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FAX MESSAGE
(Page 1 of 1)

To.  Mr. Richard Ehrenberg Date: February 7, 1997
CDC/NIOSH

From: Dennis Cocco

As per my phone conversation with you earlier today, [ would like to inform you that we
believe there werc some serious errors written in the 1997 editorial portion of your
February 7, 1997 MMWR on “Angiosarcoma of the Liver among Polyvinyl Chlaride
Workers - Kentucky”. These concerns center on.

a) Your presentation that VCM is now universally considered a highly potent
chemical carcinogen is not exactly correct.

B)  Your description that a manufacturer received “substantial profits” as a
result of the development of a patented system is simply not true. Also, the
inference that someone profited from the problem is certainly misleading

Please consider that we believe you should reconsider releasing the document as it is
currently written or at least be prepared ta issue a retraction at the earliest opportunity.
We will be sending you shortly a formal lctter to follow up with this FAX to further clarify
our position.

Please do not hesitate to contact me should you have any questions. My telephone
number is (216) 930-1538 and my FAX is (216) 930-1428.
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COMMENTS:

If you have any questions regarding this fax, pleass call. Thank you.
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FDA Agproval of COMYAX

1
MORBIDITY AND MORTALITY WEEKLY REPORT 118 FDA Appraval of ACELUMUNE?
112 Notite 10 Readery

A3 part of it cormmemoration af COCs Sth anniversary. MMWR /g reprinting se-
lected MMWR arricles of historical Interest to public haaith, accompanied by current
edilorial notes.

Reprinted below is & report published February 9, 1974, which described the inves-
tigation of a cluster of cases of angiasarcoma of the livar among polyvinyl chioride
workers in Kentucky, followad by 8 contemparary aditorial nete, The report illustrates
the public healh process in accupationwl satety and health—progressing from tha in-
itisl observation of a naw problem by informed clinicians through follow-up
epiderniologic and toxicologlc investigations to a targetsd regulatory response, which
virtually eliminetsd the newly recegnized problem.

EPIDEMIOLQGIC NOTES AND REFURTS

ANGIOSARCOMA OF THE LIVER AMONG
POLYVINYL CHLORIDE WORKERS -= Kantucky

Botween September 1967 and December 1973, 4 cases of angiosarcoma of the liver
wera diagnosed among men emplayed in the polyvinyl chioride polymarization sec-
tion of a B.F. Goodrich plant near Louisville, Kentucky. This section of the plant began
cparations in 1938. k employs about 270 persons and produces palyvinyl chloride as
well as a variety of copalymers by polymerization of vinyl ¢hloride menomer All
4 men had workad continuousty in the sactian for at laast 14 years prior to onset of
ilinass (Tabie 1); sll 4 had workad directly in various phases of the polymerization pro-
cess.

Casze 1 presented [n Augutt 1987 with an epigastric mass and thrombocytopenla.
An sxplaratary laparetomy was performed in Septamber 1967; liver blopsy revealed

oena. Case 2 presented in January 1970 with gaatrointosting! (Gl) bleeding.

ding in May 1270 |ed to an axploratary laparotomy at which time a di~

0s0rcOMA Wis made on liver biopsy. Case 3 presented In January 1964

g which recurred in May 1965 with signs of partal hypertension. A

portacaval 'shunt was parformed, and liver blopsy yioldud a diagnosis of ¢irrhosls,
Repest biopsles in October 1970 and Septembar 1972 confirmed this dlagnosis.
Autopsy in March 1973 revealed angiosarcoma. Case 4 prasented n July 1973 with

.3, DEPARTMIENT OF HEALTH AND HUMAN SERVICES / Public Maalkth Sarvics
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- Table 1

i Cazas of Angiosarcuma of tha Liver
amang Faolyvinyl Chiaride Weorkers

8.F. Goodrich Plant

Louisville, Keatucky

Datg of

IMneus
ansat
43 Aug, 1967 Sept 1967 Jon. 7, 1868
38 Jan. 1970 May 1970 Sapt, 37, 1971
a Jan, 1964 Mar. 1873 Mar, 3, 1973
58 July 1973 Qac. 1873 Ong. 19, 1873

Dizgnaxis Daath

hepatosplenomegaly, weight loss, and jaundica. Two liver biopsies ware interpreted
as showing severe cirrhasis. Autopsy in Decembar 1973 ravealed angiosarsoma.

