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itts Fcua latlon has been
[|H r̂e£$ of meetings between the EPA, ci y government

tfe cijtizens of New Bedford concerning the constru tion of an
r ilkierator and its environmental impact.

Attached are two articles which appeared in die most recent
> c f!rUpUS NEWS, the quartedy publication of th : Lupus

iindalion of America, entitled "A lupus syndrome related to drugs

are

environmental factors" and "Environmental factors and lupus.'
0 •. Hess reports that "over 50 different drugs and other

> mds have been reported in association with a lupus-like
ro! ne called drug-related lupus (DRL)." Dr. Krejg writes that

tre ire probably many environmental and genetic factors that
iv se lupus; in different patients lupus is probably triggered by

rer t causes." He cites vinyl chloride, asbestos, or silica. "A
study found that patients exposed to hair dyes have a

\a ally increased risk of lupus. It seems prudent jor lupus
its to avoid unnecessary exposure to bydrazme or other

tatic amine^containing compounds.... Environmental factors can
ily have important immune effects."
The LFA would like to reiterate its earlier position that a
1 relationship between toe environment and lupia should be
igated by epidemiologic studies. The UFA is currently involved
idy in Gardner, MA with the Dept,. of Public Health to

f jbui e if there is an unusually high incidence of lupus in that
:j' I

Further studies may follow to examine enviroBruf ntal
con||icn s which may account for a higher incidence oCjlupus.

lea ;e cal} the Lupus Foundation office at 617-3321-9014 for
furtJjt€Jr. information.

215 California Street; jferton, MA 02158 617-332-9014
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LETTER OF THE LUPUS FOUNDATION OP AMERICA, INC. 
' J891 Clrcutatton tOJOD H»rutetu Atod|»m, Editor 

"A Lupus Synd0jme Related To Drugs
 
!And Environmental Factors"
 
1 by Evelyn V. Hex. M. D.i, l£A ]£/», McDonald Professor of Medicine 

University ftf Cincinnati, Medical Center 

Mr. Duane has glvqi us a very 
interesting ireport o( a lupus 
syndrome (|om which he suf­

fered, which was related to a drug 
u*ed In the treatment of hyperteo­
sion called hydralazlne. Hts symp­
toms were many aches and pains in 
his muscles and joints, a lot of fa­
t igue and his doctor found lupus 
cells I have been Interested In drugs 
and other agents which may cause a 
lupus syndrome for many years and 
h*ve done research into why and 
how drugs and other agents cou'.d 
c*use lupus. |

We now know that over 50 differ­
ent drugs and other compounds 
have been reported In association 
with a lupus-like syndrome called 
drug-related lupu* (DRL). The (Irst 
report of such a reaction was In 1945 
when one of i the sulphon­
amides was the drug that caused the 
lupus syndrome. Hydralazlne was 
f i rs t reported to cause lupus syn­
drome in 1953 at a^lme when rather 
large doses of thejdrug were being 
used to treat hypertension. Another 
Important drug which Is still a com­
mon cause for this; syndrome is pro­
ciunamlde, first implicated In 1962 
This drug Is used-to treat various 
types of heart abnormalities. There 
have been so manj[ reports of drugs 
and other agents;associated wi th 
lupus that investigators who are re­
searching this problem like to divide 
the drugs Into three categories: O 
those where there 'is a very definite 
association which,has been shown 
by prospective studies, 2) those with 
a strong possibility^! an association, 
and 3) those where, as yet, there U 
lack of defini t ive proof of associa­
tion. The drugs andj other agents car. 
also be divided Into different chem:-

Evelrt V.\Hets, M.D., F.A.CP. 
n 

cal classes. Aromatic amines, hy­
dra/lnes. jsaliur containing and the 
hydralailfjelantl-convulsants.

Somej <^ the drugs which are qu«e 
definite^fhssbclatcd with lupus syn­
dromes Incjlude hydralazine, pro-
c^inamld^j^, qulnldlne, beta blockers, 
certain'^ntjdonvulsants, chlorpro­
mazlne.jsonie sulpha drugs. More re­
cently thea-ej tjas been a great deal of 
In t e res j t ln l many n o n - d r u g com-
poundS|9Tia environmenta l agents 
which mfylbe related to this syn­
drome. Cfrt^ln hydrazlne chemlcaSs. 
other maferiajls such as L-tryptophan 
assoclatjed wljlh eoslito-phlllc-myalgSUi 
syndrome.) metals, slliconc in breast 
implants janld certain natural plants 
can be related to the production of 
antlnuclear! antibodies. Ultraviolet 
l ight has|ajvJ-ays been known as a 
possible kumulus to lupus disease 
actlvlty.j »j | 

Systemic lupus crythemntosus Is a 
disorder affecting many more women 
than me'itjbitll drug related lupus oc­
curs only s l igh t ly more o f t en tn 

women. Patients with this syndrome 
tend to be In the older age group, 
perhaps because of the higher Inci­
dence In the older population of car­
diac and other diseases for which 
many of these drugs are prescribed. 
However, the true Incidence of kupus 
for many of the drugs Is not known 
as the studies have not b«en per­
formed. One of the other problem* b 
that there Are rib established crftetia 
for the diagnosis 6f DRL There ere 
classification criteria for SUE but 
many of the patients with DRL do not 
ijlfIII these criteria. 

