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Jdentification of Radiologic Healing Phenomena in Patients
with Rheumatoid Arthritis

To the Editor:

The excellent and important paper of Rau, et al' includes 2 major flaws'. First.
they state that some authors exclude the possibility of score reduction (“once
an erosion, always an erosion”), referring to a personal communication of Dr.
Sharp and myself. Second, they do not mention imporlant sources of errors in
assessing radiographs.

On several occasions 1 have discussed the assessment of radiographs
with Dr. Sharp. We both prefer reading films without knowing the
sequence and we record our observations making no assumptions.
Therefore, we will, of course, record improvements if we see them. My
appreciation of these “healing” phenomena can be seen at the end of my
previous publication®.

There are several soutces of errors when reading sequential radiographs.
All “healings” (an unlucky term) are nol real, but only apparent. Many dif-
ferences in sequential radiographs have technical reasons. Erosions may vary
in size due 1o small differences in projection.

Changes in kilovolts and tlime of exposure may largely influence the
apparent density of bone. Looking at the figures in their article, 1 would not
exclude the possibility of apparent, but nol real, “healing.”

J agree with the wrilers that deterioration and improvement should be
scored separately and 1 have suggested it in my previous study?, withoul

response.

ARVI LARSEN, nmb, Kongsvinger Hospital, 2226 Kongsvinger, Norway.
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Dr. Rau, ef al reply

To the Editor:

We thank Dr. Larsen for his critical comments giving us the opporiunity to
clarify some impbrlum issues.

1. With several exceptions', in the vast majority of studies with x-ray evalua-
tion, radiographs were read knowing the chronological sequence of the films.”
We are not aware of previous publications demonstrating a reduction ol the
radiographic score. We believe that the statement ol van der Heijde, that a
score reduction is impossible because erosions never heal?, was shared by all
authorities including Drs. Sharp and Larsen. They expressed this opinion at a
symposium on scoring methods in 1994°. Even in 2002 a negative progression
rate is labeled “paradoxical” and explained by the fact that yearly progression
rates usually are smaller than the minimal detectable change; the possibility
of real improvement is not considered. Thus, RA is still perceived by the sci-
entific community as a steadily progressive disease.

The observation of # score reduction in a certain percentage of patients in

clinical trials invesligating leflunomide and tumor necrosis [actor inhibitors
was a great surprisc for Lhe rheumatological community. Score reduction was
first described when radiographs were read in unknown sequence Lo avoid the
well known bias of steady progression. Today, Dr. Sharp stales that while
early studies concluded tha negalive Progression rales were erors, today we
can no longer assume that no healing will occur'. We appreciate that Dr.
Larsen found a slight reduction in the mean Larsen score although he scored
the films knowing the chronological sequence?.
2. We agree thal there are several sources of error when reading sequential
radiographs. Changes in erosion size duc to differences in projection are pos-
sible. This source of error can be eliminated when following a lesion over sev-
eral years: the examples selected for our study were chosen by Dr. Herborn
from patients who were followed over several years with radiographs taken
yearly. The mean time between 2 radiographs in this study was 4.8 years.
Moreover, we took into account the size of the erosion and were able to
demonstrate the formation of new bone filling in the gap (Figures 1, 4, and
5¢). We agree that series of films would be more convincing. Series of heal-
ing have been published*’. However, in this particular study only 2 radi-
ographs had to be compared without knowing which was the first and which
the second. A very troublesome problem is the difficulty to visualize on pho-
tographs what can be seen very clearly on radiographs. We invite everybody
{o review the original radiographs.

Certainly, the density of bone depends heavily on the exposure. But this

holds true for the total bone. We addressed subchondral osleoporosis chang-
ing 10 local sclerosis; this phenomenon can be recognized in a relatively wide
range of exposing conditions.
3. In our opinion, “healing” is not an unlucky term. The term is used after
bone fractures, for example, where callus formation and deformity may be
seen over years, or forever. Healing with scars is known in many organs. If
“healing” is loo far-reaching we would also accepl the term “repair” for
improvement of erosions. By the way: Charles Peterfy has described a case of
healing seen on magnelic resonance imaging®.

Dr. Larsen’s proposal to always state il a joint has improved, delerioral-
ed, or is unchanged is very helpful since there are many situations where we
see 4 change (hat is not sufficient 1o aher the score. However, very oflen it is
extremely difficull to decide il there is an improvement or not. We agrec thal
healing cannot be observed very frequently within clinical trials and that eval-
uation of healing is troublesome and time consuming.

ROLF RAU, mp, pib: SIEGFRIED WASSENBERG. MD, Phiy;
GERTRAUD HERBORN, mb, phb. Rheumaklinik Evangelisches
Fachkrankenhaus, Rosenstr. 2, D-40882 Ratingen. Germany.
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Cauda Equina Syndrome or a Complication of Total Hip
Arthroplasty? o

To the Editor:

We read with interest the case report by White and Harth'. As the authors
note, there are only 4 cases (including their case) of cauda equina syndrome
associated with lumbar pannus in the literature. We think, however, there
are some drawbacks in their case report. A lumbar pannus at the level of
L4-L5 may elucidate the etiology of the low back pain and unilateral lower
extremity pain of the patient presented, but can hardly explain the progres-
sive weakness of hip flexors innervated mainly by L2-L3 nerve roots. The
cauda equina syndrome manifests itself as a complex of low back pain, sci-
atica, motor weakness of the lower extremities, saddle anesthesia, and
sphincter disturbances. Although its timing is debatable, there is a consen-
sus on surgical intervention in cauda equina syndrome? It is not obvious,
however, why the consulting neurosurgeon advised against surgical inter-
vention in this case. We consider that the patient might not have cauda
equina syndrome, for he had neither saddle anesthesia nor loss of sphincter
control. Although a magnetic resonance image revealed a marked spinal
stenosis as a possible cause of cauda equina compression, the acute onset
of symptoms and sudden worsened condition of the patient after falling
suggest other causative factors. What are the other reasonable causes? Two
years ago, the patient had had a total hip arthroplasty (THA), on the same
side as the symptoms; hence, the answer may lie in the late complications
of THA. .

