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I gE ANTI-RSV SECRETORY I MMUNE RESPONSE IN I NFANTStl075 TREATED WITH RIBAVI RIN AEROSOL. Kira Ciar du llo
Gar ae t t In grid Rosner, Paul Pa l umbo, Oscar Las kin,

Margaret Spinell i and Paul J Edel s on, Cornell Uni v. Med. Col I .
NY Hospital, Dept s. of Pediatrics & Medi cine, New York , NY.

Twenty-two hospitalized infants wi t h documented RSV lower res
piratory tract i nfection were enrolled in a double-blind placebo
con t roll ed drug efficacy s t udy of the an t ivi r a l agent, Rib av i r i n .
Fifteen i nfants were evaluated fo r production of specific I gE-RSV
i n nas ophar yngeal secretions at time of admission and a t re gular

. intervals during conva l e scen ce, up t o f our months beyond init i al
pre sentat ion . Sev en i nf ants were treated wi t h aeroso l i zed Riba
vi r i n f or a mean dur ation of 3 . 14 days . They r anged in age from
1 mo- 12 mos. (median 3 mos) with a male : fema l e r atio of 3 :4 . Ei ght
infants, dur i ng 9 epis ode s of ill ness received placebo for mea n
dur ation of 5. 88 day s. They r an ged in age from 1 - 24 mos. (med
ian 3.5 mos) wi th ma le: femal e ra tio of 6 :2. Atopic family his
tory was positi ve i n 6 of 7 pati ents treated with drug(85%) as
compared t o 3/8 i n placeb o gro up(38%).One patient in t r eated group ,
two in pl acebo pres ented wi t h bro nc hioli t i s . RSV i nf ec t i on was
documented by indirect immunofluorescent assay fo r an t igen and/
or culture positivity. IgE-RSV titers in secretions were quanti
t ated by an ELISA t echnique. Criteri a f or a significant response
was I gE-RSV titer of 8 or greater by 4 months after init i al in
fection. In t he seven trea t ed patient s, on l y t wo had a signi f i 
ca nt rise in 19E titer . In co ntrast, 7 of 8 unt rea t ed pat ients
had a signif icant t i t e r r ise . As calculated with the Fi sh er
Exact test, t his s ignificant a t a p va l ue of 0 .033 .

rorAVlRUSES (RIl) OF OOVINE AND IlUoWl ORIGIN: IMMUNEt 1076 RESroNSE OF ADUI:rS AN) OUWREN ORAL
. Aa1INISl'RATION. F Clark, P Offit, K Dolan, T

Furukawa, L Bell, and S Plotkin, Wistar rnst , & Olildren's
Hospital, Phila. PA

Vaccination against human flY is justified by their preva
lence throughout the world as the major viral cause of infantile
diarrhea and dehydration. Exper:iJrental evidence has shown that
only antibody at the nucosaf surface of the gut protects animals
against rotavirus disease. Atteq:ts at iImune prophylaxis have
centered on Uve viruses given per cs,

. we have orally administered two bovine RV and two human I'M.
to volunteers. Bovine vi ru s N:DV was adrnindacered to Hl adults:
6 exhibited a serum antibody response. A low passage bovine flY,
strain i'K3 isolated in this labor atory and administered in a
dose of 107• 0 pfu, elicited aniImune response in 1 of 5 adult.s ,
i'K3 virus (107 pfu) has been given to 16 children aged 1 to 6
years with no untoward Of 12 children without
pre-existing SN antibody to bovine rotavirus, 11 exhibited an
increase in SN antibody. In contrast to published results with
"mv vaccine, this SN antibody response was broadly
cross-reactive with human RIl of serotypes 1 and 3.

11 human flY isolate (WI-6l), presumptively identified as
serotype 1, given to adult volunteers in varying doses, elicited
a predominantly ELISA antibody response in 3 of 7. Human
isolate WI-78 (serotype 3) induced an ELISA antibody response in
each of 5 volunteers, inclUding those given doses as low as 103
pfu , Tissue culture grown flY are iImunogenic p,o, and may be
broadly protective.

NONTUBERCULOUS MYCOBACTERIAL (NTM) PULMONARY DISEASE1077 I N CHILDHOOD - AN EXPANDED SPECTRUM BASED UPON DIP-
FERENTIAL SKIN TEST REACTIVITY. Daniel L. Cohen,

Andr ew M. Margileth, Dep t . of Pedi atrics, USUHS, Bethesda, MD.
Confi rmed pulmonary infection by NTM is rare in childhood .

