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E erator and its environmental impact,
Attached are two articles which appeared in the most recent

1 f’ |
issge of Lupus News, the quarterly publication of th¢ Lupus

I
ndation of America, entitled "A lupus syndrome related to drugs
e en!vuonmental factors” and "Environmental factprs and lupus.”
é Dr. Hess reports that "over 50 different drugs afd other
?po;mds have been reponcd in association with a upus—hke

caqsc lupus, in different patients lupus is probabl tnggered by
diti ; tent causes." He cites vmyl chloride, asbestos or silica. "A

alE lupus.
' éleasc call the Lupus Foundation offj
ce at 617-
fung mmmwm 7-33219014 for

617.332.9014
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by ArthurM . Krieg, M.D., Universi :

This |ssue of Lupus News
contalns an article from
Mr. Neil Tuane describ-
ing a falrly typlcal case of
drug-induced lupus and an
accompanylng article by Dr.
Evelyn Hess providing the
medical perspective on drug-
induced lupus. Dr. Hess
makes the point that other
environmental factors can
also trigger lupus. The toplic
of environmental factors and
lupus is one that hasirecently
received natlonal and even In-
ternational attentlon:because
of the autolmmune tliness
that have affected President
Bush, Mrs. Bush and thelr
dog. Miltie. It 14 not yet clear whether
these 3 cases are rélated or colnci-
dental, but we believe the topic is an
Important one to the readers of
Lupus News, and have decided o
provide additional Informatlon In
this article. ‘

Decades of reseanch have made It
increasingly ¢lear that there is no
single cause of lupus or other au-
toimmune diseases. There are proba-
bly many environmentat and genetic
factors that can cause lupus; in dif-
ferent patlentd lupus Is probably trig-
gered by different causes. This may

e one reason that the symptoms
and course of 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.gAme(g in thiz e ol

7 nnire Nows.

ﬁli'g’ei of the environmental fac-
{ may contribute to lupus.
£0f these may be avoided by pa-
ldnd family members. Of
e/it is quite likely that not all of
fégt'prs have been identlfied.
lore, patients should bear In
,zlsft,what causes lupus in one
'will not necessarily cause

anather.

ole of UV light in lupus has
{idcussed in Lupus News re-
.’L"t;)u]ume 11, number 1}, so the
ston here will be briel. While
ht probably does not cause
t least a third of lupus pa-
de phatosensitive, and may
hayt discase (lares {ollowing UV ex-
DO’S%G}- UV light has immune stimula-

wven

?: '!ILJre'lg MDand ;ouﬁéesl daughter

erbate lupus. However, Ul
light also has some immune
inhibltory effects that are
rather complex, but coulc
theoretically be benelicla
under some circumstances
The safest advice for lupu:
patients at the present tim
Is to aveld all UV light (in
cluding the g0 called “safe
UV-A light). Patients shoulc
he aware that uncovere
fluorescent bulbs can emi
UV light and that som
drugs or foed containin
psoralens can sensitize pa
tients to UV light (se
helow).

Drugs

The role of drugs In triggerin
lupus s discussed In the articles b;
Mr, Duane and Dr. Hess in thls issue.

Infectious agents

Many common clinical fcatures o
lupus, such as fever, fatigue, malalse
and myalgias, are typical of thos
seen in Infectlons. Epidemlologi
studles and searches for infectiou
agents In Jupus Indicate that there |
not one agent that is unique to jupus
However, it remains posaible that dif
ferent infections could trigger dis
case in different patients. Many at
tempts to isolate retroviruses fron
lupus patients have been unsuccess
{ul, but this remeins an active area ¢
investigation, as discussed in a re
cent Lupus News article (see volum
11. number 1). Many bacterial an

continued on page
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viral tnfections c!an cause immune ac-
tivation that could in turn exacerbate
lupus. Lupus p txents are prone to
viral and bacterial Infections {see
Lupus News, vol; 11, number 2). and
sometimes hava (lares alter common
Infections, but this risk has not been
documented in ¢lintcal studies.

