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Delodination of Lthyrexine in vitre by
psripheral loukocytes from rhesus monkeys with
bacteric! sepsis

FREDERTCK R, DERURERTIS® fMittchurgh, Pa.

The deindination of l-thyroxine {T.} in vitro by peripheral leulocytes isolated from
healthy rhesus monkeys was compared to that of leukocytes from monkeys with
acute Salmensila fyphimurium sepsis, an infection associated with accelerated
matabolism of T, in vive, Deiodination of T, by leukocytes from septic monkey
donors was significantly enhanced, with inorganic iodide identified
chromatographically as the pradominant product of T, degradation. Induction of
phagocytosis in vitro potentiated the T, deiodinating activity of leukocytes from
both control and infected monkeys. However, the proportion of added T, degraded
by leukocytes from septic donors following stimulation of phagocytosis in vitro

was nearly twice that of cells from contruls, Although mixed populations of isolated
leukocytes (predominantly neutrophils and lymphocytes) were studied, the
metabolism of T, in vitro was almost exclusively an action of the neutrophil. By
contrast with the enhanced T, deiodinating activity of neutrophils from saptic hosts,
the rate of '*C.1.glucose oxidation in vitro by these cells was not detectably
diffarent from that of neutraphils from control monkeys, when assessed basally or
after induction of phagocytosis. The data suggest that deiodination of T, by host
neutrophils might cantribute to the acceleration of T, metabolism observed in

vive during some acute infections. The quantitative importance of neutrophil
metabolism of T, in vivo, the mechanisms mediating enhanced hormona! degradation
by these cells, and the extent to which iodide released from T, Is utilized in the
myeloperoxidase-H,0,-halide antimicrobial system as part of a host-defense

system against invasive bacteria remain uncertain.

Aew-iorutod host metabolism of /-thyroxine (T,) has been observed dur-
aeute bacterial puneumonia in man® and during bacterial sepsis in the

rhesus monkey.®* These illnesses ave characterized by significant inereases in
the number of eireuluting leukoeytes, Ninee leukoeytes stimulated to phagoeytize
in vitro accumulate and deiodinate T, move rapidly than vesting celig,>® it
soemed possible that the enhanced metabolism of T, accompanying some acute
baeterial infections might, at least in part, be atteibutable to inereased deiodi-
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Tuble 1. Deiodination of 3'1-labeled-Z-thyrexine (T,) in vitro by - -ivheral
leukoeytes from rhesus monkeys

Hours after inoculation

Basal I § ' 24 ' 48
Group [ (% added “'I-T /10° neutrophils per £ hours)
Control (#) L3 12.4 10.5 .6
1.2 ol 1 ol I * 1.0
SALM (6) bt 12, 11.0 17
1 ¥ L5 r 13 * 14
Infected (6) 108 16.5* 18.3* 17.4*
* L0 Ll B 4 2.1 A

Values shown are means * 1,7, Basal rates represent the average of 2 sequential pre-
inoculation determinations made at 24 hours and Imwmediat: »rior to inoculation.
Monkeys were inoculated intravenously with either saline (contr¢ 1 saline suspension
of 2 x 107 heat-killed (SALM) or viable (infected) 8. typhimuri, * hour 0. Reaction
mixtures were adjusted to contain a total of 10" neutrophils.

*Indicates p < 0.06, comparing the postinoculation value to both its own basal valuz and
to the value of control at the corresponding hour of study. .

Table I1, Eftects of induction of phagocytosis in vitro on the deiodination of
L. labeled-I-thyroxine (T,) by pevipheral leukocytes from rhesus monkeys?

