
INFECTION AND IMMUNITY, Mar. 1991, p. 885-889
0019-9567/91/030885-05$02.00/0
Copyright © 1991, American Society for Microbiology

Adenosine and 2-Phenylaminoadenosine (CV-1808) Inhibit Human
Neutrophil Bactericidal Function
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Adenosine is a natural autocoid and immunomodulator that serves an anti-inflammatory role. Stimulation of
polymorphonuclear neutrophils (PMN) with soluble stimuli has been shown to inhibit the PMN oxidative burst.
We examined the effects of adenosine and the adenosine analog 2-phenylaminoadenosine (CV-1808) on PMN
bactericidal function. Adenosine (10 mM) and CV-1808 (10 to 100 ,uM) inhibited PMN killing of Staphylococcus
aureus. There were more surviving bacteria after 240 min of incubation of PMN with S. aureus and adenosine
(10 mM) or CV-1808 (100 ,uM) (254% ± 45% and 739% ± 88% of control, respectively) (P < 0.05) than there
were in the control. In contrast, inosine (10 mM), the major degradation product of adenosine, did not affect
killing. Adenosine and CV-1808 did not alter cell association of S. aureus, but S. aureus-activated PMN
superoxide release was decreased by adenosine (10 ,LM) and CV-1808 (10 ,uM) to 67% ± 7% and 32% ± 12%
that of the control, respectively (P < 0.05). Since adenosine inhibited PMN bactericidal function only at
-10,000 times peak physiological concentrations, endogenous adenosine levels would not be expected to
adversely affect PMN bactericidal function. On the other hand, pharmacological concentrations of adenosine
derivatives may decrease the oxidative burst and killing sufficiently to increase host susceptibility to infection.

Adenosine is a ubiquitous autocoid with potent and varied
effects in many tissues, including the central nervous system
(10), the heart and peripheral vasculature (25), and the
immune system (15). Despite the variety of effects seen in
these different sites, adenosine is believed to act through
adenosine-specific receptors that are common to all these
tissues (8, 17). Human polymorphonuclear neutrophils
(PMN) have been shown to possess adenosine receptors
(20).

Earlier work has shown that adenosine decreases the
oxidative burst when PMN are stimulated by soluble stimuli
(5-7, 20, 23). Adenosine derivatives are candidates as anti-
inflammatory agents because of their ability to suppress the
potentially harmful oxidative burst. However, superoxide
and hydrogen peroxide, important components of the PMN
oxidative burst, are essential for the destruction of certain
microorganisms (19). We hypothesized that adenosine, by
inhibiting PMN superoxide and hydrogen peroxide produc-
tion, would inhibit PMN bactericidal function. We examined
the effects of adenosine and the adenosine analog 2-phenyl-
aminoadenosine (CV-1808) on the oxidative burst of neutro-
phils incubated with Staphylococcus aureus and quantitated
cell association and killing of S. aureus by PMN.

MATERIALS AND METHODS

Reagents. Neutrophil isolation media (NIM) was obtained
from Los Alamos Diagnostics (Los Alamos, N.M.), S.
aureus Wood 46 was obtained from the American Type
Culture Collection (ATCC 10832) (Rockville, Md.), Hanks'
balanced salt solution (HBSS) was obtained from Whittaker
Bioproducts (Walkersville, Md.), adenosine, deoxycoformy-
cin, cytochrome c, and luminol were obtained from Sigma
Chemical Co. (St. Louis, Mo.), and 2-phenylaminoadeno-
sine (CV-1808) and 1,3-dipropyl-8-p-sulfophenylxanthine
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(DPPSX) were obtained from Research Biochemicals Inc.
(Natick, Mass.).
PMN preparation. Purified PMN (-98% PMN; >95%

viable as determined by trypan blue exclusion) containing
less than one platelet per five PMN and <50 pg of lipopoly-
saccharide per ml (as determined by Limulus amebocyte
lysate assay) were obtained from normal, heparinized (10
U/ml) venous blood by a one-step Ficoll-Hypaque separa-
tion procedure in neutrophil isolation media (11). The PMN
were washed three times with HBSS.

