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EDITORIAL

A QUIMIONUCLEOLISE representa o tltimo estadio do tratamento
médico da hérnia discal responsavel por uma radiculalgia persistente e
incapacitante, sendo a solucdo intermédia entre o tratamento médico
classico e o cirtirgico. Esta técnica terapéutica constitui um progresso
pela sua accdo selectiva, a sua simplicidade e a sua relativa inocuidade
em meio especializado. Este tratamento é uma alternativa vantajosa a
cirurgia pois é menos invasivo, mais simples, mais econémico € compor-
ta menos riscos e em caso de fracasso o acto cirurgico ndo se complica e
os resultados finais sdo idénticos a uma cirurgia de primeira intengao.

O éxito da Quimionucledlise depende, em grande parte, da criteriosa
selec¢do dos doentes e apés um tratamento médico completo e suficien-
temente prolongado, sendo a sua indicagio colocada com o mesmo
rigér que para cirurgia discal.

Tratando-se de um tratamento efectuado por multiplas equipas que
incluem especialistas em reumatologia, ortopedia e neurocirurgia de
centros médicos mais avangados no mundo, nfo podemos deixar de
estranhar a atitude pouco encorajadora de alguns dos nossos colegas.

Uma coisa vos prometemos, nunca deixaremos de estar empenhados
na aprendizagem e no ensino das presentes ¢ futuras técnicas de
diagnéstico e de terapéutica reumatologicas que possam de algum modo
contribuir para minimizar o sofrimento dos nosso doentes.

J.M. Bravo Pimentio
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SHOULDER ULTRASONOGRAPHY
DIAGNOSIS AND FOLLOW-UP

MARIA SEVERINA VEIGA FERNANDES, ANABELA CARDOSO PINTO

ABSTRACT

Real Time Ultrasonography has been introduced in Locomotor Apa-
ratus Soft Tissues management in recent years, mostly on a diagnosis
basis; however its eventual suitability for follow-up studies seems very
promising as well. .

.This study deals with both perspectives when analizing Shoulder
periarticular soft tissues pathology on sixty patients.

Echographic signs of Rotator Cuff tendinitis were found in 17 cases
and arthography, NRM or surgery sustained this diagnosis. Rotator
Cuff tears were diagnosed in 16 patients, 11 with simultaneous Subacro-
mial bursitis or Long Biceps tenosynovitis. Rotator Cuff tears sonograp-
hic diagnosis comparison with the above mentioned complementary
means or surgery observation, demonstrated a specificity of 1.00 and a
sensitivity of .83.

Servigo de Med. Fisica e de Reabilitagio
Hospital de Sta. Maria — Lisboa

This work was presented in part at the XIIth European Congress of Rheumathology, Budapest July 1991, it
has been selected from the Free Paper Section and included in the Scientific Workshop ‘Enthesitis and

Tendon Inflammation’.
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152 MARIA SEVERINA VEIGA FERNANDES, ANABELA CARDOSO PINTO

Forty-two patients went under local treatment, with diathermy, ultra-
sonotherapy, infiltrations and kinaesiotherapy, done according to the
echographic information on the localization and nature of the lesions.
The ability of US to precisely locate the lesions and to propitiate the
infiltrations to be performed under direct visual control, seemed of great
help in the therapeutic management. The results of the clinical and
echographic follow-up provided valuable information to check the first
diagnosis impression and to evaluate the efficiency of the treatment as
well. ,
According to this study, Real Time Ultrasonography when allowing
precise diagnosis and follow-up studies, seems a valuable and even
indispensable technique on Shoulder soft tissues pathology management.

RESUMO

A Ecografia em Tempo Real tem sido utilizada na abordagem da
patologia das partes moles do Aparelho Locomotor principalmente
numa perspectiva de diagndstico; no entanto, parece também extrema-
mente promissora a sua aplicagio em estudos em follow-up, que
proporcionem uma apreciagio objectiva da evolugdo das lesGes e
particularmente o seu comportamento sob terapéutica.

No presente trabalho, e utilizando aquelas duas vertentes de aplica-
¢do da ecografia, estudaram-se sessenta doentes com sinais clinicos
sugestivos de patologia das partes moles periarticulares do OMBRO.

De acordo com critérios préviamente definidos, detectaram-se 17
casos com sinais ecograficos de Tendinite da Coifa dos Rotadores,
diagnoéstico que foi posteriormente apoiado pela artrografia, RMN ou
observagdo cirturgica. Diagnosticaram-se ainda por ecografia 16 Rotu-
ras da Coifa, tendo-se encontrado uma especificidade de 1.00 e uma
sensibilidade de .83. Onze destes casos apresentavam em associagao,
também sinais de Bursite da Bolsa Subacromiodeltoideia ou de Tenosi-
novite do Tenddo da Longa Porg¢do do Bicipete.

Quarenta e dois doentes foram submetidos a tratamento local (diater-
mia, ultrasonoterapia, infiltragGes, cinesioterapia), que foi realizado de
acordo com a informagdo do exame ecografico prévio no que respeita
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ao tipo e localizagdo da lesdo detectada; esta informagido pareceu
extremamente vantajosa para a execugdo com maior rigor de algumas
terapéuticas como os ultrasons ou as infiltragdes. Por outro lado as
observagdes sequenciais, antes e depois da terapéutica, mostraram-se de
grande interesse para a confirmacdo do diagnéstico inicial e sobretudo
para a avaliagdo mais objectiva dos resultados do tratamento.

De acordo com este estudo, a Ecografia em Tempo Real, ao favorecer
um diagndstico mais preciso e as observagdes em follow-up, parece ser
uma técnica muito util e talvez até indispensavel, na abordagem da
patologia periarticular do Ombro.

INTRODUCTION

Shoulder Soft Tissues pathologic conditions are common findings in
clinical practice, mostly related to trauma or inflammatory systemic
pathology. Their differencial diagnosis includes a wide variety of condi-
tions wich can produce similar symptoms and signs (18). In consequence,
clinical data are often insufficent to provide an exact diagnosis and a
reliable therapeutic evaluation is seldom obtained. However specific
diagnosis would certainly provide a selection of treatment on a more
‘rational basis. Furthermore, an accurate therapeutic assessment would
be most convenient to avoid unsuitable subjective evaluations.

Until recently, clinical observation, radiography and arthrography
provided the only means of help in this matter. However due to their
poor sensitivity and rather high invasiveness, new methods have been
introduced in that area in recent years (1,3).

The aim of this study has been to evaluate the contribution of Real
Time Ultrasonography to clarify this kind of situations on what Diagno-
sis and Follow-up are concerned.

MATERIAL AND METHODS

Real Time Ultrasonography was performed on sixty patients (48

ACTA REUMATOLOGICA PORTUGUESA



154 MARIA SEVERINA VEIGA FERNANDES, ANABELA CARDOSO PINTO

women, 12 men, mean age 49 years) whose clinical data suggested ‘
unilateral Soft Tissues Pathology at the Shoulder region.

Patients with suspiction of tumor or fracture of the upper limbs were
excluded from the study as were subjects likely to suffer mostly of spine
complains or rheumatic disease. Nineteen patients had sustained a direct
regional trauma, twenty had a history of repetitive minor trauma due to
professional use and the remaining twenty-one had no past history
closely related to their complains.

A linear-phased array transducer (Aloka UST 5511TU, 7.5 MHz,
57X15mm) was used and images on paper or videofilm were recorded.
Gain curve settings, in order to compensate the attenuation of the
acoustic beam in a rational fashion, were always considered.

The patients were scanned while seated. The contralateral asympto-
matic side provided comparison for any observed abnormalities.

