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Deay Br. Keller:

I reeeived the manusceript of youwr paper “Blood Lead
I Pregnant Women and Neonates" to review and felt that
because of our special wvelationship wlth regard to this
paper, since the Du Pont Company had finoncially supported
it, and the analyses had been performed in our laboratories,
that I should write to you directly conceiming the publica-
tion of this pener.

I feel very strongly that in lis progent form the
paper yvequires consldersble revision and would offer the
followling suggestions. As seb out in the abstract the
purpose of the paper is sald to be "to evaluate whether
the increases in atmospheric pellution by lead inercased
the blood lead content of 410 pregnant females and 104
newborn infants. %o answer this questlon only twe maximunm
blecod lead valves are glven, one for patients having urbsn
addresses gnd one for patients having rural addresses. Yo
provide a satisfactory snswer to this question at least the
means and standard deviatlions for the two groups should be
caleuwlated and any difference in means tested by accepted -
statistlical techniques for significance. I a sipgnificant
difference is found, one possible explanation for the dif-
Terence would be the alr lead concentration %o which the
groups vere exposed hut other possible explanztions such
a8 differences in diet would have to be dlscussed and the
actual alr concentrablions of lead in the area of the study
measured or estimated. It is noted in the papey that come
pavisons were made of the influence of other factors than
place of residenne, such as stage of gestation, season of

“the year and sex of the infant, but none of this potentially
very Interesting data is offered in numerical form.
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. It 1s stated that the lead 1evel was somewhat higher
in fterm pregnancies, bub theres 1s no dlscussion of the
problens of aecuvatﬁly measuring the lead levels in the
blood of women with a chenging fiuid balsnee and red cell
mass during gestablon.

: In the preamble, reference 1s made to Nogakits papsy
which claims an increased risit of aborbtion with blood leads
exgeeding 430 micrograme of lead per 100 grams of blood. -
It would seem to me thqs again a single figude is not suf-
Ticlent information end that one needs o oy the mesn
bilood lead as well as the range of values for the group,
but that since you have introduced the subject of abortion
some relerence o the outcome of the pregnancies in your
study should be nade. VWere thepre abortions, stlllibirths,
neonabal deaths oy fetal deformitien? If so, these should
be documented and their statistical significanee assessed,

. n conecluslon your reference to the "normal blood lead
level" raises the problen that to meny persons lead noisoning
cen be dlagnosed solely from a blood lead level, whereas lead
poleoning is a clinical dlaznosis to vhich kmowledge of the
blood 1ead level can make &g signifJCdn and useful contribie
tion. "Hlormal" in the sense used hcre and in your paper

ans Yecommonly found® and being outside the normal range is
not necessarlily the same as sufferinw from lead poisoning.

I hope these svggestions will be of valuve to you. It
. seems o me that this study and others that we conducted at
the University of Pemnsyivenia pointed to the complexities
of carrying oul longltudinal studies of lead levels in prege
nent vomen and perhaps formed pilot studies for a more
definltive plece of research. Probably the only elear cone-
clusion that can be dyrawvn from the origiual data is that
lead crosses the placental barrier to give espsentially the
same blood lead level in Che fetus as in the nmother.

Sincerely,

GRIGINAL SIGNED B7
JOHN A, ZAPP, J1.
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Pasur Bobe

I have Just retumed from four weeks of vacation to
find your lefter snd the Keller manuseript on ny. desk. The
paper arises from some proliminary studies which we sponsoved
gome yeavs azo in trying to snawer the question: Yis load
moblilized from the mabernal skeleton durding the perioed of
high caleiwn demand by the fetus in late pregnancy?" The
Juesults of thiszs and some other studles we carried ocub at the
Yniverslity of Pennsyivania convinced me that wlthout a spe-
c¢ific Interest in this particular problen by the clinical
group involved and & much mopre sophisticated experimental
dasipgn then could be uwndertsken in the conditions vaually
found in the ocubpatient depaviwment of an obstetrical sexvicse,
the gueastion could not be angwered.  As I am sure you will
sppreclate Tar betitor than most pegople the relationshlp betweesn
the university person corxvying oub 8 pilece of reseprch and
those responsible for pavtlial oy complete flingnoial support
can be & dalicate one. In the case of Ir. Keller, personal
. relatlonshlips were always good, dul 1t guickldy becarze spparent
to me that my original ides of how many mothers would need to
be studled and the numbsar of anaiytical sampliles required {rom
e¢ach mother were inadequate snd thervefore I regarxrded the study
by Dr. Keller purely as a pilol study and thet to ¢sryy out &
definitive study would reguire a much nore sizeagble effort
thon was feasidble at that tine.
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Of couvrse the resulids of the blood asnalyses were
freely avallable o Dr. Keller to use if he felt a useful
contributlion to the seientific literature could be cxtracted
from them. I had hopsd that the lack of any publicssion
over the intexvening yeors reflwctad Dre Keller's appreciae
tion of the sketehy nature of the svalleble dats even if it
wera gset out In full, but eoparently thin ig nobt the case.

I am glad you have expressed yourself firmly and
forelibly on the merits of the paper since a simllar expreSe
sicn of opinion on wmy part might be Interpreted as an abbempt
£ suppress publication.

I am sorry that you have been bothered by this m&ttér‘
and hope that in glviag the background Lo the "studyY you
will understand my positlon. With best regavds.

Sincerely,

ORIGINAL SIGNED w7
JOHN AL ZAPP, e,

Gr Je n‘.'i'bt)}?ps, r‘xtBo, B.8a
Asgistant Divector
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