Bacterial preparation. S. aureus Wood 46 was incubated
for 18 h at 37°C in trypticase soy broth. The organisms were

then washed with normal saline and adjusted by optical
density (580 nm) to 5 x 108 organisms per ml.

Bactericidal assay. (i) Method 1. PMN (5 106) were

suspended in HBSS (0.9 ml) containing adenosine or CV-
1808 at various concentrations. The mixtures were tumbled
at 37°C for 15 min before 0.1 ml of autologous serum and 5 x

106 S. aureus were added to each. After initial samples were

taken and cooled in ice, the mixtures were returned to the
tumbler and samples were taken at 60, 120, and 240 min. All
samples underwent hypotonic lysis of the PMN in deionized
water and were then vortexed for 2 min. Aliquots were

plated on trypticase soy agar, and the number of CFU of S.
aureus was counted after 24 h of incubation at 37°C.

(ii) Method 2. In a second set of experiments, the protocol
was altered to minimize the addition of adenosine from the
serum and the metabolism of adenosine by the PMN. The
experiments were conducted as described for method 1,
except that S. aureus was opsonized with 20% autologous
serum, centrifuged (2,000 x g for 10 min), and then resus-

pended in HBSS before addition to the PMN. The PMN
were not preincubated with adenosine prior to addition of
the bacteria.

Supernatant-sediment differential centrifugation technique.
The same basic technique described above for the bacteri-
cidal assay (method 1) was employed. However, before
being plated on trypticase soy agar, the aliquots were

centrifuged at 4°C at 150 x g. The resulting sediments were
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resuspended in deionized water, vortexed for 2 min, and
plated on trypticase soy agar. The supernatants were vor-
texed for 2 min, and aliquots were plated on trypticase soy
agar. The number of CFU of S. aureus was counted after 24
h of incubation at 37°C.
PMN oxidative burst. (i) Chemiluminescence. PMN (5 x

106) were incubated for 15 min in HBSS (0.9 ml) with or
without adenosine or CV-1808. Each sample was run against
a control without adenosine or CV-1808. Autologous serum
(0.1 ml) and 2 ,ul of luminol (5 x 10-2 M in dimethyl
sulfoxide) were added to the sample and the control, and
both were placed in a Chronolog photometer (Havertown,
Pa.) equipped with matched phototubes and were stirred at
37°C. Baseline chemiluminescence was measured for 2 min,
then 5 x 106 S. aureus was added, and the resultant
chemiluminescence was measured and recorded. S. aureus
in the absence of PMN had no detectable chemilumines-
cence.

(ii) Superoxide release. The PMN and S. aureus were
prepared as described above for the bactericidal assay
(method 2). Catalase (0.062 mg/ml to prevent H202 reoxida-
tion of cytochrome c [21]) and cytochrome c (120 ,M) were
added to the PMN with the S. aureus. Matched samples
containing superoxide dismutase (200 U per sample) were
also prepared. The PMN and S. aureus were tumbled (37°C)
for 120 min. The samples were iced and centrifuged (2,000 x
g for 15 min). The optical densities of the supernatants were
read at 550 nm, and the nanomoles of superoxide dismutase-
inhibitable superoxide released per 106 PMN in 120 min was
calculated with the extinction coefficient of 2.11 x 10'
cm2/mol (27).

Adenosine assay. Samples were prepared as described
above for the bactericidal assay (method 1). At the pre-
scribed time intervals, aliquots were placed in a solution
containing HBSS and 100 ,uM deoxycoformycin (to inhibit
endogenous PMN adenosine deaminase) and then membrane
filtered (pore size, 0.45 ,um) to remove remaining cells and
bacteria (Acrodisc; Gelman Sciences Inc., Ann Arbor,
Mich.). Automated radioimmunoassay for adenosine was
then performed by using the Gammaflo system (2). Antibody
was prepared as described by Bredehorst et al., except that
goats, not rabbits, were used as the antibody donor (1) and
1251I-aminobenzyladenosine was used as the radioligand in
place of 3H-adenosine (16).