Sometimes the patient may only 
have one or two of the cUnlcal fea­
tures of lupus. Qften the onset of 
symptoms Is very abrupt. =A common 
symptom complex Is fever, myalgias 
and arthralgias; there may be cheat 
pain Indicating Inflammation of the 
lining of the heart or lungs. Various 
rashes particularly the butterfly rash 
seen in SLE, Is .rarely seen with DRL. 
it is highly unusual to have either the 
kidneys or the central nervoy* sys­
tem Involved. Lastly, the symptoms 
'will often clear within days to weeks 
of stopping the drug. The laboratory 
tests show that the. antlnuclear anti­
body must be positive which It has 
been In 100X of the patients with 
these associations. The LE cell is 
found In a high percentage of these 
patients. Many of the other antibod­
ies, which are of Importance In SLE, 
are usually not present. A special 
kind of Immune reaction occur* as 
these patients make antibodies to 
specific nuclear components termed 
histones. There is a whole famfiy of 
these antihlstone antibodies for 
which certain laboratories can a&say 
ind thus help the physician make the 

continued on pcye 2 



"A Lupus Syndrome 
itinutd from poft / 

^agnosls. Inforeuloa Js available 
-•out these; antibodies znd their as­
•elation wlih drugs particularly hy­
alazlne, procafcxkmkie and qulnl­
-ie. ; i 
It Is Impartial jo stress thai al­
ough varying percentages o[ pa­
^nts on these drugs will make the 
tlnuclear andSodlfs, only a small 
rccntage of those who do ."will actu­
y have the symptoms and algns oi 
t lupus syndroosc. ft b not always 
cessary to stop ̂  needed'drug be-
use the antlnuclear antibody Is 
•slllve. However, tbe physician 
j*t follow the patient rery carefully 
<J get some baseline studies. 11 the 
mptoms do occur, stopping the 

rw 

Dfedttmcr 
he opinion* and •ikCcoeiui rxprettod by the 
uthort 01 contributor* to thte publication do 

101 necettvlly rcflca the o<p5nionj c- >tl­
o( Lapta Ntvx of the LFA. Inc. : ' 

Kelaieavio.Afrugs
 

drug w( K sufficient. If 
there a, the physician 

a short course of 
a ooD-sceroldal antl-ln* 

flamma 
The ol opinion at the 

present]*! pis'that SLE and DRL are 
not cxap same disorder. It Is 
not (n(r for pCyriclans to have 
to give b h SUE, some ol the 
drugs y ,u:jifiBw; beqp'reported to 
cause t IAS long as care Is taken 
and thi •" towed carefully. 
there ha strong evidence 
to show Itie drug win worsen the 
SIE Usefc' has been true when 

_ « drugs, anticonvul­
sauls. ar>tl •plJa-,drugs, beta blockers 
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have been given to tbese patients. 
We now know tfctt the metabo­

lites, which we breakdown products 
of the drugs, are inert tykely than the 
drug Itseifto qfbse tba problem. Thjs 
may also be trite for some chemicals 
which are found la certain foods and 
tobacco and tecic «01no acids pre­
sent In altalta ituds aod sprouts and 
other legumes. It CMI be seen then 
that .this Is MI fcnpprtant area of re­
search: if we can Bad the means, 
whether bloc brink it genetic or Inv 
munologicaJ toy which these com­
pounds cause these lupus syn­
dromes, this will provide Important 
Information for our understanding of 
SLEaswelLB 
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by Arthur U Kncg. MD.. Univenii 

This Issue of LufKts /Vews 
contains an article Iroea 
Mr. Nell CJuane describ­

ing a (airly typical case of 
drug-Induced jupus and an 
accompanying |articl« by L>r. 
Evelyn Hess provid'ng t^e 
medical perspective on druf­
induced lupus . Dr. Hess 
makes the point that other 
environmental (actors can 
also trigger lupus. The topic 
of environmental factors and 
lupus Is one that has-recently 
received natlorial and even in­
ternational attention because 
of the autolnjmune illness 
that have aflefted President 
Bush. Mrs. Bush and their 
doa. Millie. It 14 not yet clear whether 
these 3 cases 'are related or coinci­
dental, but we Relieve the topic Is an 
impor tant one to the readers of 
Lupus News, and have decided to 
provide additional Information In 
this article, j