Cantrol (4) ( ~" . Infected (5)

Reaction ""'_’ X, Feiodination

mizture OM+1- | oM [ o+l | oM
Leukocytes 2.9 Can 16.81 1.8

t13 032 I B 0.4

Leukocytes + 28.7* sar - 45.6* ¢ Rt
8. typhimurium % U8 .6 5.1 1.1
{.oukoeytos + 25.1% dob® Lt 7.0 ¢
E. coli bR P2t L X:) .2

Leukocytes were isolated from 8 mostkeya 34 hours after intravenous insemiation with
saline ¢control) or & suline surponsion of 2 x 10* viakle & typhimunium (indected). Al
monkeys were studied ~.~oncomltantl?r a8 o singie !zwup. Rovction mixtures werd adjusted
to contaln u» total of 16' neutyephils with or without Ywal-killed bacteria (20 bacterln
per noutrophil), Values shown fre means t 8.8, expregedd aa por cent wf added M1.T4/10
neuttophils per 2 hours. QM ropresenta praduct appaaving as  chesmatographically
Immoblle origin matorial; 1+, that as lodide,

*Indicates p < 0.06 compnrad to correspmdiing value for levkseytor ajons,
tindicates p < 0.06 comparing correspanding comiitivng of coatrol and fedeciod,

nation of T, by activated foukos ytes of the infeeted hest. Theve is cvidenee to
suggest that in vitre deiodination of T, by leukeeytes fiom infected monkeys
may be inereased, although this possibility was net examined i detail? Ae-
condingly, in the praent study, the degradation of T, by peripdy 2a: leukoeytes
from monkeys with Selmonelle typhimurium sepsis was assewsed in vitro ‘This
infection has been shown to markedly potentiate hert metabolism of Ty in vivo
and is a- ociated with a neutrophilie loukocytosis.

Sethods

Henlthy male rhesys nonkoys (Savsee mulatte ), weighing hetwoon 2.7 and 4.8 kilogram,
woro socured i primnte chules, fod o utamdned dieg, and allowed water ad Hbitum, After u
T-day period of wdapiation, movkeys were inocuinted fntrevescusly with t omb of saline
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Table I11. Deiodination of ™ Ldabeled-l-theroxine (T4) in vitro by peripheral
lymphoeytes from rhesus monkeys :

Reaction Frp. 1 ‘ krp. &
Monkey mirture (% added "1-1 /107 cells per 2 hours )
Ceatrol A, Mixed Leukoeytes 118 (399) 05 (X9
R. Lymphocytes 0.5 (49%) 04 (3
C. Lymphoeytes « 0.9 (%) 0.7 (3%)
S, typhimurium
Tufeeted AL Mixed leukoeytes 17.0 (869%) 14.2 (81%)
B. Lymphocytes 0.8 (39%) LY (7%)
¢, Lymphoeytes + L1 (H5%) L3 (79%)
8. typhimurium
D, Mixed Irukoeytes + 16.2 (30073 1L (329%)

lymplioeytes

Mixed peripheral leukocytes and purified lymphocytes were solated from monkeys 24 hours
after inoculation with saline (control) or with 2 x 10* vinble 8. tuphimurinm (infected),
1xperiments 1 and 2 were conducted on separate days, employing cells from a different
dontrol and infected monkey pair, Reaction mixture A (mixed leukoeytes) was adjusted
to contaiiy a tot] of 100 neutrophils and results are ecxpressed per 107 neutrophils, un-
corrected for any contribution of lymphocytes, B and C contained 19 purified lymphocytes,
and results are expressed per 108 lvmphoeytes, The cell populution of - D consisted of
total of 107 neutrophils, added as mixed leukocytes, plus approxiniately 1.8 x 107 purified
Iymphocytes from the same monkey, added to reduce the propoction of neutrophils in
the final reaction mixture, Results in D were expressed per 107 neutrophilz. The final
proportion of neutrophils i each reaction mixture is shown in parentheses, The ratio of
heat-killed bacterin to lymphoceytes was 20/1,