In sach ¢csge, pathologic materlal reveslad the prasence of extansive clrrhosis ot a

non«icoholic type in addition to angiusarcorma. In 2 cases, the diagnosis of anglo~
2rcoma was mada only at aytopsy, cirrhosis having been diagnosed 7 years befors In
Case 3 and 8§ months befors in Casa 4. None of the patlents gave histories of pro-
longed alcohol use or axposura to hepatatoxin outside their work placs. In particulay,
none had ever had exposurs to thorlum dioxide or to arsenic, two materials krnown
specifically to induce hapatic angiosarcomae in man (1,2).
(Reported by Jonn Creecn, M.D.. Plant Physician, B.R Goodrich Chemisal Company, Loulsville,
Kentucky,; Maurios N. Johnsan, M0, Director of Enviranmaental Hesith, B.F. Goodreh Chamiesl
Company, Akron, Ghie; Bradfora Black, M.D., Medical ConsuRant, Kentucky Cccupstional Safety
Jnd Health Administration, Kentycky State Jopartment of Labor: Nationas) instiiuts for Occups-
g:gg: Safaty and Haarth, and the Cencer and Rirth Detects Division, Bureau of Epidemiclogy,
Editorial Note

Angloaarcoma of the liver ia an exceadingly rare turnor. It Is sstimatad that only
about 35 such ¢aces occur aach yaar in the United States. Four cazes, therefore,
among & small numbar of workers at a singls plant is 8 mast unusus! evenet, and ane
which rgisas the possibility of some wark-relatsd carcinogen, congelvably vinyl chio-
ride itself. Aithough ne data are yet available concerning the occurfence of angio-
sarcoma among workers st other vinyt chloride plants in the United States, it soems
distinctly possibic that the proklem may be industry-wide, Epidemiaiogic studies have
startad to detgrrnine the extant of the prablem In the United States, with respect both
1o anglosgiilidng of the liver and to ite passible relationship to posttoxie cirrhosis.

L Gk conceming the potentlal hepato-taxicity and oncogankcity of vinyl

, Studies in Garmany have suggested a link betwean hepatic dam-

nal exposure o vinyl chioride (3), while itallan workars have sug-

iat viMy! chioride may cause a wide variety of tumors in animals (4). The
chemical concsntrations used in thase {atter experiments, howsver. far exceed avels
likely to be encountered in industrisl environments, Efforts to canfirm such abserve-

tions and to measyre effects at lower dose lavels are now in progeess.

CMA 114868
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1. da Silva J, Abbart JO, Cayelia da Motta L. Reria ML: Malignancy and other late wffects
following administratian of tharatrast, Lancet 2:201-205, 1968

2, Regalson W, Kim U, Qspina J, Holland JF: Hemanglagndothefial sarcoma of liver from chronic
arsenic intoxicadon by fowlery solutlon. Canesr 271:514.822, 1568

3. Marsteller kJ, Leibach WX, Miller R, ¢t ak: Chraniseh-toxische labarschiden bei Arbaitern in
der PVC-Pradukticn, Drsch Mad Wachensehr 98:2311.2314, 1572

4, Viela PL. Bigonl A, Caputo A; Oncagenic response of rat skin, lungs, and bone te vinyl ehioride,
Cancer Resaarch 31:516-522, 1971

Editarial Note=1987; Workars constitute the segment of the U.S. population most

hsavily sxposed 10 chemical toxine and physical agents. Bacausa of their intense and

prolonged exposures compared with the general public’s, workess generally develep

ilinegses of taxic atio(ogy more frequantly, mere quickly after the intraduction of new

chamical compounds, and in more severe forms,

Work-related diseases encompass a brosad range of human lilness (1), Fof exams
ple, ehronic bronchitis frequently occurs in coal minars; skin cancer in farmers; blad-
der cancer in dys workers exposed to snilina compounds; laukemis and lymphoama in
chemical workers exposed 10 benzene; kidnay failure in lead workers: impelred repro-
ductive function in workers exposed to [ead and certain pesticides; and ¢hronie disor-
ders of the musculogkeletal system in workers who sustain repatitive traumna.

The diagnosiz of occupationally associated disease often is difficuit (2). For most
disvases, a case of occupational origin is not ¢linically distinguishable from iliness
rasulting from other atiologies. Informad suspicion is therefore assential ta resagnize
oocupatianal diseasa. and g careful history of ocsupational exposurs ia the critical
diagnostic instrumant. In the Initlal diagnostic interview of each new patiant. the phy-
sicisn Mmust obeain at least a brief history of occupationsl exposures. Modiflcatian of
the concept of the sentinel hesith event (SHE) (3) has furthar assisted physicianx in
establishing linkages hetween occupationa! expesures and disaage (4).

