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is Foundation has been 
between the EPA, ci y government 

tjl citizens of New Bedford concerning the construction of an
 
fp|ineraior and its environmental impact.
 

j I Attached are two articles which appeared in the most recent 
i^sj 10 of Lupus New?, the quarterly publication of tb: Lup us 
Pd mdatioa of America, entitled "A lupus syndrome [related to drugs 

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

compounds have been reported in association with a upu8*like
 
sy nffirofne called drug-related lupus (DHL)." Dr. Kre
 
"tMJsre are probably many environmental and genetic
 
caBjcause lupus; in different patients lupus is probabl;
 
di merit causes." He cites vinyl chloride, asbestos, or
 
ree|ni study found that patients exposed to hair dyes
 
sigc|fic4atly increased risk of lupus. It seems
 \ prudent; or lupus
 
pa J*ntsi to avoid unnecessary exposure to hydrazme o ' other
 
arc '(vatic amine-containing compounds....
 Environmental factors can 
cJeaily Have important immune effects." 

' T I 

tfhe LPA would like to reiterate its earlier positio i a that a3 \ * 

causal relatioflship between the environment andlupu should be
 
investigated by epidemiologtc studies. The
 UFA is curr intly involved 
in sl»udy in Gardner, MA with the Oept,. of Public Hejalth to 
detinue if there is an unusually high incidence of lup bs in that 
are;uj Further studies may follow to examine eaviroi eavkoam^ntal 
conii dors which may account for a higher incidence . lupus.
 

f lease call the Lupus Foundation office at 617-33
 14014 for 

215 California Street, , MA 02158 617-332-9014
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Environmental Factors and Lupus 
Krieg M.D., Unwersifyifafivwa. College of Medicine, Dvpurtment of Internal Mudicine 

erbate lupus. However, UV 
light also has some immune This Issue of Lupus News 

contains an article from 
Mr. Nell duane describ­

ing a {airly t y p i c a l case ol 
d r u g - I n d u c e d l u p u s and an 
accompanying particle by Dr. 
Eve lyn Hesa p rov id ing the 
medical perspective on drug-
induced lupus . Dr. Hess 
makes the point thai other 
env i ronmen ta l factors can 
also trigger lupus. The topic 
of environmental factor* and 
lupus Is one that has I recently 
received natlorjal and even lt> 
ternational attention: because 
of the a u t o i m m u n e I l lness 
that have affefted President 
Bush, Mrs. Bush and their 
dog. Mlltle. It 14 not yet clear whether 
these 3 cases iarc related or coinci­
dental, but weibelleVe the topic Is an 
Impor t an t one to the readers of 
Lupus News, and have decided 10 
provide additional Information In 
this article. ! 

Decades of .research have made It 
Increasingly ^lear that there Is no 
single cause of lupus or other au* 
toimmune diseases. There are proba­
bly many environme'ntal and genetic 
factors that can cause lupus; in di f ­
ferent patients lupus Is probably trig­
gered by different causes. This may 
be one reason that the symptoms 
and course of disease can vary so 
much from ofte patient to another, 
The genetic factors that may con­
tribute to lupus are'dlscussed in the 
article by DrJArnetr In thl . :c of 

ig, M.D. and youngest daughter 

„.,.--.„_ ol the environmental fac­
torjs j jhjaj ; may contribute to lupus. 
SornctoJii rhese may be avoided by pa-
tie fiijj* ^nd f a m i l y members. Of 
cotirJiej/l is quite likely that not all of 
thds| factors have been Identified. 
Furiiterialiore, patients should bear In 
mldi<f| that \what causes lupus In one 
pa(iffni]jvill not necessarily cause 
I... .-JJW!.:. 1.,̂ ,̂. 

ol UV light in lupus has 
be|| cjljscjussed In Lupus News re­
cegfly X'falume 11. number 1), so the 
dis^rjjisston here will be brief. While 
UV|ftght probably does not cause 
lujM'ii; jit |lea$t a th i rd of lupus pa-
tl<y|is lar1*, photosensitive, and may 

fisease flares following UV ex-
l UV light has imsnune atimula­

inhibitory effects that are 
rather complex, but coulc 
theoretically be beneflcla 
under some circumstances 
The safest udvice for lupus 
patients at the present time 
Is to avoid all UV light (In 
eluding the so called "safe1 

UV-A light). Patients shoulc 
be aware that uncoverec 
fluorescent bulbs can em! 
UV l igh t and tha t som< 
drugs or fuod con t a in ing 
psoralens can sensitize pa 
t l en t s to UV l ight (se< 
below). 