Late infections after THA, manifested more than one year postopera-
tively, are most common in patients with rheumatoid arthritis (RA). With
late infections, passive and active hip motion usually is quite painful; fever
may be absent or only mild. Radiographs appear normal in the early stages
of infection and later generally show changes that are difficult to distin-
guish from those seen with aseptic loosening. If a radiograph fails to reveal
infection, a bone scan may be an alternative as it has good sensitivity for
infection®. Hip aspiration should be performed if infection is suspected.

Aseptic loosening usually produces pain on weight bearing, which may
be present in the thigh or groin. The anteroposterior and lateral radiographs
must include the entire length of the stem and cement mass in the femur and
must be inspected carefully and compared with previous films for changes
indicating component loosening. However, loosening is complicated to
interpret, i.e., whether the component in the radiographs is stable or loose
and whether what is seen in the radiographs is producing symptoms. In a
few patients there may be no evidence of radiolucency. In general, the diag-
nosis of loosening is made on the basis of examination, the symptoms, and
interpretation of the changes noted in serial radiographs®.

Stem failure, especially if it is incomplete, can also easily be over-
looked and sometimes is only appreciated in retrospect after the fracture is
complete®. )

The sciatic, femoral, and obturator nerves may be injured after THA.
The most common cause of sciatic neuropathy is THA, and it usually
becomes apparent perioperatively; however, some patients suffer a delayed
onset of neuropathy of several years®’. The most likely mechanism of injury
is a stretching of the nerve by prosthetic dislocation, in which case blunt
trauma may be an inciting factor. Therefore, a patient with RA presenting
with acute lower extremity pain and weakness should undergo electromyo-
graphy and nerve conduction studies to reveal whether the lesion is pre-
ganglionic or postganglionic. '

Although the likelihood of a dislocation or subluxation predisposing to
nerve injury can be ruled out by only one hip radiograph, serial radiographs
are warranted to confirm infection, aseptic loosening, stem failure, or stress
fracture of the shaft of the:femur. In some circumstances, bone scans, elec-
tromyography, and nerve conduction studies may help as well. A patient
with RA who had THA presenting with ipsilateral acute lower extremity
pain and weakness should have further investigations concerning the com-
plications of THA before symptoms are attributed to any other cause.

ERDAL GILGIL, MD; TIRAJE TUNCER, mp; MEHMET 1. ARMAN, MD
Professor, Division of Rheumatology, Faculty of Medicine, Akdeniz
University, Antalya, Turkey.
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Drs. Harth and White reply
To the Editor:

We thank Dr. Gilgil and colleagues for their interest in our article'. Their
attribution of our patient’s clinical course to a late complication of a total
hip arthroplasty (THA) is ingenjous but unconvincing. Our patient had
weakness of hip flexors, abductors, quadriceps, dorsiflexors, and plantar
flexors of the right lower limb; in other words, he had weakness of muscles
innervated partially or wholly by L3, L4, L5, and S1. The images we .
obtained showed evidence of disease involving the vertebral body of L2,
the interspinous ligaments at L1-L2 and lower levels, and a pannus at L4

.on the right. All this suggests widespread involvement in the lumbosacral

spine, in keeping with the observed weakness and loss of reflexes. The
cauda equina was not completely involved, thus explaining the absence of
saddle anesthesia and sphincter involvement.

Gilgil, et al discuss the complications of THA at length, but we are not
sure which one they suggest fits the case. Infection is highly unlikely to
produce the extensive motor weakness we observed. The same applies to a
stem failure, which we could not demonstrate, nor could we show pros-
thetic dislocation. The sciatic, femoral, and obturator nerves may be injured
after THA but we would have to postulate that this happened to all of them
at once, 2 years after the operation took place. None of these proposed
scenarios seems likely.

Finally, Gilgil, et al questioned the reluctance of the neurosurgical con-
sultant to proceed with surgery. They cite a consensus on treatment of

Correspondence

1801

Downloaded on April 25, 2024 from www.jrheum.org



http://www.jrheum.org/

cauda equina injury as a result of lumbar disc disease. That, however, is a
very different proposition from that of intervening in a chronic granuloma-
tous disease such as rheumatoid arthritis extensively involving the lumbar
spine.

MANFRED HARTH, MD, Frcpc; KEVIN P. WHITE, MD, PhD, FRCPC,
Division of Rheumatology, University of Western Ontario, London,
Ontario, Canada.

REFERENCE
1. White KP, Harth M. Lumbar pannus presenting as cauda equina
syndrome in a patient with longstanding rheumatoid arthritis.
J Rheumatol 2001;28:627-30.