To Hlustrate the difficulties in-
volved In these studies, lupus pa-
tients have been repotted to have In-
creased antibody levels to at least 12
different viruses and 4 retroviruses
(1.2). Patlents with actlve lupus often
have generalized immune activation,
resulting In the {ncreased production
of many antibodles and autoantibod-
jes. Thus, theisignli{icance of the
above anti-viral andr]ant,l-retrovlral
antibodles remains urclear and does
not necessarllyl mearl that these in-
fections are cauging lupus.

Stress |

It has been the clinical Impression
of many physlclans caring for lupus
patients that severe physical or emo-
tional stress cah induce flares. In re-
cent years research in Immunology
has demonstrated that immune re-
sponses can bé affected by marked
physical or emotionat stress. Stress
frequently Ieads to suppression of
Immune responses ~+ thus account-
tng for the observation that college
students h:wel an Increased incl-
dence of colds during {inal exams. In
lupus patlents|the affects of stress
could be more compllcated and lead
to Immune actlvatlonv Some patlents
feel that thetr lupus symptoms
warsen with stress bvl:t others report
no difference. This questlon has yet
to be studled ql!nlcally in lupus pa-
tlents. 80 It IS unciear how often
stress aggravates lupus

Diet
There has béen little research on

the possible role of;dlet in human

lupus. Several strains.of mice sponta.
neously develop a disease very simi-
lar to human lupus, These "lupus
mice" have. bedn studicd extensively
to better understand how autolmmu-
nity arises and how best to treat it. In
lupus mice. severe vitamin delicien-
cles can cxacerbale fisease, which is
improved by vitami supplementa-
tion (3? in hyman patients eatlng
well-balanced diets vitamin supple-
ments are proqably harmless but un-
necessary. Of course. 1y patients

i
A !

wmpmental Factors and Lupus

N
AN 3}
do n 'E;edt well:balanced diets, 5o
somd physiclans recommend the use
ol a qxgiqmtamm supplement.
Lupgs:grone mice fed large dase

of omaha fatty acids (present at high
levels3nfiah oil) had decreased dis-
ease?&i&vei’ity However, a study sup*
pleme: nhkg i 7 lupus patients with 10-
15 cupsfllm daily of a commercial
fishlaild Man‘.PA showed no de-
tectiblé benefit after 6 months of
treatmeim (4). Furthermore. high
doses? f" fish oil are quite expensive
and oftelt unpopular (they (requently
makeipatfents smell like fish!), Low
calorie, law fat dlets reduce disease
severi!iy.,m lupus mice, and possible
In humans_as long as the dlet re-

Luphz flares have been reported
afted gatihg large amounts of foods
cnntainlng psaralens (celery or cel.
ery s&it, parsn!ps, parsley, figs). Pso-
ralens;aré chemlcals that increase
pholcseg&(tlvity In ‘patiénts who are
sun sensitive. Hydrazines the cheml-
cals whlcﬁ Are believed to be respon-
sibleg i@r'memy cases of drug-lnduced

| lupus."nﬂeiafso present In mush-

ookad ik
meatsiand bther (atty toods. While
somepaniunts exposed to large

3 Isiiofv hydraxine have had
S hs‘!, amounis. present in a typl-
dikt pmbamy have htle’or no ad-
i nﬁmﬁhé eflect. A related
«eapavamnep is prepem in al-
dids; and sprouts (as* avell as

phéated in occasional cases
of l=u|pae ‘when eaten ln large
amaunt:
Seme loods could cause symp-
toms: fhbﬂimlmic lupus. without actu-
ally‘aﬁecﬂng dlzease activity. For ex-
ample, ,ydctose intolerance is fairly
commicn! among adults and can
cause abJaminal pain and cramping
afler}n{;ésuon ol lactose-containing
ionds. Flood allergles can cause
sympiojs such as rashs or hives
that arelsimiiar to lupus symptoms.
Some pa.ﬂents take various “natu-
ral"’dmgs contalining bio-active ex-
’ fvarlable compaggsition. Many
hErbs contaln ctiémicals with
.hmmune effects ‘ds well as a
conipiiég(fmmurc ol unihvestigated
compoinds. Major resaarch efforts
fiddrway to tdentify any such
compm'nds that may be useful in

1

treating disease In the meantime, |
seems wisest to avold such sut
stances.