To verify the normial sonographic patterns of the soft tissues under
study, twenty healthy non-aged matched volunteers were examined.

Each examination was analyzed for general appearance, tendons and
bursae characteristics, echogenic properties, dimensions, dynamic per-
formance and comparison with the contralateral side.

A standardized routine ultrasonographic technique (3,10,12.14), with
static and dynamic imaging was used. Anatomic references were always
searched on and images were obtained on at least two orthogonal cross
sections.

During static examination soft tissues echo structure was evaluated
and the found abnormalities were always considered in relationship to
the patients complains and eventually to the pain produced by subsonos-
copic palpation. Longitudinal dynamic scanning included isometric and
isotonic analytical muscle test manoeuvres (11), selected according to the
previous clinical and static sonographic examination. Thus, rotator cuff
outer border, intratendinous linear flow during active isotonic contrac-
tion, intrabursae flow waves and relative position of the anatomic
reference structures could be observed.

Measurements were always made at the same locations on both sides
and over the lesions as well, on both longitudinal and transverse
sections, with electronic calipers using the digital unit. The distance
between the troquiter and the acromion was measured on longitudinal
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scans, in both static and dynamic examination; during active elevation of
the upper limb and with different degrees of rotation, and always
assuming that the movement must be done in the same plane of the
probe, that distance has been measured. This technique allows the
smooth passage of the normal rotator cuff and the bursae under the
coracoacromial arch to be visualized and eventually the direct observa-
tion of the impingement syndrome resulting either of the elevation of the
humeral head or of the increased width of tendons or the subacromial
bursae, thus accroaching upon the coracoacromial arch. (Fig. 1)

Fig. 1 — Scheme figuring technical procedures when evaluating RC competence and impinge-
ment during active abduction, measuring distance troquiter-acromion.

ACTA REUMATOLOGICA PORTUGUESA
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Echographic criteria accepted were as follows:

1) Tendinitis: diagnosis of tendinitis was done whenever increased
tendon width was present, matched with anyother sign such as tendon
“hesitation” during active contraction. Increased width associated with
focal or diffuse hypoechogenicity was considered a Neer stagel impinge-
ment (17). Increased width with focal, micro nodular heterogeneous or
diffuse hyperechogenicity was considered a Neer stage? impingement; in
both situations dynamic imaging should demonstrate a disturbed pat-
tern, such as a thickened tendon acroaching upon the coracoacromial
arch. (Fig. 2)

C
calx: 5

Smm § A0 o

Fig. 2 — Suprasinatus Tendinitis: Focal increase of echogenicity: A) Transverse scan: B) Static
and ) Dynamic longitudinal scans: troguiter-acromion distance remains constani
during active abduction in the plane o the probe.

2) Tears: discontinuity or reduced tendon width were considered
criteria for tears as were focal increases of echogenicity when associated
with dynamic imaging abnormalities. These hyperechoic foci without
inner visible contraction during isotonic muscle tests were diagnosed as
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Neer stage3 impingement when obvious elevation of the humeral head
during the attempts to abduct the upper limb was observed. (Fig. 3)

Fig. 3 — Suprasinatus Tear: Decreased width: t-troquiter. ac-acromion: A) Transverse scan: B)
Static. ) Dvnamic longitudinal scans: troguiter-acromion distance reduced during
active abdution: D) Normal side.

3) Synovitis or Bursitis: these diagnosis were done when bursae or
long biceps synovial sheath were thickened or filled with hvpoechoic or
heterogeneous material.

All patients, except those found to have an indication for surgery.
were proposed to local treatment with Ultrasound, Diathermy. Infiltra-
tions with both anesthetic and steroid drugs and Kynaesiotherapy. For
follow-up evaluation purposes, patients who actually went under treat-
ment were divided later on, according to their positive or negative
echographic examinations, respectively in Group I and Goup II. Patients
in the former group were treated strictly according to the echographic
findings. namely the infiltrations that were done under echographic
direct control. Group Il was treated on a merely clinical information
basis. as these patients showed no abnormal images.

ACTA REUMATOL OGICA PORTUGUESA
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Sequential clinical and echographic observations were done and the
information thus provided was matched with each other and in some
cases with arthrography, NMR and surgery. Retrospective blind echo-
graphic follow-up was done by one of us. Clinical and echographic
follow-up data were classified as 1) Total Improvement (T.1.) when a
complete reverse of data were observed; 2) Partial Response (P.R.),
slight improvement occurs but some signs still persist; 3) No Response
(N.R.) all pathologic symptoms and signs remain unchanged, 4) Not
Assessable (N.A)).

To test the statistical significance of follow-up differences, the chi-
square test was used.

RESULTS
A) Diagnosis

Abnormal echographic findings were found in forty-nine patients. The
remaining eleven patients had complete normal sonographic examina-
tions (n=8) or the slight changes found were similar to those present in
the contralateral asymptomatic side (n=3).

Changes in the tendon or bursae normal appearance were mainly
dynamic scanning abnormalities that were observed in all the 49 patients
with echographic positive examinations, increased echogenicity (n=35),
increased width (n=30), decreased width (n=13).

Increased echogenicity was found in 26 Rotator Cuffs (RC) and in 9
Subacromial Bursae (SACB).

RC hyperechogenicity had a focal distribution in 7 cases, micronodu-
lar heterogeneous pattern in 17 and 2 showed a hyperechoic diffuse
distribution. In these 2 cases, 4 focal lesions and 11 micronodular
hyperechogenicity, increased width was simultaneously observed, and
thus 17 RC tendinitis were diagnosed and considered as stage 2 impinge-
ment. Arthrography performed in twelve of these patients, NMR and
arthrography in two, arthrography and surgery in one, RMN in one and
NMR, arthrography and surgery in one patient supported that diagnosis.

Five ont of the remaining 9 patients with RC hyperechogenicity, 3
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with a focal pattern and 2 with micronodular distribution, were diagno-
sed as RC Tears, as besides the hyperechoic pattern, an elevation of the
humeral head during active abduction was observed.

The other 4 cases showed a different kind of dynamic scanning with
loss of the normal scapulohumeral rhythm, consisting of little or no
change on the relationship of the humeral head to the acomion with a
clear elevation of those bony eminences altogether during the attempts
to perform active motion. These four cases and 3 other ones with the
same dynamic pattern but without any other sonographic abnormalities
were considered to correspond to scapulo-humeral rhythm pattern
deviations as this conclusion was also supported on clinical grounds.

Increased width was the third more frequent echographic finding, and
was found in 30 cases. Seventeen out of them have already been
mentioned as Tendinitis. The remaining 13 were thickened SACB cases
associated with hypo (n=4) or hyperechogenicity (n=9) bursae patterns;
six out of these thirteen cases were associated with other RC abnormali-
ties that will be described later on. The other seven cases, showed no RC
abnormalities and thus were considered Isolated Bursitis with evidence
of impingement during dynamic scanning due to the thickened bursae
buckling at the coracoacromial arch.