Coexistent Sickle Cell Disease and Juvenile Rheumatoid
Arthritis: 2 Cases with Delayed Diagnosis and Severe
Destructive Arthropathy

To the Editor:

I read with interest the article by Murray and Nistala' on the challenge of
diagnosing and treating chronic inflammatory arthritis accompanied by
sickle cell disease (SCD). I was similarly challenged in treating a patient
with SCD and arthritis secondary to probable mixed connective tissue dis-
ease (MCTD). These patients are unique, as the SCD complicates their
treatment options and contributes to their treatment complications, as evi-
denced in Murray and Nistala’s article and the following case report.

The patient was a 16-year-old young women with SCD complicated by
a restrictive cardiomyopathy, alloimmunization, and recurrent acute chest
syndromes. She had been taking enalapril, hydroxyurea, ranitidine, and
folate for many months when she presented to the rheumatology clinic with
a 2 month history of pain in her fingers and a positive antinuclear antibody
(ANA) at 1:640, speckled pattern. She had started ibuprofen 600 mg tid
with no change in joint symptoms. The only abnormalities on examination
were in her joints, where she had tenderness and effusions of the 3rd and
5th proximal interphalangeal (PIP) on the right and 1st and 2nd PIP on the
left. Both her wrists were tender and swollen. She was unable to fully
extend her elbows and had limitation of rotation of both hips and limited
straight leg raise bilaterally. A provisional diagnosis of a ANA positive
arthritis was made and she was prescribed indomethacin 25 mg tid and
reviewed 2 weeks later, with no change in her joint complaints. At that visit
she was noted to be dsDNA negative but strongly RNP positive. Her C3 and
C4 were normal. She was therefore given hydroxychloroquine 200 mg
daily for her joint complaints and a possible diagnosis of MCTD was enter-
tained.

She was admitted to hospital a few weeks later with sickle cell crisis
complicated by pre-renal failure, and both indomethacin and hydroxy-
chloroquine were stopped. She continued to complain of joint symptoms
that limited her activities, and was given prednisone 20 mg daily, weaned
over a 4 week period. After discontinuation of prednisone, she developed
hip and ankle pain. Magnetic resonance imaging (MRI) of her left and right
hips revealed evidence of old avascular necrosis (AVN) accompanied by
ischemic changes to the entire left femoral head. There was an accompa-
nying small left hip effusion and some thickening of the synovium. As her
AVN changes were all felt to be old, she was started on 5 mg prednisone
daily to treat her hip and finger pain. However, with continuing use of
crutches to ensure mobility, she complained of shoulder pain and on MRI
had significant AVN in her right shoulder. Prednisone was discontinued.
She was given tramadol 50 mg bid as pain relief and has been pain-free and
mobile for the past 18 months, with no recurrence of her AVN and only
minimal finger pain, but persistent effusion of the 3rd and 5th PIP on the
right and 1st and 2nd PIP on the left. There has been no other sign of evolv-
ing MCTD despite rising erythrocyte sedimentation rate, ANA, and RNP
titers.

As described in the article by Nistala and Murray’, these patients do not
tolerate many of the current antiarthritic medications and can develop life
threatening complications from their use, as shown by the pre-renal failure
in my patient. Interestingly, my patient’s SCD was most stable when she
was taking small doses of prednisone. Her hemoglobin rose 1 g while she
was taking prednisone. However, this rise in hemoglobin may have con-
tributed to her episodes of AVN, and it was decided not to reinstitute pred-
nisone therapy unless required for life threatening complications.

Although tramadol is not recognized treatment for arthritis, given the
use of hydroxyurea for her chest crises, other medications such as
methotrexate were considered potentially too toxic for use and therefore
were not instituted. The article by Nistala and Murray and personal experi-
ence confirm that a cautious approach to therapeutic agents in these patients
with SCD and inflammatory rheumatologic diseases is indeed warranted.

B. ANNE EBERHARD, MB BS, MSc, FRACP, FRCPC, Division of
Rheumatology, Schneider Children’s Hospital, New Hyde Park, NY,
USA. E-mail: aeberhar@lij.edu
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Doctors Murray and Nistala reply
To the Editor:

‘We read with interest the report from Dr. Eberhard, regarding a further case
of inflammatory polyarthritis (as part of mixed connective tissue disease,
MCTD) complicating the course of sickle cell disease (SCD). I note the
similar problems of ongoing sickle crises, possibly related to introduction
of new medications. Review of the literature indicates a large number of
drugs being implicated in the causation of such crises, although in those
with unstable SCD it can be difficult to ascertain a true relationship. The
known relationship of crises to infections (such as parvovirus), which are
commonplace in childhood, should be considered as well as medications in
such situations.

Since our article was published we have diagnosed a further case of
juvenile rheumatoid arthritis (JRA) in a patient with SCD. The patient is a
10-year-old girl of African origin (Sierra Leone), diagnosed as having SCD
(HbSS) from 2 years of age. She had a relatively stable course requiring
only 2 transfusions after malaria. On arrival in the UK at aged 9.5 years she
was noted to have shoulder and hip pain thought to be secondary to her
SCD. The hip pain was thought to be due to trauma and possible disloca-
tion in the previous year. Shortly after arrival she had cerebrovascular
event/crisis (left side weakness) requiring admission and treatment, with
full recovery. Clinical examination suggested polyarticular joint problems
and radiographs suggested destructive changes in the hips and shoulders,
and she was referred to our unit. Clinical examination confirmed a sym-
metrical inflammatory polyarthritis involving both small and large joints,
with marked limitation of hip movement in particular. MRI of her hips con-
firmed destruction due in part to avascular necrosis but also to florid
enhancing synovial hypertrophy consistent with JRA. Serology revealed
she was ANA positive but rheumatoid factor negative. She was treated with
nonsteroidal antiinflammatory drugs and intensive physiotherapy, and
methotrexate was started at 20 mg/m? subcutaneously. Over the initial 2
monthis she has shown encouraging improvement.