Other

Antinuclear antlbodies (but no
lupus) are increased In some worl
ers exposed tq high levels of viny
chloride, asbestos, or silica, Som
lupus casas have followed the.lnjec
tion or implantation of silicone poly
mers, such a8 those used in breas
implants,

Hair dyes contaln high levels o
hydrazines and other chemicals tha
are related to procainamide and hy
dralazine and can be absorbe
through the scalp. A recent stud:
lound that patients exposed to hal
dyes have a slgnilicantly increase
risk of lupus (5). It seems prudent fo
lupus patients to avold unnecessan
exposure to hydrazine or other aro
matic amine-contalning compounda.

In theory, routine immunization.
could cause lupus flares by stimulat
ing the immune syatem. The studie:
performed so far have shown no in
creased risk from immunizations i
lupus patlenis (6), but his area re
mains controverslal.

Conclusion

Environmental [actors can clearl
have important limmune eflects. I
some patients or predisposed famil)
members, these Immune elfect,
could lead to the development or ex
acerbation of lupus. In different Ind)
viduals, varlous environmental fac
tors, or combinations of factars, are
probably impartant. Unfortunately
there are no tests available to pre
dict which factors will trigger lupu:
{n any given Individual, Therelore
patients shauld know zbout the fac
tors that can or do trigger lupus, sc
that they can become aware o
whether thelr symptoms change ir
response to environmental agent:s
and so that they may modify thel
habits accordingly. B
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“A Lupus Syndrome Related To Drugs
And Enwrenmental Factors”

l by Evelyn V. Hess, M.D F.AIC P, McDonald Professor of Medicine

i
i

r. Duane ha‘a glvcn us a very
Mlmeresting report of a lupus

syndrome from which he suf-
fered, which was related to a drug
used In the treatment of hyperten-
ston called hydralazine. Hts symp-
toms were many aches and pains in
his muscles and {oints, a lot of fa-
tigue and his doctor found lupus
cells. I have been lmerested In drugs
and other agents which may cause a
lupus syndrome {or many years and
have done research into why and
how drugs and other agents could
cause lupus.

We now know that aver 50 differ-
ent drugs and other compounds
have been reportéd in aseoctation
with a lupus-like $yndrome called
drug-related lupus (DRL). The lirst
report of such a reactlon was in 1945
when one of | the suiphon-
amides was the drug that caused the
lupus syndrome. Hydraiazine was
first reported to tause lupus syn-
drome In 1953 at a;time when rather
large doses of lhe!drug were being
used to treat hypertenslon Another
important drug which Is still a com-
maon cause for lhls%syndrome is pro-
cainamide, flrst implicated In 1962.
This drug Is used:to treat various
types of heart abnormalities. There
have been so many reports of drugs
and other agents:iassociated with
lupus that investigators who are re-
searching this problem like to divide
the drugs Into three categories: 1)

“those where there s a very definite
association which!has been shown
by prospective studies, 2) those with
a strong possibilityiof an association,
and 3) those where, as yet, there is
lack of deflnitive prool of assocla-
tion. The drugs and other agents can
also be dlvided into different chemi-

bmveltmyl

—— e

.Hess, M.D., FA.CP.
Aromatic amines, hy-
salfur contalning and the
hydralazh‘iea ti-convulsants.
Somq@! the drugs which are quite
fassoclated with lupus syn-
lude hydralazine, pro-
, ,‘quinidine, beta blockers,
certainign donvulsants chlorpro-
mazine, ‘some sulpha drugs. More re-
cently there has been a great deal of
!ntereslgn' tmany non-drug com-
pounds;an environmental agents
which g y)?e related to this syn-
drome. Certaln hydrazine chemicals,
other materidls such as L-tryptophan
assoclated wlkh eosluo-philic-myalgla
metals, sllicane in breast
certain natural plants
can be réaied te the production of
anunuciéar] antlbodies. Ultraviolet
fight hasialways been known as a
possible atimulus to lupus discase
activity 7 |
Systemtc {upus erythematosus s a
disordet llécting many more women
y drug related lupus oc-
ightly more often in

