
Case Report 

Infliximab in the Treatment of an HIV Positive Patient 
with Reiter's Syndrome 
NORM AN GAYLlS 

,\/lSTRAC T.	 Reiter 's syndrome is an ac ute infl ummatory art hritis wit h no stan dard trea tment options for patie nts
 
unrespon sive to non stero idal antiinflammatory drugs (NSA ID). In patien ts positive for hu man
 
im muno deficien cy virus (HIV) . H IV-RNA leve ls hav e been correlated wit h elevated tum or necrosis
 
fac tor-a (T NF-a) levels. We inves tiga ted the safe t, and activity o f intl iximah. an anti -TN F-u
 
chimeric mo noc lonal ant ibody. in the treat ment of an HIV positive pa tient with Reiter's refractory
 
to NS AID therap y. A 41 -year-old HIV positive man wit h Re iter 's syndrome wa s treated wit h inll ix

ima b 300 rug intraven ou sly at Weeks 0, 2, and 6 and the n e very 6 to 7 weeks thereafter. He presen ted
 
with sev ere fat igue , pa in. muscle wasting , syno vitis of the elbows , wrists and knee s, a sca ly rash in
 
the groin area. burni ng during urination , and sev ere onycho lysis on all d igit s . Laborato ry asses sment
 
revea led hem og lobin 7.8 g/dl. ery th roc yte sed ime ntati on rate (ESR) 152 mm/h , wh ite blood ce ll
 
count 570 0 cc lls/mm' , and C-reactive protein (eRP) 65.7 mg/dl. HIV vira l load on presentation was
 
1600 qu antitatlvc .ultra scnsi tivc (Q n: S ) copies/illI. dec reased from a ma xim um of 428.000 Q n:US
 
cop ies/ ml at the start of nntirc trovirul therapy. A fter 6 mon ths taking infl iximab, all complaints
 
reso lved . nai ls regrew. and the rash cle ared. CRP dec reased to 0.8 mg/dl and ESR to 22 nun /h.
 
During this () month period antiretrovirul thera py remained unch anged. and the vira l titer remained
 
be low 400 Qn:US copies/nil. (J Rhe umatol 2003 :30 :407- 11)
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H M AN IMM UNODEFI IE	 CY VIRUS REITER'S SYN DROM E 
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Reite r 's sy ndrome is an acute seronegat ive spo ndy nonsteroidal ant iinflammatory drugs (NSA ID) followed by 
loarthrop ath y assoc iated wit h inflammatory sy novitis . metho trexate (MT X), sulfasa lazi ne, hydroxychl oroqu ine, or 
conju nctivitis, uret hritis, arth ritis. onycholysis, and cnthe  ctretinate . However. many pat ients are refractory to these 
sitis (sausaging of toes or finge rs. Ac hilles tendo nitis , and therapies. 
plant ar fasc iitis). Joi nt involvement is typically asym metric Tumor necrosis fac tor-o; (T NF-a) is a proinfl arnmatory 
and oligoarticular, Mucocutaneous involvement is common. cy tokine; T NF-a induces the release of interle ukin I (11,- 1) 
especia lly keratoderma blennorrhag ica, ci rcinate balanitis. and IL-6 and enhances neut ruph il. monocyte. and ly rn pho

and psoriasis. Reiter' s sy ndro me is more co mmon in men c te migration . Evidence supporting the role of TNF-a in 

and frequently follows an infec tion with C hlamyd ia autoimm une rheumat ic diseases suc h as rheumatoid arthritis 

trachomatis1.-'. Enteric infect ions with Shigella, Salmonella, (RA), psor iasis and psoriatic arthritis (PsA). and ankylosing 

or Campylobacter can also cause Reiter 's syndrome">. spondy litis continues to accumulate . T F-a is eleva ted in 

