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INSTRUCTIONS FOR LETTERS TO THE EDITOR
LEditorial comment in the form of a Letier to the Editor is invited;
however, it should nof exceed 800 words, with a maximum of 10
references and no more than 2 figures or tables and no subdivision
for an Abstract, Methods, or Results. Letiers should have no more
than 3 authors. Full name(s) and address of the author(s) should
accompany the letter as well as the telephone number and fax
number (if available). Financial associations or other possible con-
flicts of interest should always be disclosed. To expedite receipt of
letters, we encourage authors outside Canada o communicate by
{ax (416-967-7556).

Self-Injection of Gold and Methotrexate
To the Editor:

We read with inlerest the paper by Arthur, er al* and the correspondence relat-
ing o if. We recently completed a small, pragmatic study to compare the
safely and efficacy of methotrexate (MTX) administered by 2 different routes,
intramuscular (im) and subcutaneous (sc), and to teach patients to self-admin-
ister MTX by the subcutaneous route. A literature search produced little evi-
dence about the biocavailability of MTX between the 2 parenteral routes* and
nothing relating to the safety of patient adminisiration. We recognized that
there could be potential advantages in terms of convenience, cost, and active
patient involvement.

Eight patients receiving a stable weekly dose of intramuscular MTX,
who atiended the nurse specialist clinics, were invited to participate in the
study. Of the § participants, 6 were female and 2 were male. The mean age
was 43 years (range 36-58). Four had rheumatoid arthritis, 2 psoriatic
arthritis, one Wegener's granulomatosis, and one polymyositis. The mean
disease duration was 1] years 4 months.

The study was undertaken over 13 weeks. At week | variables of disease
activity were measured. The nurse specialists administered weekly im MTX
al weeks | to 3. Serum levels of MTX were measured 1 h after the 3 injec-
tions. At week 4 the roule of administration was swilched o subcutaneous.
The nurse specialists administered weekly sc MTX at weeks 4 (o 6. Serum
levels of MTX were measured | h after these. Patients were taught during this
phase by practical demonstration and with the addition of written information.
For weeks 7 Lo 9 palients administered their own MTX by sc injection under
the supervision of the nurse specialists. Al week 9 patients were discharged to
seli-administer the injections al home. They were provided with pre-drawn
syringes, gloves, needles, swabs, sharps disposal boxes, and spillage Kits.
They had the backup facility of the theumatology nurses’ lelephone help-line.

The participants self-administered the MTX at home for weeks 10 (o 12,
Al week 13 they returned to the nurse specialist clinic. Al this visit variables
of disease activity and patienl satisfaction were assessed. Salety moniloring
was undertaken for MTX therapy and patients were observed adminislering
their own injections to ensure thal their lechnique was still correct. Used
sharps boxes were returned and new supplies were provided. A further
appointment for one month was given.

The results from this study have shown that there was no significant dif-

ference between sc and im MTX. Individual patients had serum levels of

MTX that ranged from 0.34—1.56 mm/]. There was o significant difference

in respect of pain, faligue, early morning stiffness, and (ender joints.
Erythrocyte sedimentation rate and C-reactive protein levels fluctualed slight-
ly as would normally occur. No difficulties were encountered with sell-
administration. One patient experienced a transient local reaction around the
injection site. All participants were salisfied with the teaching procedure.
Patients preferred the sc route of administration as it was less painful and per-
mitted them 10 self-inject.

It would appear thal self-administration of s¢ MTX is.a safe and effective
procedure for patients with reasonable dexterity. As a result of this study, we
have changed our praclice with the development and adoption of a new pro-
locol. Patients arc given MTX by the sc route rather than the im, those that
are willing are laught to sell~administer and encouraged Lo undertake this pro-
cedure at home. Weekly hospital visits have been reduced 10 monthly with
benefil to patients in lerms of cost, time, and convenience.

Valerie Arthur, R, MPhil;
Ronald Jubb, mb, Frer;
Dawn Homer, RN,

University Hospital,
Birmingham, UK.
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Dr. Klinkhoff, ef al reply
To the Editor:

The team from Birmingham are to be commended for piloting a self-injection
program for methotrexate (MTX). While 8 patients is a small sample to deter-
mine preferences and safety, their conclusions are similar to our own. We
have employed a successful self-injection program for gold and MTX for 5
years. Patients are taughl either intramuscular or subcutaneous injection tech-
nique. We have encountered no serious problems after routine use of self-
injection or partner injection for years in more than 100 patients. Because of
the high incidence of annoying and potentially dangerous side effects thal
require close supervision, we have targeled for self-injection education those
arthritis patients who are stable taking injeclable medication and who have
not encountered any potentially serious adverse evenls over a followup peri-
od of 6 months.

Alice V. Klinkhoff, Mb, FRCPC;
Anne B. Arthur, RN;
Alvena Teufel, rN.

Mary Pack Arthritis Centre,
Vancouver, Canada,

Radijographic Diagnosis of Sacroiliitis — Are Sacroiliac Views
Really Better?

