination of  blood cyanide. Journal of  
Analytical Toxicology 9, 251-253.

(123) Lundquist, P. and Soerbo, B. (1989) Rapid 
determination of  toxic cyanide concentrations 
in blood. Clinical Chemistry (Washington, DC, 
United States) 35, 617-619.

(124) Cardeal, Z. L., Gallet, J. P., Astier, A. and 
Pradeau, D. (1995) Cyanide assay: statistical 
comparison of  a new gas chromatographic 
calibration method versus the classical 
spectrophotometric method. Journal of  
Analytical Toxicology 19, 31-34.

(125) Hughes, C., Lehner, F., Dirikolu, L., Harkins, 
D., Boyles, J., McDowell, K., Tobin, T., 
Crutchfi eld, J., Sebastian, M., Harrison, L. 
and Baskin, S. I. (2003) A simple and highly 
sensitive spectrophotometric method for the 
determination of  cyanide in equine blood. 
Toxicology Mechanisms and Methods 13, 129-138.

(126) Manahan, S. E. and Kunkel, R. (1973) Atomic 
absorption analysis method for cyanide. 
Analytical Letters 6, 547-553.

(127) Chattaraj, S. and Das, A. K. (1992) Indirect 
determination of  thiocyanate in biological 
fl uids using atomic absorption spectrometry. 
Spectrochimica Acta, Part B: Atomic Spectroscopy 

47B, 675-680.
(128) Vesey, C. J., McAllister, H. and Langford, 

R. M. (1999) A simple, rapid and sensitive 
semimicro method for the measurement of  
cyanide in blood. Annals of  Clinical Biochemistry 
36, 755-758.

(129) Guilbault, G. G. and Kramer, D. N. (1965) 
Specifi c fl uorometric method for the 
detection of  cyanide. Anal. Chem. 37, 918.

(130) Westley, A. M. and Westley, J. (1989) 
Voltammetric determination of  cyanide 
and thiocyanate in small biological samples. 
Analytical Biochemistry 181, 190-194.

(131) Egekeze, J. O. and Oehme, F. W. (1979) Direct 
potentiometric method for the determination 
of  cyanide in biological materials. Journal of  
Analytical Toxicology 3, 119-124.

(132) Ganjali, M. R., Yousefi , M., Javanbakht, M., 
Poursaberi, T., Salavati-Niasari, M., Hajiagha-
Babaei, L., Latifi , E. and Shamsipur, M. (2002) 
Determination of  SCN- in urine and saliva of  
smokers and non-smokers by SCN--selective 
polymeric membrane containing a nickel(II)-
azamacrocycle complex coated on a graphite 
electrode. Analytical Sciences 18, 887-892.

(133) Casella, I. G. (1998) Electrooxidation 
of  thiocyanate on copper-modifi ed gold 
electrode and its amperometric determination 
by ion chromatography. Analyst (Cambridge, 
United Kingdom) 123, 1359-1363.

(134) Pasciak, J. and Hurek, J. (1984) Catalytic 
effect of  thiocyanate ions and possibility of  
their determination by pulse polarography 
with adsorptive concentration on the hanging 
mercury drop electrode. Chemia Analityczna 
(Warsaw, Poland) 29, 571-580.

(135) Cai, X. and Zhao, Z. (1988) Determination 
of  trace thiocyanate by linear sweep 
polarography. Analytica Chimica Acta 212, 
43-48.

(136) Below, H., Muller, H., Hundhammer, B. 
and Weuffen, W. (1990) [Determination 
of  thiocyanate in serum with ion-selective 
liquid membrane electrodes]. Pharmazie 45, 
416-419.

(137) Shan, D., Mousty, C. and Cosnier, S. 
(2003) Subnanomolar Cyanide Detection 
at Polyphenol Oxidase/Clay Biosensors. 
Analytical Chemistry, A-E.

(138) Bjergegaard, C., Moller, P. and Sorensen, 
H. (1995) Determination of  thiocyanate, 
iodide, nitrate and nitrite in biological 
samples by micellar electrokinetic capillary 
chromatography. Journal of  Chromatography A 

91



717, 409-414.
(139) Glatz, Z., Novakova, S. and Sterbova, H. 