(vontroly or with 1 ml. of a saline suspension containing 2 x 109 heat-killed (Salm) or
vinble (infected) 8. typhimurivm, Organisms were prepared s previously reporteds Rectal
temperntures, blood counts, and eultures were monitored. To evaluate deiodination of T,
by leukoeytes obtained sequentially from these monkeys (Table 1), heparinized femoral
venous blood samples (20 ml) were drawn pereutnneously at 24 hours and immedintely piior
to inoculution, and then at 8, 24, and 48 hours after inoculation. In these experiments (1uble
1) monkeys were studied in two groups of B, with eneh study group consisting of 3 vontrol,
2 Salm, and 3 infeeted monkeys, Datn from these two groups were pooled for analysis, In
all other experiments (Tables IT through 1V, larger blood samples (100 to 130 mly were
obtuined hy femoral arterinl entleterization 24 hours after inoculation of monkeys with either
saline or vinble salmonelln, These monkevs were unesthetized with peutobnrhitnl (50 myg. vor
kilogzram intramusenlnrly) immediately prior to instrumentation,

Preparation. of peripheral leakoeytes, Poripheral lenloeytes were isolnted from freshly
deawn heparinized whole blood by dextran sedimentation at 4° €, Plastic syringes and
lberatory ware were used thronghout, Following sedimentation, residual erythroeytes in the
leukoeyte pellets were lysed by exposure to cold distilled water for 25 seconds and hemo-
globin removed by washing the eells 3 times with KRG Final eell suspensions were essentially
free of contaminating erythroeytes, Purificd lymphoeytes were prepared from dextran-sedi-
mented mixed leukoeyfes by nylon ehromatography.s Cell vinbility, nssessind nt the initintion
of all inculmtions by frypan blue exelusion, generndly execeded 9 por cont, Cells were always
- studied on the day of ixolation nnd maintained nt 42 C,ountil incubution,

Determination of T, deiodination, Leakoeytes were ineubnted in L aul of Krebx Ringers
phosphate buffor (pI1 7.4, 05 M Cory with 4 mge of gleeose (KRPG) and 02 of
"1"l-luln-h-:lJ-lhyrnxim- REL] B A (Obtained from Abbott Laboratories, North Chlengo, 10,
Ninen hetezogenmony populntions of periphernl lenkoeytes (primarily neutrophils + lymphoeytes)
were toutinely employed for stidy, o stamdned number of neatrophils (107) was added to
eneh renetion misture, tn order to maintain noeonstant neutraphil coneenteation in all nsays,
the totul numbier of lenkoeyten sedded to the renetion mixtares varied from 2 to 4 50 107 eolls

from e noninfected monkeys to ne more than L8 s 16 eells Prom infected monkeys, This
vieintion wox owing to the lymphaeytie predominanes (25 (0 30 per cont netrophils)y of the



Yolume 8% Delodination of Y-thyrozine 905

Nusnber 6

Table [V. Oxidation of *(C-1-glucose in vitre by peripheral leukoeytes from
rhesus monkeys

Reaction . (ontrol | Infreted
miyture {e.pam. “CO/ 107 cells per hour)
A Mixed 1,745 (38%) 1,868 (M%)
~ legkoeytes + 162 07
B. Mixed leukoeytes 7,708 (38¢%) B30 (Mg
+ 8.0 ohimw fum TG 735
C. Lymphaeyt. « a6 (29 $43 (4%
LN {1 AL
I3, Lymphoeytes 427 (2%) 06 (454 )
+ 8. typhimurium RO * 52

