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erator and its etmromental impact,
Attached are two articles which appeared in they most recent

‘c Alf hm_um the quarterly publication of the Lupus
jmdation of America, entitled "A lupus syndrome kelated to drugs

ironmental factors™ and "Environmental factprs and lupus.”
‘ , . Hess reports that “over 50 different drugs arld other

po' ds have been reported in associatioa with a Jupus-like
Jiz0 called drug-related lupus (DRL)." Dr. Kreig writes that
yr¢ arc probably many environmental and genetic factors that
ause lupus; in different patients lupus is probably triggered by
t causes." He cites vinyl chloride, asbestos, or silica. "A
tudy found that patienls exposed to hair dyes ave a

y increased risk of lupus. It seems prudent for lupus

gats to ai.roid unnecessary exposure to hydrazine o} other
_anlc amine-containing compounds.... Environmenal factors can

A t‘1 LFA would like to reiterate its earlier position that a
: l‘ relationship between the eavironment and lupud should be
,:gaite:d by epidemiologic studies. The LFA is currently involved
dy in Gardaner, MA with the Dept,. of Public Hellth to
ifle if there is an unusually high mcidence of lupps in that
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Henrletta Aladjem, Ednor

“A Lupus Synd

ine Related To Drugs

And Envu'enmental Factors”

| b)« Evelyn V. Hess, M.D.} AJCP McDonald Professor of Medicine

r. Duane ha‘l glven us a very
Mln:erestlng Jeport of & lupus

syndrome l{om which he sud-
fered, which was refated to a drug
used In the treatment of hyperten-
ston called hydralaz!ne His symp-
toms were many aches and pains in
his muscles and Joints, a lot of fa-
tigue and his doclur found lupus
cells. | have been lmeresled In drugs
and other agents which may cause a
lupus syndrome (of many years and
have done research into why ard
how drugs and other agents couic
cause lupus.

We now know that aver 50 differ-
ent drugs and other compounds
have been reportéd In assoclaticn
with a lupus-like syndrome called
drug-related lupus (DRL). The [irst
report of such a reaction was In 1945
when one of | the sulphon-
amides was the drug that caused the
lupus syndrome. Hydralazine was
first reported to ¢ause lupus syrn-
drome in 1953 at aitlme when rather
large doses of theidrug were being
used to treat hypenenslon Another
Important drug which Is still a com-
man cause for thisisyndrome is pro-
ca.namide, [irst lmpl!cated in 1962.
This drug Is used:to treal varlous
types of heart abnormallties. There
have been so manj reports of drugs
and other agentsiassociated with
lupus that investigators who are re-
searching this problem like to divide
the drugs Into three categories: 1)
those where there ’ls a very delinite
asscclation whichihas been shown
by prospective studles. 2) those with
a szrong possibllityiof an assoclation.
and 3) those where. as yet, there is
lack of delinitive proof of associa-
tior.. The drugs and other agents can
als2o be dlvided Into diflerent chem:-
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Aromatic amlnes hy-
drazines,selfur contalning and the
hydralatide anti-convulsants.

Some ¢ the drugs which are quste
ddin'tely'assoclatcd with lupus syn-
 Inglude hydralazine, pro-
camamld 1 qulnldlne beta blockers,
<ertaln; anddonvulsants chlorpro-
mazine, ‘some sulpha drugs. More re-
cently there has been a great deal of
lmetestgnl many non-drug com-
pounds; L? environmental agents
which maylle related to this syn-
drome. Cértg n hydrazine chemicals,
other maren s such as L-tryptophan
usoclale_i vith eosino-phillc-myalgla
syndro metals. sllicone In breast
implan certain natural plarts
can be ied to the production of
anunuciéarg antlbodies. Ultraviolet

Iight haslalWays been known as a
posslble stimulus to lupus discase

lV“y' E

Systemtc jupus erythematosus Is a
drsordeg aﬂéctmg many more women
ut drug related lupus cc-
slightly more often Ia

l/mversuy.of ancmnan Medical Center

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 dlseases for which
many of these drugs are prescribed.
However, the true Incidence of kupus
for many of the drugs Is not kmown
as the studies have not been per-
formed. One of the other problems ts
that there are 1o established crizeria
for the diagnosis 6f DRL. There are
classificatlon criteria for SLE but
many of the patients with DRL, 6o not
1alfill these criteria.