Classically the diagnosis has been based upon cultures from
childr en with findings of pulmonary disease. Differential skin
t esting using a panel of NTM antigen s and PPD-T ha s been shown
t o be useful in the di agnos i s of NTM lymphadenopa thy and may be
helpful i n chi l dhood pulmonary dis ease. We are report ing 13 pa
t ients i n whom NTM pulmonary dis eas e wa s likely . Thr ee cul t ure
pos it i ve patients (5 mos,9 mos ,5 yrs) presented with brief f eb
rile illnesses an d chest x- rays r evealing i nfiltrates and ad e
nopat hy . Ten patients wer e diagnos ed by different i al skin t est
ing (2 1/2 yr - 18 yr ). Cul t ures were ei t he r negative or not done .
Thes e patients had a more i ndolent di s eas e with hi lar adenopathy
(8/10 ) or inf iltrates (4 / 10 ) on ches t x- ray . Some wer e asymptom
a tic . Differential skin testing in a ll instance s has s hown a
> 5 ·mm di f f e re nce 1n i ndura t ion between NTH antige ns and PPD-T.
Three cultur e (+)/s kin test (+ ) patients and 4/10 cul t ur e [ (-)
or N.D.l /skin test ( +) patients r eceived antituberculous treat
ment of variable dur ation. All patients are alive and well 1-7
yrs from diagnosis and differential ski n testing has con t i nued
to reveal greater induration to one or more NTM antigens than
to PPD-T. There is an expanded sp ectrum of NTM pulmonary disease
in childhood which enco mpas ses a s ympt omatic pts, ac ut ely ill
pts, and patients wi th chronic s ymptoms . It would appear t hat
differential PPD skin tes t i ng i s a us e ful ad junct to d i agnosis
i n pat i ents wi th hilar adeno pathy and/or pulmonary i nf iltrates.

FACTORS ASSOCIATED WITH ELEVATED SERUM1078 CONCENTRATIO NS OF CHLORAMPHENICOL (CAP) IN
CHILDREN. Beverly L. Connelly, Chr istopher J. Harrison,

University of Ci ncinnati, Children's Hosp, Med. Ctr., Department of
Pediatrics, Cincinnati.

Recently the recommended pediatric dosage for IV chloramphenicol
has been lowered from 100 mg/kg/day to 75-80 mg/kg/day. Because of
variable kinetics in children, monitoring of serum lev els of free CAP is
recomme nde d to avoid the dose related toxicities , bone marrow
supression oc curr ing wit h serum level s of >25 Ilg/ml and t he potentially
fatal "gray syndrom e" reported wit h lev els of 40-200 Ilg/ml•

During a 20 month period, 592 patients had se rum CAP levels
measured by HPLC . 54 patients had I or mo re levels 30 u g/rnl, 18/54
had levels ?!I 0 Ilg/ ml. Only I of the patients wit h evaluable charts
(41/54) exhibited pre-existing li ver disease (Re ye Syndrome). 14/41
patients (34.1 %) wit h levels 30 Ilg/ml received a daily CAP dose 80
mg/ kg . Of the re maining 27 patients, 12 (28 .5%) wer e < 6 months of
age , and 16 (38%) had pre-e xis ti ng sys te mic acidosis 5. 15 mEq/1
and/or base deficit > 5). Four (9.5%) exhibited none 01 these three
crite ria . No correlation could be determined between CAP levels > 30
u g/ml and sex, rece, admitting diagnosis, or concur rent drug
administration.

Six patients (14.6%) had more than one risk factor and a higher mean
serum CAP level (53.2 u g/rnl) t han patients with one risk factor (40 .8
ug/rnl),

Risk factors for development of toxic serum concentrations of CAP in
children include: J) dose > 8 0 mg/kg/day; 2) pre-existing acid e mia
and/or hypotension; and 3) patient age < 6 mont hs. Early frequent
mo nitoring of se rum CAP levels should avoid serious to xicities.

CHRONIC PRODUCfIVE HERPESVIRUS INFECfION IS1079 ASSOCIATED WITH INSUFFI CIENT VIRUS-SPEOFIC
. CYTOTOXIC CELL-MEDIAT ED IMMUNE RESPONSE.