To the Editor:

Readers were inviled to comment on Figure | of page 2713 of the December
1999 issue of The Journal'. Like Dr. McDuffie we are prelly experienced
rheumatologisls, bul we must admit that we are ofien in doubt about the diag-
nosis of sacroiliilis on radiographs. In these cases, like McDulfie, we order a
computer tomography (CT) scan. However, we disagree when he wriles that
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oblique sacroiliac views are better than anteroposterior views'. The problem
is not a loss of resolution when radiographs are published, as claimed by Dr.
Battistone', but the incidence of the radiographs. Figure [ on page 2713 is
very well reproduced, but we are not sure that it shows sacroiliitis. Sclerotic
changes are visible, but joint widening and erosive changes are not obvious
on the left and are absent on the right side. We must consider osteitis con-
densans ilii. We think that the best incidence is the anteroposterior one but it
must be angled upwards 15° to 30° depending on the degree of lumbosacral

angulation®. This view has the advantage of showing the sclerotic changes
very well, but it cannot always distinguish sclerotic changes of the iliac mar-
gin from those of the sacral margin of the joint because of the anterolateral
orientation of the sacroiliac joint. Oblique sacroiliac views have the advan-
tage of making this distinction, but they have the disadvantage of narrowing
the projection of sclerotic changes and of masking erosive changes. To deter-
mine exactly the prevalence of ankylosing spondylitis we may not define
sacroiliitis based only on radiologic changes, because sacroiliitis is an impor-

Figure 1. On radiograph (A): is there sacroiliitis on the left? On tomodensitometry (B): osteoarthrosis of the left SI

joint.
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Figure 2. On radiograph (A): is there sacroiliitis on the right? On tomoden-
sitometry (B): normal SI joints.

tant criterion of both the Amor® and the European Spondylarthropathy Study
Group criteria®. In many of our patients the preliminary diagnosis of sacroili-
itis on radiographs was not confirmed by CT scan. Two examples are shown
in Figures 1 and 2. \

Rheumatology Departiment,
Hépital Cavale Blanche,

Brest University Medical School,
29609 Brest, France.

Paul Le Goff, Mp;
Alain Saraux, MD;
Dominique Baron, MD.
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Dr. McDuffie replies
To the Editor:

It may well be than an angled anteroposterior (AP) view may have advantages
over the usual radiographs but I have not ever made such a comparison. I cer-
tainly do agree that computed tomography (CT) is the gold standard. It is my
practice, if I am pretty sure of the diagnosis and there are physical findings to
support it, that I simply get an AP view. If there is some doubt, I get the
oblique views also. If the radiographs themselves are not sufficiently defini-
tive, then I have a CT study. Osteitis condensans ilii can be confusing, but it
only involves the ilium and, of course, does not produce any joint space nar-
rowing. Osteoarthritis as shown in Figure 1 (above) is unusual, but certainly
easy to distinguish on CT.

Phoebe Specialty Medical Group,

Albany, Georgia 31701, USA. Frederic C. McDuffie, MD.

'

Dr. Battistone replies
To the Editor:

The comments of Dr., Le Goff and colleagues are greatly appreciated and their
points well taken, The data from our series of patients with seronegative
spondyloarthropathies suggest that in most cases a series of detailed oblique
views of the sacroiliac joints do not provide more useful information in estab-
lishing the presence or absence of sacroiliitis than a single frontal projection
of the pelvis',

Their observation of “false positive” radiographs (i.e., sacroiliitis
observed on plain radiographs but not confirmed by computed tomography
(CT) is intriguing. In 1981, Kozin, et al published data in which CT demon-
strated superior sensitivity and comparable specificity to a series of radi-
ographs that included a frontal posteroanterior projection, as well as angled
(30° caudal) and oblique views?, In their study, 5 (of 8) patients with “equiv-
ocal” radiographic findings had negative CT scans; no patient (of 15) with
“positive” radiographs was found to have sacroiliitis on CT.

University of Utah School of Medicine,

Salt Lake City, Utah 84132, USA. Michael J. Battistone, MD.
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Disappointing Longterm Result with Disease Modifying
Antirheamatic Drugs

To the Editor:

I read with interest the paper by Galindo-Rodriguez, et al'. The following
considerations regarding the analysis of treatment discontinuation seem per-
tinent. (1) As regards the discontinuation for all causes (Figure 1 and Table 3,
left part) the use of the Kaplan-Meier method and of the log-rank test is
appropriate. On the other hand, this approach becomes questionable in ana-
lyzing toxicity and inefficacy as separate causes of discontinuation. In fact,
the key factor in making the 2 above mentioned methods valid is the assump-
tion of independence of the failure time and censoring time distributions. As|
toxicity and inefficacy act here in a competitive way, the assumption cannot!

be fulfilled, by definition. In these cases, as suggested by books dealing with

the statistical methodology of survival analysis? the correct approach relies
on the computation of the crude cumulative incidence and on the use of
Gray’s test. (2) As stated on page 2338, methotrexate was used as a first
choice drug in only 14% of the patients. This information is of concern when
trying to disentangle the effect of the drug and the order with which it was
administered in the sequence of drugs. Such information could have been
inserted in the multivariate Cox regression model asa dummy variable and
according to its effect on the hazard rate it could have been fruitful in reach-
ing clinical conclusions. w