Many art hropathies have been associated with hum an the sera and sy novial fluid of patients wi th RA 7.S. and anti

immunodeficiency virus (HIV) infec tion. In 1987, the firs t TNF-a antibod ies have bee n shown to inhibit polyarth ritic 

case of HTV assoc iated Reite r's syndrome was described". disease in 2 mouse models"! ", C irculating T lymphocytes 
and rnacrophagcs iso lated from pa tients with PsA produce HIV associated Reiter 's sy ndrome has a cl inical presenta
increased amounts of T N - C( compared with ce lls isolated tion similar to that of con venti on al Rei ter 's syndrome . 
from healthy controls 11, and T 'F-a is ele vated in the Reports on the prevalen ce of Reiter' s sy ndro me in HIV 
sy nov ia l tlu i d l ~ . 13 and sk in lesinns l 4 . 15 of patients wi th PsA. infected individua ls have ranged fro m 1.7 to 11.2%b. 
TNF-a is also elevated in the plasma of pa tients wi th ankyCurrently, HIV assoc iated Reiter 's sy ndrome is treated with 
losing spondyli tis and is co rrela ted with d isease activity!" . 
The ro le of T F-a in nu merou . rheumatic diseases suggest s 

From th« Drpartmcnt oj Rhcumutolog v. Univcrs itv 0/ Miutni. Miami, TNF-(f. may also play a ro le in other autoim mun e diseases 
Florida. USA. such as Re iter 's syndrome. 
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by bindinu [0 and inhibiting the binding of this cytokine to 
its receptors' ? 1<1, 

CASE REPORT 
In pril ~O() ( L a 4 1-Yl·ar-o ld. gaunt Hispanic man we igh ing 72,57 kg with 

a (, yea r history of I-I IV infecti on sCel lndal) to het erosexua l co ntact 

prese nted with se vere distress and complained 01 seve n- fa tigue . was ting. 

and severe pai n of 4 mon ths duratio n in his hack. knees. shoulde rs . e lbows. 

fi ngers, and (Ill'S . l-Ie had an intraveno us (IV) po rta l throu gh which he was 

recei ving antibio tic therapy for a presumptive di agnosis of ostco rnye lhis o f 

his rig ht roc . Biops ies and cultures subseq uently per for med 10 confirm 

osteomyel itis wer e negati ve . lit- had recei ved num erou s an tibio rics . 

incl ud ing vancomyci n. which caused renal insufficie ncy. A tu rbid aspiral e 

with increased while blood ce lls (W BC) was obtained fro m his rig ht knee. 

but \Vas negati ve to culture. 

Radiogra phs of the rig ht knee were unremar kable , He was unab le 10 

trans fer Of raise his ar ms above his shoulden, and used a wa lker fo r ambu

lation. Synovitis o f el bow s. wr ists, d ista l interp halungca l jo in ts. knees , 
ankle s. and metatarsal jo ints was prese nt. S we lling and ery thema were 
observed in scvcrul joints. particularly ill the fingers and toes . axxoc iatcd 

A 

B 

with d iffuse. symme lrical pain. Li mited cxt cns io» of both e lbo ws and 
marked limit utiun of lumbar ex tension and restricted cervi cal mo vement 

we re noted , li e could no t straighten his lumbar spine an d had marked pai n 

over bot h sac ro iliac joint" lie had se vere on yc ho lysis of a ll fingern ails and 
toe na ils (F igure I ). A sl'a ly rash was prese nt in his g ro in bi laterally and 

aro und the head of the pe nis, and he e xperie nced burning on urinal ion. 
Rad iogr aphs of his hack an d feet re vea led no sacroil iac invol ve ment. T here 
was some mild osicopeni n of the d ivral ' ta tl lult of the right grcal toe. 