Statistics. Statistical analysis of the difference between
two means was evaluated by Student's t test. The level of
significance was set at P = 0.05.

RESULTS

Adenosine and the analog CV-1808 inhibit PMN killing of S.
aureus. Adenosine (10 mM) increased S. aureus survival to
254% of that of the control at 240 min (Fig. 1) (P = 0.004).
Adenosine is readily broken down by the enzyme adenosine
deaminase to the less active nucleoside, inosine. We found
that inosine had no effect on PMN bactericidal activity for S.
aureus (data not shown).

Substitution at the 2 position of adenosine yields com-
pounds that are metabolically stable and resistant to the
action of adenosine deaminase (9). One such analog, CV-
1808, was a more potent inhibitor of PMN bactericidal
function than was adenosine. CV-1808 (10 to 100 ,uM)
significantly decreased killing by 120 min of incubation (P <
0.05) (Fig. 1).
Although 1 mM adenosine did not significantly affect PMN

bactericidal activity, it was not significantly removed from

107

E

L t
_106

tql
Q)

Adenosine

C10mM

4 Control

6 6o 120
minutes

1o7

105
240

lOOeM

10CM

-Control

60 120 24O
minutes

FIG. 1. Effects on PMN killing of S. aureus by adenosine (10
mM) and CV-1808 (1 to 100 FM). Results are expressed as mean ±
standard error of the mean (each datum point is the mean from 6 to
8 separate experiments). Asterisks indicate that adenosine or CV-
1808 increased the number of live S. aureus (P < 0.050).

the medium or metabolized by the PMN. There was 1.28 ±
0.18 mM adenosine at the beginning of the experiments, and
after 240 min there was 0.99 + 0.03 mM adenosine in the
medium (P = 0.252). The control samples contained 0.002 ±
0.001 mM adenosine at the beginning of the experiments and
0.003 ± 0.001 mM after 240 min.

Adenosine and CV-1808 do not affect cell association of S.
aureus by PMN. In order to determine whether the inhibition
of bactericidal function was due to a decrease in cell asso-
ciation of S. aureus, supernatant-sediment differential cen-
trifugation experiments were conducted. In the first 120 min
of incubation, the PMN removed >97% of the bacteria from
the supernatant both in the presence and in the absence of
adenosine (10 mM). Only after 240 min of incubation (by
which time the bacteria could have replicated) did adenosine
(10 mM) increase survival of bacteria in the supernatant (P =
0.005) (Fig. 2).
CV-1808 also had little effect on PMN removal of S.

aureus from the supernatant fraction. There was >96%
removal of bacteria from the supernatant fraction in the first
120 min of incubation, both in the presence and in the
absence of CV-1808 (1 to 100 ,uM) (Fig. 2).

Conversely, the sediment counts reflecting cell-associated
bacteria were higher with adenosine (10 mM; 120 to 240 min)
and CV-1808 (1 to 100 FiM; 60 to 240 min) than in the control,
indicating increased survival of ingested organisms (P <
0.05) (Fig. 3).

Adenosine and CV-1808 decrease S. aureus-activated PMN
oxidative burst. In order to determine whether the decrease
in killing of S. aureus was accompanied by a decrease in
PMN oxidative function, the S. aureus-activated oxidative
burst was measured by using luminol-enhanced chemilumi-
nescence as the assay system. Ten millimolar adenosine, the
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FIG. 2. Effects of adenosine (10 mM) and CV-1808 (1 to 100 ,uM)
on cell association of S. aureus by PMN, as measured by the change
in CFU of S. aureus in the supernatant (which represents cell-free S.
aureus). Results are expressed as mean ± standard error of the
mean (each datum point represents the mean from 3 to 6 separate
experiments). The asterisk indicates that adenosine increased the
number of live S. aureus in the supematant fraction (P < 0.050).

INFECT. IMMUN.



