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Between 1983 and 1990 we treated 53 patients for congenital combined 
immunodeficency by bone marrow transplantation. 50 patients had SCID 
including 5 with ADA deficency and 3 with Omenn syndrome, 2 were treatcd 
for bare lymphocyte syndrome, two siblings suffered from a functional T-cell 
defect. The overall survival was 57% with a mean follow up o f  4.2 years. 
After H L A  - identical transplali..lion 719 (77.7%) and after haploidentical 
transplantation 29/45 (64.4%) survived. After haploidentical transplantation 
with T - cell depletion and without pretransplant conditioning, GvHD occured 
in 1/23, after pretreatment with ATG in 115 and after conditioning with busul- 
fan and cyclophosphamide in 7/17 pts.. There was a slightly higher early 
mortality i n  patients with conditioning, but no difference in long time survi- 
val. However conditioned patients had a benefit in respect to B - cell recon- 
stitution. The occurence o f  maternally derived lymphocytes (40% o f  pts.) 
had no influence on survival. The outcome o f  all these patients seetns mainly 
influenced by their clinical state prior to BMT. 
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An 8 year o l d  boy  affected b y  a rare form of I - l l n r e d  Chrenlc Granuloaatous Dlseair ICiD' 
and present cytochroae b underwent ruccessful bone rarro* transplantatton on lugust !Y69 ;n 
Pescara (3.4 a l p  nucleated cells1Kql from hls 6 rear o l d  hlsloconpatlble slslrr 
IHLR-ldentlcal and HLC negdtlvel after a precond~t~on~nq reglnen of Busiifrn 13.25 
nqlhq!day for 4 daysl followed b y  Cyclophusphamlde I:u mqil,y!dry for Y days!. Ibr pat!e~.t 
was protectrd by LAF isolator and b y  our derontam~rat~on protocol. Cyclospo~~ne H A ;  

ddmlnstered for I 2  nonths and Oral Acyclorlr f o i  2% d a i s .  Ihr clln~ral cou:se "3s 

unco~pllcated and the boy was engrafted proaptly ~11h P3h ioun!s 1aradll:lng oc dry 1 3  and 

the coaplete reversal of neutroph~l functlon defrct. i!toqet;et:r shoved complete 
engrdftment of donor orlgln at 4 months after B H l .  Elghleen ronths after Bill the boy  s t i l l  
continues to be free of ~nfections. In fact NBT uas alreadj >ojit:ve 31 the ntnetn ao~!th 
for ?yrosan 192x1 and ior FttA 191x1. The 0; generation vlth Ftlk was 8.88 nmollm~nllO~ c e l l s  
and nlth fllLA was 13.01 nlotlmlnll6' cells. Cytochromr b soectra shoned peals at 428, 536, 
556 nm 17.81 pmolllC cells) and a l l  h~s  neutrophlls slaliled for cvtochrane b on the cell 
surface by uslnq monoclonal antlbodles l D S  198X i .  Earlier dtreaptr o f  BtlT for C6D by bow 
narrow fro* related or unrelated donors have fa~lrd elrber orcause of slou lor, o i  tne 
graft and gradual deterlnrdtlon In neutruphll funct1i.n o i  because of lethal lnfritions 
andlor 6vH dlsedse. Ue conclude that ds w e l l  as In CGD l 'b-, prsrtourly desir~bel b: U; 

Inone Harrow lransplrnt 4, b95, I989 i ,  a ccnplete neutl-oybil enq:aft.ent ;an b e  a ~ h l ~ v r d  
a l s o  !n th~s rare for, i G O  Xlbt. S ~ p p o ~  l e d  b y  d g i a o t  i r ? n  ~.c.F..s.I.. 

