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SUCCESSFUL TREATMENT OF AUTOIMMUNE HEMOLYTIC ANEMIA1003 (AIHA) IN COMMON VARIABLE IMMUNODEFICIENCY (CnD)
WITH HIGH-DOSE INTRAVENOUS IMMUNE GLOBULIN (IVIG).

Frederick E. Leickly and Rebecca H. Buckley, Duke University
Medical Cente r , Department of Pediatrics , Durham, NC 27710.
Standard th erapy f or AIHA with steroi ds , cyt ot oxi c agents
and/or spl enectomy carries an even greater r i sk t han in normals
for patients with primary i mmunodefi ci ency . Because of .t he suc
cess of high dose IVIG therapy i n i mmune thrombocytopenia , we
t reated a mal e wit h CVID and AIHA with large dose s of a pH 4.0
IVIG pr eparation as a potenti al l y ef fe ctive means of t herapy.
A diagnosis of cvm (IgG 330, IgA 4, IgM 24 mg/dl ) had been
made at age 18 years f ollowi ng a history of chron ic sinopulmo 
nary disease and s pl enomegaly, and he was begun on I. M. gamma
glo bulin at 100 mg/kg/mo at that time. He had no hematolo gic
abnormaIities until age 21 when he pr esented with acute AIHA
(hgb 5.3 g/d l, haptoglobin <5 mg/ dl and a 4+ positive direct
Coombs) . Afte r 60 mg/d of prednisone f or 2 months , his hgb
ro se to 12.8 and his haptoglob in to 50 mg/ dl. However , his
Coombs tes t remai ned 4+ positive fo r I gG ant i body and hi s ret i c
ct. was 9.7 . St eroids wer e discont inu ed and t herapy with 450
mg/kg IVIG was initiated and continued daily for 5 days; He was
t hen gi ven 100- 200 mg/ kg of IVIG at 4 week i nt ervals. During
this period , hi s hgb ranged from 12. 5-1 4 g/ dl and his r et i c ct .
dropped t o 0 .5 -2 .3 . Aft er 7 months of IVIG t herapy, his hgb is
12. 6 g/dl, r et i c ct. 1. 6%, haptoglo bi n 147 mg/dl snd Coombs
test negative. These observations provide s trong support fo r
th e us e of high dose IVIG in i mmunodefi ci ent patients with
AI HA. I t is sa fe and a mere modi ficat ion of standard replace
ment th erapy f or humoral immunodeficiency.
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RETICt!LOENDOTHELIAL ACTIVATION, DIVERS ITY IN MACRO
PHAGE SU1lPOPULATIONS. D.B. MAGILAVY, T.R. HUNDLEY,
and I.M. KATONA. Chil dr en' s Hospital Nati onal Center

Washing ton, D.C. 20010 and Naval Medi ca l Resear ch Institute ,
Bet hesda , M.D. 20814

The ef f ect of C. Parvum i nduced RES activat i on on Ia and Fc
expression of hepatic nonparenchymal cel ls (NPC) and al veol ar
macr ophage (AM) subpopulations was studied by f low microfl uorem
etry (FMF). DBA/ 2J mice were inj ected I.V. with 1.4 mg C.Par vum.
After 14 days, NPC wer e isolated by collagenase per fusion of th e
por tal ve i n fol l owed by separat ion on Metrizamide and Fico l l
Hypaque gr adient s . AM f rom th e same animal s were t hen isolated
by t racheal l avage. Fc expr ession was determi ned by inc ubating

, t he cel ls wi th sat urating concentr ation of rabbit I gG dimers
followed by FITC labelled goat anti- RIg. Ia expr ession was de
t ermi ned by H2-specif ic FITC or biotinylat ed ant i-Ia and Texas
Red Avidin. Per centage of pos itive ce l ls is shown on fo llowing
t able :

AM NPC
Ia+ Fc+ Ia + Fc+ Ia+Pc+

Control 10 4S IS 40 is
C. Parvum 3S SO 40 40 4S
The i ntens i t y of Ia expr es s io n , as de termined by median fluores
cence intensity (PMI) , increas ed over 20% in bot h AM and NPC af
t er C.Parvum. Alt hough Fc express i on in creased in AM , t he fluor 
escence his t ogram for Fc expr ession of Fc+Ia+ NPC became variable
with an overal decreased PMI i n th e C.Parvum treated mice. These
data suggest a differential response to C.Parvum stimulation i n
number of Fe surface recept ors expressed among RES subpopulations

IN VITRO EFFECTS OF COMMERCIAL FACTOR VI I I
CONCENTRATES (FC) ON THE FUNCTION OF NORMAL

LYMPHOCYTES. Marie Y. Mann, C.B.Daul, W. A. Andes,
and R.D. deShazo ( Span. by J . E. Lewy ) , Department of
Pediat r ics, Tulsne Univer si t y Medical Center, New Or leans .