Values showp are mean * 8,18, of triplicate determinations of #0; generation from
Ne-l.glucose in a representative cxperiment (performed 3 timeg) by mixed poeripherat
leukocytes or purifled Iymphocytes oht uned 24 hours after Inoculation of one monkey
with saline (cantrol) and another moakey with 2 v 0¥ viable salmonella (Infected),
Ry lon mixtures A and B were adjusted to contain a total of 10! neutrophils and
rest < gre vxpresged per 107 neatrophils, after correction for the caleuluted contribution
from lymphocytes. C and D contuined approximately 107 purified lymphosytes snd resolts
nre expressed per 107 tymphocytes, The proportlon of neutrophlir present in erch reaciion
mix cre s Inddeated hy the values in parentheses,

acll populations obtained from healthy monkeys and the nentrophilic predominanee (> 70 por
vent) of those from infeeted monkeys. When deiodination of T, by purified lymphoeytes was
nngossed (Tahle T, 107 lymphoeytes were eniployed in cach reaction mixture. Po oxamine
the effects of huctorin on the rate of T, delodinntion by wmonkey leukoeytes in vitre, heat-
killed (36° €. for 30 minutes, 8. typhimuriam or Escherichia coli were added to reaction
mixtures containing mixed leukoeytes or purified lymphoeytes at a vatio of 20 hacterin por
avutrophil or fymphocyte, respectively. Prioe to wihiition, baeteria were opsonized by {ncubns
thon with pooled norsal monkey serum for 29 minutes at 37° C.oaod then washed twice with
RRPG (0 remove exeess serem protoin,

Loukoeytes from 3 henlthy monkops were incobuted in the presence or ahuence of
endoioxin (Hpopolysaccharide B, 8. (yphimuriem: Difeo Laborutories, Dotroit, Mieh.), The
Intior wan tested in conceatratiour of (1, 10, W, nad 100 e por milliliter of incuhation
wdiam,

Reaetion mixtures wore routinely inculsted in plastle vk for 2 hours in a Dubnef?
wetabalie shaker at 372 ¢, with duplicate vinls run fos cach condition studied. This lneubation
time was choson hocnuse proliminary Investigations Indiented that the percontage of added
WL, deiodinated by monkey okoeytes veashed o platens value betweer 1 and 2 hours,
In enck exporiment, leskoeyte-feve vinle were employed to rorreet for nonspeeifie T, degrada-
tion (34 10 4 pee cont of totud LT nddady and, where approprinte, the effects of hent.
killed buaeteria nlone were amessid, Heactbong were stopped by adding to cach vink 500 al
of 15 e svat human sorum nlhaniy enstuining propyithiouraeil, earewr T, nod fodido, The
proportion of WL, delodinnta wan then determined by wubjecting 10 al aliquota of this
wixture to nxeending chromntograghy on flter paper strips s o botasolacvetic aeidowatir
solvent system. T thix aystem, T, milgeates most rapldly from the origin and is elearly
woparnted from the piore shwly woving inorganie fsdide (1) ned from immebife ovigin
saterinl (OM)E The dabelrd ureus of the stelps were fdeatifled by antoradiography o
vounted in n well-type =ein'illation counter. The perecutuge of added LT delodinnted was
sthen waleulnted as [ ¢ OM < 10071« OM + T The precise srture of OM, tie ehronmto
arepuiedly gmmobre edinted product formed dureg wetnbolic degeadaiion of 7, hy
mrimnmaling Hisuea, Is unknown, However, ther is considerable cvidenee to indivate that §t e
comprived predominnntly of jodoproteing, geavratad from the trunsfer of hormuonully derived
joaine o protein moletieas

148 Lglueose oriddation, In thee experimeatsy, 107 weutrophilh (os mixed leukoeytexy ot
10 purified Ipmphoeytes were bnetlnted by & metndalbe shaker for 1 our ut 37° € i 2 ml
of KRPQ vontuintng 2 mg. of ualabwled ghicoss nud 1 a0l of tel™Lglucose ( Amiershans’
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Searle, Ine., Arlington Heights, 1) (2.9 mCi per millimole), Incubations were conducted
in siliconized, 25 ml. glass Erlenmeyer flasks which were senled with a serum cap containing
a eenter well. At the complotion of the incubation, 14CO, formed was liberated by the addition
of d.2 ml of 6 N 3,80, to the reaction mixture, and collected in 0.2 ml. of Hyamine
hydroxide (Packard nstrument Co., Downers Grove, 1iL) in the center well. After a 45
minsta equilibration period, the entire center well wna transferred to counting vials containing
15 ml. of toluene-based seintillation solution (Neintisol Complete) (Isolab, Ine., Akron,
Ohio) nnd counted in & well-type liguid seintillntion counter.