Decreased width, was found in thirteen RC. All but one had evidence
‘of a climbing-up signal during the attempts to elevate the arm and the
remaining patient showed some hesitation during active motion as
already said, the former dynamic pattern was also observed in 3 cases
with focal increases of echogenicity but without decreased width that
were considered stage 3 impingement. These sixteen cases were diagno-
sed as RC Tears, that were confirmed through surgery in 13 cases, and
NMR and/or arthrography in the remaining three cases. As previously
mentioned, six of these patients showed associated SACB thickening; five
had Biceps Tendon and tendon sheath thickened and filled with fluid
effusion as well. Two other similar Biceps tendon Apparatus findings
were observed; they were considered to be isolated Biceps Tenosynovitis
as no other pathologic data were found. (Fig. 4)

In brief, in the sixteen RC Tears cases, 15 patients had a positive
climbing-up signal, thirteen had a reduced RC width, six showed
associated SAC Bursitis and five had fluid effusion within a thickened
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LaNg

TLPB
FOLLON-UP

Fig. 4 — Long Biceps Tenosynovitis; A) Normal side, longitudinal scan: B) Longitudinal and C)
Transverse scans; Tendon thickening (small arrows) and synovial fluid effusion: D)
steroid infiltration (needle undersigned): E) and F) Follow-up 6 days later: transverse
and longitudinal scans; complete reverse of clinical and echographic signs.

Biceps Tendon sheath. In the seventeen cases classified as RC Tendinitis,
all patients showed RC both increased width and echogenicity, with
focal pattern in 4 cases, heterogeneous micronodular in eleven and two
had a diffuse distribution. (Fig. 5)

Further investigation carried on the eleven patients with shoulder
negative sonographies demonstrated three RC Tears; two of them
proved at surgery to be located in the Supraspinatus subacromial
portion and thus inaccessible to US observation. In a total of nineteen
confirmed RC Tears, sonography demonstrated 16 true-positives, three
false-negatives and no false-positive, with a specificity of 1.00 and a
sensibility of .83.

ACTA REUMATOLOGICA PORTUGUESA



SHOULDER ULTRASONOGRAPHY DIAGNOSIS AND FOLLOW-UP 161

SACB 7 ISOL. BURSITIS
n=13 7t Width

3t Echogen.

4 { Echogen.

Dynamic imaging

16 TEARS[_6 |2 reremren

134 Width
3t Focal Echogen.

ROTATOR CUFF
n=40

17 TENDINITIS

17 ¢+ Widih
17 t Echogenicity 21 Diftuse Echogen.
4tFocal Dynamic Imaging BICEPS TENDON
11 Micronod. Heterog.| | 7 ADHES, CAPSULITIS 15 Climbing-up Sign n=7
21 Difse 41 Echogenicity ' Impingement Neer 3
Dynamic Imaging Heterogeneous pattern A s:.‘ ozmzsnmmol
Buckling Hesitation [ | 7 Abnormal Dynamic MAD ¢ ogy
17 Imping. Neer 2 Imaging without Imping. BT § 5 2 TENOSYN
21 Width
24 Echogen.

Slowness In Dynamic Exam.

Fig. 5§ — Location and nature of the echographic findings in 49 shoulders.

B) Follow-up

All patients were proposed to local treatment with the above mentio-
ned means, except the sixteen cases in which RC Tears echographic
diagnosis was done at first. The three shoulder cases with negative
sonographies that later on were found to be RC Tears were also treated.
Two patients dropped out for personal reasons. In fact forty-two
patients, thirty-two with positive echographic findings (Group I) and ten
with negative sonographies (Group II) were treated.

In what clinical follow-up is concerned, twenty-two patients in Group
I improved their complains with complete remission (T.1.) and ten had a
partial response (P.R.). Group II registered two cases with a slight
clinical response (P.R.) and eight had completely unchanged complains
(N.R.); in that group total clinical improvement wasn’t observed in any
case. Significant difference between these two groups was found (p<<.001).

Echographic evaluation in Group I showed complete reverse of the
echographic abnormal findings in thirteen cases, 13 had some improve-
ment and four remained unchanged. Two patients weren’t available for
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sonographic follow-up. In Group II sonographic reexamination remai-
ned negative. Comparison between these data showed significant diffe-
rence (p<<001).

DISCUSSION

High-frequency, high resolution REAL TIME U.S. has been introdu-
ced recently in the evaluation of Locomotor Apparatus periarticular soft
tissues pathology. The ability of this technique to detect, locate and
characterize the nature of these lesions as well as its utility in follow-up
studies seem of great interest, and may be an important tool in their
management. The unique opportunity to visualize such moving structu-
res during passive motion and active contraction using dynamic scan-
ning, should lift this technique to a higher level of importance when
considering muscles, tendons and bursae diagnosis and follow-up (8).
Although in recent years some AA. have emphasized the utility of US
for diagnosis purposes in that field (9), only few studies have addressed
its use in monitoring response to therapy (20).

Our study deals with both perspectives when analyzing these type of
lesions at the shoulder region.

In our population and on what diagnosis is concerned, unilateral
echographic abnormal findings allowed the detection of lesions in
forty-nine patients, Dynamic scanning abnormalities, by far our most
frequent finding, should emphasize the relevance of that part of the
echographic examination when studying such moving structures. With
this thecnique RC outer border could be easily distinguished from the
SACB, and the impingement syndrome, resulting either from the eleva-
tion of the humeral head or the increased width of the tendons or bursae
thus accroaching upon the coracoacromial arch, could be visualized as
well, contributing to differentiate between cuff tendinitis and cuff tears.
In this particular point, when hyperechoic nodules were the main
sonographic finding (n=7), static examination was unable to descrimina-
te these lesions by itself. Collins (4), Brandt (2), Soble (19) and Vick (21)
showed that the inclusion of those focal nodules as a criteria for RC
tears diminished the specificity of echography and its exclusion lowered
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considerably its sensibility. In our cases, dynamic examination was of
great help in these cases, as it allowed the impingement direct observa-
tion and the measurements between the humeral head and the coracoa-
cromial arch during active abduction to be done. The scanning of these
lesions in two orthogonal planes to rule out some artifact images, and
with different gain curve settings in order to investigate the presence of
intratendinous echoes eventually associated with the nodular findings,
should be of great importance as well. ’

Using this technique three tears were discriminated and confirmed
through surgery. The remaining four patients with focal increases of
echogenicity and width and consequent impingement diagnosed as
tendinitis underwent surgery, NMR or arthrography that supported this
echographic diagnosis impression. These findings suggest that US, and
namely the dynamic scanning is a reliable procedure for clarifying those
situations. Furthermore, all the fifteen impingement cases apparently
due to the elevation of the humeral head during active abduction proved
to be RC tears at surgery, NMR or arthrography. When correlated with
these complementary means, ultrasound correctly predicted RC tears in
sixteen cases demonstrating a specificity of 1.00. This positive predictive
value, higher than those found by others AA. (13,15), seems mostly due
to specific dynamic scanning information that thus may be of great help
in management decisions, increasing the' level of confidence, mainly
when considering surgery. However, three false-negatives RC tears were
found; the sensitivity found, .83, similar to that reported by Farin et al.
(7) supports the notion that the echographic negative cases should
undergo further investigation with alternative complementary means.
Two out of these three false-negative proved at surgery to be Supraspi-
natus tears at its subacromial portion, that remains inaccessible to US
examination even when exposing the cuff from beneath the acromion
through hyperextension and maximal internal rotation (5).

In our population Biceps Tendon Apparatus findings in association
with RC pathology are well in accordance with the literature (14.16), as
tendon sheath effusion was detected in 26% of the existing tears. These
findings reinforce the need for a careful sonographic observation of the
RC searching for RC pathology whenever biceps sheath effusion is observed.

Subacromial Bursac findings in our patients differ in some extent of those
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in other series (7). Although no RC abnormalities could be observed in 7
cases with Bursae abnormal findings, even when changing gain settings
and scanning during motion, the eventual existence of some false-
-positive cases can’t be ruled out for sure. However, echographic
follow-up after treatment when showing a complete remission of the
abnormal bursae findings, suggests the adequacy of our diagnosis.