ADENOSINE AND NEUTROPHILS 887

Adenosine

1OmM

Control

CV-1 808

1 0 l M~~~~~1p
lpM

-O Contrdo
Iu 1.

0 60 120 240 0 60 120 240

minutes minutes

FIG. 3. Effects of adenosine (10 mM) and CV-1808 (1 to 100 ,uM)
on killing of S. aureus by PMN, as measured by the change in CFU
of S. aureus in the sediment (which represents cell-associated
bacteria). Results are expressed as mean + standard error of the
mean (each datum point represents the mean from 3 to 6 separate
experiments). Asterisks indicate that adenosine or CV-1808 in-
creased the number of live S. aureus in the sediment fraction (P <
0.050).

concentration that diminished PMN killing of S. aureus

(method 1), decreased the PMN oxidative burst stimulated
by S. aureus (Fig. 4; Table 1).
As a second measure of PMN oxidative activity we

assayed superoxide release. We observed that adenosine (10
,uM) decreased superoxide release from PMN stimulated
with S. aureus for 120 min by 33% (P = 0.003) (Table 2).
Adenosine (10 ,uM) inhibition of the PMN oxidative burst
was partially prevented by the adenosine receptor antagonist
DPPSX (30 ,uM; P = 0.013). This suggests that the effect of
adenosine on the PMN oxidative burst is receptor mediated
(Table 3).

Despite the 33% decrease in superoxide release, PMN
bactericidal function in parallel experiments without serum

(bactericidal assay method 2) was not decreased by adeno-
sine (10 ,uM). There was 41% + 14% killing in the control
samples and 44% 13% killing in the samples containing
adenosine (10 ,uM) after 120 min (P = 0.264).
CV-1808 (100 ,uM) decreased PMN chemiluminescence to

22% of control chemiluminescence (P = 0.001) (Table 1)
without damaging the PMN (94% trypan blue exclusion). In
parallel bactericidal experiments (method 1), CV-1808 (100
,uM) decreased PMN killing of S. aureus to 69% of that in the
control after 240 min of incubation (P = 0.011) (Fig. 1).
We observed that CV-1808 (10 ,uM) decreased superoxide

release from PMN stimulated with S. aureus for 120 min by
68% (P = 0.003) (Table 2). The adenosine receptor antago-
nist DPPSX (30 ,uM) did not significantly prevent CV-1808
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FIG. 4. PMN (5 x 106) were incubated with luminol (1 x 10-4 M)

for 2 min. S. aureus (5 x 106) was added at the 2-min mark.
Chemiluminescence was recorded in HBSS (1 ml) containing 10%
fresh autologous serum with and without adenosine (10 mM).

TABLE 1. Effects of CV-1808 and adenosine on PMN
chemiluminescence stimulated by S. aureusa

PMN Chemiluminescence
treatment (n)

None 100
CV-1808 10 ,u.M 107.0 ± 15.6 (3)
CV-1808 100 ,uM 19.5 ± 5.9 (8)c
Adenosine 1 mM 71.7 ± 8.6 (4)
Adenosine 10 mM 60.3 ± 7.6 (7)c

a PMN (5 x 106 per ml) were incubated (37'C) in HBSS with or without
CV-1808 or adenosine for 15 min as described in the text, and then S. aureus
(5 x 106 organisms per ml) was added and chemiluminescence was recorded.

b Results are expressed as mean percentage of control chemiluminescence
± standard error of the mean.
'P < 0.050.

(10 ,uM) from affecting the S. aureus-stimulated PMN super-
oxide release (P = 0.278) (Table 3).