Decades of (research have made It 
Increasingly ^lear that there is no 
single cause of lupus OF other au­
toimmune diseases. There are proba­
bly many environmental aod genetic 
(actors that can cause lupus, in dif­
ferent patlenti' lupus ts probably trig­
gered by different cause*. This may 
be one reason that the symptoms 
and course ojf disease can vary so 
much from one patient to another. 
The genetic factors that may con­
tribute to lupus are discussed In the 
article by Dr.lArnett In th: •* of 

ETTE* OF THE LUPUS FOUNDATION OF AMERICA. 
' 

Factors and Lupus 
. Coflejje of Medians. Dvpurtmenl of Internal Medicine 

erbate lupus. However, UV 
light also has some immune 
Inhibitory effects that are 
rather complex, but could 
theoretically be beneficial 
under some circumstances 
The safest advice for lupus 
patients at the present time 
is to avoid all UV light (In­
cluding the so called "safe" 
UV-A light). Patients should 
be aware that uncovered 
fluorescent bulbs can emit 
UV tight and that some 
drugs or food containing 
psoralens can sensitize pa­
t ients to UV light (see 
below). 

fo M.D. andyoungest daughter ^ ̂  ~f ̂ rug3 ,n t r,gger|n 

Kiiyificugc- wi me ^<iw4i v<>»......_. 
tork||h?al: may contribute to lupus. 
Sorjwfo i these may be avoxiecl by pa-
tle(i|s i!nd fami ly members. Of 
coiirsej il is quite likeJy ihit not ail of 
thdsf Actors have beec identified. 
Furli^rVjore. patients should bear in 
mldi^tnatiWhat causes h>pus In one 
pa(l¥n|'jjvlll not oecessarily cause 
lupul' in ianother. 

r of UV Ught is lupus has 
be|§ dl Bussed In Lup«* News re­

ime 11. number 1). so the 
stow here win be brief. While 

UVj'flg \\i probably does not cause 
.jslt Jeast a third of lupus pa-
Ve photosensltirt. and may 

• •ay^disease flares following UV ex­
posi-el |UV light lots imraime stlmula­

of the enviror.35er.tal fac­ lupus is discussed In ihe articles by 
Mr. Duane and Dr. Hess in this issue. 

Infectious agents
Many common clinic*] features of 

lupus, such as fever, fatigue, malaise, 
and myalgias, are typical of those 
seen In Infections. Epldemlologlc 
studies and searches for Infectious 
agents In lupus Indicate that there la 
not one agent that ts unique to lupus. 
However, it remains possible that dif­
ferent Infections could trigger dis­
ease in different patients. Many at 
tempts to Isolate retrovtruses from 
lupus patients have been unsuccess 
ful, but this remains an active area o 
Investigation, as discussed In a re 
cent Lupus News article (see volum 
11. number 1). Many bacterial anc 

continued on page ( 
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viral inflections can cause Immune ac­
tvatloc that coifld in turn exacerbate 
tapus. Luput pitienli are prone to 
viral aad bacterial Infections (see 
Lupus ffews, voh 11. number 2). and 
sometime* have! flares after common 
infections, but this risk has not been 
documented In clinical studies. 

To Illustrate the d i f f i c u l t i e s In­
volved In thesf studies, lupus pa­
ttenls have been reported to have In­
creased antlbod[y levels to at least 12 
different viruses and 4 retrovlruses 
(1.2) Patients with active lupus often 
have generalize^! Immune actlvallnn. 
resulting In the Increased production 
of many antibodies and autoantlbod­
le*. Thus, the {Significance of the 
above anti-viral and jantl-retrovlral 
antibodies remains unclear and does 
not necessarily mean* that these In-
Sections are cau ilng lupus. 

Stret* 
It has been the clinical Impression 

of ma*y physicians caring for lupus 
patients that severe physical or emo­
tional stress can Induce flares. In re­
cent years research In Immunology 
has demonstrated that immune re­
sponses can be effected by marked 
physical or emotional stress. Stress 
frequently leads to suppression of 
Immune responses -* thus account-
Ing (or the observation that college 
studefits havcj an Increased Inci­
dence of colds during final exams. In 
lupus patients the affects of stress 
could be more Complicated, and lead 
to Imnrjne actlvatloni Some patients 
leel tfcat theljr lupus symptoms 
worsen with stress, bit others report 
no difference, this questlort has yet 
to be studied clinically In lupus pa­
tients, so It Is unclear how of ten 
tlress aggravates lupus. 