The real meaning of the eight patient’s complains who showed normal
sonographies or symmetric changes still remains unclear and further
studies are needed to clarify these situations. Comparison with the
contralateral asymptomatic side was an indispensable step, particularly
in these doubtful cases, to evaluate what is normal for each case. In our
study, symmetric echographic changes, probably without any clinical
meaning, were identified in 3 cases when using this procedure.

Furthermore, therapeutic evaluation strongly suggests that these cases
without echographic findigs are probably related to other of situations,
out of reach of echography and unsuitable for the proposed therapeutic
schemes. As a matter of {act, significant differences were found when
comparing Group I and Gourp II clinical and echographic follow-up
finding (p<<001). Possibly the ability of US to precisely locate the lesions
and to propitiate some pontual therapeutic manoeuvres such as infiltra-
tions or ultrasonotherapy whose results depend strongly on the rigorous
way of application (6), to be performed under echographic direct
control, may contribute to those results as well. (Fig. 6)

Therefore, these results may suggest that when selecting patients for
treatment, previous US information should be considered, as it seems
that negative sonographies preclude therapeutic failures in that field.

In conclusion, REAL TIME ECOGRAPHY when allowing significant
improvement in specific diagnosis and in follow-up studies, seems a
valuable method and must be suggested as an indispensable technique
on SHOULDER pathology management.
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s

Fig. 6 — Subacromial Bursitis; Hypoechoic bursae fluid¥44 : bg: bicipital groove A).Tranverse
scan: B) Aspiration and steroid infiltration, needle v v v v C) Follow-up: reduced bursae fluid.
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CHIMIONUCLEOLYSE

DANIEL BONTOUX*

La chimionucléolyse est une méthode alternative de la chirurgie pour le
traitement des sciatiques par hernie discale. Elle est censée éviter les compli-
cations de la discectomie chirurgicale, en particulier la fibrose épidurale
post-opératoire, raccourcir la durée d’hospitalisation, et éviter la con-
trainte de I'anesthésie générale.

La chimionucléolyse consiste a injecter dans le nucleus, grice a une aiguille
introduite par voie percutanée, une enzyme: la chymopapaine. Cette sub-
stance, extraite de la papaye, est une enzyme protéolytique qui s'attaque aux
molécules de protéoglycanes et les scinde en fragments de faible poids
moléculaire. Ces petits fragments ont tendance a quitter le disque, ils
exercent d’autre part une pression oncotique plus faible que celle des
molécules primitives, en sorte que la pression intradiscale diminue. Il en
résulte un collapsus de la hernie et une réduction de la compression qu’elle
exergait sur la racine nerveuse. La chimionucléolyse par la chymopapaine
s’'adresse donc a des sciatiques ou cruralgies résistantes au traitement
conservateur, lorsque I'imagerie a montré qu'elles étaient dues & un conflit
disco-radiculaire certain.

* Professeur de Rhumatologie. Service de Rhumatologie. Centre Hospitalier et Universitaire de Poitiers (France)
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Technique de la chimionucléolyse

La chimionucléolyse réclamant un diagnostic certain de conflit discoradi-
culaire, il faut préalablement sassurer de la réalit¢ du conflit par la
radiculographie, la tomodensitométrie (TDM) ou I'imagerie par résonnance
magnétique (IRM). Notre préférence va a la TDM, technique d’utilisation
courante qui donne d’excellents renseignements sur la hernie, sa situation
(médiane, paramédiane, foraminale), son volume, sa migration éventuelle et
les dimensions du canal rachidien; la TDM permet en outre de présumer la
rupture du ligament commun vertébral postérieur. L'IRM est aussi une
excellente méthode, mais sa disponibilité est moindre et Pexamen est plus
long. Quant & la radiculographie, nous la réservons a présent a des cas
particuliers, notamment quand il y a un doute sur la pathogénicité d’'une
hernie par ailleurs mise en évidence par la TDM.

La chimionucléolyse doit &tre réalisée en milieu stérile, et I'idéal est
d’utiliser une salle d’opération, Panesthésiste étant présent. Les quatre jours
précédents, le malade a pris chaque jour 100 mg d’hydroxyzine pour
diminuer au mieux le risque de réaction allergique. Deés le début de
I'intervention P'anesthésiste injecte SO0Mg d’un opiacé, le fentanyl, et 2,5 mg
d’'une benzodiazepine, le midazolane. Au moment de l'injection intradiscale
de chymopapaine, il injectera 40 mg de methylprednisolone. Pendant toute
la durée de l'intervention, on surveille soigneusement la pression artérielle, le
rythme cardiaque, la ventilation et la saturation oxy-hémoglobinique.

Le malade est installé en decubitus lateral gauche, la créte iliaque, la ligne
des épineuses, une ligne parallele située a 10 cm, et la projection radiologique
du disque a nucléolyser sont indiqués sur la peau au crayon dermographi-
que.

La peau est désinfectée & lalcool i0dé, et, aprés anesthésie locale a la
xylocaine, aiguille est introduite en regard du disque & nucléolyser s’il s’agit
du disque 14-LS5 ou d’un disque sus-jacent, suivant un angle d’environ 30°
par rapport au plan frontal. Pour le disque lombosacré, on introduit au
dessus de laile iliaque une aiguille guide inclinée de 30° par rapport au plan
frontal et de 30° par rapport au plan horizontal; dans la lumiere de cette
aiguille guide, on fait coulisser une aiguille plus fine et plus longue,
légérement coudée, qui abordera ainsi le disque L5-S1 parallelement aux
plateaux vertébraux. I’abord du disque est controlé par radioscopie. Lors-
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que lextrémité de Paiguille est positionnée correctement au centre du disque
sur les incidences radiologiques de face et de profil, on injecte quelques
diziemes de millilitres d’un produit de contraste hydrosoluble pour vérifier
qu'on est bien dans le nucleus et pour visualiser le nucleus et la hernie
discale; cette discographie permet également de s’assurer qu’il n’y a pas de
fuite épidurale (qui n’interdirait pas formellement la chimionucléolyse) et
surtout de fuite intradurale, exceptionnelle, mais représentant une contre-
-indication absolue a Pinjection de enzyme. On a proposé également de
prendre, grace & um discomanomeétre, la pression intradiscale apres injection
de 1,5 ml de serum salé isotonique, ce qui permet aussi de s’assurer du
caractére “symptomatique” du disque (reproduction de la douleur spontanée
par injection du serum).

L’injection de chymopapaine (Chymodiactine, 2000 a 4000 unités, dans 1
a 2 ml de serum physiologique) peut demander une pression trés énergique
quand le disque est peu déterioré, et linjection est alors généralement
douloureuse.

L’hospitalisation dure trois jours, le malade est autorisé a se lever dés le
deuxi¢me jour, il devra observer un repos progressivement élargi pendant
un mois et est généralement en mesure de reprendre son activité professio-
nelle aprés un mois et demi.

- Résultats de la chimionucléolyse

Dans les séries publiées, les résultats sont généralement étudiés au terme
de 6 mois et sont considerés comme excellents (absence de douleur), bons
(douleur lombaire ou radiculaire occasionnelle, ne nécessitant pas de traite-
ment et n'empéchant pas le travail) ou mauvais (les autres cas); on considere
comme succes les excellents et bons résultats.

Les études chymopapaine vs placebo (tableau 1), a exception de celle de
SCHWESTCHENAU, montrent une différence significative en faveur de la
chymopapaine. On remarque cependant que l'effet placebo est loin d’étre
nul, ce qui reflete I'évolution spontanément favorable de nombreuses sciati-
ques par hernie discale.