Drugs 
The role of drugs In t r lgger ln j 

lupus Is discussed In the articles bj 
Mr. Duane and Dr. Hess In this Issue. 

Infectious agents 
Many common clinical features o 

lupus, such as fever, fatigue, malaise 
and myalgias, are typical of thosi 
seen In Infections. EpldemlologU 
studies and searches for Infectlou: 
agents In lupus Indicate that there li 
not one agent that Is unique to lupus 
However, it remains possible that dlf 
ferent Infections could trigger dia 
ease in different patients. Many at 
tempts to Isolate retrovlruses fro it 
lupus patients have been unsuccess 
fu i , but this remains an active area o 
Investigation, as discussed In a re 
cent Lupus News article (see volunru 
11. number 1). Many bacterial an< 

continued on page 



t reat ing disease In the meantime. IEnvironmental Factor and Lupus seems wises! to avoid such
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viral infections can cause Immune ac­
tivation that could in turn exacerbate 
lupus. Lupus patients nre prone to 
viral and bacterial Infec t ions (see 
Lupus News, voll 11. number 2). and 
sometimes have'flares after common 
Infections, but this risk has not been 
documented In clinical studies. 

To I l lus t ra te ! the d i f f i c u l t i e s In­
volved In these studies, lupus pa­
tients have been reported to have In­
creased antibody levels to at least 12 
di f ferent viruses and 4 retrovlruses 
(1.2). Patients with active lupus o f t en 
have generalize^! Immune act ivat ion. 
resulting In the Increased production 
of	 many antibodies find autoantlbod­
les. Thus, the i s lgn l j lcance of the 
above anti-viral and jantl-retrovlral 
antibodies remains unclear and does 
not necessarllyl meari that these In­
fections are causing lupus. 

Stress j > 
It has been the clinical Impression 

of many physicians caring for lupus 
patients that severe physical or emo­
tional stress cah Induce flares. In re­
cent years research fn Immunology 
has demonstrated that immune re­
sponses can be effected by marked 
physical or emptlonail stress. Stress 
frequently leads to suppression of 
Immune responses —*• thus account-
Ing for the observation that college 
sludcrjts have an Increased I n c i ­
dence of colds during final exams. In 
lupus patients j the affects of stress 
could be more Complicated, and lead 
to Immune activation! Some patients 
fee l t ha t thetlr lupus s y m p t o m s 
worsen with stress, but others report 
no difference, this questlort has yet 
to be studied clinically In lupus pa­
t ien ts , so I t Is unclbar how o f t e n 
stress aggravates lupus. 

Diet 
There has been little research on 

the possible role o f j d l c t In h u m a n 
lupus. Several strains of mice sponta­
neously develop a disease very simi­
lar to human lupusl These " lupus 
mice" have been studied extensively 
to better understand .how autotmmu­
nlty arises and how bbst to treat it. In 
lupus mice, severe vitamin deficien­
cies can cxacerjbate disease, which is 
improved by vitamin supplementa­
tion (3). In human patients ea t ing 
well-balanced diets vitamin supple­
mcnts are probably harmless but un­
necessary. Of Course. .. ly patients 

: 

do nij jwell-balanced, diets, so 
some.dh; Clans recommend the use 
of a mtylf jyitamln supplement. -i 

Lqrijas'ip/rone mice fed large doses 
of	 oijilgA fatty acids (present at high\ 
ievelptrtijflsrt oil) had decreased dis«| 
easef^veftty. However, a study sup­
plerrfebjtihi!} |7 lupus patients with 10­
15 capjsyfbs daily of a commercial 
f i s h j j o l l v i ^ a x E P A , showed no de­
tectai»lij pe'nefit a f te r 6 months of 
trea'tiV.iejvi (4). F u r t h e r m o r e , h igh 
doseS^ipfi fiitih oil are qui te expensive 
and P(|BI| unpopular (they frequently 
make|^|ents smell like fish!). Low 
calort^, jqw fat diets reduce disease 
severi^illrl lupus mice, and possible 
In	 hurnirils as long as the diet re­

-. rt i a ', ?'.!«' . . 