(2001) Analysis of  thiocyanate in biological 
fl uids by capillary zone electrophoresis. 
Journal of  Chromatography, A 916, 273-277.

(140) de Branander, H. F. and Verbeke, R. (1977) 
Determination of  thiocyanate in tissues and 
body fl uids of  animals by gas chromatography 
with electron-capture detection. Journal of  
Chromatography 138, 131-142.

(141) Nota, G., Improta, C. and Miraglia, V. R. 
(1982) Determination of  cyanides and 
thiocyanates in water as cyanogen bromide 
by headspace gas chromatography. Journal of  
Chromatography 242, 359-363.

(142) Logue, B. A., Masered, W. K., Rockwood, 
G. A., Keebaugh, M. W. and Baskin, S. I. 
(2007) Feasibility of  the cyanide metabolite, 
2-amino-2-thiazoline-4-carboxylic acid, as a 
retrospective marker of  cyanide exposure. J. 
Chrom. B., submitted.

(143) Cardeal, Z. L., Pradeau, D. and Hamon, M. 
(1993) Determination of  HCN by headspace 
gas chromatography using an improved 
method of  standardization. Chromatographia 
37, 613-617.

(144) Darr, R. W., Capson, T. L. and Hileman, F. D. 
(1980) Determination of  hydrogen cyanide in 
blood using gas chromatography with alkali 
thermionic detection. Analytical Chemistry 52, 
1379-1381.

(145) Funazo, K., Kusano, K., Wu, H. L., Tanaka, 
M. and Shono, T. (1982) Trace determination 
of  cyanide by derivatization and fl ame 
thermionic gas chromatography. Journal of  
Chromatography 245, 93-100.

(146) Funazo, K., Tanaka, M. and Shono, T. (1981) 
Determination of  cyanide or thiocyanate 
at trace levels by derivatization and gas 
chromatography with fl ame thermionic 
detection. Analytical Chemistry 53, 1377-1380.

(147) Watanabe-Suzuki, K., Ishii, A. and Suzuki, 
O. (2002) Cryogenic oven-trapping gas 
chromatography for analysis of  volatile 
organic compounds in body fl uids. Analytical 
Bioanalytical Chemistry 373, 75-80.

(148) Thomson, I. and Anderson, R. A. (1980) 
Determination of  cyanide and thiocyanate 
in biological fl uids by gas chromatography-
mass spectrometry. Journal of  Chromatography 
188, 357-362.

(149) Tsukamoto, S., Kanegae, T., Matsumura, Y., 
Uchigasaki, S., Kitazawa, M., Muto, T., Chiba, 
S., Nagoya, T. and Shimamura, M. (1994) 

Simultaneous measurement of  alcohols and 
hydrogen cyanide in biological specimens 
using headspace gas chromatography. Nippon 
Hoigaku Zasshi 48, 336-342.

(150) Jacob, P., III, Savanapridi, C., Yu, L., Wilson, 
M., Shulgin, A. T., Benowitz, N. L., Elias-
Baker, B. A., Hall, S. M., Herning, R. I. and et 
al. (1984) Ion-pair extraction of  thiocyanate 
from plasma and its gas chromatographic 
determination using on-column alkylation. 
Analytical Chemistry 56, 1692-1695.

(151) Maseda, C., Matsubara, K. and Shiono, H. 
(1989) Improved gas chromatography with 
electron-capture detection using a reaction 
pre-column for the determination of  blood 
cyanide: a higher content in the left ventricle 
of  fi re victims. Journal of  Chromatography 490, 
319-327.

(152) McAuley, F. and Reive, D. S. (1983) Rapid 
quantitation of  cyanide in blood by gas 
chromatography. Journal of  Analytical Toxicology 
7, 213-215.

(153) Meiser, H., Hagedorn, H.-W. and Schulz, 
R. (2000) Development of  a method for 
determination of  cyanide concentrations in 
serum and rumen fl uid of  cattle. American 
Journal of  Veterinary Research 61, 658-664.

(154) Chen, S. H. and Wu, S. M. (1994) Electron-
capture gas chromatographic determination 
of  cyanide, iodide, nitrite, sulfi de, and 
thiocyanate anions by phase-transfer-catalyzed 
derivatization with pentafl uorobenzyl 
bromide. Journal of  Analytical Toxicology 18, 
81-85.