T he tr .annenr history incl uded multiple NSAID and antihiotic -, 10 treat 
h i, inflammatory urthritix and thc presum ptive, diag nos is otustcomyclit is. 
He had started unti rctr ovrra l therapy (ri tonavir 4UO mg twice a day. lam ivu
d ine 150 mg/d ay, l idovudine J OO rug/day. and saqu inavir mcsylutc 40() Illg 

tw ice ,I day) in Ja nuary :WOO, with his IIIV vira l load being as high as 
4~7 . 5 lJ7 qu.uuiuuivc.ul trase nvitive (Q n:US ) copies/ru t. It ap peared that the 

mu vculoskc lc ta l and rash sy mptoms emerged when his HIV liter wa s at thiv 
leve l. O n presentatio n. his H[V viral load had bee n red uced to 1(,00 Q n: S 

co pic s/ rul. l ie teste d negative for rheuma toid tuctors and antinucle ar anti
bod ies. Initial lahoruto ry li nd ings inc luded hemoglob in (Hh ) 7.S g/d l. 
e ryt hrocyte sed imentation ra te [ES R) 152 ru m/ h. ted blood ce ll (RHCI 
count 2..1 x 10" ed ls/ fl t. he matoc rit ~ J . ~ ';' . W Be count .'i70() cel ls/nun:' . 
and C · rca,'tive pro tei n ( -'RP) 65 ,7 mg/dl. His ubxu lutc (,D4+ count .u base-

Figure l . Finger s ( ) and fee l (B ) sho w ing 
onyc hol ysis, and so le of foo t (C) sho wing sca ly 

rash pr io r to trea tment. With pe rmission t ro iu Dr. 

A. Bu rdi c k. De partme nt of De rmatology. 
Un ivcrs itv of Mia mi. M iami. Fl o. 
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line fo r therapy was 27 .5 cc lls/mm' . T" , ls for hum a n I ukocy te .uu igcn li27 
aIll! hcpatiti-, B s urface ant ige n we re ncg.u ive . l ie wa -; an er g ic to a tub e r

culoxis skin test. 

The cl inica l di agn o si s wa s IllY assoc iated Re iter 's sy nd ro me . l ie w as 

g ive n a combinat iu n o f IV MT X 20 mg/ w k, o ral pred niso ne 20 TlIg/da y, and 

a pu lse treat ment o f IV met hy lpred niso lo ne I g. He initia lly responded we ll 

10 rhis co mb ina tion therapy; jo int pa in , ras h. a nd na il abno rmalitie s we re 

reduced and he ex pe rience d increased ra ng e of mo tion . Over the next 

month Hh inc reased 10 9.R g/d l and ESR decreased to 5 nun/h. Ho we ver. 

hy Ih,' beg inning o f J uly 200 0 . aft e r a lmost J mo nt hs of MTX trca uu e ru. In s 

co nd itio n \ \' :1:\ decl in ing . Sym pto ms rec urre d . incl udi ng fIlSh l~~ . joi n t pa in of 

the hund s, feet and sac ro iliac joint, and bre akdo w n u f na il beds, des pite 

weekly MT X. daily p r -d nixo nc , a nd 2 furth er pu lse trc utru c nts o f methyl

pre dniso lo ne I g. IIi , ES R incre ased to 'iJ uuu/h a nd h is ahsolute C[)..I t 

count was 770 ccIls/rnm'. 
In A ug usl 2000. h is d isease was no lo nger rcsponvive to co rticostero id 

an d MTX thera py, and infl ix im ab was ad ded to the treatm ent rc uim e n. 

Infliximab was initiated a t a dose of JOO mg . rou ghly _ mglkg hody weight. 
A t the onset o f intlixuua b treatmen t h is v ira l liter w as < .~ OO V n:US 

copies/ml. fi e wa s g ive n 2 ad d itio na l ] 00 rng doses of IV infl ixirnab at 

Wed-.s 2 and " an d then rec eived s ing le 30 0 mg IV infl ixirnub doses e very 

n to 7 weeks. In NCl\'l: lTl he r 2000 , Iris laboratory find ings we re fi b 14.2 g/dl, 
ESR 11 2 mrn/h. RHC .1 .70 x 10" <: e lls/p l. he ma tocr it 31)S A. WBC' 5 200 

ccllv rn m', a nd CRP 14.(, mc/dl. His absolute C'D4 + count was fllU 

cel ls/ nu n " Duri ng this rre.urn en t .-e t;i me n he ex pe rie nced comp le te rcxo lu 

tio n o f all sym pto m s. T he ras h a nti j o int swc llinj; reso lved a nd na il, regr ,\ 

(Fig urt: 2) . 