A SHE has bean deafined ag “an unnacessary disesss, divability. or untimaly death
whaose occurrence signals a failure of pravention” (3 ), Examples in general madicine
include maternal deaths during childbirth, outbreaks of cholera, or a single case of
poliomyalitls. Ta extand tha concapt of the SHE to the warkplace. a “sentinel heaith
event (occupational)® (SHELO)) is anslogously defined (4) as “an unnecessary dis-
ease, dissbility or untimaly death which 18 occupationslly related.” Racognition of 8
SHE(O) requires clinical astutaness and attentlon o the exposure history. Typically,
the occurrence of a8 SHE(Q) stimulates further inveatigation or resesarch and may trig-
ger reguiatory or other targeted preventive action.

This MMWA report on anglosarcoms of tha livar in vinyl chloride polymerization

rosants o splendid degcription of & SHE(O). This ruport marksd tha first

Nbdd-the carcinugenicity to humana of vinyl chioride monomer (VEM), the

¥ ges to which workers were exposed in the B.F Goodrieh plant naar

cky. The initial observation was made by John Creech, M.D., the plant

_ ¥ Maurice Johnson, M.D,, the corporate medical director. These physi-

£ d three men with angiosarcuma of tha liver during a 2.year period

(§). ‘rhay uahud through carsful history-taking, that all of the msn with this rare
malignancy were employed in the game departmaent of the plaat,

Publication of this report and a related journal article {§) stimulatad a series of
clinical invastigations. epidéemiologic studies, and toxicolegic analyges, Hanry Falk,

CMA 114869
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M.D., an Epidamic Intelligence Service (EIS) officer in the Cancar and Birth Defects
Divislon ity CDC's Bureau of Eplderniclegy, was assignad by his Division Director, Clark
W. Heath, Jr, M.D., to investigate this gutbreak, Working with Richard Waxwaeiler,
Ph.0., of the National Inscitute for Occupational Safety and Health, Hans Popper, M.D.,
of tha Maount Sinal Schoo! of Medicine, and Louie Thamas, M.D., of the Natlonal Can-
cer Institute. Dr. Falk confirned the axixtance of the outbraak and alse discovered a
premalignant lesion—~idiopathic hepstic fibrosis—in additional members of the popu-
latian heavily exposed to VCM (5). This work stimulated a major intarnational confer-
enca that was convened at the Naw York Academy of Sclences by [rving Selikoff. M.D.

{7 ), at which the carcinogenicity of VCM was confirmad, VCM Is now universally con-
sidered 10 be a highly potant chemlcal carcinogen (7).

This recognition of the carcinogenieity of VCM 3lso stimulated intense ragulatary
activity {8). To prevent future cases of VCM-associated angiosarcoma, the Qcoupa-
tional Safety and Health Axiministration in 1974 proposed a 500-fold reduction in the
occupational exposure standard for VCM gaw—from 500 parts per mitlion (ppm) in alr
10 1 ppm. The plastice-manutacturing indystty immaediately objectad that such reduc-
tion was not possible and would drive the vinyl ¢hioride palymaenzation industey ovar-
saas. An Industry-sponsarsd study estimated that the coste to comply with the
proposed new standard would axceed §25 billian (8 ). Within the year, howevsr, 8 ms- .
ior plasties manufacturar annodnced development of a novel clogsed-loop palymaeriza-
tian process that greatly reduced atmospheric raleases of VCM and aimost completely
stiminatad worker exposures.[The manufacturer patantad this system and sub-
sequently licansed it 1o other manufacturers at substantial profit, VCM standlard of

— 1 ppm rermaing in force today (#) and is resdily achieved In the workplace, New cases
of hepatic angiosarcoma in vinyl chloride polymerization workers have been virtually
eliminated (10).

This episada. one of the earllest reporis of an ¢ccupational diseass outbreak pub-
fished in the MMWA, underscores the importancs of informed clinical observation in
the recognition of work-related lliness, Furthermoee, the reguletery actions precipi-
tated by this regort and the enyuing investigation of this spisode lilustrate that a safe
working environment and economic progress are not mutually exclusive. When weil-
canceived protective standsrds am accepted with goad will and ingenuity is used to
ancourage complinfce with thoss standards, then job safsty, economic advances, and
a haalthy snvironment can comfortably co-exist.