(155) Yoshida, M., Watabiki, T. and Ishida, N. 
(1989) The quantitative determination of  
cyanide by FTD-GC. Nippon Hoigaku Zasshi 
43, 179-185.

(156) Valentour, J. C., Aggarwal, V. and Sunshine, 
I. (1974) Sensitive gas chromatographic 
determination of  cyanide. Analytical chemistry 
46, 924-925.

(157) Maserek, W. K., Rockwood, G. A., Platoff, 
G. E., Baskin, S. I. and Logue, B. A. (2007) 
Feasibility of  using the cyanide metabolite 
2-amino-2-thiazoline-4-carboxylic acid as a 
retrospective marker of  cyanide exposure. 
The Toxicologist (submitted).

(158) Frison, G., Zancanaro, F., Favretto, D. 
and Ferrara, S. D. (2006) An improved 
method for cyanide determination in blood 
using solid-phase microextraction and gas 
chromatography/mass spectrometry. Rapid 
Commun. Mass Spectrom. 20, 2932-2938.

92



(159) Felscher, D. and Wulfmeyer, M. (1998) A new 
specifi c method to detect cyanide in body 
fl uids, especially whole blood, by fl uorimetry. 
Journal of  Analytical Toxicology 22, 363-366.

(160) Imanari, T., Tanabe, S. and Toida, T. (1982) 
Simultaneous determination of  cyanide and 
thiocyanate by high-performance liquid 
chromatography. Chemical & Pharmaceutical 
Bulletin 30, 3800-3802.

(161) Imanari, T., Tanabe, S., Toida, T. and 
Kawanishi, T. (1982) High-performance 
liquid chromatography of  inorganic anions 
using iron(3+) as a detection reagent. Journal 
of  Chromatography 250, 55-61.

(162) Imanari, T., Ogata, K., Tanabe, S., Toida, 
T., Kawanishi, T. and Ichikawa, M. (1982) 
Determination of  thiocyanate, thiosulfate, 
sulfi te and nitrite by high-performance liquid 
chromatography coupled with electrochemical 
detection. Chemical & Pharmaceutical Bulletin 
30, 374-375.

(163) Chen, S.-H., Yang, Z.-Y., Wu, H.-L., Kou, 
H.-S. and Lin, S.-J. (1996) Determination of  
thiocyanate anion by high-performance liquid 
chromatography with fl uorometric detection. 
Journal of  Analytical Toxicology 20, 38-42.

(164) Brown, D. G., Lanno, R. P., van den Heuvel, 
M. R. and Dixon, D. G. (1995) HPLC 
determination of  plasma thiocyanate 
concentrations in fi sh blood: application 
to laboratory pharmacokinetic and fi eld-
monitoring studies. Ecotoxicology and 
Environmental Safety 30, 302-308.

(165) Backofen, U., Matysik, F. M. and Werner, 
G. (1996) Determination of  cyanide in 
microsamples by means of  capillary fl ow 
injection analysis with amperometric 
detection. Anal. Bioanal. Chem. 356, 271-273.

(166) Tominaga, M. Y. and Midio, A. F. (1991) 
Modifi ed method for the determination 
of  thiocyanate in urine by ion-exchange 
chromatography and spectrophotometry. 
Revista de Farmacia e Bioquimica da Universidade 
de Sao Paulo 27, 100-105.

(167) Bond, A. M., Heritage, I. D., Wallace, G. G. 
and McCormick, M. J. (1982) Simultaneous 
determination of  free sulfi de and cyanide by 
ion chromatography with electrochemical 
detection. Analytical Chemistry 54, 582-585.

(168) Cole, D. E. C., Evrovski, J. and Pirone, 
R. (1995) Urinary thiosulfate determined 
by suppressed ion chromatography with 
conductimetric detection. Journal of  
Chromatography, B: Biomedical Applications 672, 

149-154.
(169) Michigami, Y., Fujii, K., Ueda, K. and 

Yamamoto, Y. (1992) Determination of  
thiocyanate in human saliva and urine by ion 
chromatography. Analyst (Cambridge, United 
Kingdom) 117, 1855-1858.