Sometimes the patient may only
have one or twa of the clinical fea-
tures of lupus. Often the onset of
symptoms |8 very abrupt. A common
symptom complex Is fever, myaigias
and arthralgias; there may be chest
paln Indlcating inflammation of the
lining of the heart or lungs. Various
rashes particularly the butterfly rash
seen In SLE, is rarely seen with DRL.
it {s 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. antinuclear ants-
body must be positive which It has
been In 100% of the patlents with
these assoclations. The LE ceii is
found In a high percentage of these
patlents. Many of the other antibod-
ises, which are of importance in SLE,
are usually not present. A special
kind of Immune reaction occurs as
these patients make antibodles to
specllic nuclear components termed
histones. There is a whole famity of
zhese antihistone antibodies for
which certaln laboratories can assay
and thus help the physician make the

continued on pcpe 2
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~ “A Lupus Syndrome Relaleq Ty

inued from page I'

_:agnosls. Information is avallable
sout thesq antibogies and thelr as-
«lation with drugs pecticularly hy-
alazine, procn::amk‘.-e and quin!-
e,

It 1s lmponnl }o stress that al-
ough varying p¢rcentages ol pa-
:nts on these dregs will make the
tinuclear antibodles, only a small
rcentage of those who do will actu-
y have the sympoms and signs of
e lupus syndroase. It 15 not always
‘cessary to stop p needed’drug be-
use the antinutlear antitiody Is
sitlve. However, the physiclan
st {ollow the pafient very carefully
.J yet some baseline studles. Il the
mptoms do occur stopping the

drug w ) (3 }‘yvtzen be sufficient, I
there a{ "probiems, the physician
may pr. r a shori course of’
prednls OF a non-sweroldal antkin-

$ Ana Environmentaya raciors

1%

have been given 10 these patlenits,

We now know thal the metabo-
lites, which are breskdown praoducts
of the drugs soore likely than the
drug itsel to the problem. This
may also be tréie for some chemlcals
which are lound la certaln foods and
tobacco and basic amino aclds pre-
sent In alfalts seeds and sprouts and
other legumes. It cam be seen then
that this s an t area of re-
search: if we can Rnd the means,
whether blochemical. genetic or im-
munological by which these com-
pounds cause these lupus syn-
dromes, this will provide Important
inlormation for our wnderstanding of
SLE as well. @

The opintons and statements expressed by the
-uthors or contributars to this publication do
10l aecessarily refle€t the apinlons o - osle

vons of Lupus News of the LFA Inc. oo

2

ﬂammat. drug
The {okidnsms of opinion at the
presentjitin]p s that SLE and DRL are
not cx the same disorder. It Is
not {nire for phiysicians to have
to glve jt$ with SLE some of the
drugs At ll;ine been réported to
cause . lnng as care s taken
and th ¢ g !puoved carefuily,
there i strong evidence
to sho drug will worsen the
SLE lt ‘ 1 $1its has been true when
antihyge 'ed‘slve drugs. anticonvul-
sants, rlu'!‘fB,m.:p beta blockers
: g_'.h'f
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‘Environmen 1 Factors and Lupus

513 [
by ;Arzhur-.ll . Kneg M.D., Uniuersi(%':‘ ¢ (}u,a Coliege of Medicine, Depurtment of Internal Medicine

his lssue of Lupus News | -
l contalns an articie from

Mr. Nell Quane descrid-
ing a falrly typlcal case of
drug-induced lupus and an
accompanying articke 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 topdc
of environmenfal lactors and
lupus Is one that has - recenlly
received natlodal and even -
ternational attention- becauvse
of the autoimmune iliness
that have afletted President

erbate lupus. However, UV
light also has some immune
inhibltory eflects that are
rather complex, but could
theoretically be benelicial
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). Pattents should
be aware that uncovered
fluorescent bulbs can emit
UV tight and that some
drugs or lvod containing
psoralens can sensitize pa-
tlents to UV light (see
below).