Differences between menn values weee annlyzed statistieally using Student’s t-test for
unpnired vilues,

Results

Detodination of T, by leukocytes from infected monkeys. During the 48-hour
period of study atter inoculation, monkeys veceiving viable 8. typhimurium ex-
perienced a septie, febrile illness with a neutrophilie leukoeytosis (10,700 to
23,500 leukoeytes per micvoliter with 65 per cont or more neutrophils) similar
to thi' previously reported.® A transient seutvophilia and low-grade fever was
noted (» " su.s after inoculation only) in monkeys given heat-killed bacteria,
whereas these parameters were not noticenbly alteved in saline-inoeulated
monkeys,

As shown in Table |, the in vitre deiodination of T, by leukoeytes isolated
from infeeted monkeys at 8, M, and 48 hours after inoculation was significantly
enhanced when compared hoth to the delodinating activity of leukoeytes obtained
from these same monkeys priov to inceulation wud to that of concomitantly
isolated leukoeytes from saline-inoculated monkevs, Deiodination of T, by
loukoeytes obtained frem monkeys 8 hows after the inoeulation of heat-killed
bacterin was slightly inercased (Table 1) comprred o the prednoeulation valuc
of this group, but this difference was not statistieally significant. Deiodination
of T, by leukeeytes isolated sequentially from suline contrels did not change
appreeiably with time. In ali instances, the predominant produet of T, metab
olism identified chromategraphically was inorganie jodide with no significant
difforences among the leukoeste groups in the proportion of degradation product
appearing & jodide or fmmobile origin material. Although blood cunltures wove
poaitive gt 8, 24, and 48 Lours after inoenlation of viable sulmonclla, bacterial
particles wore pot identiied within pevipheral leukoestes harvested from infeeted
mattleeys af these Hmes by Giemsa stain,

Devodination of T, by fenkocytes induced to phagocytize i vitra, As indi
cated in Table 1, delodination of T, by loukoeytes froms hoth contrel and infect.
ed menkeyr was sighiffeantly enhaneed when phageeytosis was indueed in vitro
by addition of opronized, hoat-Killed bacteria to the reaction mistures. Howuever,
upon sttmulntion of phagoeytosis in vitro, lenkeeytes obtained from monkeys
with salmoenella sopsis doiodinated an uppreciably greator proportion of added
WL, than disd concomitantly studiad phageeytizing kakoevies from ~ontrol
monkeys (Table 1Y In visls containing heat-killed bacterin alaie without
letthoeytes, degradation of T, vag Lt Jetectably Jdif¥rent fram that abservod
ba epll-froe vials (3 to & por eonil of added *YIT,). Uptuke of sdded bacterdul
particles by nentvophiln fronr both control wad infeeted monkeys was demon.
rtrated by tems i of the beakoeytes pt the romeluaion of the Mheur ir
enbations, o viten upiske of haeleria by feukoeyton from infeetad mankeysy was
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not obviously greater than tlmt/{)f control monkeys. Addition of either 8.
typhimurium or E. coli to reaction mixtures appeared egually effective in
potentiating T, deiodination by leukoeytes from monkeys with acute 8. fyphimu-
rium sepsis.