Istituto di statistica medica et biometria,
Milan, Italy. Ettore Marubini, PhD.
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Drs. Suarez-Almazor and Russell reply
To the Editor:

Our study' was based on a survival analysis of terminations of disease modi-
fying antirtheumatic drugs (DMARD) in rheumatoid arthritis. We analyzed
separately as failures all terminations (any cause), discontinuations due to
toxicity, and discontinuations due to lack of efficacy. This type of analysis is
commonly used in observational studies and clinical trials. We acknowledge
Dr. Marubini’s comments, pointing out a common problem with analyses
including competing risks. An assumption underlying survival analysis is the
independence between the distribution of events and censoring, which is very
difficult to prove or disprove in many situations. However, we do not believe
that considering toxicity and lack of efficacy separately has violated this
assumption in a way that compromises the validity of the findings. The tech-
nique suggested by Dr. Marubini? is proposed by Gray for situations where
' the different failures are considered to be mutually exclusive. It is not clear
that toxicity and lack of efficacy are exclusive; moreover, a number of
patients had discontinued treatment for both reasons. Although toxicity and
efficacy may be related on occasion, there is no evidence of a strong associ-
ation between these 2 effects in the treatment of rheumatoid arthritis with
DMARD. Differential timing among the drugs in the occurrence of the events
tould affect the results, but there is no clear evidence from our data that this
was the case. The reader should be aware nevertheless that the analysis
including all terminations is the most robust of all 3, when considering the
assumptions of the models.
In relation to the second point, we agree with Dr. Marubini that the
sequence of administration of the DMARD may be an important confounding

factor, and thus we indeed included it in the Cox regression analyses report-
ed in our publication, as the rank order of administration, not only for
methotrexate, but also for all the other drugs (see Materials and Methods,
Table 4). i

Maria E. Suarez-Almazor, MD, PhD;
Anthony S. Russell, FRCPC.

VAMC, Houston TX, USA;
University of Alberta,
Edmonton, Canada.
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Nocardia Pleural Empyenia Complicating Anti-Jol Positive
Polymyositis During Immunoglobulin and Steroid Therapy

To the Editor:

We were greatly interested in the article by Leong, et a/' reporting the clinico-
radiological features due to nocardiosis in 5 subjects in a series of 786 patients
with systemic lupus erythematosus. The authors point to a large variability of
clinical presentations of infection and the difficulty to make a prompt diag-
nosis.

Nocardiosis affects immunocompromised subjects secondary to organ
transplantation, lymphoma, AIDS, and different autoimmune disorders®*. In
over two-thirds of infected patients the lungs are the prevalent target of
Nocardia; but when antibiotic therapy is delayed, this agent may also affect
the brain, jeopardizing the patient’s survival ’

We describe the history of a 63-year-old man referred to our hospital in

" October 1999 because of severe muscular weakness and dyspnea. Patient his-

tory was unremarkable for stay abroad or surgery. Since January 1999 our
patient was taking prednisone 60 mg/day for interstitial lung alveolitis and
anti-Jol positive polymyositis. Due to unresponsive -polymyositis, intra-
vehous immunoglobulins (16 g/day for § consecutive days per month) were
associated to steroids since July 1999. Table 1 shows his main clinicosero-
logical and radiological features recorded over the period preceding the pre-
sent hospital admission. On admission, he complained of fever and left tho-
racalgia in the absence of cough since one month, severe exertional dyspnea,
and diffuse weakness. At examination, typical cushingoid features “moon”
facies, overweight, easy broising, bibasilar lung hypophonesis, and bilateral
ankle edema with pitting were detected. Laboratory investigations were as
presented in Table 1. At chest radiography abundant, bilateral pleural effu-
sions involving ventilation of the right lung were detected; by computed
tomographic scan effusion was found to be multiloculated. Standard electro-
cardiography and abdomen echography were normal or negative. Virological
study, including hepatitis B virus markers, anti-hepatitis C virus, anti-Epstein-
Barr virus, anti-cytomegalovirus, and anti-human immunodeficiency virus
were negative. Microbiological examination of the drained pleural fluid by
Gram stain revealed the presence of Nocardia asteroides colonies. Magnetic
resonance imaging of the brain excluded cerebral abscess. Considering the
high risk of blood spreading of Nocardia in immunosuppressed patients and
since pleural synechiae were present, our patient had daily pleural instillation
of urokinase (0.2 MU) and netilmicin (300 mg) foliowed by pleural washing
by iodine solution (nearly 1500 cc), until complete drainage of the effusion.
He was treated by intramuscular netilmicin (300 mg/day) and oral trimetho-
prim (320 mg/day) and sulfamethoxazole (1600 mg/day) for 3 weeks and sub-
sequently only trimethoprim and sulfamethoxazole to date. Six months later
he fully recovered his gait, his exertional dyspnea was mild, and no features
of pulmonary infection were detectable at chest radiography.