1987 Editorlal Nate by Phliip J Landrigan, MD, MSc. Chalrmen, Depariment of Cornmunity

Madicing, Maurnt Sinai Sehool of Madivine, Naw Yark, and forrar Qirgctar, Divigten of Surveil-
lance, Hazard Gwelvations, and Flold Stuyivs, Nationsl institute for Occypationatl 3afety and

Health, COC - -

ack L. ade, Taxtbook af clinical occupationsl and environmenial medicine,

iphia, Pennas !vsma. W.B. Saunders Company, 1894,
aker DB. Tha recognitinn and cantrol of cccupational disesse. JAMA

A . Seranderg W, Chaimers TC, Child CG lll, Fishman AF; Pertin £8. Maasuring the
qual?w of madical care: # clinical method. N Eingl J Med 1976:294:842-8.
4, Muilan RJ, Murthy UL Geeupational santinel health evantx 20 updated st far physician rec-
agnition and public heaith surveillanca, Am J Ind Med 1581;19:776-89.
5. Creech JL Jr. Jahngon MN, Angiosarcoma of the liver in the manufacture of palyvinyl chlaride,
4 Oceup Mad 1874:18:150-1,
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8. Falk N, Creach JL Jr, Heath CW Jr, Johnson MN, Key MM, Hepatic disease among warkers
st 8 vinyl chlaride polymerizotion plant. JAMA 1974;230:50-43,

7. Selixotf IJ, Mammond EC, eds. Toxicity of vinyl ahlonida-polyviny! chioride. Ann NY Acad Sci
1978;248:1-337.

8, Intarnationat Agancy for Rescarch an Cancer. Overall svalustions of carcinagenicity: an up~
dating of JARC menegraphs, volumaes 1=42 [IARC monagraphs suppl 7). Geneve, Switzerland:
(ntamatieons! Agency for Rogearch on Cancer, 1987.

9, Office of Technolagy Asssssment. Gauging conwrol echnelogy and Ru regulatory impacia in
occupationsi safety and heaith. Washington, DC: US Cungrues, Offics of Technology Assess-
ment, 1995; publication no, OTA-ENV-835.

10, Falk H, Baxter PJ. Hepatic gngiasarcoma registries: implications for race tumor studles. In:
Pato R, Schagiderman M, ods, Banbury mpow no, 9 yuuntification of sccupadonal cancer.
New Yorig Cold Spring Marbor Laboratery, 1951,

Rages of Homiclde, Suicide, and Firearm-Related Qhath
Among Childran — 26 Industrialized Gountri

During 16501393, the overail 2annuel death rate for U.S. chifiren aged <15 ysars
declined substantially N, primarily raflecting decresses in degfhs associatad with un-
intentional Injurias, pneWmania, influenta, cancer, and congl®nital snomallas. HMew-
aver, during the samae peNod. chiidhand homicids ratas fipled. snd suicide rates
quadruplad (2). In 1994, anWgng childran aged 1-¢ yeargl homicide was the fourth
leading cause of death; among¥hildran aged 3-14 years, fomicide was the third [ead-
Ing cayse of death, and suicide the sixth (3 ). To confpdre pattemns and the impact
of violent deaths among ¢childran iy thae Unitad Statesfand other industrisiized coun-
tries, COC analyzed dats on childghooW homigide, suicffie, and firearm-related death in
the United Statea and 26 other industialized ceunyfies for the most recent year for
which deta were available in esch countriy(4 ), Thisfeport presents the findings of this
analysis, which indicate that the United Xates fas the highest rates of childhood
homicids, suicide, and firearm-related death\ymgha induatrialized countries.

In the 1994 World Developmaent Raport (SK208 nations wure ciassifled by gross
natlonal product; from that list, the United Stgfag and all 28 of the other countrias in
tha high-incornw group and with pepulastiongfol I\ million were selected becausa of
their economic comparability and the likelihfod thalthesa countries maintained vital
recards most accurately. In January and Fgoruary 199§, the ministry of health or the
national statistics |nstituta in asch of tha 28 countries e asked to provids denomj-
nator data and counts by sax and by B-ygfir age groups O the most recent ysar data
were available for the number of aulciffes (/nrernational Nassification of Disesses,
Ninth Revision (ICD-9}, codes E950.04£959), homicides (E¥RD.0-ED69), suicides by

.LRRSR H-F955.4), homicides by firearm (E963,0-£965.4AunIntentional dedths

Sar (E922.0-£922.9), aghd firearm-ralated deaths foryyhich intention was
e (R988.0-5985.4); 26 &%) countries, including the Ugited States, pro-
. "data®. Twenty (770%) countrias provided data for 133 or 199¢; the
Buntrise provided datf for 1990, 1991, 1992, or 1995, Caushgpecific rates

*Complete data ware provided by JAustraila, Austria, Beigiym, Canads, Denmark, Egland and
Wales, Finland, France, Germanyfiong Kong, Ireland, lsrasl, Raly. Japan, Kuwait, NalQerlands,
New Zualand. Nertharn Irglandf/ Norway, Scotland. Singapore. Swaden, Spain, Swikgriand,
Talwan, and the United States fn this analysis, Hong Kang, Northern (reland, and TalvWgn are
considerad a9 countries,

%ok TOTAL PRGE.Q9 ok
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