As also shown in Table 11, phagocytizing leukoeytes from both eontrol and
infected monkeys formed greater quantities of chromatographically immobile
origin matevial from T, degradation than did leukocytes not induced to phago-
eytize in vitro. Further, origin material constituted a greater fraction of the
total metabolic products formed by phagoeytizing leukoeytes (approximately
20 per cent of OM + [°) compared to nonphagoeytizing cells (9 per cent of
OM+ 1),

In contrast to the stimulatory effects of bacteria, the addition of endotoxin
in vitro to reaction mixtures containing leukocytes from healthy menkeys had
no detectable effects on the deiodination of Ty, expressed as mean per cent per 107
neutrophils per 2 hours + 8.1, (basal: 8.8 £ 0.9; endotoxin: 9.6 + 1.0, 10.3 + 1.0,
8.1+ 0.5, and 7.6 + 0.7 with test doses of 0.1, 1.0, 10, and 100 pg per milliliter,
respectively),

Defodination of T, in vitro by lymphocyles. As indicated in Tables 1 and 11,
lenkoeytie deiodination of T, was expressed per 10" weutrophils, although both
neutrophils and large numbers of Iymphovytes were present in the reaction
mixtures. Moreover, leukoeyte population igolated from eontrol monteys eon
tained proportionately more lymphoeytes than did leukoeyte poupulations from
septic monkevs. However, a8 shown in Table 111, relatively purific! preparatiens
of Iymphoevtes isolated from sither infreted o ontrol monkeys, delodinated
negligible yuantities of "™I-T, in vitro (0.4 to 1. per cent of added *I-T, por
10¢ Jymphoeytes) with little enhancement in the presence of bacteria (0.7 to
L per vent). Lymphocytes were also adJed to reaction mixtures containing
rixed leukogytes from infected monkeys in order to reduce the high proportion
of neutrophils present in these ecll populetions to levels encountered in the leu.
koeyte populations from control monkeys. NMueh additions did not apprectably
alter the T, deiodinating activity uf leukocytes from infected monkeys (Table
1), implying that the lower activity of eell populations from noninfected
monkeys was not atteibutable to their higher lymphoevte content,

B Lglucase oxidation. Table 1V shows "Cl.glucese oxidation by mixed
leukocytes ansd purified ymphoeytes isolated from control and mfected monkeys.
OO, Tormation by the neatrophils present was ealenlnted by covrecting that of
the total leukoeyte population by the value determined for lvmphoeytes alone.
As estimated oy this metn, &, “C-1-ghieose oxidation hy neutrophils fram control
amil infeeted monkeys appeared to be similar (Table 1V). Moreover, “CO,
formation by neutrophils from hoth control st infeeted monkeys was com-
parebly eonhanewd (approximately 4-fold) by the induction of phagmeytosis
in vitro {Table IV). By contrast, lymphoeyte (0, formation was nul ap-
preciably inereasmd by the widlion of heat-killed havteria to the resction
mistures,

Bircussian

The resulls demonstrate that lenkoeytes isolated from monkeyr with &
typhimurivm sepsis deiodinate T, in vitro at an enhaneed mate eonipared (o
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leukoeytes harvested from the same monkeys prior to infeetion or to concomitant-
Iy studied leukoeytes from noninfeeted monkevs. Induetion of phagoeytosis in
vitro inereased the deiodination of T, by monkey leukoeytes, a response pre-
viously noted with human leukoeytes.™ ¢ Moreover, upon stimulation of phago-
evtosis in vitro the deiodinating activity of leukoeytes harvested from septie
monkey donors was significantly greater than that of phageeytizing cells from
healthy donors {(Table 1), Although the leukoeyte populations studied eon-
tained apprecisble numbers ot lyvmphoeytes as well as neutrophils, in vitro
metabolism of T, way predominantly an action of neutrophils (Table 111). These
findings are consistent with a possible role for neutrophils in the  eeleration
of host peripheral metabolism of T, seen during bacterial sepsis.®- The results
further suggest that the contribution of neutrophils to the total T, deiodinating
activity of the host may be particularly prominent in infeetions characterized
by intense direet interaction between neutrophils and baeteria (Table 1), Such
an in vivo setting for neutrophil ingestion of invasive bacteria would be expeeted
to occur in acute bhacterial pneumonias, Hnesses in which both aceeleration of
peripherat T, metabolism?® amd isotopie localization of labeled T, in the lung
lesions' have been observed in man. However, the extent to which the in vitro
findings of enhanced noutrvophil T-degradative activity correlate with the in
vivo aetivity of these eelly duving acute infection must stii be established.

