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ure (19 h) was 57 ppm, which corresponds to a total
lung Cr content of 27 ug. Typical concentrations for
Ni and Fe,, were 6-7 ppm and 76 ppm, respectively;
thus the Ni and Fe,, contents of the lungs were 3-3
ng and 36 ug.

The biological half times of lung clearance (single
exponential function fit) were 40+4 d for Cr, 20+2
d for Ni, and 50+10 d for Fe,, (fig 2b). The lung
clearance was faster in the beginning of the clear-
ance period, but a multiexponential clearance model
could not be applied because the number of points
was limited. When the lung clearance curves are
compared, the half times of the lung clearance of Cr
and Fe,, are similar, whereas Ni disappears faster.

CHROMIUM AND NICKEL IN THE BLOOD AND THE
URINE

The concentration of Cr in the whole blood was con-
stant (0-53+0-05 umoll1) during the period of
exposure, but it decreased rapidly (T,,,=6-0+0-4 d)
after the exposure ceased (fig 3). The estimated
maximum Cr content of the blood was 0-5 ug. The
concentration of Ni in the blood was below the
detection limit (0-05 umol/l). The amount of Fe,, in
the blood was less that 1 ug.

Because it proved difficult to collect the urine
samples without contamination, the analyses of Cr
and Ni in the urine were not exact. The urine anal-
yses performed, however, indicated that the
immediate concentration of Cr in the urine after any
period of exposure was 1-1+0-4 umol/l. The urinary
concentration of Ni was 0-:31+0-10 umol/l.
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Fig 3 Concentration of chromium (Cr) in blood as a
function of duration of exposure and duration of clearance.

The diurnal excretion rate into the urine was
approximately 0-23 pg/d for Cr and 0-07 upg/d for
Ni. When the concentrations of Cr and Ni within the
exposure chamber are compared, it can be seen that
Ni is excreted into the urine faster than Cr.

The estimated amount of Cr excreted into the
urine throughout the total period of exposure was 6
ung. The corresponding amount for Ni was 1-8 ug.

CONCENTRATIONS OF CHROMIUM AND NICKEL
IN OTHER ORGANS

In the liver the concentration of Cr did not increase
significantly during the first week of exposure. The
concentration of Cr in the liver then began to
increase, and it reached the maximum level about
three weeks after the last exposure. The concentra-
tion of Cr in the liver returned to the level of the
controls in two months (table 1). The maximum con-
tent of Cr in the liver was approximately 3 ug.

Table 1 Mean values of the concentrations of Cr and Ni in different rat organs as a function of cumulative duration of
exposurelclearance after the termination of exposure. The concentrations are expressed as uglg dry weight

Cumulative duration
of exposure (h)

Concentration of chromium *SD (uglg)

Liver Kidneys Stomach
4 0-19%0-12 0-45+0-33 1-08+0-26
9 0-0 0-32+0-15 1:54+0-30
14 0-08 0-69x0-10 1-1 £0-6
19 0-3x0-4 0-45+0-19 0-9+0-3
Controls (n=15) 0-16+0-17 0-16x0-18 0-75+0-28
Duration of clearance (d)
0-04 0-11x0-11 0-63+0-59 1-:3+£0-6
0-13 0-29+0-25 0-71+0-13 1-:3+0-7
0-33 0-43+0-26 0-50%0-42 1-1+0-4
1 0-31%0-38 0-45+0-19 0-9x0-3
4 0-39+0-43 0-82+0-34 0-7+0-12
8 0-32+0-12 0-63+0-48 0-8+0-4
14 0-83+0-52 0-62+0-41 0-5+0-14
28 0-80+0-39 0-14%0-05 2:0
56 0-15+0-12 0-30+0-02 1-120-3
106 0-07+0-05 - -
Concentration of nickel = SD (ug/g)
Controls 1-0+0-9 0-5+0-3 1-6+0-7

Exposed rats Not significantly raised
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Fig4 Chromium (Cr) content of spleen as a function of
duration of exposure and duration of clearance.

In the kidneys the concentration of Cr increased
to its maximum level during the first week of expos-
ure, it then decreased to the level of the controls
about 30 days after the last exposure (table 1). The
maximum content of Cr in the kidneys was approx-
imately 0-6 ug.

In the spleen the concentration of Cr increased
during the period of exposure, and it continued to
increase for two months after the termination of
exposure. This continuing increase indicates that Cr
from the red blood cells accumulates in the spleen
(fig 4). The maximum content of Cr in the spleen
was 0-12 ug.

In the stomach the concentration of Cr increased
slightly during the exposure, but no clear accumula-
tive trend could be discerned (table 1).

The concentrations of Ni in the liver, kidneys, and
spleen corresponded to concentration of the con-
trols. No Fe,., could be detected in the organs
examined.

In the brain the concentrations of Cr, Ni, and Fe,,
did not differ from the corresponding values in the
control animals.

Discussion

The data provided by this study are relevant to
human exposure to MMA/SS welding fumes and the
subsequent distribution of metals such as chromium
and nickel to organ tissues. The exposure conditions
simulated the actual MMA/SS welding environment
as closely as possible.

