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dicative of a global immune system re
covery following antiviral therapy. 
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Connors and Lane reply- Without seeing 
the data cited by Gorochov et al. it is im
possible to comment on the validity of 
conclusions drawn from their own data. 
With regard to the data presented in our 
paper, we can respond to the three 
points raised: 

The three patients in our study re
ceived potent anti-retroviral therapy in
cluding indinavir sufficient to give 
dramatic increases in CD4' T cell counts. 
Two of these patients received only two 
infusions of 11-2 which is unlikely to re
sult in the observed increases in CD4' T 
cell counts. Further, data within the 
paper show that IL-2 causes a preferen
tial increase in naive CD4' T cells which 
one would expect to be a more poly
clonal population' and therefore more 
likely to show less skewing of size pat
terns after therapy, rather than more, as 
suggested. If restoration is to be ob
served one would choose patients with 
low CD4 counts prior to therapy and 
substantial increases after therapy. The 
patients in the study were carefully se
lected from a large cohort for just those 
criteria. 

Secondly, Gorochov et al. are correct in 
pointing out the effects of CDS' T cell 
contamination. However, only one 
sample had 90% purity and of the other 
samples in question, only the pre-ther
apy sample on patient 11 had 95% pu
rity. All others were >98% pure. Also, 
preliminary experiments were carried 
out to determine the number of cells 
necessary to provide consistent results 
in advanced patients without sampling 
error. Changes in the repertoire ob
served subsequent to therapy on less 
than 10 million highly purified CD4' T 
cells are not interpretable. 

Finally, comparing the four peaks 
surrounding a major peak allows analy
sis of all major disruptions. Smaller 
peaks at each end of the distribution are 
low in intensity and more variable and 
therefore not included in the analysis. 
In fact, inclusion of those peaks yields 
misleading results. 

It is important that restoration of the 
repertoire is not confused with im
provements observed in functional or 
phenotypic analyses or in the clinical 
status of the patient. Indeed functional 
improvements following anti-retroviral 
therapy may be mediated in vitro or in 
vivo by proliferation of existing low fre
quency clones and may occur in the ab
sence of restoration of all of the clones 
which may mediate resistance to op
portunistic infections in an HIV unin
fected individual. 

In the context of immune reconstitu
tion and CD4" T cell repertoire restora
tion, it is important when interpreting 
data that one considers how advanced 
is the disease prior to therapy and the 

level of their response to therapy. 
Undoubtedly one will observe some 
change in some of these parameters in 
some patients. However in the three pa
tients we studied intensively, this was 
not observed. Our data and recently 
published clinical data' indicate that 
immediate reconstitution of the reper
toire and restoration of clinical resis
tance to opportunistic infections is not 
the rule. 
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Correction 
In the above mentioned article by Connors 
et a/. the abstract referred to therapy with 
IL-1 2. This should have read IL-2. 

Images that soothe -Japanese hospitals help patients relax by giving their normally drab walls a lick of paint. Here the Fijieda Heisei Kinen 
Hospital in Shizoka Prefecture, west of Tokyo, surrounds patients with ocean and garden. -R.N. 
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