Both the meehanisms madiating aceclerated metabolism of T, by leukoeytes
following induction of phagueytosia in vitro, and those responsible tor the
inereased deindinating ativity of loitkoeytes obtained from infected donorg, are
uneertain, In Jeukorvtes,™ ™ Y ux in other tssues,® peroxidative metabolism
appears to by ap iopertant phvsiologie pathway of T, degrdntion an. idue.
tion ol phagoevtogis “ox boon shown to inerenrs the activity of peroxidase.
H.Op systenn in Jenkoeste ' Althouph there is evidenee to impieet peden-
tlation of peroxidative metabolism W the inerensed deiodinating aetivity of
phagoextizing feakoerter? other studies have suggested that gs enhaneed tate
of T, seenmuution by phagoextizing eolls may b o primry fuctor® Theso
questions are ot speeifieally addressed in the present studs, However, it s
known that T, may be substifuted For inotgnnice halide ax an oxidizable colpetor
i the mycloperoxidase-H,0, batide antimiceobinl systom of  lenkoeytes® and
that this eell sestem utilizes jodide 0 the iodination pmd Killnge of ingested
haeterin, ¥ Ax shown in Table 11, following addiion of baeterin to reasetion
mixtures, an ineveaxed propoction of mdioisdine reloapsed fram 2 RT appeared
i the form of ehrnpatogenphieslly immobile origin waterial. This change
likely tetheets aecelvrnted teansiodination processes with inereaged jodoprotein
formation hy phagaevtizing cells, = perhaps in part due to idinetion of ingested
bacterin or baeterial protein,

Tt s tempting to speeulinte that the enlisnem] in vitro deiodinatiog aetivigy
ul teitkueytes From infeeted monxees ight be velated o theie active paetivipa-
tion in bacterial phagoesiosds in vivo prive to jsolation. However, theve s no
diree! evidenee to support this pessibility, Baeterial particles were not identified
within settrophily from tafeeted daors gond upon addition of  heat-killked
baetori ¥o the retion n:istares in vitta, neutrophils from infeeted monkess
disd ot nppear to pecumidite wore baeteris than these fvn noninfociad donogs,
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Further, leukoeyte M [ .glucose oxidation, a parameter known to be potentiated
by phagoevtosis,'™® was not detectably greater in cells obtained from hacteremie
monkeys (Table 1V), The absenee of evidenee of recent phagoeytie activity in
peripheral leukoevtes obtained from bacteremic monkeys may, in part, be
related to the fact that fixed tissue phagoeytic cells of the liver and spleen,
ather than eiveulating neutrophils, are the primary sites of clearance of
blood-herne bacterin.” Accordingly, it scems possible that tactors other than
aetive phagoeytosis, such as baeterial produets, nay mediate the enhaneed T,
deiodinating activity of neatrophils duving sepsis. In this regad, diveet in vitro
adudition of endotoxin to reaction mixtures had no demonstrable effeet on T,
degradation by neutrophils from healthy donoes, I previous studies, intrave-
nous administrtion ol this agent similarly faited to inerease the peripheral
metabolism of T, in monkeys.! Further, leukoeytes from monkeys inoeulated
with Diplocoeens prenwmontoe, nn organism devoid of endotoxin, have been
shown to degrade T, at an inereased eate in vitvo? Thas, specific evidenee to
implicate endotoxin is lacking, and those factors responsible for the inerease
in T, deiodinating petivity of leukoevtes during infection rewain to be delineated.

Wo wish to thank speclalists Bteve Ervin, Frod Kuvkewdahl, frian Sander, nad Mr
WaHnee Fue for export techniend sasistanes,
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