DISCUSSION

Studies examining adenosine's effects on PMN have
shown it to play an anti-inflammatory role. It is an inhibitor
of superoxide generation when PMN are stimulated by
formylmethionyl (fMet)-Leu-Phe, concanavalin A, calcium
ionophore A23187, zymosan-treated serum, and to a lesser
extent, phorbol myristate acetate (5). The adenosine analog
2-chloroadenosine has been shown to inhibit hydrogen per-
oxide production by PMN stimulated by fMet-Leu-Phe and
concanavalin A but not by phorbol myristate acetate (6).
Recently, it has been reported that adenosine decreases the
oxidative response to soluble stimuli more than to S. aureus
(14). In our experiments, adenosine (10 ,uM) and the adeno-
sine analog CV-1808 (10 ,uM) decreased the PMN oxidative
burst stimulated by S. aureus. The 33% decrease in super-
oxide release in the presence of adenosine (10 ,uM) was not
sufficient to decrease PMN bactericidal activity. Hence, it
appears that the PMN oxidative burst is more sensitive to
adenosine than PMN bactericidal function.
Adenosine (1 mM) was not significantly metabolized by

the PMN but still did not decrease either PMN chemilumi-
nescence or bactericidal function. An explanation for this
observation is not readily apparent, but these results indicate
that the lack of activity of adenosine at concentrations .1
mM in the method 1 bactericidal assays and chemilumines-

TABLE 2. Effects of CV-1808 and adenosine on PMN
superoxide release stimulated by S. aureus'

PMN Superoxide release
stimulation Concn (,uM) (nmol/106 PMN/2h) (n)b

None 1.64 ± 0.41 (19)
S. aureus plus

Nothing 3.62 ± 0.67 (18)
CV-1808 1 1.95 ± 0.24 (11)C
CV-1808 10 1.17 ± 0.43 (13)d
Adenosine 10 2.47 ± 0.38 (19)d
a PMN (5 x 106 per ml) were incubated (37°C) in HBSS or HBSS containing

CV-1808 or adenosine and S. aureus (5 x 106 organisms per ml), as described
in the text, for 2 h.

b There was no superoxide released in the presence of S. aureus and
absence of PMN (-0.050 + 0.22 nmol/2 h). Results are expressed as mean ±
standard error of the mean.

' P = 0.116.
d p = 0.003.
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TABLE 3. Effects of CV-1808 and adenosine on PMN
superoxide release stimulated by S. aureus: modulation by the

adenosine receptor antagonist DPPSXa

PMN stimulation Concn Superoxide releasePMNstimulation(p.M) (nmol/106 PMN/2h)b

None 0.94 ± 0.41
S. aureus plus

Nothing 2.73 ± 1.00
DPPSX 30 3.84 ± 0.92
CV-1808 10 0.59 ± 0.46
CV-1808 + DPPSX 1.49 ± 0.55
Adenosine 10 1.66 ± 0.50
Adenosine + DPPSX 2.36 ± 0.46c
a PMN (5 x 106 per ml) were incubated (37°C) in HBSS or HBSS containing

DPPSX for 15 min and then with or without CV-1808, adenosine, and S.
aureus (5 x 106 organisms per ml), as described in the text, for 2 h. DPPSX
prevented adenosine inhibition of PMN superoxide released in response to S.
aureus.

b Results are expressed as mean ± standard error of the mean; n = 5 for all
experiments.

c p = 0.013.

cence experiments cannot be explained by adenosine metab-
olism.
The adenosine receptor antagonist DPPSX prevented

adenosine inhibition of the PMN oxidative burst. This sug-
gests that the effect of adenosine on the PMN oxidative burst
is receptor mediated. The lack of a complete elimination of
adenosine activity by DPPSX or of a significant effect of
DPPSX on CV-1808 activity may be explained by the obser-
vation that alkylxanthines are both adenosine receptor an-
tagonists and phosphodiesterase inhibitors. By inhibiting
phosphodiesterase, alkylxanthines raise PMN cyclic AMP.
Elevation of cyclic AMP can decrease PMN superoxide
release (3, 12). Elevation of cyclic AMP from phosphodies-
terase inhibition may be masking the activity of DPPSX as
an adenosine receptor antagonist.
We found that inhibition of bactericidal function was not

achieved through a reduction of S. aureus cell association.
Nishida et al. reported that phagocytosis of latex particles
and sheep erythrocytes by PMN was not affected by aden-
osine (22). We observed little effect on cell association of S.
aureus with adenosine (10 mM) or CV-1808 (1 to 100 ,uM).