Bush, Mrs. Brsh and their TR I Dru

dog. Millle. It 1§ not yet clear whether ,..&ergg, M.D. and younges! daughter The rol fg.z |

these 3 cases are re.ated or colncl- !,.h of th ) | fac- role of drugs In triggering

denta!. but we belleve the topic is an dge ol the envirorunental fac lupus Is discussed In the articles by
or ‘ vaf may contribute to lupus. Mr. Duane and Dr. Hess in thls issue.

important one to the readers of

Lupus News, and have decided o ¢ ,}-_;se'i' these may be avosded by pa-

dnd family members. OI [Infectlous agents
provide additional informatlon In i 5elitis quite Iize}ymat not all of Many commgn clinlcal fcatures ol
this article. k . q thesZ fictprs have been identifled. lupus, such as fever, (atigue, malaise
Decades of research have made It g, ghepniore, patieats should bear In and myalglas, are typical of those
increasingly ¢lear that there [ 0 58 4t what causes kapus In one  S&en in Infectlons. Epidemlologic
S‘ngle cause P‘ lupus of other au- pa(‘]fin "7'V“‘ not DCCES“T“)’ causge studles and scarChe’ for Infectious
toimmune disgases. There are proba- bupud i gmme,. agents In Jupus Indlcate that there |e
bly many environmental and genetic £ & u‘ ' not one agent that ts unique to lupus.
factors that can cause lupus; in dil- Uff?_.{iq,lt ; However, it remains possible that dif
{ercnt patientd lupus ts probably trig- ?’Ie' role of UY ught ic lupus has  ferent Infections could trigger dis
gired by diflerent causes. This may beep (ilés‘ussed la Lupas News ve- ease in difterent patieats. Many at
one reason that the symptoms Ceuqy,k; lume 11, numb2r 1), sothe  tempts to Isolate retrowviruses ?;mr
scysiton here will be brief. While lupus patients have been unsuccess
hk probably does nal cause ful, but this remains an active area 0
'Idk least a lhxrd_of lupus pa-  investigation, as discuessed In are
] ate photosensitive. and may  cent Lupus News article (see volum
have d‘l#,ease flares following UV ex- 11. number 1). Many bacterial ant

postre UV light has immune stimula-
‘ ' Tt e e conninued on page

and course of dlsease can vary so
much from one patient to another.
The genetic factors that may con-
tribute to lupus are c:scussed In the
article by Dr.gAmeu in thi- e of

tunge Nows.
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Continued from page 5
- wiral tnfections jan causge Immune ac-
tvatiog that could in turn exacerbate
l:pus. Lupus phtients are prone to
viral and bactdrial Infections (see
Lupus Xews, vol, 11, number 2). and
sometiznes havel flares alter common
infectians, but this risk has not been
Aocumented in ¢linical studles.

To Mustrate the dilficultlies In-
volved In lhes# studies, lupus pa-
pents have been repotted to have In-
creased antibody levels 1o at leasl 12
éHieremt viruses and 4 retroviruses
(1.2). Patlents with active lupus often
have generalized immune activation,
resulticg In the [ncreased production
of many antlbodles and autoantibod-
les. Thus, thesignlficance of the
above lml-\drd and lantl-retroviral
antibodies remdins urlclear and does
not necessarilyl mearl that these In-
fections are cauding lypus.

Stress ] -

It has been the clinical Impression
of mamy physlc!am caring for lupus
patients that seyere physical or emo-
tional siress cax induce flares. In re-
cent years research In Immunology
has demonstrated that immune re-
sponses can be affected by marked
physical or emotionat stress. Stress
frequently leads to suppression of
tmmumne respo ses — thus account.
ing for the observation Lhat college
studeets have an Increased incl-
dence of colds during final exams. In
lupus patientsithe alfects of stress
could be more ¢omplicated, and lead
to immune activa!lon' Some pallents
feel that thelr lupus symptoms
worsea with stress, bit others report
no diiterence. This questlon has yet
to be studled llnlcally In lupus pa-
tients. so It Is unclear how often
siress aggravates lupus.

Diet
There has been little research on

the possible role of;diet in human
fupus. Several strains of mice sponta-
r.eously develop a disease very slml-
lar to human lupus These "lupus
mice” have been studied extensively
1o better understand how autolmmu-
nity arises and how best to treat il. In
jupus mice, selere vitamin detlclen-
cles can exacerpate disease, which is
improved by vitami supplemema-
tion (3). In huyman patlents ealing
well.balanced dlets Vitamin supple-
ments are probably qarmless but un-
necessary. Of Course, : 1y patlents

|
" !