Like Dr. Eberhard we remain anxious about medications such as
methotrexate, and are continuing to monitor this and the other patients
closely. We feel the inflammatory joint disease is as important as, if not
more important than, the SCD in causing AVN, and there is evidence that
the same mechanism occurs in SCD as inflammatory arthritis medicated by
monocytes in causing AVN'. Considerable evidence suggests that tumor
necrosis factor (TNF) is important in the pathophysiology of vasoocclusive
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crises as well**, We are considering the use of anti-TNF therapy in one of
the initial patients we described, and may do so in the others, considering
the potential for severe destructive disease and high morbidity in such
patients with dual pathology.

KEVIN J. MURRAY, MB BS, FRACP; KIRAN NISTALA, MB BS, MRCP,
Paediatric Rheumatology Unit, Great Ormond Street Hospital, London,
UK.
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Sjogren’s Syndrome Associated T Cell Large Granular
Lymphocyte Leukemia: A Possible Common Etiopathogenesis

To the Editor:

Molad and colleagues describe 2 cases they consider to have primary
Sjdgren’s syndrome (SS) who also had large granular lymphocyte (LGL)
leukemia', If I had been classifying these patients, I would have labelled them
Felty’s syndrome (FS) with secondary SS and LGL syndrome.

In both cases, they describe patients with symmetrical swelling of the
proximal interphalangeal joints and a positive rtheumatoid factor. These find-
ings satisfy 4 out of 7 of the 1987 revised American College of Rheumatology
criteria for diagnosis of theumatoid arthritis (RA)?, even without knowing the
patients’ degree of morning stiffness or radiological findings. The diagnosis
of RA, together with unexplained neutropenia, satisfies a diagnosis of FS, for
which splenomegaly is no longer an essential criterion’. Campion’s study of
32 patients with FS showed that 53% of cases had secondary SS°. In around
30% of patients with FS, there is evidence of LGL expansion‘. Hence, far
from being unique, it is not uncommon (in the arcane world of FS research)
for there to be an association between LGL syndrome and SS, because they
both commonly complicate FS. In only one of the 2 cases was there a minor
(10%) population of LGL within the salivary glands. They do not cite evi-
dence from Loughran that similar infiltrations are seen in the spleen, liver,
kidneys, thyroid, and adrenal glands®, suggesting that this is a case of “seek
and ye shall find.” I think the authors go too far in arguing that this one case
tells us anything about the etiology of primary SS in general.

GERALD COAKLEY, php, MRCP, Consultant Rheumatologist, Queen
Elizabeth Hospital, London SE18 4QH, UK.
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Drs. Molad, et al, reply
To the Editor:

We thank Dr. Coakley for his interest in our article'; however, we disagree
with his comment with respect of the diagnosis of our patients as having
Felty’s syndrome (FS) rather than primary Sjogren’s syndrome (SS) associat-
ed with large granular lymphocytosis (LGL) syndrome. Both described
patients presented with non-erosive polyarthritis concomitant with sicca
symptoms, with no history of preceding erosive, nodule-forming rheumatoid
arthritis (RA), which is characteristic of and a common presentation of FS2
Moreover, our patients had serological and histological evidence of SS, only
one of them had mild splenomegaly, and they did not have recurrent bacteri-
al infections as described in FS.

We are fully aware of the association of FS with LGL, but the observation
of LGL cells in the minor salivary gland biopsy of one of our patients (Case
1) supports a possible etiopathogenic association of primary 8S with LGL.
The aim of our article was to point out the association between these 2 syn-
dromes.

YAIR MOLAD, mp; ELIMELECH OKON, Mp; PINHAS STARK, MD;
MIRON PROKOCIMER, Mp, Rabin Medical Center, Beilinson Campus,
Petah Tikva, Israel. .
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Xez‘fer&\ ,

‘Bvasal Levels of DHEAS as a Marker for Disease Activity in

Premenopausal Women with Recent Onset Rheumatoid
Arthritis

To the Editor:

Some authors have found low levels of dehydroepiandrosterone sulfate
(DHEAS) and cortisol-DHEAS dissociation in premenopausal women
with long-lasting rheumatoid arthritis (RA)™. On the other hand, a recent
study’ noted no significant differences in adrenal steroid levels among
patients with short duration RA and controls, as well as a positive (non-
significant) cortisol-DHEA correlation, and also showed an inverse (sig-
nificant) correlation between some indices of inflammation and DHEA.
We analyzed serum levels of cortisol and DHEAS in 15 premenopausal
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Table 1. Clinical and laboratory characteristics of women with RA.