Dans les études ouvertes (tableau 2), le taux de succes est d’'une grande
diversité: 60 a 88%. Comparée a la méthode alternative de traitement qu’est
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Etude en double aveugle VS placebo pourcentage de bons et excellents resultats

TABLEAU 1

Chimionucleolyse

Chymopapaine Placebo

Schwest Chenau (1976) 58 49 N.S.
Fraser (1982) 80 57
Javid (1983) 73 42
Morris (1983) i 50
Dabezies (1988) 71 45
TABLEAU 2
Chimionucleolyse

Resultats Cliniques

pourcentage de bons et excellents résultats (3 - 12 mois)

Javid 88
Burkus 86
Deutman 80
Benoist 78
Alexander 78
Troisier 76

Bontoux

Edwars
Grindulis
Valat
Watters
Van Alphen
Zeiger

73

72
71

~70

64
63
60

la discectomie (tableau 3), la chimionucléolyse apparait rarement supérieure,
parfois équivalente, et plus souvent inférieure. Les différences de résultats
constatées en fonction des séries tiennent probablement en partie a des
différences dans la sélection des indications. La démonstration en est donnée
par POSTACCHINI (11), qui a comparé les résultats de la nucléolyse a ceux
de la chirurgie suivant que la hernie discale était petite (moins de 30% du
diamétre anteropostérieur du canal), moyenne (30 & 50%) ou volumineuse
(plus de 509%). On voit (tableau 4) que pour les petites hernies les résultats se
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TABLEAU 3

Chimionucleolyse VS Chirurgie (I)
Pourcentage D’excellents et bons resultats

N/S nucléolyse chirurgie technique
chirurgicale
Javid 40/40 87% 829 laminectomie
Lavignolle 176/182 80% 82% microdiscetomie
Alexander 51/49 8% 80% laminectomie
Watters 50/50 64% 889 microdiscectomie
Van 73/78 63% 85% abord
Alphen : interlaminaire
Zeiger 45/81 60% 89% microdiscectomie
TABLEAU 4

Chimionucleolyse VS Chirurgie (I1)
Pourcentage d’excellents et bons resultats
Postacchini et al.

Volume de la hernie N/S » Nucleolyse Chirurgie
> Petite 31/29 84% 82%

Moyenne 29/35 76% 86%

Volumineuse 12/18 50% 89%

comparent 4 ceux de JAVID, pour les moyennes a ceux de LAVIGNOLLE et
ALEXANDER, et pour les hernies volumineuses 4 ceux des séries les plus
défavorables.

Le volume de la hernie n’est qu’un élément & prendre en considération.
La rupture du ligament vertébral commun postérieur, Pexistence dun
fragment séquestré, une sténose du canal ou du foramen, soupgonnés ou
démontrés par I'imagerie préalable constituent des contre-indications; il en
va de méme d’un déficit moteur net ou d’'un syndrome de la queue de
cheval.
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3

On s'accorde & reconnaitre que les éléments suivants, quand ils sont
réunis, garantissent un bon résultat: douleur radiculaire unilatérale, sans
lombalgie ou associée & une lombalgie d’'une moindre intensité, positivité du
signe de Lasegue, présence d’un signe neurologique d’atteinte radiculaire
homolatérale, hernie discale de siége concordant mise en évidence par la
TDM, 'RM ou la radiculographie.

Des examens préalables a la chimionucléolyse seraient de nature a en faire
prévoir le résultat, et donc a en vérifier lindication. Cest ainsi qWED-
WARDS (7) a proposé de s’assurer par une discoscanographie préalable de
la communication de la hernie avec le nucleus. Cette méthode nous parait
peu pratique car elle nécessite deux ponctions du disque, 'une pour la
discoscanographie, l'autre pour la nucléolyse si elle est confirmée. TROI-
SIER (13) se fonde sur laspect discographique, observé immédiatement
avant la nucléolyse et constate que les résultats sont excellents quand la
hernie est bien remplie et bien dessinée par le produit de contraste, moins
bons quand l'opacification de la hernie est incompléte et inhomogene, et
mauvais quand il n'y a pas d’opacification herniaire, surtout si 'injection du
produit de contraste ne provoque pas de douleur.

CASTEGNERA et LAVIGNOLLE (5) ont proposé la discomanométrie qui
consiste & enregistrer la courbe de pression intradiscale pendant une minute
apres injection de 1,5 ml de serum physiologique, puis & completer éventuel-
lement Tlinjection a 3 ml jusqu’a reproduction de la douleur radiculaire (ce
qui permet de qualifier le disque de “symptomatique”). Les courbes obtenues
sont de 4 types: le type 1 (A,B,C ou D) correspond a des courbes en plateau
a faible pente, de niveau plus ou moins élevé; le type 2 a des courbes plus
irréguliéres (au moins deux “cassures™), mais avec pression positive apres une
minute; ces deux courbes caractérisent des disques “symptomatiques”. La
courbe est dite de type 3 quando elle est identique aux deux types
précédents, mais avec un disque non symptomatique; le type 4 correspond a
des disques non étanches: la pression s’annule avant une minute. Les auteurs
estiment qu’un succeés n’est a attendrer qu’avec les courbes de type 1 et 2 et
que l'injection de I'enzyme est inutile dans les autres cas.
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Accidents de la chimionucléolyse

La chimionucléolyse est bien tolerée & condition de prendre certaines
précautions. Les accidents les plus redoutables: choc anaphylactique, acci-
dents neurologiques, spondylodiscites infectieuses sont heureusement tres
rares.

Les réactions allergiques ne sont pas exceptionnelles (1 & 5%), mais elles
consistent le plus souvent en un rash, un engourdissement des extrémités ou
une hypotension légere et réversible. La fréquence du choc anaphylactique
est de I'ordre de 0,19%. Il faut cependant, pour en diminuer au mieux le
risque, pratiquer quelques jours avant la nucléolyse un pricktest a la
chymopapaine et renoncer en cas de positivité. Nous préferons aussi éviter la
nucléolyse chez des patients ayant un terrain atopique.

Les complications neurologiques graves sont extrémement rares; il s’agit
d’hémorragies sous arachnodiennes dues & la pénétration intradurale de
Penzyme; des séquelles neurologiques séveres ont été observées. On évite ces
complications par un bon positionnement de Tl'aiguille, la vérification de
absence de fuite intradurale du produit de contraste iodé et par le respect
d’un intervalle suffisant (2 semaines) entre toute ponction lombaire, radicu-
lographie et la chimionucléolyse. Une rétention d’urine transitoire s’observe
parfois dans les heures qui suivent la nucléolyse, indépendamment de toute
complication neurologique grave. Elle est sans conséquence.

Une discite infectieuse complique la nucléolyse dans 0,2 a 29 des cas; Cest
une fréquence comparable a celle de l'infection post-discectomie.

Les complications générales (phlebothromboses, embolies pulmonaires,
fievre, méningite, ileus) sont individuellement trés rares et elles représentent
ensemble moins de 0,5% des cas.