fC‘zncmnan Medical Center

women. Patlents with this syndrome
tend to be in the older age group.
perhaps because of the higher Inci-
dence in the older population of car-
dlac and other dlseases {or which
many of these drugs are prescribed.
However, the true Incldence of lupus
for many of the drugs Is not known
as the studies have not been per-
formed. One of the other problema is
that there are fio egtablished criteria
for the dlagnosis ¢{ DRL. There are
classification c¢riteria for SLE but
many ol the patients with DRL do not
talfill these criteria,

Sometimes the patient may only
have one or twa of the clinical fea-
tures of lupua. Olten the onset of
symptoms |8 very abrupt, A common
symptom complex i3 fever, myaiglas
and arthralglas; there may be chest
pain indleating inflammation of the
lining of the heart or lungs. Varlous
rashes particularly the butterfly rash
seen in SLE, s rarely seen with DRL.
It Is highly unusual to have either the
kidneys or the central nervays sys-
tem involved, Lastly, the symptoms
will often clear within days to weeks
of stopping the drug. The laboratory
tests show that the.antinuclear anti-
body must bie positive which it has
been in 100% of the patients with
these assoclations. The LE cell is
found in a high percentage of these
patlents. Many of the other antibod-
ies, which are of Impertance in SLE,
are usually not present. A special
kind of Immune reaction occurs as
these patients make antibodles to
specific nuclear components termed
histones. There Is a whole family of
these antihistone antibodies for
whlich certaln laboratories can assay
and thus help the physiclan make the

continued on page 2
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“A Lupus Syndrome Related%’t’é Drugs And Environmental Factors”

continuad from puge 1‘

diagnosls. lntormmlon is avallable
about thesd: antibodles and thelr as-
sociation with drugs jparticularly hy-
‘alazine, procalnamlde and quini-
ne. -
“ltis imponan( xo stress that al-
though varying pgrcentages of pa-
tlents on these drugs will make the
antinuclear anttbodies, only a small
percentage of those who do ‘will actu.
ally have the symptoms and signs of
the lupus syndronte. It Is not always
necessary to stop p needed ‘drug be-
cause the antinuclear antibody is
positive. Howevar, thé physiclan
must follow the panent very carefully
and get some baseline studies. il the
symptoms do occur, stopplug the

g‘cdten be sufficient. If
i blems the physician

: m g

The écf sémsus of opinlon at the
presentitidie lis’ that SLE and DRL are
not cxactif’ :he same disorder. It Is
not lnlregq it {or physiclans to have
to give pa
drugs whicliHave been réported to
cause ORE 5}1«5 long as care'1s taken
and the: &uém followed carefuily,
there hia# fiot been strong evidence
to show Fhat!iﬁa drug wlll worsen the
SLE ftséff. ! hls has. been true when
untlhypertenslve drugs, anticonvul-

sants, antl ’!I,Bldruga. beta blockers
i

r; ‘be a short course of’

ems with SLE some oi the

have been glven to these patle"rits.

We now know that the metabo-
lites, which are breakdown products
of the drugs, afe more likely than the
drug itself to cgbise the prablem. This
may also be trie for some chemicals
which are leund in certain foads and
tobacco and basic amino acids pre-
sent in alfalfa"seeds 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 biochemlcal, genetic or {m-
munological -by which these com-
pounds cause these lupus syn-
dromes, this wiil provide Important
Inlormation for our understanding of
SLE as well.

Disclaimer
The opintona and statements expressed by the
authors ar contributors to this publtcnuon do
ot necessarily n.ﬂcct the opinlons o+ - osle
ttons of Lupus News ormc LFA, Ine, P
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