Variables RA,n=15
Age, yrs* 36.06 = 2.26
Disease duration, mo' 8 (2-15)
Percentage RF positive, 20 + IU/ml' 73.3; 200 (0-200)
DAS#* 3.68 £0.14
Steinbrocker anatomic classt 2 (1-3)
Cortisol nmol/I' 480.2 (41.1-1587)
DHEAS, pmol/lt 3.5 (0.5~8.6)

* mean + SE; ' median (minimum-maximum).

women with short duration RA (up to 15 months from the beginning of the
disease) using only nonsteroidal antiinflammatory drugs (NSAID), as well
as correlations between cortisol and DHEAS with rheumatoid factor (RF)
titer, disease activity represented by the Disease Activity Score (DAS), and
Steinbrocker anatomic class®. All patients fulfilled the 1987 American
College of Rheumatology revised criteria for the diagnosis of RAS,

Basal serum concentrations of cortisol and DHEAS were measured as
described’. DAS was composed of the Ritchie Articular Index, number of
swollen joints, and erythrocyte sedimentation rate®. RF was determined by
latex fixation test (Table 1).

Correlations between cortisol and DHEAS with RF, DAS, and
Steinbrocker score were determined using a Spearman rank order method.
Multiple correlation of combined steroid levels and DAS were determined
by using a multiple regression technique.

Only 2 of 15 (13.33%) patients had abnormally low DHEAS levels, 0.5
nmol/l and 1.2 nmol/l, respectively (most references consider < 1.3 nmol/I
to be low for premenopausal women). Regarding cortisol levels, in only
one patient was the level of cortisol found to be under the critical limit (the
most accepted normal lower limit for cortisol is 140 nmol/l). In 2 patients
levels of cortisol were unaccountably much greater than normal basal phys-
iologic level (1313 and 1587 nmol/l). We excluded these 2 patients from
further statistical analysis. (Table 1).

We found significantly positive correlation between cortisol and
DHEAS (r = 0.63, p = 0.02) (Figure 1). Cutolo, et al' described a signifi-
cant negative correlation between these steroids, but the duration of disease
in their patients was several years. Kanik, ef al in patients with short dura-
tion RA and controls showed results similar to ours: a positive correlation
(although this was nonsignificant in patients and significant in controls)
between cortisol and DHEA. One explanation for our positive
cortisol-DHEAS correlation could be the short duration disease (median 8
months) in our patients. If chronic disease exhausts the adrenals, we can
expect dissociation between these steroids as well as lower adrenal steroid
levels later in the disease course.

The correlations between steroids and RE, DAS, and Steinbrocker score
revealed one significant inverse correlation (DHEAS-DAS; r = -0.74, p =
0.003) and one close to significant (cortisol-DAS; r = -0.7, p = 0.07)
(Figure 1). Other authors have found similar results', We further calculat-

Table 2. Correlations of studied hormones and some disease activity variables.

A Cortisol Vs DAS
n=13

DAS

0 100 200 300 400 500 600 700 800 900
Cortisol (nmolfl)

B DHEAS Vs DAS
n=13

DAS

0
0 2 4 6 8 10
DHEAS(umolf)
C Cortisol Vs DHEAS
n=13
10
[ ]

8

DHEAS(umolf)

0 100 200 300 400 500 600 700 800
o Cortisol(nmolf)
Figure 1. A."Cortisol and DAS: linear regression, r = -0.7, p = 0.07.
B. DHEAS and DAS: linear regression, r = —0.74, p = 0.003. C. Cortisol
and DHEAS: linear regression, r = 0.63, p = 0.02. Straight lines show lin-
ear regression, C(Lli‘ved lines show 95% confidence intervals.

Steinbrocker
Latex RF, Anatomic Class, DAS, DAS,
n=13 n=13 n=13 n=13
Coefficient of Multiple
Rank Correlation Regression
(Spearman) r P r P r p Coefficient r P Partial Correlation Coefficients
Cortisol 0.15 0.62 -0.04 0.89 -0.7 0.07 Cortisol, DHEAS 0.74 0.01  Cortisol beta coefficient ~0.33

DHEAS -0.02 093 002 0.93 0.74 0.003

DHEAS beta coefficient —0.53
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ed a multiple correlation coefficient between the examined hormones and
DAS, which showed that cortisol and DHEAS overall are in significant
inverse correlation to DAS (r = 0.74, p = 0.01). The partial correlation coef-
ficient was stronger for DHEAS than for cortisol; DHEAS beta = -0.53,
cortisol beta = —0.33 (Table 2).

Our results imply that DHEAS might be a marker for increased disease
activity in the premenopausal woman with short duration RA. As well,
according to the significant inverse multiple correlation we observed
between steroids and DAS, as well as a subgroup with lower than normal
DHEAS and cortisol levels, we hypothesize that those patients might
benefit from chronic DHEA and cortisol replacement therapy. Whether the
combination of these steroids should be added to the treatment of patients
with RA is speculative?, but further research is needed to explore these
issues.