En fait la seule complication fréquente de la chimionucléolyse est la
lombalgie. Non seulement la douleur lombaire qui peut accompagner la
sciatique ou la cruralgie préalablement & linjection intradiscale n’est pas
toujours améliorée: la lombalgie peut s’exacerber ou apparaitre apres la
nucléolyse. On considére généralement cette lombalgie comme la consé-
quence de l'affaissement discal et de son retentissement sur les articulations
interapophysaires lombaires. Cette lombalgie est sensible a la rééducation,
voire a linfiltration cortisonique des articulations postérieures et elle ne se
prolonge que rarement au de 13 de la sixiéme semaine.
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En conclusion la chimionucléolyse est une bonne méthode de traitement
des sciatiques et cruralgies par hernie discale rebelles au traitement médical,
a condition de ne pas en faire un usage déraisonnable. L’expérience acquise
permet d’en sélectionner strictement les indications, les précautions dans le
recrutement des malades et leur préparation ainsi que dans I'éxécution du
geste permettent d’assurer la sécurité; moyennant quoi on peut esperer plus
de 80% de bons résultats, avec des dangers tres réduits.
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RESUMO

Os autores descrevem um caso clinico de linfoma ndo-Hodgkin
complicando a evolugdo de uma conectivite (Sindrome de Felty com
Sindrome de Sjogren associado).

Este caso ilustra a necessidade do conhecimento, por um lado, da
possibilidade de evolugdo daquelas doengas para a malignidade e por
outro lado, das manifestagSes clinicas ¢/ou laboratoriais que podem
preceder ou acompanhar uma tal evolugdo, permitindo assim um
diagnostico precoce.
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ABSTRACT
Non-Hodgkin’s lymphoma complicating connective tissue disease

We describe a case of non-Hodgkin’s lymphoma complicating the
evolution of a connective tissue disease (Felty’s syndrome with associa-
ted Sjogren’s syndrome).

This case shows how important is to consider the possibility of the
evolution of those diseases to lymphoproliferative malignancy and to
know the clinical and laboratorial manifestations that must alert to this
complication, allowing an early diagnosis.

INTRODUCAO

O Sindroma de Sjogren primario ou secundario, é de todas as doencas
difusas do tecido conjuntivo aquela que mais frequentemente evolui para
neoplasia maligna particularmente linfoproliferativa, sendo numerosos
os casos descritos de tal evolugdo, na literatura de lingua francesa ou
inglesa, nas duas ultimas décadas. Esta conectivite constitui assim uma
verdadeira plataforma entre as doengas auto-imunes e as doencas linfo-
proliferativas malignas.

A incidéncia de neoplasia maligna esta também aumentada na artrite
reumatoéide, independentemente da terapéutica imunossupressora.

O conhecimento da possibilidade de evolugdo destas doengas para a
malignidade e das manifesta¢Ges clinicas ou laboratoriais que podem
preceder ou acompanhar tal evolugio, é de grande importédncia para a
detecgdo precoce e terapéutica adequada desta complicagdo.

Neste trabalho é descrito um caso, o primeiro por nés conhecido
publicado no nosso pais, de Sindroma de Felty associado a Sindroma de
Sjogren com evolugdo para linfoma.

CASO CLINICO

A.D.P., do sexo feminino, de 57 anos, cozinheira reformada, é
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internada em 14/5/85 no Nucleo de Reumatologia do Servigo de
Medicina IV do Hospital de Santa Maria por mau estado geral, febre
alta, poliartrite incapacitante, diarreia e tlcera de perna.

Tratava-se de uma doente com artrite reumato6ide (AR), seropositiva,
nodular, erosiva ¢ muito deformante, com 18 anos de evolugdo. Referia
o aparecimento, 3 anos antes do presente internamento, de tulcera
cutinea do terco médio da face antero-externa da perna direita, que
desde entdo evoluiu de forma crénica, sem nunca ter cicatrizado
completamente. Por volta dos 55 anos de idade, a doente comeca a
manifestar xerostomia e xeroftalmia, referindo ainda acessos repetidos
de conjuntivite purulenta, com um episodio particular de dor ocular
intensa no olho esquerdo, acompanhada de fotofobia e diminuigdo
acentuada da visdo, que motivou internamento no Servigo de Oftalmo-
logia do HSM. Como sequela deste acidente, que veio a revelar tratar-se
de uma ftlcera da cérnea gigante, resultou um leucoma da coérnea
esquerda, determinando amaurose completa deste olho.

No ano precedente ao presente internamento, a doente comega a
referir agravamento da poliartrite, progressiva diminuig¢io da capacida-
de funcional e claro envolvimento sistémico: febre frequente, astenia/
/adinamia, anorexia com emagrecimento acentuado, hipertrofia das
parétidas e parestesias bilaterais e simétricas dos membros inferiores.
Referia igualmente infecgles recurrentes da orofaringe, pulmonares e
entéricas, tendo sido uma destas ultimas em parte responsavel pelo pre-
sente internamento.

A entrada no Servigo apresentava-se em mau estado geral € de
nutrigdo, com pele descorada e seca, conjuntivas tarsais descoradas e
opacidade da cérnea e do cristalino do olho esquerdo. A marcha era
muito claudicante e impossivel sem apoio. Do exame da cavidade bucal
sobressaiam uma lingua despapilada, a auséncia completa de pecas
dentarias e uma marcada diminui¢io do “pool” salivar. Apresentava
uma hipertrofia bilateral das paroétidas e adenopatias axilares, epitro-
cleares e inguinais, bilaterais, de 0,5-1 cm de didmetro, indolores, méveis
e de consisténcia elastica. - '

No exame toracico constatava-se uma ascultac¢do cardiaca sem altera-
¢des significativas e uma submacicez e diminui¢io do murmurio vesicu-
lar na base pulmonar direita, zona onde se auscultavam alguns fervores
secos de médias bolhas. No abddmen, para além de uma acentuada
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diminui¢do do paniculo adiposo, existia uma moderada esplenomegalia
e uma hepatomegalia que se estendia até cerca de 3 cm abaixo do
rebordo costal direito, indolor, de bordo rombo, superficie lisa e consis-
téncia elastica.

Nos membros, que apresentavam marcada atrofia generalizada das
massas musculares, existia uma hiperpigmentacfio cutanea difusa e uma
ulcera no terco inferior da perna esquerda, sem sinais de infec¢do
secundaria. O exame neuroldgico mostrava aboli¢do dos reflexos aqui-
lianos, hipostesia tactil e dolorosa nos 2/3 inferiores de ambas as pernas
e auséncia da sensibilidade postural dos dedos dos pés.

O exame objectivo reumatoldgico impressionava pela gravidade e
extensdo da poliartrite que envolvia practicamente todas as articulagdes
do corpo, condicionando graves deformagdes e marcada limitagdo
funcional. Os ombros apresentavam movimentos limitados e dolorosos e
os cotovelos tinham um deficit de extensdo de 60° e 30° a esquerda e
direita, respectivamente. As méos apresentavam um desvio cubital dos
dedos, com flexo irredutivel e luxagio das metacarpo-falangicas, varios
dedos em pescogo de cisne e acentuada atrofia dos musculos interosseos.
Os joelhos apresentavam hidrartrose bilateral, movimentos limitados e
dolorosos ¢ flexo irredutivel bilateral de 30°. As tibio-tarsicas encontravam-
-se tumefactas e com movimentos limitados e dolorosos, havendo varios
dedos dos pés deformados em botoeira. Nas superficies de extensdo dos
bragos e no occipital estavam presentes varios nédulos sub-cutaneos de
1-2 em de didmetro, aderentes ao peridsseo, moles e indolores.