In vitro, adenosine inhibits the ability of PMN to kill S.
aureus at millimolar concentrations. In vivo, concentrations
of adenosine in plasma are only 0.2 to 0.4 ,uM (26). Although
it has yet to be determined whether higher concentrations of
adenosine occur in microenvironments, it appears doubtful
that endogenous adenosine would reach a level that could
have a significant effect on microbicidal function.
A decrease in PMN degranulation might contribute to the

observed decrease in bactericidal activity with adenosine
and adenosine analogs. Adenosine's effect on degranulation
is in dispute; some studies show no significant effect (4, 5,
13), while others show an inhibition of degranulation by
adenosine analogs when PMN are stimulated by soluble
stimuli (24).
We observed that the decrease in bactericidal function

was associated with a significant decrease in the oxidative
burst of PMN, as measured by luminol-enhanced chemilu-
minescence and superoxide release. PMN and their oxida-
tive products have been implicated as mediators of patho-
logic tissue damage in many inflammatory disorders. The
damaging effects of such diverse disease states as sepsis,
myocardial infarction, and the adult respiratory distress

syndrome are now believed to be mediated, at least in part,
by an inflammatory neutrophil response (18). Adenosine and
its analogs may be useful in treating these disorders by
mitigating the damage caused by neutrophils, but adenosine
analogs have the potential to decrease PMN bactericidal
activity.

ACKNOWLEDGMENTS

We thank Joel Linden for assistance with the adenosine assays,
for helpful suggestions, and for critical review of the manuscript.

This study was supported in part by Public Health Service grant
A109504 from the National Institutes of Health.

REFERENCES

1. Bredehorst, R., K. Wielckens, E. W. Kupper, W. Schnabel, and
H. Hilz. 1983. Quantification without purification of blood and
tissue adenosine by radioimmunoassay. Anal. Biochem. 135:
156-164.

2. Brooker, G., W. L. Terasaki, and M. G. Price. 1976. Gamma-
flow: a completely automated radioimmunoassay system. Sci-
ence 194:270-276.

3. Confer, D. L., and J. W. Eaton. 1982. Phagocyte impotence
caused by an invasive bacterial adenylate cyclase. Science
217:948-950.

4. Cronstein, B. N., S. B. Kramer, E. D. Rosenstein, H. M.
Korchak, G. Weissmann, and R. Hirshhorn. 1988. Occupancy of
adenosine receptors raises cyclic AMP alone and in synergy
with occupancy of chemoattractant receptors and inhibits mem-
brane depolarization. Biochem. J. 252:709-715.

5. Cronstein, B. N., S. B. Kramer, G. Weissmann, and R. Hirsh-
horn. 1983. Adenosine: a physiological modulator of superoxide
anion generation by human neutrophils. J. Exp. Med. 158:1160-
1177.

6. Cronstein, B. N., S. M. Kubersky, G. Weissmann, and R.
Hirshhorn. 1987. Engagement of adenosine receptors inhibits
hydrogen peroxide (H202) release by activated human neutro-
phils. Clin. Immunol. Immunopathol. 42:76-85.

7. Cronstein, B. N., E. D. Rosenstein, S. B. Kramer, G. Weiss-
mann, and R. Hirshhorn. 1985. Adenosine: a physiological
modulator of superoxide anion generation by human neutro-
phils. Adenosine acts via an A2 receptor on human neutrophils.
J. Immunol. 135:1366-1371.

8. Daly, J. W., R. F. Bruns, and S. H. Snyder. 1981. Adenosine
receptors in the central nervous system: relationship to the
central action of methylxanthines. Life Sci. 28:2083-2097.

9. Daly, J. W., K. A. Jacobsen, and D. Ukena. 1987. Adenosine
receptors: development of selective agonists and antagonists, p.
41-63. In A. Pelleg, E. L. Michelson, and L. S. Dreifus (ed.),
Cardiac electrophysiology and pharmacology of adenosine and
ATP: basic and clinical aspects. Alan R. Liss, Inc., New York.