BOZA JOSIPOVIC, Mmp, Pib, Institute for Rheumatology, Resavska 69,
11000 Belgrade, Yugoslavia; ALEKSANDRA JOSIPOVIC, Mp, Institute
for Endocrinology, Diabetes and Diseases of Metabolism, Dr Subotica 13,
11000 Belgrade, Yugoslavia.
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Total Plasma Homocysteine Is Not Increased in Japanese
Patients with Gout

To the Editor:

Gout is frequently complicated with coronary artery disease', and it has
been suggested that multiple atherogenic risk factors clustered in patients
with gout are responsible for its high prevalence?. However, the exact

underlying cause(s) remain unclear. Recently, hyperhomocysteinemia has
been described as one of the important risk factors of cardiovascular dis-
ease®. Istok, et al, in their recent letter’, described increased plasma homo-
cysteine concentrations in patients with gout. However, since the number
of subjects was low (28 cases) and the factors affecting plasma homocys-
teine concentration were not taken into consideration, we investigated plas-
ma homocysteine concentrations in a relatively large number of Japanese
patients with gout (n = 133) and control subjects (n = 72), together with
known factors having an effect (alcohol consumption, vitamin B,,, folic
acid®s, and renal function’) in 26 patients and 29 control subjects. Blood
was drawn into tubes containing EDTA, and plasma was immediately sep-
arated to prevent homocysteine leakage from erythrocytes. Plasma homo-
cysteine concentrations were measured by high performance liquid chro-
matography. Results between gout patients and control subjects were com-

Table 1. Clinical features of the subjects. Data are mean £ standard devia-
tion.

Gout, n =133 Controls, n =72 p
Age, yrs 48.9 = 11.8 474 115 NS
BMI 25.1£3.2 23.7£2.5 < 0.001
Alcohol, g/day 34.0 £31.9 213 %198 <0.01
SBP, mm Hg 134.8 £ 184 126.2 £ 15.5 <0.001
DBP, mm Hg 80.4 +10.3 74.8 £8.8 < (0:001
AST 23.6 125 222 +6.7 NS
ALT 25.7 184 241 +152 NS
v-GTP 69.1x77.2 425445 <0.01
SUA, mg/dl 85+x1.1 54+1.0 < 0.001
Ccr, ml/min 105.6 +26.2 107.2 £ 18.1 NS

BMI: body mass index; SBP: systolic blood pressure; DBP: diastolic blood
pressure; AST: aspartate aminotransferase; ALT: alanine aminotransferase:
y-GTP: y-glutamyl transpeptidase; SUA.: serum uric acid; Cer: creatinine

_clearance.
40 . + :
as o Gout (n=133) -
. L min; 4.4; max: 28.3 NS
304 o median: 8.4 I
SO Control (n=72)
254 7 min: 4.7; max: 34.9 i
1 - .
5 Ll f{ median: 7.8 [
£ ZR
E Z
154 ; - . i
104 . I
51 . "
0 — | /] = L
0 10 15 20 25 30 35

Homocystsine (umol/L)

Frequency distribution of plasma homocysteine

Figure 1. Total plasma homocysteine .concentrations in patients with gout
and controls. Plasma homocysteine concentration showed a skewed distri-
bution in both gout patients and controls. There was no significant differ-
ence in total plasma homocysteine concentration between the 2 groups.
Shaded area represents the normal range.
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pared by Mann-Whitney U test. Clinical characteristics of subjects are
shown in Table 1.

Although the gout patients showed significant increases in body mass
index, alcohol consumption, blood pressure, and y-glutamyl transpeptidase,
there were no significant differences between the 2 groups in terms of age
or hepatic and renal function results. Moreover, contrary to the results
reported by Istok, e al, we found that plasma homocysteine concentrations
were not significantly different between gout patients (median 8.4 pumol/l,
range 4.4-28.3) and controls (median 7.8 pmol/l, range 4.7-34.9) (Figure
1). In addition, serum vitamin B, and folic acid levels were also not differ-
ent between patients (n = 26) and controls (n = 29) [vitamin B, 460 x 148
vs 561 =217 pg/ml (normal range 233~914); folic acid 5.2 + 2.0 vs 4.7 +
1.9 ng/ml (normal range 2.4-9.8)].

The discrepancy between our results and those of Istok, et al may be
ascribable to differences of (1) ethnicity®, (2) consumption of alcoholic
beverages, (3) concentrations of vitamin B, B, or folic acid, or (4) the
incidence of impaired renal function, or other factors. In other words,
Istok, et al described subjects with excessive alcohol consumption
(18/28), impaired renal function (6/28), and hepatopathy (18/28), while
our study did not. It seems probable that the increased plasma homocys-
teine concentrations in the results of Istok, et al were considerably influ-
enced by these factors, and may not be inherent in patients with gout.
Moreover, the incidence of methylenetetrahydrofolate reductase
(MTHFR) gene variation®, which affects plasma concentration of homo-
cysteine, may also have contributed to the differences. Therefore, we
believe further studies that include MTHFR gene polymorphisms in
patients with gout are required.

ZENTA TSUTSUMI, Mp, Pup; YUJI MORIWAKI, Mp, pab; TETSUYA
YAMAMOTO, mp, Phd; SUMIO TAKAHASHI, Mp, php; TOSHIKAZU
HADA, M, pip; MINORU FUKUCHI, M, php; Division of
Endocrinology and Metabolism, Department of Internal Medicine, Hyogo
College of Medicine, Mukogawa-cho 1-1, Nishinomiya, Hyogo 663-8501,
Japan.
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Alopecia Areata in a Patient with Rheumatoid Arthritis Treated
with Leflunomide

To the Editor:

Leflunomide is a new and efficient immunomodulatory drug for the (reatment
of rheumatoid arthritis (RA) that selectively acts on activated autoimmune
lymphocytes by inhibiting dihydroorotate dehydrogenase, an enzyme
required for de novo pyrimidine synthesis*. Leflunomide has been associat-
ed with diarrhea, nausea, rash, weight loss', elevated liver enzymes, and tran-
sient hair loss. We describe a patient with RA who developed alopecia aerata
associated with leflunomide therapy.