EXAMES COMPLEMENTARES
— Laboratoriais

Hemoglobina 8,8g/dl, Eritrocitos: 2.570.000, VGM 73.°, Ferro:
76mg/dl, Capacidade de fixagdo 231 mg/dl, Plaquetas 260 000/mm’,
Leucocitos 2200/ mm? (32% Neutréfilos, 45% Linfocitos e 20% Monoci-
tos), Proteinas totais 7,3g/dl (Albumina+q1:46%, y-globulina:45%). Provas
de fun¢@o hepatica e renal:.sem alteragdes significativas. Urina II: nor-
mal. Presen¢a de imunocomplexos circulantes das classes IgG e IgM.
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Detecgio de factores reumatdides no soro na titulacio de 32 unidades
DAT, de anticorpos antinucleares (titulo de 1/1000 com padrdo homo-
géneo) e de anti-DNA de dupla cadeia (titulo de 1/40). Tipagem HLA:
Az, Ag, B7, Bize Dra.

— Outros exames complementares

O mielograma evidenciou uma medula dssea rica de células, sem
desvio da relagdo leucoeritroblastica e sem alteragdes morfoldgicas ou
maturativas de qualquer das 3 séries, mas com uma diminui¢do acen-
tuada do ferro extra e intra-celular.

O Rx do térax mostrou um padrio de fibrose pleuro-parenquimatosa,
mais evidente ao nivel da base do hemitérax direito.

A intradermo-reac¢io de Mantoux a 1/10000 originou uma papula
de 10mm e o exame bacteriologico da expectoragdo, directo e cultural,
foi negativo para bactérias patogénicas ¢ BK.

A broncoscopia ndo detectou alteragdes significativas, sendo o exame
citopatologico do lavado broncoalveolar normal e o exame bacteriologi-
co das secregdes bronquicas (incluindo cultura em Lowenstein e inocula-
¢d0 no cobaio) negativo. A bidpsia iterativa brénquica detectou um
processo inflamatorio inespecifico.

As coproculturas foram negativas para enterobacteridceas patogénicas

As hemoculturas em meios para aerdbios e anaerobios foram negativas.

A ecotomografia abdominal confirmou a existéncia de uma hepato-
megalia de ecoestrutura normal e de uma acentuada esplenomegilia,
sendo o exame pancreatico e renal normal.

O exame oftalmolégico confirmou a existéncia de uma queratocon-
juntivite seca ¢ de um leucoma da cdrnea esquerda.

A pesquisa de substincia amildide nos fragmentos obtidos por bid-
psias da gordura abdominal e da mucosa rectal, foi negativa. Nesta
ultima, foi possivel encontrar lesdes de vasculite das artérias da sub-
-mucosa.

Os radiogramas articulares, para além de confirmarem a existéncia de
multiplas imagens erosivas e acentuadas deformidades articulares, com-
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pativeis com a gravidade clinica da doenca de base, detectaram ainda
uma osteoporose difusa muito marcada.

O electrocardiograma e o ecocardiograma foram normais.

A bidpsia ganglionar cervical mostrou um ganglio de estrutura con-
servada, com marcadas plasmocitose e histiocitose sinusal. Estes aspec-
tos histologicos foram considerados inespecificos. _

Perante um quadro de artrite reumatéide grave, erosiva e deformante,
nodular, seropositiva, 4 qual se associavam hepatoesplenomegalia, leu-
copénia (com neutropénia), ulcera de perna, neuropatia periférica, ema-
grecimento acentuado e infecgSes multiplas e graves, consideramos em
primeiro lugar o diagnéstico de Sindroma de Felty com Sindroma de
Sjogren associado, secundario 4 A.R., dadas as queixas de xerostomia e
xeroftalmia, a existéncia de tumefacgdo parotidea ¢ a comprovagdo
oftalmoldgica de queratoconjuntivite seca. No deixdmos, no entanto,
de excluir outras situagdes que pudessem eventualmente justificar a
hepatoesplenomegalia e as adenopatias, nomeadamente, uma amiloidose
secundaria ou uma doenga linfomieloproliferativa. As biopsias da gor-
dura abdominal e da mucosa rectal ndo detectaram substincia amiloide.
A auséncia de células jovens ou anormais no sangue periférico, o
mielograma negativo e a bidpsia ganglionar revelando apenas hiperpla-
sia reaccional, constituiam argumentos contra a hipdtese de doenga
linfomieloproliferativa.

TERAPEUTICA

A doente foi medicada com dieta hipercaldrica e hiperproteica, ampi-
cilina (6g/dia), naproxeno (1000mg/dia), aurotiomalato de sédio (50mg/
/semana), prednisona (10mg/ dia), Isoniazida (300mg/dia), hidréxido de
aluminio (15ml qid), sucralfate (4g/dia), multivitaminas e terapéutica
fisiartrica.

EVOLUCAO

Assistiu-se entdo a uma franca melhoria do estado-geral, com aumen-
to do peso, diminui¢io da astenia e da anorexia, regressdo da febre,
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controle da poliartrite e cicatrizagio da ulcera de perna. Verificou-se
ainda uma subida progressiva da hemoglobina, diminui¢do da velocida-
de de sedimentagdo e dos outros parimetros de inflamacdo e controle
das infecgdes de repeticio. Manteve-se, no entanto, a leucopénia com
neutropénia e néo foi notada melhoria significativa das queixas secas ou
das parestesias. A isoniazida tinha sido instituida por se tratar de uma
doente imunocomprometida com antecedentes de tuberculose pulmonar.

A doente teve alta em Julho de 1985 para a Consulta de Reumatolo-
gia, que passou a frequentar de modo muito irregular, ndo cumprindo
ocasionalmente a terapéutica prescrita.

Em Maio de 1986 a doente foi reinternada por rdpida queda do
estado-geral, febre, diarreia de caracteristicas infecciosas, reactiva¢do da
ulcera de perna, agravamento progressivo da tumefac¢io parotidea,
aparecimento de novas adenopatias cervicais e aumento do volume das
ja existentes. (Fig. 1)

A entrada no nosso Servigo apresentava-se muito emagrecida e com
acentuada tumefacgdo parotidea bilateral e adenopatias cervicais ante-
riores, supraclaviculares, epitrocleares, inguinais e axilares. Mantinha
uma hepatoesplenomegalia e os membros inferiores, para além de tlcera
crénica da perna esquerda, apresentavam um ligeiro edema pré-tibial. O
restante exame objectivo era idéntico ao do anterior internamento.

Laboratorio

Hemoglobina 8,9¢g/dl, eritrocitos 2.584.000/mm°®, VGM 784°, HGM
23pg. CHGM 29.5%, leucocitos 3100/ mm? (629 neutroéfilos 20% linfo-
citos 4% eosindfilos 2% basdfilos, 129% monocitos), plaquetas 300000/
Jmm’, ferro 84mg/dl. Capacidade de fixacio 226mg/dl. ureia 62mg/dl,
creatinina 2mg/dl, sodio 137mEq/l1, potassio 3,1mEq/l. cloro 91mEq/1.
reserva alcalina 27,8mEq/1, proteinuria 4g/24 horas, triglicéridos 208mg/dl
proteinas totais 4.0g/dl (albumina 33.8%: a1 6.3%: a2 15%:. B20%: v
25%), TGO 17U, TGP 10U, GT 80U, fosfatase alcalina 72U, factores
reumatoides 16U DAT.

A imunoelectroforese das proteinas do soro e urina ndo detectou
anomalias morfologicas das cadeias estudadas.
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Fig. 1 — Marcada tumefacgiio parotidea e ganglionar bilateral.

A biodpsia parotidea e ganglionar mostrou uma glandula densamente
infiltrada por células da série linféide, em especial pequenos linfocitos e
plasmocitos. Estes elementos celulares tinham escasso polimorfismo e,
por vezes, infiltravam as estruturas glandulares originando “imagens
linfo-epiteliais”. Observavam-se raros foliculos linféides. O ganglio linfa-
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tico tinha a estrutura habitual substituida por uma proliferagdo celular
difusa, idéntica a observada na glandula. Diagnéstico: linfoma linfoplas-
mocitico (imunocitoma). (Figs. 2 e 3)

Fig. 2 — Glandula salivar densamente infiltrada por células linfoides (H.e. 100%).

