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e e e . SUBJECT:

Specia..l Delivery

- Raview and Recormnmendations .. _.__ ..
concerning Hepatic Anglosarcoma

_apparently related to vinyl chloride
exposure {(Coniference of 3/2/1974)

. Dear Dr. Heath:

At the conference at the NIH on March 2, 1974, data was
prosented concerning & proven casea of angiosarcoma of the Uver
(possibly a seventh case) occurring at the B, F, Goodrich plant at
louisville, Xy. Onbn thez basis of the exposure there to vinyl chlor-

- jde; the cases presented by Dr. Topper from Germany and the
animal studies meniioned, it scems exsentially inescapable that the
Jesions occur incident fo the exposure to vinyl chloridk, There
were a number of similarities among these casee. The tumor
pathology was identical and the twmor behavior seemed to be onc
of local extersion rather than widoly metastiatic. Case 41 might
be tumor of multicentric origin,

‘ The liver lesion in the non-tumor portions oi the liver was
was of great interest, Mnterial from four cases without known
tumor was revicwed, presenting similar pathology. Primnarily,
there was widening and {ibrosis of the porial aveas, some collagen
in the sinusoid rear the peripbery of the lobule and peculiar ginus-
T 'oidal lialng tcedhy, prasusiably 4lc precersors of the-angiesarcotia
cells. It would appear that the portal fibrosie, or, maybe, more
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jmnortantly, the sinuszoidal fibresis leads to fairly early portal
hyperiensinn, hemndv-amically aimilar 1o if‘iopathic partal hvpere
tersion (Rann's dizeace). Escphageal varices and marked spleno-
megaly were present in some of e cases.

Unfortunately, neither the tumor nor the Iner lesion ;*reced-
ing it prosure very iiarxed alterations in ihe hepatic tests. The
most consistent appears te. be srnall to maderate increases in the
SGOT, soine increasv in serum alkaline phosphatase snd sco:actimes

- amall rises in the serums otal biltiruebin. ther tests seemed o be
variably abnormal (LDH, serumn globulin).  Coupled with the mild
test abnornialities was increasc ¢. cpleen xize in a nuinber ol the
cazes,

The central problem i3 that of how to monitor exposed work-
ers fof early evidence of hepatic toxicity. It would appear that the
hcpa.uc Yesicn precedes tumeor for"naﬁon, as a rule, by aomu yerars,
‘Also ‘that there s somne relativnship to a long duration of exposure
for both lesions, It iz recognizad that rather large numbers of
workers are involved for screesning purposcs. My suppestions are
as follows: . . Y

1. Biochemical acreening at the time of new ecmployment

{bage line) and for all workers, then once-per year, I

Wwould suggpest thiz be incrc.a:--:d to every six months after

the 10th year of exposure, -

! - '3
2. Prelerably the biochemical tests should be those able to
be done by the SMA {or other automated mmeans).

3. It might be of use =~ experience would tell - to pro-
gram the SMA for the SGPT {as well 2s SGOT) and possibly
for the GGTP. This type of liver lesion appcars to produce
little hepatocyte injury aand thus transamicase-type tests are

going to Le of h'nnec. value, but there rnay e nothing cur«

rent!y better, ' .

- .

‘4.  More intensive investigation could then be done on the
cases that drop ~ut with test abpormalides. 1 would suggest
repeat tests in one month, pogsibly again in another month.
: Hobef{ullvy the abnormalities will be modest in number and

'thercfore practically could be investigated more thoroughly.

Tyow 1377




March 7, 1974

Dr. Clardk Heath Jr {pxze 3)

The hepatitis B aatigen provably choald be done when the
cniyInc tesis Are Glevate
relates virail hepsiilis,

Y ot Ioneize tlen A rieeslesl emamivadien, history waking

(algohzl, wedications,  recent transfusion or kepatitis con-

4 o help clear the piciure of un-
y1 adnormeziities persist cne menth,

tacts, otc.)

tie hesatic test abnormalities is not clear,

§5, T the zause of -
now possibiy vinyl chivride-reiated liver discase, a lwver

v i.e.
goan with teclmicium would scem indicated and uvsefal. As

‘discussed at the conference, at this point practicably it is
likely the patienis would be referred to private physicians
cr ciinics for further work-up.

§6. There are a number of other considerations. The proline
hydroxylase tesc might be of interest and utility in screening.
« == -=v ~ The BSP test-seems not to be {not surprising, in light of the- . --
Panti-like diserdsr). It remains uncerizin if the hepatic le-
" gion might still advance to tumor with withdrawal from viayl
chloride exposure. 1 doubt this tumor will be acsociated with -
alpha-~fetoprotein, but thic should be determined, especially

by radioimmunoassay. .

#7. T doubt that unusual biochemical testg will turn out to be
of much value ocver customaxy hepatic tests, since the hep-
atic tests are usually bassd on reduction of functional mass,
hepatocyis injury or bile duct obstruction, none being prom-
jnent here. WNonetheless some rather intensive investigation F
of a turmor casc and a2 few of the "liver disease! cases might
provide useful information applicable to screening.

#8. Liver scan features showing some degree of splenomeg-~
aly or "'spotty" hepatic uptake probably should be arbitrarily
interpreted in this setting as vinyl chloride toxicity,

#§9. ILiver biopzy, when indicated as considered by physicians
caring for these patients, can be very helpful, it appears,
and should be enccuraged. However, if the scan suggests
tumeor type of defects, needle biopsy might bs somewhat

 bhazardous with his vascular type of tumnor. w
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£ 10. The idea-oi menitoring a control” populaxion, was raiscd
ard ie atractive il-feasidle. ' '

% 1l. An effort should bz made to foilow up former =xposed cm-
ployees t6 see what Exs cecurred after leaving exposure areas,

412, For worksrg in high exposyre work {autoclavesz), some of
the techpigues nsed ix the lead industry {air currents, gas ’

..asks, showers, eic.} might be of value in reducing the de-

- gree of exposure. . '

-

# 13, There sweems to ho urgent need for data ré the biology of
vinyl chloride {metabolism, excretion, tissuc levels, ete,)

Very truly yours,

nt et s i e - 1, - i _—
B Gleaw G Ledibe
’ Allan G, Redekex, MD
Prof, of Madicine M~ D -
S N Director, Liver Unit, - -
T e A A . John Wesley Hocpital
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