?I.INICAL AND GENETIC HETEROGENEITY OF RECESSIVE FORM 
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a-spccuin sy~~thcsis cxcccds t3 by a factor lour (Himspa1.1987). 1'111s rl;~~cnlct:t SII~~CSIS 

Ihal a-spcuin ?cficicncy would be evident only in the homozygous slate. Agrc (1982,XS) 

described some cdscs of rcccssivcly inherited HS charac~crizcd hy sevcrc spectrin 
dcfcicncy and lib-threaaning hcmolysis. Marchcsi (1989) founded in 9 out 0120 of lhcse 
kindrcds an acidic shift of a l l  donvain. More rcccntly Forget (1990) analyzing the 
gcnoniic DNA of llicsc subjects demonsuatcd an Ala-Asp (CAT-CCT) rubst~t~~l~on at 
posilion 972 of a-sp. In order lo assess clinicel findings o l  rllS and vcrrfy ~hc l~nkagc 
with a-spcuin gcnc we sludicd I I unrclalul k~ndrcds of il;llil crtr;rlion, cl~:aacari~cd 
by alfeclcd proposilus with hcn~alologicdlly and bicchcm~cally norlni~l parcnlr. Two ol' 
thcx had scverc I I S ,  whcrcns the remaining have LI clinlcal picture of lyp~cal HS. Wc 
cxamincd 3 ~mlymorphic silcs (Xhal,Pvull.Mspl) loundcd in linkage d8,ctlutlhbrium with 
a-sp gene (tlollm;m.1987)(30?1-El cDNA probe was givcn by cooncsy of 8.C.l:orgct). 

In lhc informa~ivc Pamilies rllS 8s associalcd with the lullowing I~;~lrlo~yl~c X(+).P(- 
),M(+) in three chromosomes and with ++-. -+- and --- in lllree others. l'hc heplolypc +-+ 
is thc most lrcqucnl in normal populauon of our country. This Sillding suggests the 
t~clcrogcncily of molecular dclccl ;II lhc a-gene level. Furthcr~r~orc III two cases tllc 
hsplolypc sssigncmc~ll allows IU the cxclusion of a-sp gene involvc~ncllt. This suggcs~s 
0x41 I~IC a-spccuin gene abnormal~lics couldn't cause all rllS. 

NEWBORN ERMHROCMES ARE MORE RESlSTFM THAN 
ADULT TO FREE RADICAL-MEDIATED DAMAGE CAUSED BY 

LIPID EMULSION. 

O4 S Kljuchnikov. 0 Pitkanen. K Raivio and S Andersson 

- 4th Children's Hospital. Univ. of Moscow, USSR; and 

Children's Hospital. Univ. of Helsinki, Helsinkl. Finland. 

lnlravenous lipid emulsions conlainlng polyunsaturated fat are susceptibe to 

iipid peroxidallon, and may trlggor cell damage. We Incubated adult (A) or 

lerm neonalal (N) erylhrocyles with 0.44 % Inlrallpld@ (IL) In 

phosphale-buffered saline for 17 h. Hemoiysis was 40.5f2.1% in A and 

22.411.3% in N (p<0.001). MCV increased by 69.7% in A and 48.5% in N 

(p<0.001). Glulalhione (GSH) decreased in A from 63.6t4.7 lo 21.6f4.5 

(66.0 %) and in N from 61.1t5.9 to 25.7f5.0 mgldl (57.9%)(changes 

p<0.001). However, malondialdehyde and conjugated dlenes were hlgher in N 

(bolh pc0.001). Desferoxiamine or sodium elidronale lnhibiled the effecls of 

IL in bolh A and N. We conclude lhat despite higher lipid peroxidation in the 

membrane, the newborn red cell is more resistant to free radical damage 

than lhal of Ihe adult. 