Wi th inlli x imab the rapy the pa tie nt w as fu nct io na l, had no pa in . ha d 

ful l ra nge of mo ve ment , and wa s ab le to d iscon ti nu e c ort icos tcru id lise . 

Shortly be fore eac h inll ixirna h cour se . he report ed a n incre as e in hac k pa in 

and a rthrulyi as . There fo re , he con tinued a re g ime n of intra m usc u lar M'I'X 

15 mg/w k an d IV inlliximab 300 mg e ve ry Ii In 7 wee ks. an d by Fe bruary 

200 1 his CRI' had dec reased to O. Gmg/dl a nd ESR to 22 m m/h . H is h loo d 

c hemistry pro fil e w as normal an d he we ig hed 82 .55 kg. T hro ug h Februar y 

200 I . his untiretro viral the ra py re main ed unc hanged and h is vira l tite r 

re mai ned b -low 400 Q TI: US cop ies/nil. Impr ovc mc ms in CRP. ESR . a nd 

hloo d d le mistry pro file we re m ain ta ined thro ugh June 200 I. H is CD-I + 
coun t remai ned in the normal range w ith a cou nt o f R1-1 ce llx/mm ', 

Inll ix imah W'IS we ll to le rated. wi th no ad ve rse e ve nts rep o rted o ve r IG 

mo nths o f ther a py-

DISCUSSION 
The current initial treatmen t for H IV ass oc iated Re ite r 's 
syndrom e is NS AID therapy. Howe ver, there arc no s tan
dard treatme nt reg imens for patients with Rei ter 's who do 
not respond . Patients who have an inadequate res ponse to 
treat me nt wit h _ SA ID are treated w ith MTX . sulfusaluzine, 
hydroxychloroquine. or etrctina te-"?" , However, sulfasa
lazine is often ineffec tive aga inst the skill manifest atio n.' of 
Re iter 's sy ndrome, and MTX has bee n associated with 
myelos uppress ion and the development o f pote ntia lly fata l 
op portunistic infections in HIV infected pa lienls5•27 , In add i
tion. HIV assoc iated Reiter 's syndrome can become resis
tant to con ventional therapies. and pa tients o ften fa il to 
ac hieve or maintain an adequate resp onse . Ot her the rupe u
tics for the treatme nt of Re iter 's sy ndrome in HIV posi tive 
patien ts are the refo re needed. 

An ti-TNF-a therapy is effec tive in the treatment o f RA. 
and recent reports suggest it is also effective in other 
rheumati c disorders . Intli xim ah, an arll i-T NF-a agent . has 
heen e ffec tive in hail ing both jo inl space narrowing and 
joi nt ero sion in pat ients wit h RA refrac tory to MTX treat 

29 mcnt a lone2H . Rece ntly, infl iximab has als o hee n reported 
to be effective in the treat me nt o f PSA3lU J and ankylosing 
spondyliris".. l J . The successfu l treat me nt of pat ients with 
RA, PsA , and ankylos ing spondylitis sugges ts that ant i
TNF-a therapy may als o he effective in the treatment o f 
oth er auto immu ne d isorders incl ud ing Reiter 's sy ndrome. 

Elevated T NI--a levels have been assoc iated wit h HIV 
infectio n" . Fu rther. TNF-a stimulates HIV replication and 
has been corre lated with II IV vira l [oad ]·1-30. Tha lido mide. 
an inhibi to r o f TNF-a mRNA.17 and TNF-(J. prote in produc
lio n \H, has bee n shown to reduce wast ing in pat ien ts with 
/·UV34. Eta nercept, a so lub le T F receptor (p75): Fc fusion 

Figure 2. Ha nd s .uu! I'ce t a fter trea uucnt w ith infl ix im ab . O nyc hol yxis has c o m plete ly re solved. 