Hemophi l i ac patients receiving FC have i mmunological
abnormali ties ass oci ated with AIDS. Al tho ugh a high per centage
of hemophil iacs have ant i body t i ters to HTLV-III, the et i ology
of their al t ere d immune status is unc l ear . We have studied th e
in vitro ef f ect s of FC on mitogenic responses of normal
peripheral bl ood mononuclear cells (PBM). Ten l ots of FC
(including one heat-treated and two as sociat ed with cases of
AIDS) from S manuf ac t ure r s were assayed. These were added i n
physiol ogical concent rat i ons t o culture s of PBM sti mulated wit h
subopt imal and opt i mal concentrat ion s of PHA (2 and SO ug/ml,
r espectively). Addition of these FC significantly reduc ed the
proliferative re sponse in a dose dependent manner. Ooe U/ml FC
resulted in an average suppress ion of 40% at 2 ug/ml and 34% at
SO ug/ml PHA. At O. S U/ml, aver age suppress i on was 3S% at 2
ug/ml and 18% s t 50 ug/ml PHA. Two hour pre-incubati on wi th PHA
pr i or t o addi t ion of FC re sult ed i n simi lar suppress io n ;
however, 24 hr pr eincubation resulted in l ess suppression.
Neither col umn- pur i f i ed Factor VIII act i vi t y or antigen had
significant inhibitory ef f ect s . Cell viabi lit i es in FC cul t ures
were similar t o contro l cult ures. These re sults suggest t hat
commericially available FC cont ai ns a f act or( s) ot her t han
HTLV-III which inhibits th e proliferative responses of. normal
l ymphocytes. Effo r ts t o isol at e this factor(s) are curr ently i n
pr ogress.

•
IMMUNE RECONS TITUTION I N PRIMARY IMMUNODEFICIENCIES

JL()()() BY INTERLEUKIN-2 (IL-2 ). A. Mazumder, I.C. Guerra,
H.M . Rose nbl att , and W.T. Shearer , Baylor College of

Medici ne , Depar tment of Pedi at rlcs , Houston , Texas
IL-2 has been s hown to have immunorestorati ve capab i lities i n

some animal and huma n systems of acqu i r ed immunodefi ci ency. In
th is r eport, we presen t our inve stigati ons i nto t he eff icac y of
re combinant IL- 2 in vitro in patients with primary immunodefi
cien cy . 4/ 4 patients with DiGeorge syndrome were found to have
defi cient NK cel l f unction (K562 l ysi s was 33-58%of controls, p
< 0.01) . The DiGeor ge pat ients al so had decr eased product i on of
IL-2 afte r PHA stimulation (4/ 4 had < 50%of normal cont rol s, p
< 0. 02). Both of th ese par ameter s , howeve r , wer e improved i n
4/ 4 DiGeor ge pati ents up t o normal level s afte r i ncubation of
their lymphocyte s in IL-2 fo r 2 days (K5 62 lysis was now 85-104%
and IL- 2 producti on was > 90%of t he control s , wi th t he p val ue
versus cont rol s now > 0.3 ) . Lymphocyt es of 7 other pat ients
wit h a var iety of B cell and T cel l acqui red and pri mary i mmuno
def icienci es were t es t ed s imul t aneous ly i n t hese as says t o
det ermine t he s pec ifici ty of the improvements seen in the
def ects of the DiGeor ge patients. Depending upon the clinical
status and specific immune defect in the patients tested, their
NK cel l function and/ or IL-2 producti on was defi cient (p <
0.01) . However, none of th e defects seen in t hese 7 pat ie nt s
were correc ta bl e by i ncubati on i n IL- 2 (p < 0.01) . Thus,
s pecifical l y in DiGeorge pat i ents, defects in NK cel l funct i on
and IL- 2 production can be corrected by inc ubation in IL- 2. I t
i s possible tha t the admini stration of IL-2 in vivo may playa
ro le in the immunores t orati ve therapy of DiGeor ge patients.