HIGH DOSES OF HUHRN RECOHBlHANT ERYTHROPOIETIN IrHuEPOl ARE I I C E C T I V E  I N  
THE IRERIllENT OF ANEAIR Of PREHRTURITV I A P I  

105 V ~ r g ~ l ~ o  Carn~elli, Rosalta Da R ~ o l ,  Graziella Zacchelto, Felice 
Cantaruttl, G~ovanni llontini - Departrent of Ped~atrics, 
University of Padova, Via G~ustlnlani 3, Padova, Italy. 

rHuEPO has been preav~ously used for the treatment of RP with uncertain results; dosages 
between 10 and 300 IUIKqlreek have qenerally failed to reduce the need for b l o o d  
transfus~ons In premature lnfants, although no lajor side-effects were shown. Ye performed 
a pilot study to demonstrate the safety and thc efficacy of h~qher dosei (120-300-600-1200 
IUIkglreekl of rHuEPO adm~n~stered to premature Infants. Only doses of I200 1UlKglreek 
were shown affnctlve to increase the reticulocyte count; we describe these drta. P-: 
Inclusion cr~terla were: gestational age 16AGEI less than 33 weeks and b~rth welght l B Y l  
less than 1.75 Kg; adm~ss~on to our neonatal intensive care unit. Group A: 8 premature 
infants lmean BY 1.38!0.26; GAGE 30.2!1.61 rere given I200 IUIKg lweek  in 3 doses and 20 
mgIKglweek of iron. Group 0: 11 premature Infants I B Y  1.34!0.2b; GAGE 29.6!2.4) rere used 
as controls. R-: no side-effects of the tredtamt, especially for blood pressure, 
white blood c e l l  and platelet count, were shorn, Aain rsrultr art shown In the table. 

Nuaber RC transfused Blood  sanpled lkan k t  Hean retlcs 
transfusions I m l l K g l  L m l l K g I  1x1 1x1  

EPO 1.0!1.7 l b!29 20123 48.1!1.0 4.6!0.3 
COYIR. 3.1i2.2 48!34 27?IP 41.9t3.b 1.6i0.1 
P 0.019 0.023 0.21 0.048 0.0001 
CONCLUSIONS: From these prellmlnary data hlqh doses of rHuEPO and Iron rupplementat~on are 
effective in reducing the number of blood transfusions In preaature Infants. 

EFFECT OF RECOMBINANT HUMAN ERYTHROPOIETIN lEPOl IN 
PREMATURE NCONATES PRELIMINARY RE1ULTS OF A 'DOUBLE 
BLIND CONTROL TRIAL 
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Univcrstty of Thessalonik~, 546 22 Thessalon~k~. Greece 

We investigated whether preventatwe treatment with h~gher doses of EPO 
In the premature neonates is safe and reduces the need for transfusion. 20 
infrnts were randomized to an EPO (n: 12,BW: I 176 k 234g.GA:28.2 -t2.2w) 
and a control group (n: 8. BW: 1232 f239g. GA: 29.3 f 1 . 6 ~ ) .  EPO 
lSOU/kg was givcn s.c. every 3rd day for-6w early from rhe 1st w of l ~ f e  
and iron 3mg;kgld from day I4.The 2 groups were r tm~lar (BW.GA, clinical 
status). During lhe 6 w of therapy with PO, there were no differences 
between concrol and PO groups In t1t. Hb, total leukocyter, ncutrof~ls, 
HbF, transfusion rcqu~reme~:ts.mortal~ty or rliorb~tldy. Ret~culocytes and 
thronibocytes were increased from the 3rd w and serum f c r r l t ~n  decreased 
from [he 6th w of EPO treatment compared to control group (table). 

pre-EPO 2nd w 4th w 6th w 
Ret~culocytes EPO 12k4.8 1.37f 1 3.3f 1.7 5.6f 1.6 -...... I,,".YY. 

control 8 .9 f4  1.36f1.3 1.8f1.9 1.25*1.1 
Thrombocyter EPO 2 16 i 50 325 f 120 369f69 463 *97 

control 269*69 262 f 166 213 f l I6 290 f 1 4 3 ~ ' ~ ' ~ '  
F e r r ~ t ~ n  EPO 196zt221 273 f80  284 * 147 2OOf 193 y,,,,5 

control 210f67 181f85 335f122 547f279 
In conclusion EPO adm~n~srrat~on of 300 U/kg/w appears to be safe. 
However, alchough the need for transfurion was nor reduced the 
ret~culocytc production was slgnlf~canrly ~ncreased. 
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