10. Dunwiddie, T. V. 1985. The physiological role of adenosine in
the central nervous system. Int. Rev. Neurobiol. 27:63-139.

11. Ferrante, A., and Y. H. Thong. 1980. Optimal conditions for
simultaneous purification of mononuclear and polymorphonu-
clear leucocytes from human blood by the hypaque-ficoll
method. J. Immunol. Methods 36:109-117.

12. Friedman, R. L., R. L. Fiederlein, L. Glasser, and J. N. Galgiani.
1987. Bordetella pertussis adenylate cyclase: effects of affinity-
purified adenylate cyclase on human polymorphonuclear leuko-
cyte functions. Infect. Immun. 55:135-140.

13. Grinstein, S., and W. Furuya. 1986. Cytoplasmic pH regulation
in activated human neutrophils: effects of adenosine and pertus-
sis toxin on Na/H exchange and metabolic acidification. Bio-
chim. Biophys. Acta 889:301-309.

14. Hand, W. L., D. L. Hand, and N. L. King-Thompson. 1990.
Antibiotic inhibition of the respiratory burst response in human
polymorphonuclear leukocytes. Antimicrob. Agents Chemo-
ther. 34:863-870.

15. Kammer, G. M. 1987. Adenosine: emerging role as an immuno-
modifying agent. J. Lab. Clin. Med. 110:255-256.

INFECT. IMMUN.



ADENOSINE AND NEUTROPHILS

16. Linden, J., A. Patel, C. Q. Earl, R. H. Craig, and S. M. Daluge.
1988. '25I-labeled 8-phenylxanthine derivatives: antagonist ra-
dioligands for adenosine A1 receptors. J. Med. Chem. 31:745-
751.

17. Londos, C., M. F. D. Cooper, and J. Wolff. 1980. Subclasses of
external adenosine receptors. Proc. Natl. Acad. Sci. USA
77:2551-2554.

18. Malech, H., and J. Gallin. 1987. Neutrophils in human diseases.
N. Engl. J. Med. 317:687-694.

19. Mandell, G. L. 1974. Bactericidal activity of aerobic and anaer-

obic polymorphonuclear neutrophils. Infect. Immun. 9:337-341.
20. Marone, G., R. Petracca, and S. Vigorita. 1985. Adenosine

receptors on human inflammatory cells. Int. Arch. Allergy
Appl. Immunol. 77:259-263.

21. Nauseef, W. M., J. A. Metcalf, and R. K. Root. 1983. Role of
myeloperoxidase in the respiratory burst of human neutrophils.
Blood 61:483-492.

22. Nishida, Y., Z. Honda, and T. Miyamoto. 1987. Suppression of

human polymorphonuclear leukocyte phagocytosis by adeno-
sine analogs. Inflammation 11:365-369.

23. Roberts, P. A., A. C. Newby, and M. B. Hallett. 1985. Inhibition
by adenosine of reactive oxygen metabolite production by
human polymorphonuclear leucocytes. Biochem. J. 227:669-674.

24. Schrier, D. J., and K. M. Imre. 1986. The effects of adenosine
agonists on human neutrophil function. J. Immunol. 137:3284-
3289.

25. Sollevi, A. 1986. Cardiovascular effects of adenosine in man.
Prog. Neurobiol. 27:319-349.

26. Sollevi, A., L. Torssell, A. Owall, A. Edlund, and M. La-
gerkranser. 1987. Levels and cardiovascular effects of adeno-
sine in humans, p. 599-613. In E. Gerlach and B. F. Becker
(ed.), Topics and perspectives in adenosine research. Springer-
Verlag KG, Berlin.

27. Van Gelder, B. F., and E. C. Slate. 1962. The extinction
coefficient of cytochrome c. Biochim. Biophys. Acta 58:593-
595.

VOL. 59, 1991 889