t 1007 ORAL ANTI -PSEUDOMONAS (P6) I gG PROVIDE SPECIFIC IM
MUNE PROTECTION AGAINST P6 SEPSIS DURING CYCLOPHOS
PHAMIDE-INDUCED LEUKOPENIA. Richar d McCl ead, Susan

(Spon. by Grant Morrow) , Dept . of Peds. , OSU, Columbus, OH.
We previ ously showed· that orally- adminis t er ed bovine IgG ant i 

bodies r esis t pro t eol ysis and prov i de specif i c immune pro tect ion .
In th i s report we use spec ifi c anti-P6 bovi ne I gG to r educe the
mortality of P6 seps is i n an i mmunocompromised host. We used a
l eukopenic mouse model to evaluate the protectiv e e f f ect of
oral l y-admin ist ered anti- P6 bovi ne colostral (BCI) and human
serum (HISG) I gG and t hree other antim icro bial f ac to rs - l acto 
fer rin (LF), l ysozyme (LZ) and l act operoxi dase (LP). Leukopenic
mice (cyclop hosphami de , 300 mg/ kg) wer e fed ant i -P6 BCI , contro l
BCI , commer cial HISG, LF, LZ, LP , or a S% gl ucose so l ut i on (DSW)
over a 6-day period. Anti-P6 BCI , cont r ol BCI, and HISG had
ant i-P6 ac t i vi ty by ELISA, agglut i nat i on , and complement f i xa
t ion assays . On day 4 of f e ed i ngs , th e mice were oral l y- i nocu
l ated wit h 106 P6. Qenugin06Q (se r otyp e 10). Mortali t y was re
corded 24 , 48 and 72 hour s l ater. Group su rvival curves were not
equal (p<O.OI; Kru ska l-Wallis) . Paired comparison tests fo r t he
ant i - P6 BCI and DSW gr oups showed a decr ease i n mortality of
- SO% (p<O.OS). Cr oups fe d control BCI or HISG, which exhibit
l es s anti-P6 activity, had i ntermedi ate r educt ions in mort alit y.
The mortali ty of groups fed LF, LZ, or LP was not dif f er ent from
the DSW gro up. We conclude th at oral anti -P6 BCI r educes the
mor tal i t y of P6 sep sis i n a mur in e model of l eukopenia. We spec
ulate t ha t oral antibodies to ent eric organisms may be an ef fec
tive means of r educing t he i ncidence and sever i ty of gram
negative seps is i n leukopenic hosts.

THEORETICAL AND BIOLOGI CAL CONSIDERATIONS IN
SUCCESSFUL MISMATCHED BONE MARROW TRANSPLANTATION.
Robert Moen, Richard Hong, E. Richard Stiehm,

Ronal d Bil11(1g, Wllllam Shearer, Jerry W"inKeTSmn:a:naJohn
Johnson. Ma i son, Los Angel es , Houst on and Bal timore.

Six c hi l dr en with seve re combined i mmunod efici ency disease
have re ce ived bone marrow transplants from a haplo type mismatched
par ent. The mar row wa s treated by mon oclonal anti body and
complement prior to infu sion. Complicat i ng facto rs involved
the pre sence of pr i or mat er nal graft versus host i n 1, prior
th ymus transpl antation in 1 and presence of suffi ci ent native
i mmunity t o r equire a blation in one . Two ch i l dr en died witho ut
engra ftment. The s urvi vors have Band T cell engra ftment as
demonstrated by normal i n vitro T cel l proli ferati ve r es ponses ,
normal i mmunoglobulin a nd/ or functional antibody l evel s except
one of the patients appears to have IgA deficiency. The longest
per iod of foll ow up i s 20 mont hs and t he s hortest i s t hree
mo nt hs . In 1 pat ient, t hymus biop sy after transpl ant conf irmed
a normal di stri bution of cel ls a nd the presence of a ma r ker
for dendrit ic cell s. Thi s marker wa s not pre sent in a patient
who was not su cces s ful ly engrafted.

These data s how: 1. Successful engra f t ment can be accom
plished with haplotype mi smat c hed marrow even in the fac e of
mat er nal graft versus hos t di sease. 2. Haplotype mismatched
marrow ca n home t o the host t hymu s and be a ppropria t ely di f f er 
entiated. 3. Cri ter i a f or pr ior abl ative t herapy need t o
be es t abl is hed; t hymus i mmunohi sto chemistry may be helpfUl
i n this r egard. 4 . Mechani sms of t he immun e res ponse can be
inferred f rom the nature of the reconstitution.
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