Gu vlis: I Ilj7i.ril/i ll /; 1111'/ If/ V 



prote in that a lso inh ibi ts T F-a. e ffec tive ly treated HIV 
associated PsA and reduced T NF-a levels:" , ln a ldi tion , 

ctancrccpt treatment has been reported to result in marked 
symptom imp ro ve me nt in pat ients wit h undi ffe ren tiated or 
rea ctive a rthr itis" . \ rece nt study repor ted the dow nrcg ula 
tion of T F-a synthes is in pati ents w ith RA treated with 
inflix imab! ' . hnall '. infl iximab decreased TNF-u. concen
trations in 6 patients with [-II V12 . 

T his ca se report sh owed the usc of anti -TNF-a the rapy in 

treat ing HIV assoc iated Reiter": sy ndrome. In itia lly. the 

pa tient was part iall y resp on sive to a com bi natio n o f corti 
co ste roid the rapy and MT X. Howeve r. aft er ab out 3 months 

he became unresp on sive to this treatment regi men. He was 

subsequentI given an inll ix imab and MTX reg imen that 
sign ificantly at tenuated the s igns and symptoms of Re ite r's 

sy ndro me. Important ly. this reg ime n was well to le ra ted. To 
date. trea tme nt with infl iximub ev ery 6 to 7 weeks has 

resulted in a lmost comple te resolution of the s igns an d 
sy mp to ms of Re ite r's syn dro me . Further st ud ies are 

req uired to Iully ch arac ter ize the safety of am i-Tl F-a 
the rapy in HIV pos itive and po tent ia lly im munoco rn p ro

mi se d pat ients . 

Because T f plays an importan t role in the im mune and 

infl ammatory resp onses. inhibition o f T NF may supp ress 

de fense mech anisms against infecti on s. T he supp ression of 

these mechanisms ma y be exace rbate d in patients with 

a lready co mpromised immune systems. such as pati ents 

with H IV. Indeed. the 2 approv ed anti-T NF agents , inflix
imab and etanerce pt, both co ntai n warn ings in the ir label ing 

pe rta ining to the potent ial for infec tion s and the need 10 

dis continue these agents if a se rious infec tion devel ops. In a 

recen t report , etancrcept tre atment in an HIV pa tient w ith 

PsA was halled due to recurre nt pol -microbial bacteri al 

in fec tions including Stcnotrophomonas maltophilia and 

Pseudomonas aeruginosa, desp ite marked improve ments in 

his psoriasis an d PsA-1') Kea ne, ct arD recently re po ned a 

high er inc idence of tub e rculosis infection s in infl iximab 

treated pat ients compared wit h bac kgrou nd inc ide nce rates. 

Although ex hibiting ane rgy to the tu berculos is ski n tes t 

pr ior to therapy. our HIV pa tient wh o was treated w ith 

inflix imab did not de velop an infection. Importa ntly. his 

CD4+ leve ls re mai ned w ithin the no rma l ra nge (359-1 519 
cc lls/rnnr' ) . Becau se the risk of opportu nisti c infection is 

highest in HIV pati ents w ith CD4+ counts < 20 0 cel ls/ rnm' . 
CD4+ levels should be moni tored in a ll H IV pat ients treated 

w ith anti-T NF th e rap ),-1-lA~. T he ph ysic ian need s to we igh the 

ris ks with the po tent ial ben efits of anti-T F the rapy in these 

hig h risk pat ien ts. 
In add itio n to inhibi ting the s igns and sy mptoms of 

Re ite r's syndro me and o ther TNF-a med iated rhe umatic 
di so rders assoc ia ted with HIV infecti on . infl ixirnab may 
reduce HIV rep lication thro ug h block ade o f T F-Cf. recep
to rs an d TNF-a syn the sis" : W het her infl iximah in corn bi

nat io n w ith the antiret roviral thcrapy had a synerg istic e ffect 
o n suppress ing H IV vira l load ill this ca se is un know n. 

To date . ou r patient has not experienced any im mune 
func tio n impairment o r op portu nistic in fection s. ·uI1hcr 
study of the e ffic acy of inll iximab in the treatment o f H IV 
as soc ia ted Re iter 's synd ro me and o ther a rthropathies and 
the po tentia l synergistic effec ts of anti rctroviral an d ant i
T F-a the ra py is warranted . 
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