hares have been reported 
Ing large amounts of foods 

contlajriljilj psoralens (celery or cel­
ery sa^UpiarsnlpSi parsley, figs). Pso­
ralehsiap^ chemicals that increase 
phot«e^ltlylty'ln patients who are 
sun fi<?snsp!tiye,Hyclrazlnes. the chemi­
cals iwhl6|j d»re believed to be respon­
3ible:l|r!r@ariy cases of drug-Induced 
Iupy|r^iijfera1po present In mush­
rp.pj^|i|yhfi^e food dyes (e.g. tar­
trazlflejl |obacco smoke, and most 
coofep^1fpbd;8, especially cooked 
meai(?Un<;l jbther fa t ty foods. While 
soolefpajtijents ^exposed to large 
ama.tiifet^jof' nydrax|n<? have had 
flaresiijti|l|ia;fnoun,U,pre5er»t In a typi­
cal 4i«Mp;|oi|̂ b'ly:haye il'Htie"or no ad­

'(igct.i k felftted 
Si* is Rr?fem In ̂  

._..,.„.,,,,,,|and iprouts («s|-^ell as 
mo$t|ptii|er legumes) and Has also 
beerilirti'piJi^ated in occasional cases 
of Mlb^B1 when eaten in large 

foods could cause symp­
sifh^tlimimic lupus, without actu­

ally laVfcNin.g disease activity. For ex­
amp;|li, l^lctose intolerance is fa i r ly 
coninjo'if; among a d u l t s and can 
cancel abdominal pain and cramping 
aftecjjjnjjpitlQn of lactose-containing 
i'of>|:i|. flood allergies can cause 
symploJTl^ such as rashjes or hives 
that; a^eja'lrnliar to lupus symptoms. 

Spinel paitlents take various "natu­
rar'|4riJgfl containing blo-actlve ex­
tracii|'o.f variable compojsitlon. Many 
naniiiiA!'herbs contain chemicals with 
knofivfi immune effects :;as well as a 
coniol^fmlxture of unlhvestlgated 

ikis. Major research effor ts 
i-way to Identify any such 

corrtjio'fs:nds that may be useful In 

 s u t j 

Other 
Antinuclear antibodies (but no 

lupus) are increased In some worl* 
ers exposed to high levels ol vlny 
chloride, asbestos, or silica. Som< 
lupus cases have followed the.lnjec 
tton or Implantation of, slllcone poly 
mers. such as those used in breas 
implants.

Hair dyes contain high levels o 
hydrazlnes and other chemicals tha 
are related to procainamlde and hy 
d r a l a z i n e and can be absorbei 
t h rough the scalp. A recent s tud; 
found that patients exposed to hat 
dyes have a significantly Increase* 
risk of lupus (5). It seems prudent fo 
lupus patients to avoid unnecessary 
exposure to hydrazlne or other aro 
matic amlne-contalnlng compounds. 

In theory, routine immunization; 
could cause lupus flares by stlmulat 
ing the immune system. The studle; 
performed so far have shown no In 
creased risk from immunizations li 
lupus patients (6), but his area re 
mains controversial. 

Conclusion 
Environmental factors can clearl; 

have Important Immune effects, li 
some patients or predisposed famll; 
members, these Immune c f l ec t i 
could lead to the development or ex 
acerbatlon of lupus. In diiferent Indl 
vlduals, various environmental fac 
tors, or combinations of factors, an 
probably important. Unfortunately 
there are no tests available to pre 
diet which factors will trigger lupui 
tn any given Individual. Therefore 
patients should know about the fac 
tors that can or do trigger lupus, sc 
t ha t they can become aware o 
whether their symptoms change lr 
response to environmental agent! 
and so that they'may modify thel i 
habits accordingly. • 
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"A Lupus Syndttpine Related To Drugs
 
And Environmental Factors"
 

by Evelyn V.Hess. M.D.\ F.A\C.P.t McDonald Professor of Medicine 
University fif Cincinnati, Medical Center
 

M r. Duane has glv«rn us a very 
Interesting report of a lupus 
syndrome from which he suf­

fered, which was related to a drug 
used In the treatment of hyperten­
sion called hydralazlne. His symp­
toms were many aches and pains m 
his muscles and Joints, a lot of fa­
t i g u e and his doctor found l u p u s 
cells I have been Interested In drugs 
and other agents which may cause a 
lupus syndrome lor many years and 
have done research in to why and 
how drugs and other agents could 
cause lupus. { 

We now know that over 50 differ­
ent d rugs and o ther compounds 
have been reported In association 
wi th a lupus-like syndrome called 
drug-related lupus (DRL). The first 
report of such a reaction was In 1945 
when one of I the su lphon­
amldes was the drug that caused the 
lupus syndrome. Hydralazlne was 
f i r s t reported to cause lupus syn­
drome In 1953 at a,time when rather 
large doses of the; drug were being 
used to treat hypertension. Another 
Important drug which Is s t i l l a com­
mon cause for thlsj syndrome is pro­
calnamlde, f i r s t Implicated In 1962. 
This drug 1$ usedjto treat various 
types of heart abnormalities. There 
have been so many 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: 0 
those where there Is a very definite 
association whlch'has been shown 
by prospective studies. 2) those with 
a strong possibllltyjof an association, 
and 3) those where, as yet, there Is 
lack of def in i t ive proof of associa­
tion. The drugs and other agents can 
also be divided Into different cheml-

ViHess, M.D., FA.CP. 

cal classes: Aromatic amines, hy­
drazlries. saltar containing and the 
hydralaiijjejanu-convulsants. 

