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Questions sbout ssquences’
Or. Antnony Faue?
Directer, NIAID
§arly on in the database and snalysis project, iwo problems srecte tn%tt;zri

unaveidably entangled with the dispute about the discovery of HIV: 1
sibcnazs hag te select 4 "reference’ sequence thit was not necessarily @
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“prototype” but wis at Yeast ¢ paredigm; 2) cluster enatyses of variant ‘
sequences, &n appropriate tine ¢f tnquiry for the project. fmeciately drow
attention to tne close similarity of the JlIv ans LAY ssguences.

The first problem was for & brisf time easy te address becauss the Illv
clone known a3 HXBZ was the only infectious moleculer ¢lone for which o
complete genomic sequence had been determined. Throughout this paried,
however, the database pub)ication contained disclaimers pertaining to tne
“primacy” of this virus; we 010 not want to convey an impression that tnii
viFus was (or was not) fn the maiastream of the virsl populstion. 0f late,
1t has been more ¢iffigult to assume this formal stangpoint -- the sample
of U.5. fteletes has greatly tncreased, infectious clones are svailable
for many of these, and growing evidence suggests thet the I3lo viruses.
which have been immensdly valusble up to now, may rot be sc representative
or "prototypical” in the future. Thus, peginning with the 1989 corsendium
of the datitase, HXB2 wi'' no longer take & prominent role as refe-ence
sequence (see append‘x 1). Consensus sequ.nces ‘sbstractions) becoms the
closest thing to references.

Reparding the second prot'em abey . “he first “tree" analyses werg Qen-
erated at precisely the t* » (spring 1987) that the U.S. and French were
settitng the lege! aisput.  nat hao a~isen. Dr. Le Montagne, Or. Nutter.
Pr. Martin, Dr. Rapsen anc  met and fairly quickly agreed thet the dets-
base would steer adsolytely clear o the 1esue but that we would not
suppress sclentific dafa. {ndopondcnt%y. Dr. wong- Stes!, & database eo0'-
tor, and I reached the same conclusion, knowing fully thet the "troes’
could treate new Jiscussion. It was guite a relie’ to al) of us that they
gig not (for exsmpls, see the hew Scientist article snclosed as epperd'x
2), although I remained deeply disturbed apout the claim mede for the 11k
viruses -« that thog derived from pooled blooe of severa! patients. It was
xg%x_géiiggiéén;gil 87 to conrvince meny researchers that the AIDS viruses
mutate 87y rapidTy. The T11b Tnterpretation gave the false
imBression that the virus was more stable than other signs were ingdicating.
(RTLV=1 sequences from remote JOUrCes were jhowing less genetic variabiltty
than the 111p ¢lonas, suggesting that the latter were inceed tsolates fro-
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severd! dgiffarent pti%ontt.)

ne: variabliiit question 1§ stil) thorny, put the matter
1:3t§'%§§.’§§'2£ ;rgﬁor\y lhou1d{ in the hands of onporingntplssts; given
whit i8¢ now Known (tp o large sxtent dué to the efforts of the We'
resesrchers), thers gs nc danger, inm opinion, indt i %-"-idii o0
being ungerestimatod, However, new probiems and qugg}igns‘.tzzt.d s!nu;nc-
Yargely resulting $oom the emerging dete obtained py FLR=SRRTET _

{na:
""‘l
o yot #tatis ; 11f testion
ts is not yeiu statistically robust: moreover, since ampl/
il :%! ::y to the t;chniquo. contamination of materiais 18 € least 8¢
1ikely a8 has besh the cass with conventional cloning end sequancing.

2) Criteria heve not besn established for “same and gifferent” viruses,

VI‘!bw . AN e & ma ke 1‘ th.
, whatever vquasi-species” 13 now s popular word). At st ' t
}::::::: whether & &ntiunt nas been infected with two virused from 8 p:o|
of reiatively stablp variants or one highly pngtcg\ﬁ virys. 1s superinfece
tion possibln?...nri *Jackpots”, skin to what Luris and Delbruck encoun-

tered with phege. ® coming manifast?

i . mamGA 1".
3) Can sequence datp De correlated with neutralization studies to determ
tgo major ang minof forms of HIVs in 8 populatien? (Again, con wo astist
others as wall as quide ourselves with regard to matnstroam viruses and

minor forms?)

4)Finglly, there {s the practital proplem of collating and publishing
ssquence data. It is no Tonger feasible tor our project to prasont edch
individus) sequance. GenBank {s committed to doing procisely that and we
will be working in:¢losse tovch with them through the coming Months when
“puckets" of short :sequences will become publicly svailaple.,

We are wrestling w{th these interesting and vite! problems === happily.
But thess genuine 1ssued focus upon ¢1osely related sequences. hence they
fhevitably tread upon the territory of the 1987 dispute. For instance, wé
have token the step to restructure the database to facilitate the new PCR
sequence data, and; Just as imporsantly, to help estebliish criteria for
relatedness (see appendix 1), and that mers logistice) step hat immense
rhetorical implications, Dr. Wong=Staa) and Dr. Josephs. editors from NCI.
have besn involvad in these deliberations and have communicated them to Dr.
83110 and the group et NCI. Dr. Reit: and I nave had several velusble
conversations about thess matters. They have shown nothing but good will
and cooperation at every turn. Nevertheless. 1t 13 sticky business.

Additionally, Dr, Temin, on bohslif of the genetic varistion committ h

asked me (o undertpke cnc1{|ot necessary fgr the pursutt of the ||m;:§ng.‘

and sequencing effhre: 1'1) be completing these in the comin weoks, and {f

{:u vnu}d 11ke to have 8 copy, 40 et me know. The fronic twist to this fs
ot only the I1Io and BRU (LAV-1) data {s of sufficiont rodustness to

::r:o'agtn tcmplatg tor these analyses. In an intitial pass at the probiem
st fa}l, it did hot escape Dr. Temin's attention that sensitive ground
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was being traversed, Bibeit with ingenuous ingant ions
rly AID resasrch oot: :;%
.

wnen the fine) histary of o8
..... =c nat only serv

noted that the TIIB/LAV-Y virusss 5
LS eial seduence anslyses.
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when the variation conmitiee gets in 2yt swing, thete problems will be
rde Meanwhile, it g, 1 think, prugent tar vou

teken up in @h grderly fashion.
to be eporised of these aress of congerh... and promise. 1 am more optimis-
tic today sbout che variption than I have beeh for two yesrs.

Please et me know ¢ you have any guestions.
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