‘We describe a case of nocardial pleural empyema in a patient with anti-
Jol positive polymyositis during the treatment with high steroid dosages and
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Table 1. Main clinicoserological and radiological features of our patient at preceding and present hospital admis-

sions.
Onset of Time after Onset

Symptoms [ mo (I* HLA.) 4 mo (2¥ H.A.) 10 mo (present H.A.)
Fever ekt + +4 ++
Arthritis Bilateral genus - - -
Muscular weakness ++ ++ +++ ++
Raynaud’s phenomenon + + + +
Dyspnea et + + et
Cough ++ + - -
Chest radiograph Bibasilar alveolitis Mild alveolitis Normal Bilateral pleural effusion
ESR (mm/h) 36 30 84 120
CRP (mg/l) 15 27 65 25
AST (x ULN) 2.1 1.5 0.8 0.9
CPK (x ULN) ND 5.3 10.8 0.5
LDH (x ULN) ND 1.9 34 1.4
WBC (5-10.5 x 10%) 11.6 13.7 15.3 25
Neutrophils (%) 76 79 81 87
Lymphocytes (%) 13 12 11 10
ANA ND ND 1:80 1:40
Anti-ENA' ND ND anti-Jo! anti-Jo1
Viral markers* a a a a

H.A.:Hospital admission, X ULN: value expressed as multiple of upper limit of normal, a: absent, ND: not done,
ANA: antinuclear antibody, anti-ENA: anti-extractable nuclear antigens, 'anti-SSA/Ro, anti-SSB/la, anti-Sm, anti-
RNP, anti-Scl70, anti-Jol, anti-histone; *hepatitis B virus markers, anti-hepatitis C virus, anti-Epstein-Barr virus,
anti-cytomegalovirus, and anti-human immunodeficiency virus.
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ing his clinical status.

We suggest that patients with systemic immunological disorders, such as
polymyositis or systemic lupus, undergoing intensive immunomodulating Dr. Leong replies
therapy such as steroids, immunosuppressors, and/or immunoglobulins

should be carefully monitored for early signs of possible dangerous infectious To the Editor:
complications, such as nocardiosis. We thank La Civita, et al for their interest in our paper. We appreciate that
they have reported the first successful treatment of a loculated nocardial
S. Carlo Hospital, Luca La Civita, MD, PhD; pleural empyema in a patient with polymyositis with closed tube drainage,
Potenza, Italy. Raimondo Battiloro, Mp; urokinase instillation, iodine lavage, and systemic and intrapleural antibiotics
Mariano Celano, M. without recourse to open surgery.
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It was thought that thoracotomy is mandatory in all patients with complex
non-tuberculous pleural empyema to forestall the development of a fibrotho-
rax, but in recent years, attention has been drawn to the use of fibrinolytic
agents'. These factors lyse intrapleural adhesions enzymatically and allow
efficient drainage of the pleural fluid. The therapeutic efficacy may be gauged
from clinical progress and radiologic imaging. Urokinase is felt to be more
effective than streptokinase and the intrapleural instillation of these agents
does not affect the coagulation profile markedly'. At least one of our 5
patients with nocardiosis could have been a candidate for this treatment.

We are also intrigued by La Civita, ef al’s postulate that intravenous
immunoglobulin (IVIG) could have compromised their patient’s resistance
against Nocardia. TVIG modulates the humoral immune system through anti-
idiotype effects, Fcy receptor blockade, and other mechanisms, but B cells
and antibodies are not thought to have a major role in host defence against the
organism?. However, monocytes and macrophages, which are important in
nocardial resistance, are now known to be affected by IVIG as well’.

As the lung is the major portal of entry of Nocardia, and a nocardial para-
pneumonic effusion often progresses to an empyema, the introduction of a
new treatment of this complication must be lauded. Further studies are need-
ed to determine if, and under what circumstances, this Jess invasive approach
is better than surgical decortication®. Nevertheless, for patients with nocardial
infection localized in the pleural space who are too ill to undergo open
surgery, this can be a life-saving approach.

Tan Tock Seng Hospital,
Singapore. Khai Pang Leong, MRCPUK.
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Dr. Mercado replies
To the Editor:

In reflecting over the past decades since the first experimental models of vas-
culitis (Arthus reaction and serum sickness), 2 facts seem to be evident. First,
there has been enormous progress, particularly in recent years, toward under-
standing the pathophysiology and pathogenesis of the different vasculitides.
Second, we have a long way to go.

In addition to the endothelium, all vessels except the true capillaries com-
prise varying amounts of elastic, collagen, and smooth muscle fibers. Under
physiological conditions, flow is Jaminar and under certain conditions, lami-
nar flow can give way to turbulent flow. The latter is characterized by
whirlpools in which the fluid particles move not only parallel to the vascular
axis but also perpendicular to it. The smaller the vessel, the more the central
layers are slowed by viscous interaction with the stationary wall, because they
are closer to it; the mean velocity of flow is therefore low'.