(170) Olea, F. and Parras, P. (1992) Determination 
of  serum levels of  dietary thiocyanate. Journal 
of  Analytical Toxicology 16, 258-260.

(171) Toida, T., Tanabe, S. and Imanari, T. (1981) 
Fluorometric determination of  cyanide and 
thiocyanate by Koenig reaction. Chemical & 
Pharmaceutical Bulletin 29, 3763-3764.

(172) Ballantyne, B. (1977) In vitro production 
of  cyanide in normal human blood and 
the infl uence of  thiocyanate and storage 
temperature. Clinical Toxicology 11, 173-193.

(173) Seto, Y. (2002) False cyanide detection. 
Analytical Chemistry 74, 134A-141A.

(174) Vesey, C. J. and Wilson, J. (1978) Red cell 
cyanide. Journal of  Pharmacy and Pharmacology 
30, 20-26.

(175) Seto, Y. (1995) Oxidative conversion of  
thiocyanate to cyanide by oxyhemoglobin 
during acid denaturation. Archives of  
Biochemistry and Biophysics 321, 245-254.

(176) Seto, Y. (1996) Stability and spontaneous 
production of  blood cyanide during heating. 
Journal of  forensic sciences 41, 465-468.

(177) Cruz-Landeira, A., Lopez-Rivadulla, M., 
Concheiro-Carro, L., Fernandez-Gomez, 
P. and Tabernero-Duque, M. J. (2000) A 
new spectrophotometric method for the 
toxicological diagnosis of  cyanide poisoning. 
Journal of  Analytical Toxicology 24, 266-270.

(178) Konig, W. (1905) Verfahren zur Darstellung 
neuer stickstoffhaltiger Farbstoffe. Angew. 
Chem. 69, 115-118.

(179) Groff, W. A., Stemler, F. W., Kaminskis, A., 
Froehlich, H. L. and Johnson, R. P. (1985) 
Plasma free cyanide and blood total cyanide: a 
rapid completely automated microdistillation 
assay. Journal of  Toxicology, Clinical Toxicology 
23, 133-163.

(180) Lv, J., Zhang, Z., Li, J. and Luo, L. (2005) 
A micro-chemiluminescence determination 
of  cyanide in whole blood. Forensic Science 
International 148, 15-19.

(181) Danchik, R. S. and Boltz, R. F. (1970) Indirect 
atomic absorption photometric methods for 
the determination of  cyanide. Anal. Clin. Acta 
49, 567-569.

(182) Du Cailar, J., Mathieu-Daude, J. C., Deschodt, 
J. and Griffe, O. (1976) Thiocyanate ion 

93



plasma levels during perfusion with sodium 
nitroprusside. Annales de l’Anesthesiologie 
Francaise 17, 519-528.

(183) Abbaspour, A., Kamyabi, M. A., Esmaeilbeig, 
A. R. and Kia, R. (2002) Thiocyanate-selective 
electrode based on unsymmetrical benzoN4 
nickel(II) macrocyclic complexes. Talanta 57, 
859-867.

(184) Barber, C. V. and Pratt, V. R. (1997) Sullied 
seas. Strategies for combating cyanide fi shing 
in Southeast Asia and beyond, p 64, World 
Resources Institute, International Marinelife 
Alliance.

(185) Lindsay, A. E. and O’Hare, D. (2006) 
The development of  an electrochemical 
sensor for the determination of  cyanide in 
physiological solutions. Analytica Chimica Acta 
558, 158-163.

(186) Mazloum Ardakani, M., Ensafi , A. A., Niasari, 
M. S. and Chahooki, S. M. (2002) Selective 
thiocyanate poly(vinyl chloride) membrane 
based on a 1,8-dibenzyl-1,3,6,8,10,13-
hexaazacyclotetradecane-Ni(II) perchlorate. 
Analytica Chimica Acta 462, 25-30.

(187) Amini, M. K., Shahrokhian, S. and 
Tangestaninejad, S. (1999) Thiocyanate-
selective electrodes based on nickel and iron 
phthalocyanines. Analytica Chimica Acta 402, 
137-143.