Beverly L. Connelly, and Christopher J. Harrison. University of
Cincinnati, Child re n's Hoop. Med. Ctr., Dept. Pediatrics, Cincinnati .

The systematic st udy of the pathogenesis of human herpesvirus has
been possible using guinea pig (GP) models . GP cytomegalovirus (CMV)
infec t ion results in a limited (appro x, 12 wks) productive infec t ion; while
GP herpes-llke-v ir us (HLV), recently proposed as a model for human
Epstein Bar Virus, results in prolonged indefinite productive infec t ion. In
humans, cessa ti on of productive CMV infection has been associated with

cell-mediated im mune function (CMIl •
Cr rel ea se assa ys we re developed f or natural kille r (NK) activity a nd

mem or y dependent ge netical ly restri cted cell ula r cytotoxicity (MRCC)
to HLV a nd CMV using a 12 hr assay and an effector:target ratio of
100:1. Animals wit h (+) a nd without (-) chronic HLV or CMV infec ti ons
were st udied. Six ani ma ls (HLV+/CMV-) showed minim al NK activity
(4%) or MRCC (4%) aga inst HLV infect e d targets, however, NK act ivit y
(20%) was present for .CMV targets. Three ani mals (HLV- / CMV+) showed
NK activity (9%) but no MRCC (<3%) against HLV target s as well as NK
activity (26%) and MRCC (9%) to CMV targets. Thr ee animals (HLV
/CMV-) showed NK activity and no MRCC to HLV (9% or CMV
(19% and < 3%) targets. Two animals (HLV+/CMV+) exhibited both NK
activity and MRCC to HLV (7% and 7%) and CMV (39% a nd 8%) targets.

HLV is not globally immunosuppressive since CM V speci f ic NK
ac ti vit y and MRCC are present in HLV+/CMV+ an imals. Preliminary
data suggest th at ch ronic productive HLV inf ection may be die to
insuff ici ent HLV spec ific cyto toxic CMI (NK act ivit y or MRCC).

NASOPHARYNGEAL COLONIZATION OF CHLAMYDIA & MYCO1080 PLASMA IN I NFANTS ADMI TTED TO NEONATAL I NTENSIVE
CARE UNIT. A PRELIMINARY REPORT. R. Coop er, H. C. Ti en

A. Baldomero, S. Sun (Spon. R. Rapkin) UMD-NJ Med. Sch. Chil-
o r ents Has p. o f NJ, Dept. o f Neonatology, Newark, N.J.

Recent s t udies on onset of l ab or indicate that phospholipas e
A2' an enzyme released in the amniotic membrane, stimulates
c ont r a c t i o ns . Org an i s ms that i nfec t female genital tract s uc h
as chlamydia and mycopla sma have been f ound to rele a s e
phospho lipase A2 " To de termine if t hese t wo g r ou p s of organi s ms
a re relat e d t o 1 , prem a t ur e l a bo r and 2 , r e s p iratory infe ction,
we began c ulturing na s oph a rynx o f all preterm infant s a nd
i nfants wi th r e s p irat ory dist ress who were admitted t o NI CU
du r i ng a 5 mont h period . CuItur e s were t ake n from o ropha rynx
duri ng the firs t 3 da y s o f l ife . Cultures were pos i tive i n
9 out o f 45 pat ient s (2 0% ) , 8 grew c h l amyd ia an d 1 ureapla s ma
urealyticum. The bir t hweight o f 5 we r e under 20 0 0 9lTI an d 4
we r e OVer 2000 gIn .. Nineteen percent o f prete rm i n f a nts (BW
<20 00 gm ) a nd 27% of i nfants with RDS ( >2 000 gm ) we re colonized.
Compa ra tive an a lysi s o f a ssociated r isk f acto r s o f 9 c o l onized
a nd 36 un c olonized infant s r e v e aled a s igni f i c a nt l y high er
maternal histo r y of previou s p rema t ur e birth and fetal l o ss
in colonized group. Our prel iminary result s i nd i c a t e a high
nasopharyngeal colonization of chlamydia in both pr e t e rm infants

larger i nfants with r e s piratory symptoms. However, whether
maternal vag i nal c olonizat i on o f chlamydia i s associ at ed with
premature bi r t h o r neonatal c o loniza tion contributes i n pa r t
to respiratory distres s re mai n s pe c ul ative, a nd mus t be
com firmed by addition a l s tud ies .
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