Both Arthus reaction and serum sickness have been pathogenetic models

for small vessel vasculitis. In each of these, immune complexes form in the’

presence of antigen excess following injection of foreign protein. Occurrence
of vasculitis lesions at the bifurcation of vessels in experimental models may
represent a role for sustained injury caused by turbulence at these sites, which,
in turn, enhances deposition of immune complexes?. Hypertension can also
enhance the vascular lesions in the experimental model of serum sickness.
This has been noted for a long time by a number of investigators®

Hospital General Mexicali and Universidad
Autonoma de Baja California,
Mexicali, BC, Mexico. Ulises Mercado, MD, MS, FACR.
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Hemodynamics in Vasculitides
To the Editor:

In his reply to my letter, Mercado' gives one example of disturbed laminar
flow. He finds that serum sickness lesions at branching points of arteries sug-
gest turbulence and that hypertension increases the severity of lesions.
Poiseuille and Reynolds' may have interpreted the findings differently.
Turbulence does not correlate with pressure but with flow velocity, greater in
elastic arteries than in small muscular serum sickness arteri(ol)es, which fur-
ther have a short radius so that flow in these could hardly turn turbulent.
These small vessels probably lack vasa vasorum, leaving most of the wall at
the mercy of luminal blood flow that, being laminar, correlates with vessel
radius (4th power) and is opposed by blood viscosity (1st power). If vaso-
constriction contributed to the serum sickness hypertension, energy supply to
these vessel walls may have been limited, contributing to cell damage as in
vasoconstrictive secondary vasculitis', and more readily so if blood viscosity
in serum sickness was high.

Perhaps our knowledge of vasculitis would be better if the physics of biol-
ogy were also considered?

University of Turku,
Turku, Finland. Johan Ahlqvist, MD.
REFERENCE
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Xeﬁem\,

Multifocal Staphylococcus aureus Infection Originating from
the Sacroiliac Joint in a Patient with Rheumatoid Arthritis

To the Editor:

Despite the common occurrence of septic arthritis in rheumatoid arthritis
(RA), involvement of the sacroiliac (SI) joint has not been reported'?. We
describe a case of recurrent SI joint infection due to Staphylococcus aureus in
a patient with RA, with extensive contiguous and hematogenous spread to the
adjacent psoas muscle, thigh, and epidural space and concomitant vertebral
osteomyelitis.

A 63-year-old white male with a 10 year history of seropositive, steroid
dependent RA was admitted with 3 weeks of pain in the right gluteal region
and lower back and intermittent fevers to 102.6°F. His history was remarkable
for multiple episodes of S. aureus infection, involving the right knee in 1984,
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the right ST joint in 1991, and the left olecranon bursa in 1993. Medications
included prednisone 20 mg daily and methotrexate 15 mg po weekly.

On examination there was extensive ecchymosis, swelling, and induration
of the posterior lateral right thigh, as well as SI joint tenderness. Laboratory
data were notable for a white blood cell count of 21,100/mm’* with a leit shift,
a hematocrit of 26, and a sedimentation rate of 120 mm/h. Empirical therapy
was begun with intravenous (iv) cefazolin 2 g every 6 h. Mulliple blood cul-
tures subsequently grew a methicillin sensitive S. aureus.

Magnetic resonance imaging revealed right SI joint enhancement/destruc-
tion with extensive contiguous spread of infection proximally and distally
(Figures 1 and 2), osteomyelitis ol the L3 vertebral body, and an epidural
fluid collection within the sacrum (images not shown). Computed tomogra-
phy guided percutaneous drainage ol the posterior thigh, iliopsoas, and pelvic
collections revealed grossly bloody fluid infected with S. aureus of the same
sensitivity as the blood isolates.

Given the patient’s initial clinical improvement with iv antibiotics con-
servative management with home iv cefazolin was continued in an attempt to
reduce and delimit the extent of frank purulence, which would eventually
require surgical debridement. However, the patient was readmitted 15 days
later with increasing right thigh pain and fever, and operative drainage was
undertaken. Three liters of “old blood” were drained from the anterior and

posterior compartments of the thigh. The right psoas abscess was drained by
a retroperitoncal approach, and decompressive laminectomy/drainage of the
epidural fluid collection was performed. Multiple surgical specimens grew S.
aureus.

Aftera 6 week course ol iv cefazolin, antibiotic coverage was changed to
trovafloxacin with several months concomitant rifampin for synergy and bet-
ter bone penetration, followed by suppressive therapy with trimethoprim/sul-
famethoxazole.

In the present case, the data points to reactivation of a primary SI joint
infection with extensive contiguous and hematogenous spread. Radiographs
early in the course of the current illness showed changes consistent with old
sacroiliitis, and a contemporaneous bone scan showed uptake confined to the
SI joint, consistent with reactivation. Magnetic resonance imaging, 10 days
later, confirmed SI joint infection and additionally detailed contiguous spread
of infection to the psoas muscle and posterior thigh compartment (through
fascial planes) and the epidural space. The etiology of the concomitant verte-
bral osteomyelitis was likely hematogenous spread, given the patient’s docu-
menlted bacteremia, The hemorrhagic component of all the infected fluid col-
lections is unusual and not easily explained, though infection may have pre-
disposed to secondary tendon damage and bleeding.