A 46-year-old woman presented with a 2 year history of erosive and
refractory RA, despite therapy with methotrexate (MTX) and infliximab. She
had no clinical or laboratory measures indicating an underlying autoimmune
disease such as systemic lupus erythematosus. Leflunomide was started at a
loading dose of 100 mg/day for 3 days, followed by a daily dose of 20 mg.
The only other current medication was prednisone, at unchanged dosage of
10/mg day. Three weeks after starting leflunomide, she noticed sudden, focal
hair loss (Figure 1), which was not associated with diffuse hair loss. On clin-
ical examination, nonscarring and patchy hair loss could be seen. The patient
declined a scalp biopsy. Laboratory tests, including liver enzyme values, were
normal. The diagnosis ol alopecia arcata was made on a clinical basis. The
patient continued leflunomide for 2 months. Leflunomide was discontinued
because of poor response of RA to 3 months’ therapy. The patient’s hair was
just slowly recovering 3 months after leflunomide had been stopped.

Figure 1. Sudden focal hair loss in a patient with RA 3 weeks after starting
leflunomide.
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Alopecia areata is a common form of nonscarring hair loss. Patients usu-
ally present with sudden and patchy hair loss on the scalp. Hair loss is pre-
ceded by a great increase in the number of telogen (resting) follicles com-
pared to the number of anagen (growing) follicles. Peribulbar and intrafollic-
ular inflammatory infiltration of anagen follicles by T lymphocytes and anti-
gen presenting cells (macrophages and Langerhans cells) is a key histological
feature of alopecia areata. Pathogenesis of alopecia areata remains unclear*.
Environmental causes, such as infection, or emotional stress have been sug-
gested to play a role in the disease, but various investigations could not show
significant associations. The role of autoimmunity® in the pathogenesis of
alopecia areata is supported by observation of T lymphocytes and antigen pre-
senting cells in the follicular infiltrate, the increased expression of class I and
II HLA antigens in the lower follicle, and the presence of autoantibodies to
follicular components. Further, intralesional human T lymphocytes transfer
alopecia areata to human skin grafts on SCID mice; removal of T lympho-
cytes inhibits hair loss, which enhances the hypothesis of a T lymphocyte
mediated pathology®’.

Drugs may produce a wide spectrum of hair loss, ranging from barely
detectable shedding to irreversible baldness. Drug induced alopecia is usual-
ly described as a diffuse nonscarring alopecia reversible upon withdrawal of
the drug. Drugs can interfere with every cycle of hair growth, €ither by direct
cytotoxicity (antimitotic agents) or indirectly by shortening of the anagen
(“immediate anagen release”) or telogene (“immediate telogene release”)
phase®. Whereas many drugs may be the cause of isolated cases of alopecia,
only a few drugs (mainly antimitotic agents) constitutionally induce hair loss.
A scalp biopsy is usually not enlightening. Diagnosis of drug induced alope-
cia remains difficult. It can only be confirmed if improvement occurs after
cessation of the suspected drug’. In the rheumatologic field, azathioprine,
cyclosporine, MTX, and various nonsteroidal antiinflammatory drugs can be
responsible for alopecia. This side effect must be recognized, since it may be
a source of poor compliance.

In our patient, although we cannot exclude the possibility that use of
leflunomide, and onset of alopecia areata might have been coincidental, the
hair growth improvement after cessation of the drug strongly supports a
causative role. As well, some immunomodulators, such as interferon alpha
and cyclosporin A, have been associated with alopecia areata'.

We suggest that leflunomide, which alters lymphocyte T homeostasis,
may have induced alopecia areata. Diffuse hair loss is a classical side effect
of leflunomide, but to our knowledge alopecia areata has not been reported.

JACQUES-ERIC GOTTENBERG, MD, Department of Rheumatology;
PIERRE-YVES VENANCIE, Mp, Department of Dermatology; XAVIER
MARIETTE, Mp, b, Professor, Department of Rheumatology, Hopital de
Bicétre (Assistance Publique-Hopitaux de Paris), Université Paris 11, 94275
Le Kremlin Bicétre Cedex, France.
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Captopril Induced Lupus
To the Editor:

Captopril can induce the formation of asymptomatic antinuclear antibodies
(ANA), but the development of clinical lupus is felt to be quite rare. During
the initial clinical investigations of captopril, excessive doses of up to 1
g/day were used and a small number of patients developed ANA'
Reidenberg, et al documented positive ANA (> 1:40) in 10 of 37 patients
taking excessively high doses of captopril (300-1000 mg/day), but found
no incidence of clinical lupus syndrome?. Conversely, investigations of cap-
topril induced rash and proteinuria have not shown an association with pos-
itive ANA?. The time course for the development of antibodies is variable,
but appears to average 90 days?

To our knowledge there are 4 reported cases of captopril induced lupus*
7, We describe a case of lupus syndrome that developed after one year of
treatment with captopril and resolved rapidly after discontinuation of the
drug.

A 54-year-old Caucasian man was admitted with a 4 week history of
fevers, chills, malaise, and generalized arthralgias. One year previously he
had started taking captopril 25 mg tid after an aortic valve replacement. He
had no other significant history. His other medications were coumadin and
aspirin. He had not undergone any recent dental procedures. He had no his-
tory of recent travel, intravenous drug use, or tick bites. He had noticed a
discolored pattern on his extremities, which was not pruritic and which he

" attributed to feeling cold. Otherwise his review of systems was negative.