(188) Hassan, S. S. M., Mohmoud, W. H., Hamad 
Elgazwy, A.-S. S. and Badawy, N. M. (2006) 
A novel potentiometric membrane sensor 
based on aryl palladium complex for selective 
determination of  thiocyanate in the saliva 
and urine of  cigarette smokers. Electroanalysis 
18, 2070-2078.

(189) Hu, W., Tao, H., Tominaga, M., Miyazaki, A. 
and Haraguchi, H. (1994) A new approach for 
the simultaneous determination of  inorganic 
cations and anions using ion chromatography. 
Analytica Chimica Acta 299, 249-256.

(190) Zein, R., Munaf, E., Takeuchi, T. and Miwa, T. 
(1996) Microcolumn ion chromatography of  
inorganic UV-absorbing anions using bovine 
serum albumin as stationary phases. Analytica 
Chimica Acta 335, 261-266.

(191) Cookeas, E. G. and Efstathiou, C. E. (1994) 
Flow injection amperometric determination 
of  thiocyanate and selenocyanate at a cobalt 
phthalocyanine modifi ed carbon paste 
electrode. Analyst (Cambridge, United Kingdom) 
119, 1607-1612.

(192) Fouillet, B., Odoul, M., Chambon, R. and 
Chambon, P. (1992) Specifi c determination 

of  cyanide in water by GC/ECD as cyanogen 
chloride. Journal Francais d’Hydrologie 23, 
161-169.

(193) Houeto, P., Hoffman, J. R., Imbert, M., 
Levillain, P. and Baud, F. J. (1995) Relation 
of  blood cyanide to plasma cyanocobalamin 
concentration after a fi xed dose of  
hydroxocobalamin in cyanide poisoning. 
Lancet 346, 605-608.

(194) Vesey, C. J., Cole, P. V. and Simpson, P. J. (1976) 
Cyanide and thiocyanate concentrations 
following sodium nitroprusside infusion in 
man. British journal of  anaesthesia 48, 651-660.

(195) Ansell, M. and Lewis, F. A. S. (1970) Review 
of  cyanide concentrations found in human 
organs. Survey of  literature concerning 
cyanide metabolism, “normal”, nonfatal, and 
fatal body cyanide levels. Journal of  Forensic 
Medicine 17, 148-155.

(196) Curry, A. S. (1976) American Lecture Series, 
No. 988: American Lectures in Living Chemistry: 
Poison Detection in Human Organs. 3rd Ed.

(197) Bright, J. E., Inns, R. H., Tuckwell, N. J. and 
Marrs, T. C. (1990) The effect of  storage 
upon cyanide in blood samples. Human & 
Experimental Toxicology 9, 125-129.

(198) Chikasue, F., Yashiki, M., Kojima, T., Miyazaki, 
T., Okamoto, I., Ohtani, M. and Kodama, 
K. (1988) Cyanide distribution in fi ve fatal 
cyanide poisonings and the effect of  storage 
conditions on cyanide concentration in tissue. 
Forensic science international 38, 173-183.

(199) Vesey, C. J. and Langford, R. M. (1998) 
Stabilization of  blood cyanide. Journal of  
Analytical Toxicology 22, 176-178.

(200) Goenechea, S. (1982) Hydrogen cyanide: 
losses in samples of  stored blood. Zeitschrift 
fuer Rechtsmedizin 88, 97-101.

(201) Gao, D., Gu, J., Yu, R.-Q. and Zheng, 
G.-D. (1995) Substituted metalloporphyrin 
derivatives as anion carrier for PVC 
membrane electrodes. Analytica Chimica Acta 
302, 263-268.

(202) Daunert, S., Wallace, S., Florido, A. and Bachas, 
L. G. (1991) Anion-selective electrodes based 
on electropolymerized porphyrin fi lms. 
Analytical Chemistry 63, 1676-1679.

94


	South Dakota State University
	Open PRAIRIE: Open Public Research Access Institutional Repository and Information Exchange
	2008

	The Analysis of Cyanide and its Metabolites in Biological Samples
	Brian A. Logue
	Diane M. Hinkens
	Recommended Citation


	Proceedings of CDT workshop.indd