Interestingly, review of the literature did not identify RA as a risk factor

Figure |. Axial T1 weighted fat suppressed image of the right S joint and adjacent iliopsoas abscesses after gadolin-
ium injection. Enhancement of the SI joint (small white arrow) is indicative of chronic sacroiliitis and superimposed
osteomyelitis. The SI joint is widened and adjacent sacral (medial) and iliac (lateral) cortex is destroyed. On other
caudad images (not shown) fluid is seen extending posterolaterally through the sciatic nolch into the thigh. A large
complex fluid collection (abscess) is seen in the iliopsoas muscle (large white arrow). On other cranial images (not
shown) SI joint infection is seen to connect with the iliopsoas abscess 2 X 3 x 6 cm in extent and paraspinal abscess-

es medially.
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Figure 2. Axial T2 weighted image of biceps femoris abscess/hematoma (large white arrow). This complex fluid col-
lection is 8 x 8 cm in diameter and extends 32 cm long from the insertion on the ischial tuberosity down to the knee.

for infectious sacroiliitis*®. A recent review of 166 cases reported in the liter-
ature identified iv drug use, trauma, and a focus of infection elsewhere as pre-
disposing factors®. As with infectious arthritis in general, the most common
causative organisms are S. aureus and streptococcus species. Prolonged
antibiotic treatment for 4-6 weeks is recommended, with surgery generally
reserved for abscess formation, as in the present case®®. Of note, spread of
infection from the SI joint to the psoas and iliacus is unusual, despite their
anatomic proximity, and has been noted in only 3 case reports®®. One of these
reports details contiguous spread distally to the lower extremities and proxi-
mally to the paraspinals, as in our patient®. However, these reports were in
non-RA patients. In contrast, RA may be a risk factor for isolated psoas
abscess’.

The reason for such an extensive infection in our patient without previous
trauma or surgery is likely his relatively immunocompromised state sec-
ondary to RA and its therapy. Infection is a well recognized complication of
RA", with the higher incidence of pyarthrosis presumably due to abnormal
joint architecture and the increased risk of systemic infection blamed on
defects in the immune system". Several investigators have described defec-
tive polymorphonuclear cell phagocytic activity in RA patients*" in addition
to the well known effects of glucocorticoids. Our patient’s recurrent S. aureus
infections and presentation with multifocal infection is in keeping with the
idea that patients with RA may be particularly susceptible to infections with
S. aureus. Colonization with S. aureus may be higher in RA patients”, and
transient bacteremia may be more common, due to skin breakdown. Once
bacteremia ensues S. aureus has a particular propensity to cause metastatic
infection in bones and joints, particularly in patients with impaired immune
function and abnormal joint architecture.

In summary, our case illustrates the rare occurrence of SI joint septic
arthritis with contiguous and hematogenous spread to multiple locations in a
patient with RA. The case serves as a reminder of the increased susceptibili-
ty of RA patients to pyarthrosis and the possibility of infectious spread from
the ST joint. .

Jennifer H. Anolik, MD, PhD;
Katherine Wildy, Mp;
Susan E. Cohn, MD.
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Systemic Onset Juvenile Idiopathic Arthritis: A Retrospective
Study of 80 Consecutive Patients Followed for 10 Years
To the Editor:

We read with interest the thoughtful and comprehensive study by Lomater, et
al'. We are impressed with the duration of followup and appreciate the enor-
mous work required in performing a retrospective study covering such a long
period. There are a few issues that remain unclear in the publication that, if
resolved, would greatly aid other theumatologists in interpreting the results in
relation to their own clinical situation. The first relates to a potential greater
loss to followup in those systemic JA patients (using the terminology of the
authors) who demonstrated a monocyclic course. Since the requirement was
for at least 3 years of followup for inclusion in the study, there is a potential
for those with a very limited duration of active disease, for example 6 months
or less, to not continue to be followed in a rheumatology referral center and
thus not be included in the study. Loss of such patients in the study popula-
tion would result in a bias of the results toward seeing more severe outcomes
and underestimating the rate of spontaneous remission. It would be helpful if
the authors would report the mean duration of followup for each of the 3 dis-
ease course types described in the article — monocyclic, intermittent, and
persistent. If the duration of followup were similar for all 3 subtypes, it would
support the fact of comprehensive longterm followup of all systemic JA
patients at this institution independent of disease severity. Another issue that
was unclear for us was the definition of “systemic phase.” Did the authors
actually require patients to demonstrate all of the following clinical manifes-
tations to be considered to be in active systemic phase of the JA: fever, mac-
ulopapular rash, pericarditis, hepatomegaly, splenomegaly, and polyarthritis?
If it was required that the patients have all these manifestations, then this set
a very high standard to be considered to be in the systemic phase. In the def-
inition of “cumulative duration of active periods in months,” did the authors
use the EULAR definition of active disease that they include in the article?
This definition of “active disease” requires an increasing number of joints
irrespective of treatment. If strictly applied, this would mean that if a patient
increased from 18 to 20 actively inflamed joints over a 3 month period but
then continued to have 20 active joints for the next 3 months, the patient
would be considered to have “active” arthritis for only the first 3 months, If
this is correct, then the definition of “active” disease used in this article is
more stringent than most definitions of “active” disease.

These questions are not intended as criticisms but to help us and other

readers belter understand the data included in this very well designed, scien-
tifically performed, and important contribution to our understanding of sys-
temic juvenile arthritis.