Diet 
There has been little research on 

the possible role of;dlct in h u m a n 
>upus. Several strains.of mice sponta­
neously develop a disease very simi­
lar to human lupus! These "lupus 
mice" have been studied extensively 
10 better understand Jiow autotmmu­
nJty arises and how best to treat it. In 
lupus mice, severe vitamin deficien­
cies can cxacerjbate disease, which is 
improved .by vitamin supplementa­
tion (3). In hi\man patients eating 
%^ell4>*lanced diets Vitamin supple­
ments are protjably harmless but un­
necessary. Of course. : iy patients 

- K. 1 

do I Well-balanced diets, so 
recommend the use 

yitamln supplement. -i 
i (rone mice fed large dose* 

of tty acids (present at highi. 
oil) had decreased df*-\ 

ea*el(bventy. However, • study sup­
plecfeajtih ,{ 17 lupus patients with 10­
15 caftsufb.i dally of a commercial 
fub'-wtl/KlaxEPA. showed no de­
tect|%!4 benefit after 6 months of 
ireatqie ijl (4). Furthermore, high 
do*esfpf fan nil are quite expensive 

o e  i i (Unpopular (they frequently 
makt$»!ents smell like fish!). Low 
calorie, Iqvv fat diets reduce disease 
sever^yjt^ lupus mice, and possible 
In hefnaYjis as long as the diet re-

j flares have been reported 
ii<ig large amounts of food* 

cootafhi ijj psoralens (celery or cel­
ery f4a.j3arsnlps% parsley. figs). Pso­
raleoilaH chemlciu that Increase 
phoc<et3!ftytty"in patients who are 

ve. Hydrazlnes. (he cheml­
if e believed to be respon­

lri apty cases of drug-Induced 
eiatso present In mush­
>^e food dyes (e.g. tar­
joijatco smoke, and roost 

especially cooked 
other fatty foods. While 

|expo&ed to large 
have had 

In a typl­
y have jHtte"<jr no ad­

n?lM«d 
Is pr$?ent In «!• 

a, iprouts (*"«j^ftll A» 
ter legumes) and has also 

in occasional cases 
of NpQ1 when eaten in large 

Soipe foods could cause symp­
mimic lupus, without actu­

ally aifeci r\g disease activity. For ex­
amp^lft. .lactose intolerance is fairly 
coni^.orij among adul ts and can 

la&oominal paui and cramping 
t_ jdsilon of lactose-containing 
|. Iflood allergies can cause 
iohl's such as rashjes or hives 

that" arejajfrnllar to lupus i5ymPtorns­
So^el paitlenls take various "natu­
| *P?^ !. _ a .21 _ . • *  i _ % _ » _ _ ̂ & i. ^containing blo-actlve ex­

^arlable compojsitlon. Many 
terbs contain clJemicals with 
mmune effects "4s well as a 

Irnlxture of unlhvestlgated 
cortt|»pi Major research efforts 

_-. _y to Identify any such 
corifN6'(:nds that may be useful In 

w l f i c s t to f lvolo sucn 8ul»­
sUAces. 

Other 
Xntinuclear antibodies (but not 

Kipos) are Increased In some work­
ers exposed tq high level* of vinyl 
chiorlde. asbestos, or silica. Some 
kupvs cases have followed the.lnjec­
ttoa or Implantation o( flllcone poly­
mers. such as those Used in breast 
tmpianU. 

Hair dyes contain high levels of 
hytJrazlnes and other chemicals that 
are related to procainamlde and hy­
dralazine and can be absorbed 
through the scalp. A recent study 
toond that patients exposed to hair 
dyes have a significantly Increased 
risk of lupus (5). It seems prudent for 
hipus patients to avoid unnecessary 
exposure to hydrazlne or other aro­
matic amlne-contalnlng compounds. 

!• theory, routine Immunizations 
could cause lupus flares by stimulat­
ing the Immune system. The studies 
performed so far have shown no in­
creased risk from immunizations in 
lupos patients (6), but his area re­
mains controversial. 

Conclusion 
Environmental (actors can clearly 

have Important Immune effects. In 
some patients or predisposed family 
members, these Immune effects 
could lead to the development or ex­
acerbation of lupus. In different Indi­
viduals, various environmental fac­
tors. or combinations 'of factors, are 
probably important. Unfortunately. 
there are no tests available to pre­
dict which factors will trigger lupus 
tn any given Individual. Therefore. 
patients should know about the (ac­
tors that can or do trigger lupus, so 
that they can become aware of 
whether their symptoms change ir 
response to environmental agents 
and so that they 'may modify theJr 
habits accordingly. • 
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