He had no drug allergies. He did not smoke and drank minimal amounts of
alcohol.

On admission his temperature was 103°F, blood pressure 130/80, heart
rate 80, respiration rate 16. Examination revealed diffuse livedo reticularis
on the lower extremities and a grade II/VI hemisystolic murmur, but was
otherwise unremarkable. A transesophageal echocardiogram showed no
evidence for endocarditis. Blood cultures were negative. Other laboratory
results included white blood cell count 2300, hemoglobin 8.3 g/dl, platelets
274,000, erythrocyte sedimentation rate (ESR) 142 mm/h, FANA 1:2560
homogeneous pattern; anti-native DNA was negative; anti-Sm antibody
was < 25, anti-RNP < 25, serum complement level 265 mg/dl (normal
101-300), hepatitis screen negative.

Rheumatology consult was requested. Captopril was discontinued and
he was treated with a 5 day course of prednisone. Symptoms improved
rapidly and the livedo reticularis resolved within 2 days. A followup FANA
6 months later was 1:40. A followup ESR was normal. He remained asymp-
tomatic.

We believe that captopril is implicated as the cause of drug induced sys-
temic lupus erythematosus syndrome in this case. We base this on the fol-
lowing findings: (1) The patient had no clinical signs of lupus prior to cap-
topril therapy. (2) He improved rapidly after discontinuation of the drug. (3)
Both the FANA and ESR returned to normal after discontinuation of the
drug. (4) Drug induced lupus is associated with high ANA titers and nega-
tive anti-native-DNA titers, both noted in this patient.

Although our patient did not meet strict clinical criteria for lupus, the
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immunological data and his rapid response to discontinuation of the drug
are consistent with the other cases of captopril induced lupus in the litera-
ture.

NORMAN B. RATLIFF III, Mp, University of Minnesota/Minneapolis
Heart Institute Foundation, 920 East 28th St., Suite 300, Minneapolis,
MN 55407-1139, USA.
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Is Fibrillin-1 the Link Between Ankylosing Spondylitis and
Marfan’s Syndrome?

To the Editor:

We read with interest the article by Simkin on the pathogenesis of ankylos-
ing spondylitis (AS), suggesting a role for fibrillin-1*, a 350 kDa glycopro-
tein found throughout the extracellular matrix® To confirm this interesting
hypothesis, the author reported the following observations. In AS, the fibro-
cartilage is an important component of most sites of the disease, such as the
iliac side of the sacroiliac joints, the acetabulum in the hip, and the periar-
ticular entheses. Since fibrillin-1 is a major component of the microfibrils
in fibrocartilage®, it may be involved in the pathogenesis of spondylitic
inflammation’, likely as a target of a cell mediated autoimmune response?.
Moreover, the author underlined the parallelism between AS and
Marfan’s syndrome (MFS), an inherited disorder of the connective tissue
caused by the mutation of the gene encoding for fibrillin-1 on the long arm
of chromosome 15° The altered structure of fibrillin-1 in MFS leads to
major morbidity in the eye and in the base of the aorta, which also are 2
sites of greatest nonarticular morbidity in patients with AS¢. A further sim-
ilarity between AS and MFS is the significant risk of protrusio in the
acetabula in patients with MFS’. Thus, the defective structure of microfib-
rils in MFS and the inflammation-targeted fibrillin-1 in AS may each lead
to comparable structural phenotypes of failure!, both involving sites of con-
nective tissue weakening, exposed to repetitive biomechanical stressing®,
We recently described a patient in which AS and MFS were found to
coexist’. Indeed, our patient presented with the typical traits of MFS, along
with the clinical and radiological findings of AS. Moreover, the HLA typ-
ing was positive for HLA-B27 antigen. To our knowledge, this patient is so
far the only reported case of such association. For the rarity of such coex-
istence, at first we thought that these signs and symptoms were coinciden-
tally and not cansally related, but the hypothesis suggested by Simkin leads

us to reconsider this conclusion. Indeed, in our patient both a genetically
determined and an inflammation derived fibrillin-1 defect might coexist.

PIERANNA FIETTA, mp; PAOLO MANGANELLI, mp, Unitd Operativa
di Reuma}ologiq e Medicina Interna, Azienda Ospedaliera di Parma,
Parma, Italy. . ,
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Hemarthrosis and Scurvy
To the Editor:

I read with interest the report of a patient with hemarthrosis as a presenta-
tion of scurvy', as 4 patients with similar presentation were described from
our unit in 1985% In contrast to the present case, all our patients were
women with preexisting joint disease who developed hemarthrosis, which
was accompanied by visible bruising in 3 of them. The clinical photograph
of one has been published’. None of our patients -was following a diet as
extreme as that described by Pangan and Robinson, but all had poor diets
typical of elderly people hampered in food preparation by joint disease. The
conclusion at that time was that this condition is probably underdiagnosed
because of lack of awareness, and it was interesting that Pangan and
Robinson drew the same conclusion 16 years later.

IAN HASLOCK, M, FRP, Consultant Rheumatologist, James Cook
University Hospital, Middlesbrough, and Visiting Professor of Clinical
Bioengineering, University of Durham, Durham, England.
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