Daniel J. Lovell, MD, MPH;
Murray Passo, Mi;

Edward Giannini, MSe, DrPH;
Hermine Brunner, Mb, MSc.
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Autoantibodies to CTLA-4 Enhance T Cell Proliferation
To the Editor:

Production of various autoantibodies is a characteristic abnormality in sys-
temic autoimmune diseases such as systemic lupus erythematosus (SLE).
Their biological effects as well as diagnostic importance are of great inter-
est. So far, antinuclear antibodies (ANA), which are among the most fre-
quently detected autoantibodies, have been widely studied and some of
them, like the anti-Sm antibody (Ab) and anti-topoisomerase I, have been
established as diagnostic markers. Despite the frequent detection of ANA,
with the exception of a small proportion, they are not thought to be direct-
ly responsible for clinical symptoms. Other types of frequently detected
autoantibodies include the anti-lymphocyte Ab (ALA). ALA are poorly
understood; indeed, only a small number of ALA targets, such as HLA class
I molecules' and CD45? have been identified. Since ALA may be able to
modulate lymphocyte function through binding to their target molecules on
the cell surface, it is important to investigate the functional effects of ALA.

‘We reported that autoantibodies to CTLA-4 (CD152) were detected in
more than [0% of patients with systemic autoimmune diseases’. CTLA-4,
belonging to the T cell costimulatory system, is a negative regulator of T
cell activation. Abnormalities of CTLA-4 could be involved in autoimmune
disorders, as suggested by the following findings: (1) autoimmune-like
lymphocyte infiltration into various organs is seen in CTLA-4 deficient
mice**; (2) experimental autoimmune encephalomyelitis is exacerbated by
administration of anti-CTLA-4 monoclonal Ab in mice®; (3) skewed
CTLA-4 gene polymorphism was reported in human autoimmune dis-
eases™. Thus, autoantibodies to CTLA-4 could be modulators of T cell
immunity.

To determine whether autoantibody to CTLA-4 can affect T cell func-
tion, we examined the effects of anti-CTLA-4 autoantibody on lymphocyte
proliferation in the mixed lymphocyte reaction (MLR). Autoantibodies to
CTLA-4 were prepared from sera of 4 patients, one of whom had SLE, one
rheumatoid arthritis, and 2 Behget’s disease. The autoantibodies were puri-
fied using affinity columns with recombinant CTLA-4 proteins fused with
B3-galactosidase (B-gal). As a control, anti-Ro/52 kDa autoantibodies were
similarly prepared using recombinant Ro/52 kDa proteins fused with B-gal.
Two peripheral blood mononuclear cell samples from different healthy
donors were prepared, and one was irradiated and then was mixed with the
other (MLR). The purified autoantibodies were added to the MLR, and
after incubation for 7 days, proliferation of the lymphocytes was assayed by
measuring *H-thymidine uptake. The results showed that proliferative
responses in the MLR were not affected by the addition of anti-Ro/52 kDa
autoantibodies at a concentration of 1~50 ng/ml. However, the anti-CTLA-
4 autoantibodies enhanced the .proliferative responses significantly in a
dose dependent manner at concentrations of 25 and 50 ng/ml. All 4 purified
anti-CTLA-4 autoantibody samples showed a similar effect on the lym-
phocytes. A representative result is shown in Figure 1.

Our results indicate that anti-CTLA-4 autoantibodies can block
inhibitory signals mediated by CTLA-4 molecules on T cells and thus
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Figure 1. Effects of anti-CTLA-4 autoantibodies on lymphocyte prolifera-
tion in the mixed lymphocyte reaction. Proliferative responses of lympho-
cytes incubated for 7 days with anti-CTLA-4 autoantibodies or anti-Ro/52
kDa autoantibodies assayed by measuring *H-thymidine uptake. Results
from a representative experiment are shown. *p < 0.05, *¥p < 0.01 by
unpaired t test.

enhance the T cell response. This phenomenon may occur in patients with
autoimmune diseases in vivo, leading to immune disorders linked to abnor-
mally downregulated CTLA-4 signaling. Our findings suggest a new path-
way by which anti-lymphocyte antibodies may modulate autoimmune reac-
tions.
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Adverse Reactions to Rifabutin
To the Editor:

An increasing number of side effects, mainly arthritis and uveitis, have
been reported with the combination treatment of rifabutin with clari-
thromycin, as described by Le Gars, et al'. Rifabutin, a semisynthetic
rifamycin derivative, has activity against atypical mycobacteria. Anterior
uveitis and vitritis have been described in association with rifabutin thera-
py in patients with AIDS and AIDS related complex®. Also, retinal vascular
changes associated with uveitis have earlier been reported®. Vision and ocu-
lar changes have returned to normal after 6 to 10 weeks from discontinua-
tion of rifabutin. Drug induced polyarthralgia-arthritis syndrome has been
described in up to 19% of the users of rifabutin’. Severe neutropenia among
healthy volunteer subjects who received rifabutin was described, and
administration of rifabutin and clarithromycin concomitantly also caused
decrease in platelet counts’. Similar adverse events have been described
among patients taking the above noted combination treatment®. In such a
combination rifabutin metabolism is inhibited by clarithromycin via inhibi-
tion of the hepatic cytochrome P450 enzyme.

We describe a patient who had oligoarthritis, retinal vasculitis, and neu-
tro- and thrombocytopenia during concomitant treatment of rifabutin, clari-
thromycin, and ethambutol.