If one assumes that the ventilation rate of rats is
0-1 I/h then the rats in our study inhaled a maximum
of 164 ug of Cr, 170 ug of Fe, and 18 ug of nickel. If
one estimates that the rats’ lungs retained 30% of
the contaminants contained in the welding fumes
inhaled the total theoretical retentions are 50 ug for
Cr, 55 ug for Fe, and 5-6 ug for Ni (table 2).

The maximum lung content of Cr measured was

233

27 ug. The corresponding content was 38 ug for Fe
and 3-4 g for Ni (table 2). The results indicate that
the lungs are the main target organ of the Cr com-
pounds found in MMA/SS welding fumes. The water
soluble hexavalent alkaline chromates found in
welding fumes are therefore chemically transformed
into insoluble Cr compounds in the respiratory tract.

When the lung clearance curves were compared,
the half times of Cr and Fe,, lung clearance were
similar, but nickel disappeared faster from the lungs.
The excretion of Ni into the urine was also faster
than that of Cr, even though the Ni compounds
found in MMA/SS welding fumcs havc been
assumed to be in a poorly water soluble form. The
half time of K,Cr,O, after intratracheal injection
into guinea pigs was 40%5 d.'? Thus the lung clear-
ance pattern of the Cr compounds found in MMA/
SS welding fumes resembles that of pure alkaline
chromates. After the rats had been given Na,*'CrO,
intravenously, the lung retention and clearance pat-
terns differed from those of our study.!® The Cr con-
tent of the lungs measured one hour after intraven-
ous injection was about 15% of the total single
chromate dose, and Cr was eliminated from the
lungs very rapidly (the half time of lung clearance
was about 3 d).

In the whole blood the content of Cr was constant
at 0-5 ug throughout the entire exposure period, and
the half time of Cr clearance was 6 d. One hour after
intravenous injection of chromate into rats, the
accumulation of Cr measured in the whole blood
was high, about 25% of the total injected dose, and
the half time of Cr clearance was about 13 d. Con-
versely, the content of Cr in the plasma at the same
point in time was low, about 7% of the injected
dose, and Cr was rapidly eliminated from the plasma
(T,,,=2 d)." Thus the clearance rate of Cr from the
whole blood after the long term inhalation of the Cr

Table 2 Retention, clearance, and distribution of
chromium (Cr), nickel (Ni), and iron (Fe) compounds
found in MMA/SS welding fumes, in rats

Cr(ug) Fe(ug) Ni(ug)

Estimated amount of inhaled metal 164 170 18
Total estimated metal retention 50 55 5.6
Estimated excretion into urine for
entire period of exposure — 1.8
Maximum metal content
measured in:
Lungs 27 38 34
Liver 3 1 Below
detection
limit
Kidneys 0.6 1 "
Spleen 0.12 1 "
Whole blood 0.5 Below 1
detection
limit
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compounds found in MMA/SS welding fumes was
faster than that which occurred after the single
intravenous injection of pure chromate. Further
inhalation studies are necessary so that the distribu-
tion of Cr between the plasma and the blood cells
can be discerned.

In the liver the concentration of Cr began to
increase three weeks after the initial exposure. The
maximum content (3 ug) was reached three to four
weeks after the last exposure. The content of Cr
decreased to the level of controls two months after
the termination of exposure. After the single
intravenous injection of chromate, the concentra-
tion of Cr in the liver increased immediately to a
high level and was thereafter eliminated rapidly
(T,,=5 d).!® It may be assumed, therefore, that the
mechanism of Cr deposition in the liver differs in
these two studies. Our results suggest that the con-
centration of Cr measured in the liver after inhala-
tion is mainly due to Cr that has been translocated
from the lungs, whereas after the single intravenous
injection of Cr into the lungs Cr was transported
either by plasma proteins or by red blood cells.

In the kidneys also the accumulation and the
clearance patterns of Cr differed from those
observed after a single intravenous injection.'® In
our study the content of Cr in the kidneys reached
its maximum level (0-6 ug) during the first week of
exposure. This relatively constant level, which was
maintained until two weeks after the termination of
exposure, then decreased to the level of the controls
in two weeks. The total amounts of Cr and Ni
excreted into the urine during the exposure period
were estimated at 6 ug and 1-8 ug, respectively.
Further investigations are necessary to obtain a
more exact understanding of the excretion patterns
of Cr and Ni.

In the spleen the content of Cr continued to
increase after the termination of exposure (the max-
imum content of Cr was 0-12 ug). This apparently
indicates that Cr liberated from red blood cells
accumulates in the spleen. A similar tendency for
chromates to accumulate in the spleen was observed
after the intratracheal injection of K,Cr,O, into
guinea pigs'? as well as after the intravenous
administration of Na,CrO, into rats.'®

Our results have partially shown the kinetics of
the most interesting compounds found in MMA/SS
welding fumes that occur in some organs of the rat.
It appears that the kinetics of both Cr compounds
and Ni compounds depend on the route of intake,
but a more thorough understanding of the tox-
icokinetics of Cr compounds and Ni compounds in
the organism may be attained only after further
research. The relatively low concentration of Ni

Kalliomiiki, Lakomaa, Kalliomiki, Kiilunen, Kiveli, and Vaaranen

compounds in MMA/SS welding fumes and the
detection limit of the analytical methods of analysis
used prevented us from acquiring a precise under-
standing of the kinetics of Ni in various organs.
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