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Mycoplasma origin of tumor cell protein stances, if malignant cells start expressing 
M1651Ag, the cells will be discrimminated 
as non-self via homologans complement as 
in HIV-infected cells. Our study also draws 
attention to the impact of parasitic pro
teins on host immune modulation. 

To the editor-In the November 1997 issue, 
Matsumoto et al. described a novel human 
protein (M161Ag) expressed by some 
tumor cell lines but not found in normal 
human tissues, and suggested a potentially 
important mechanism for destruction of 
tumor cells by autologous complement'. 
We wish to point out the pronounced sim
ilarities between Ml61Ag and a my
coplasma protein originally described 
because of its effects on cultured cells2• 

We searched for similarities between the 
two quoted cDNA and predicted amino 
acid sequences. Not only is the S' PCR 
primer identical to the previously reported 
Mycoplasma fennentans p 48 sequence2, but 
the first 570 bp of the M161Ag sequence is 
identical to the previously described se
quence, with the exception of three single 
base changes and a single base insertion. As 
would be expected, the encoded proteins 
also show extensive similarity-of the first 
114 amino acids of M161Ag, 112 are iden
tical to that of M. fennentans and the subse
quent amino acid sequence up to residue 
186 of Ml61Ag can also be explained by 
addition of a single T nucleotide at base 
pair 404 of the mycoplasma sequence. 

Although in a note added in proof 
Matsumoto et al. refer to some homology 
between M161Ag and a mycoplasma se
quence, the above described similarity is 
such that their Ml61Ag cDNA sequence is 
almost certainly of mycoplasma origin. As 
previously described2 this could be tested 
by Southern blot analysis with a M161Ag 
probe, hybridised onto genomic DNA pre
pared from normal human tissue, rather 
than cell lines which may contain my
coplasma contamination. The paper by 
Matsumoto et al. may be telling us more 
about mycoplasma biology than human 
tumor immunology! 
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Matsumoto et al. reply-We focused on the 
novelty of the protein functions in malig
nancy as present in leukemia patients. 
Although at the time of submission we 
failed to detect any homologies to released 
GenBank sequences, we did present a note 
added in proof revealing partial homology 

to a M.fennentans product called p48 (ref. 
2). As an obvious next step we further in
vestigated homology to our new protein 
M161Ag and discovered that the gene is ex
ogenously transferred to M161Ag-positive 
cell lines and that M161Ag is indeed a my
coplasma product. A more complete ac
count of this work and the structural and 
functional properties of M161Ag has been 
submitted for publication. 

Indeed the genes M161Ag and p48 are 
highly homologans but the corresponding 
proteins are different. M161Ag remains the 
only identified mycoplasma protein 
involved in complement activation. 
Mycoplasma products have recently been 
demonstrated to have anti-tumor and 
growth inhibitory properties3•4 and we and 
others have detected M161Ag and M.fer
mentans in leukemia and AIDS5 patients re
spectively. Irrespective of its origin, our 
report suggests that under certain circum-
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Therapeutic replication-competent herpes virus 
To the Editor-In a December News & Views article, Martuza discussed the potential of se
lectively replication proficient herpes simplex virus as a cytotoxic agent in the treatment of 
malignant brain tumors' . We report the first clinical trials. 

We have characterized the HSV mutant 1 716 which is only capable of replication in pro
liferative cells2• HSVl 716 is safe when inoculated intracerebrally in rodents and has demon
strated wide ranging anti-tumor activity in xenograft modelsJ. 

We have initiated an MRC-funded, approved, phase I, dose escalation study of HSV 
1 716 in patients with recurrent glioblastoma who have failed all conventional treatments. 
The study is designed along conventional lines with successive cohorts of three patients re
ceiving increasing doses of virus by direct intra-tumor injection. Patients have been treated 
at a starting dose of 103 pfu with no adverse sequelae noted after the first few weeks. 

Since 1 716 is replication competent it has the theoretical potential to cause encephalitis, 
although no evidence of encephalitis was seen in rodent studies. HSV 1 716 is 
Acyclovir/Gancyclovir sensitive but to date, administration has not been required since no 
evidence of encephalitis has been seen in any patient. 

We believe that animal experiments give little information with respect to the ultimate 
safety, toxicity or efficacy of potentially therapeutic viruses in humans. This is especially true 
for a neurotropic, replication competent virus whose clinical course will be modified at least 
by the immune system. We therefore believe that progression to human trials of 1716 is to
tally justified in patients whose disease offers no prospect of even modest survival and who 
are fully informed of the experimental nature of the procedure. 
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