A 48-year-old woman with a history of allergic rhinitis and asthma’had

had chronic otitis since 1988. After tympanomastectomy in 1993 the infec-
tion was quite silent, but flared again in 1998 when Mycobacterium mal-
moense was cultured from the extract of her left ear. Her blood cell count,
liver enzyme profile, and creatinine were normal. She was prescribed
rifabutin 300 mg/24 h, clarithromycin 1 g/24 h, and ethambutol 1 g/24 h in
Tanuary 1999. During this treatment her laboratory tests showed leuko- and
neutropenia, thrombocytopenia, and anemia. Her leukocytes were 1.8-3.9
X 10%1 and neutrophils 1.1-1.4 x 10%l. Her platelet count was
110,000-145,000 and hemoglobin 110 g/l. In June 1999 she complained of
arthralgia and swelling of her ankles. In July she discontinued her therapy
because of nausea. Thereafter her joint pain started to resolve, but in the
beginning of August she still had arthritis in both talocrural joints. Tests for
rheumatoid factor, antinuclear antibody, and antinuclear cytoplasmic anti-
body were negative. Radiographs of hands and feet were normal. Synovial
fluid was transparent and there were only 64 leukocytes/mm?. She also com-
plained of decreased vision. Ophthalmological examination showed retinal
vascular changes in both eyes. After discontinuation of rifamycin, joint pain
and swelling disappeared in 4 weeks and ophthalmological changes in 2
months. The treatment was continued with clarithromycin 1 g/24 h, etham-
butol 1 g/24 h, and rifampicillin, at first 450 mg/24 h and after 3 months 600
mg/24 h. Her blood count has been normal during this treatment.

Gastrointestinal symptoms and pigmentation of skin and urine are com-
mon side effects of rifabutin. Anterior uveitis and other ophthalmological
adverse reactions are reversed when rifabutin is discontinued, as is the case
also with arthritis and arthralgia. The clinical features of our patient fit the
description of adverse events associated with rifabutin in the literature. In
addition to rheumatological and ophthalmological side effects our patient
also showed myelotoxic adverse reactions, which all were reversible after
discontinuation of treatment.
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Book Reviews

Autoimmune Rheumatic Disease, 2nd edition

John Morrow, Lee Nelson, Richard Watts, and David Isenberg, editors. New
York: Oxford University Press, 1999, 277 pages, price $75.00 US.

In 11 short chapters autoimmune diseases are summarized, Articles reviewed
are relatively recent, most within the last decade. Much credit is given to
authors from North America. In the chapter on therapeutics no mention of the
efficacy of antimalarial therapy is made, although it is mentioned in chapters
on systemic lupus erythematosus and dermatomyositis. It is pleasant to see
milestones in the history of each autoimmune disease mentioned at the intro-
duction of each chapter. As well there is a good summary of the
immunopathology on each disease along with immunogenetics and animal
models. The only section that seems a little disorganized is that on overlap
syndromes. Interestingly, MCTD stands for “muddled concept to be discard-
ed” in that chapter.

Vasculitis in greater detail needs to be obtained {rom larger textbooks.

Advances in thenmatology are being made very rapidly, especially in the
area of therapeutics. Even at the time of the review, this book is already out-
dated, despite its recent publication.

Midtown Medical Centre,
Saskatoon, Saskatchewan S7K OHG, Canada. Janet J. Markland, MD, FRCPC.

Primary Care Rheumatology

Edward D. Harris, Jr, Mark C. Genovese, Editors. Philadelphia: W.B.
Saunders Company, 1999, 413 pages, price $50.00 US.

This book for primary care physicians places most emphasis on the presenta-
tion and evaluation of rheumatologic conditions. Its approach is more practi-
cal and more patient centered than most texts and it takes a balanced and
respectful approach to the primary care-specialist interface. The layout is wel-
coming and the format a mix of narratives, case examples, figures and tables,
and an extensive collection of algorithms.

Topics with most relevance to primary care are well covered, including
helping patients to learn to live with arthritis, laboratory testing, spinal pain,
soft tissue disorders, foot pain, and protocols for monitoring disease modify-
ing antirheumatic drugs.

Appropriate emphasis is placed on the central role of history and physical
examination. Conditions rarely encountered in primary care are well present-
ed but are unobtrusively placed and do not dominate the book. The shift in
management of people with inflammatory arthritis toward early referral and
early therapy with disease modifying antirheumatic drugs is well explained
and the arguments presented are convincing. At the same time, medication
toxicities and contraindications are clearly described. The approach to labo-
ratory testing takes account of the pretest probability of specific diseases and
provides cautionary lessons about interpreting laboratory tests that were
ordered without appropriate clinical indications. Nonpharmacologic therapy
is well explained and generally follows the recommendations of current
guidelines.

In summary, this book is a very appropriate resource and it can be highly
recommended for undergraduate medical students in their clinical years, grad-
uate primary care trainees, and practicing primary care physicians. The edi-
tors and authors are to be congratulated for a book that is readable, informa-
tive, practical, suitable for different learning styles, and highly relevant to the
needs of primary care physicians.
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