Some,'^' the drugs which are quite 
definite^ associated with lupus syn­
dromes include hydralazine, pro­
cainamld^j, CjUinldtne, beta blockers, 
certain 'antldonvulsants, chlorpro­
mazlne.jsorne1 sulpha drugs. More re­
cently thef-e' has been a great deal of 
In te res t ing many non-drug com­
poundSjJM env i ronmen ta l agents 
which fnayibe related to this syn­
drome. CeYtjmn hydrazine chemicals, 
other materials such as L-tryptophan 
associated vi'ijth eosliiophlllc-myalgla 
syndiomel metals, slliconc in breast 
implants an(d certain natural plants 
can be rdaied to the production of 
antlnudtearj antibodies. Ultraviolet 
l i gh t has'always been known as. a 
possible stimulus to lupus disease 
activity.! *> j 

Systemic lupus crythematosus Is a 
disorder affecting manv more women 

| Z I VJ * 

than mere but drug related lupus oc­
curs onfy s l i gh t ly more o f t e n In 

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 lupus 
for many of the drugs Is not known 
as the studies have not been per­
formed. One of the other problem* Is 
that there ere no established criteria 
for the diagnosis 6< DRL There are 
classification criteria for SUE but 
many of the patients with DRL do not 
f u l f i l l these criteria. 

Sometimes the patient may only 
have one or two of the clinical fea­
tures of lupus. Often the onset of 
symptoms Is very abrupt,-A common 
symptom complex Is fever, myalgias 
and arthralglas; there may be chest 
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 nervous 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 rm 
been In 100% of the patients with 
these associations. The LB 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 occurs as 
these patients make antibodies to 
specific nuclear components termed 
hlstones. There is a whole family of 
these an t ih ls tone antibodies for 
which certain laboratories can assay 
and thus help the physician make the 

continued on page 2 
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"A Lupus Syndrome Relate^fliplDrugs And Environmental factors"
 
continued from page I 
diagnosis. Information Is available 
about these, antibodies and their as­
soclntlon with drugs .particularly hy­

alazlne, procainamlde and quinl­
.ne. ; I 

It Is Important tjto stress that al­
though varying percentages of pa­
tients on these drugs will make the 
antlnudear antibodies, only a small 
percentage of those, who do:wlll actu­
ally have the symptoms and 'signs ol 
the lupus syndrome. It Is not always 
necessary to stop ji needed 'drug be­
cause the antlnuclear antibody is 
positive. However, the physician 
must follow the parent very carefully 
and get some baseline studies. !l the 
symptoms do occur. stoppJng the 

drug witt^efy krften be sufficient. If 
there u|!'';$j$>bloms, the physician 
may pr^ c a short course of 
prednls0g a non-ateroldal antl-ln­

i -
The Mus'elnsus of opinion at the 

preaentlitlrtjlttlis' that SLE and DRL are 
not cxsKtl^j ?he same disorder. It Is 
not fnlrefjujftfjt for pfiyslclans to have 
to give bstlents with SLE some ol the 
drugs ^feli'jjhjave been reported to 
cause dRi.j As long as care Is taken 
and the |jat Sent followed carefully. 
there h-ay licit ieeri strong evidence 
to showfMillrie drug will worsen the 
SLE itseff. .fh'ls has been true when 
nntlliype.fteri'slva drugs, anticonvul­
aants. anitl-jl||i'jdruga, beta blockers 

have been given to these patients. 
We now know that the metabo­

lites, which aiie breakdown products 
of the drugs, are .more likely than the 
drug Itself to c^tjse the problem. Th.ls 
may also be triie for some chemicals 
which are found In certain foods and 
tobacco and basic amlno acids pre­
sent In alfalfa seetta and sprouts and 
other legumes, it can be seen then 
that this Is an important area of re­
search: if we can find the means, 
whether biochemical, genetic or Im­
munological by which these com­
pounds cause these lupus syn­
dromes, this will provide Important 
Information for our understanding of 
SLE as well. H 
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