H lc}ans recommend the use
of 2 BB }vitamln supplement.
28?

rone mice fed large doseq
atty acids (present at h!

)eveian fls1 oil) had decreased djs-|

f. However, 8 study sup-
plu:hu f7 lupus patients with 10-

ule daily of a commercial
uhb MaxEPA. showed no de-
:ecti&l dnefit alter 6 months of
lfealme 1! (4). Furthermore. high
dosesTil ish oil are quite expensive
and finpopular (they (requently
—:akegz lents smell itke fish!), Low
ca 1qw fat diets reduce disease

y 4§ lupus mice, and possible
in hcﬁ\gnh as long as the diet re-
muedivs -tialanced.

ares have been reported
met ga g large amounts ol (oods
contzin! psoralens (celery or cel

ery sat .} hrsnlp parsiey, ligs). Pso-
raleas’ a}é chem cﬂs that Increase
pho(aie Iﬂvl ﬁ' n patiénts who are
sun ll @, y razines, the chemk
cals ihlc dye believed to be respon-
aﬂy cases of drug-iInduced

]upq‘@ H%la s0 present in mush-
rop s&v ¢ [ood dyes (e.g. tar-
hatco smake, and most

ods. espectally cooked
me*qh# lathet latty [oods. While
somné“pauents exposed to large
(fl hydraxine have had

flar q‘mouqu pFesent In a typh
cal @ obably have Jtleor ao ad-
ver ,m'i obi elfect. A rglated
amisly L= qvanme. Is pre;enz in &

ie‘- ;and sprouts (dcawell as
mos{ﬁdﬁter legumes) and HNas also
plitated in occasional cases
of &a_pnﬁ -when eaten ln large
amw
%!oods could cause symp-
.om{h mimic {upus, without actu-
ally -ﬂec Ing disease activity. For ex-
ampe, ldctose intolerance is falrly
commod! among adults and can
causea ﬁommal pain and cramping
aftex 3 n%:‘mon ol lactose-containing
iond od allergles can cause
sympdoins such as rashes or hives
that a'efs milar to lupus $ymptoms.
é paﬂenls take varlous “patu-
ral"!df contalning blo-active ex-
traé:;ﬁ Varlatile compgsition. Many
natgga! 1Lrbs contaln ctlémicals with
knodh Jinmune effects ds well as a
contpiéx mixture of unihvestigated
compoinds. Major reséprch efforts
are #‘hdtﬂ-way to tdentity any such
corapm nds that may be useful in

0._‘

seems wisest (o aveld such sub-
stamces.

Other

Aantinuclear antlbodies (but not
lupas) are Increased In some work-
ers exposed tq high levels of vinyi
chioride, asbestod, or silica. Some
lupus cases have followed the Injec-
tom or implantation of stlicone poly-
mers, such as those used in breast
impilants,

Hair dyes contain high levels of
hydirazines and other chemicals that
are related to procainamide and hy-
dralazine and can be absorbed
through the scalp. A recent study
found that patients exposed to hair
dyes have a significantly Increased
risk of lupus (5). It seems prudent for
lupus patients to avold unnecessary
exposure to hydrazine or other aro-
matic amine~containing compounds.

Im theory, routlne immunizations
couldd cause lupus flares by stimulat-
ing the immune system. The studies
performed so far have shown no in-
creased risk from immunizations In
lupus patieats (6), but his area re-
mains controverslal.

Coaclusion

Environmental {actors can clear!y
hawve Important inmune elfects. In
some patlents or predisposed family
members, these immune ellects
could Jead ta the development or ex-
acerbation of lupus. In diflerent Inds-
viduals, varous environmental fac-
tors, or combinations of factors, are
probably Impartant. Unfortunately.
there are no tests avajlable to pre-
dict which factors will trigger lupus
in any given Individual. Therefore.
patients should know about the fac-
tors that can of do trigger Jupus, so
that they can become aware of
whether thelr symptoms change In
response to environmental agents
anc so that they may modify their
habits accordingly. R
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