Com base neste resultado histolégico procedeu-se entdio a estadiacio
da neoplasia. Assim, enquanto o mielograma e a bidpsia dssea apenas
mostraram hipoplasia celular, a TAC abdominal, para além de confir-
mar a existéncia da hepatoesplenomegalia, detectou a presenca de
adenopatias lombo-adrticas, retro-cavas e inguinais. Face a estes dados,
o linfoma foi classificado no estadio III B.

A evolugéo clinica da doente continuou a ser pontuada por infecgdes
de repeticdo (pulmonares, gastrointestinais, urinarias ¢ um episédio de
artrite séptica) que foram causa de graves desiquilibrios hidroeloctroliti-
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Fig. 3 — Diferencia¢io plasmocitaria do infiltrado celular (H.e. 250%).

cos ¢ metabdlicos, os quais motivaram substituicio apropriada com
fluidos intravenosos e alimentagio parentérica. A proteindria ¢ a hi-
poalbuminémia entretanto desenvolvidas, contribuiram também para
um estado consumptivo grave, que levou a adiar sucessivamente o inicio
da quimioterapia prescrita pelo consultor de Hematologia, constituida
por ciclofosfamida, vincristina e prednisona. Finalmente iniciada a
quimioterapia, esta provocou 3 dias depois de terminado o primeiro
ciclo, um quadro de aplasia medular grave (1700 leucocitos /mm3, dos
quais raros neutréfilos), complicada por uma sépsis a estafilococo que
ocasionou a morte da doente.

DISCUSSAQO

O Sindroma de Sjogren (SS) secundario ocorre, segundo os varios
autores, em cerca de 15 a 409 dos casos de artrite reumatdide e

ACTA REUMATOI OGICA PORTUGUESA



LINFOMA NAO-HODGKIN COMPLICANDO CONECTIVITE 187

caracteriza-se pela triade constituida por queratoconjuntivite seca, xeros-
tomia (com ou sem hipertrofia parotidea) e associa¢io a uma doenga do
tecido conectivo. A falta desta ultima associa¢io permite classificar um
SS como priméario. No caso da nossa doente, o SS era secundario a um
Sindroma de Felty (SF), variante pouco comum da AR (menos de 1%
dos casos), caracterizado ndo so6 pela existéncia de esplenomegalia e leu-
copenia mas também por uma doenca articular mais agressiva, mais
destrutiva, mais deformante e incapacitante, com maior nimero e
gravidade das manifesta¢Ges extra-articulares (neuropatia periférica, vas-
culite cutanea, tlceras de perna) e associando titulos de factores reuma-
téides mais elevados e maior susceptibilidade e frequéncia das infecgdes
secunddrias. Outras glindulas exdcrinas, além das lacrimais e salivares,
podem ver a sua secre¢io comprometida. Neste caso, o envolvimento
das glandulas secretoras das vias respiratdrias, através da produgdo de
secregdes viscosas e espessas, facilita a distor¢do bronquica e o apareci-
mento de quadros de bronquite croénica e infec¢do broncopulmonar
como sucedeu nesta doente.

Histologicamente, o Sindroma de Sjogren caracteriza-se por um
infiltrado linfoplasmocitario das glandulas salivares, lacrimais e outras
glandulas exdcrinas, com subsequente atrofia do epitélio secretor e
redugio do volume e/ou alteragdo qualitativa das secregdes respectivas.
Este infiltrado, quase sempre de caracteristicas benignas, pode ainda
estender-se a localizagdes extra-glandulares (pulmio, rim, musculo
esquelético, etc.). Ocasionalmente, o infiltrado pode apresentar francas
caracteristicas de malignidade (nomeadamente de linfoma), razido pela
qual o SS ¢ considerado uma entidade que faz a ponte entre as doengas
do tecido conectivo e as neoplasias linfomieloproliferativas.

A existéncia de linfoma, com a perda do caracter policlonal do
infiltrado linféide, pode manifestar-se, ao nivel do sangue periférico, por
uma descida dos titulos dos factores reumatdides e dos valores das
imunoglobulinas, os quais em conjunto constituem bons indicadores,
precoces, da evolugdo para a malignidade (1). O caracter monoclonal do
infiltrado maligno pode traduzir-se, no sangue periférico, por um pico
monoclonal na electroforese das proteinas, o que acontece em cerca de
um tergo dos portadores de linfoma de células B desenvolvido a partir de
um Sindroma de Sjogren. No caso da nossa doente verificou-se uma
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queda dos valores das imunoglobulinas e dos titulos dos factores
reumatoides os quais, em conjunto com a marcada tumefacgio paroti-
dea, o aparecimento de novas adenopatias e o aumento do volume das
previamente existentes, compuseram um contexto clinico-laboratorial
sugestivo da evolugio para a malignidade. As bidpsias parotidea e
ganglionar revelaram a presen¢a de um linfoma.

Os doentes com Sindroma de Sjogren, primario ou secundario,
apresentam um risco 44 vezes superior ao da populagdo em geral de
desenvolverem neoplasia secundaria, (2) normalmente da série linfomie-
loproliferativa e particularmente o linfoma nio-Hodgkin, calculando-se
que cerca de 5-159% dos doentes com SS primitivo evoluem para
neoplasia (3). Segundo um estudo de 134 doentes com SS seguidos
durante 30 anos pelo National Institute of Health dos EUA, (3), os
pardmetros clinicos considerados como factores major de risco para o
desenvolvimento de linfoma sio a hipertrofia parotidea, a esplenomega-
lia e a existéncia de linfadenopatias, dados clinicos que, na pratica,
indicam a existéncia de uma proliferagdo linféide mais extensa, com
maior risco de evolu¢do para linfoma. Por outro lado, esta evolugdo
ocorreu principalmente nas formas clinicas de SS mais graves, que
cursavam com vasculite e/ou neuropatia periférica. Todos estes dados
clinicos estavam presentes no caso acima descrito.

A neoplasia linféide maligna que mais frequentemente complica o SS
¢ uma neoplasia monoclonal de células B, a qual se considera que
podera representar uma resposta a uma estimulagdo antigénica mantida
daquelas células, permitida por uma deficiéncia de funcionamento dos
linfocitos T supressores, caracteristica das doengas autoimunes (4).

O tumor que afectava a nossa doente era um linfoma ndo-Hodgkin
do tipo linfoplasmocitico. Trata-se, como é tipico na evolugdo para a
malignidade do SS, de um linfoma de células B cuja diferenciagio
linfoplasmocitaria se traduz pela capacidade para sintetizar imunoglobu-
linas. Esta entidade tem sido denominada pelas varias escolas como
linfoma linfocitico com disproteinémia (Rapaport), linfoma de linfocitos
pequenos de diferenciagdo plasmocitéide (Dorfman) ou imunocitoma
(Lennert). O imunocitoma é um linfoma de baixo grau de malignidade
que pode apresentar, segundo a classificacdo de Kiel, 3 sub-tipos
morfologicos: linfoplasmocitico, linfoplasmocitdide e polimorfocelular.
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O linfoma da nossa doente pertencia ao sub-grupo linfoplasmocitico,
dado a diferenciagio plasmocitiaria se fazer sempre no sentido do
plasmocito maduro. No entanto, o tumor mais frequentemente secunda-
rio ao SS ¢é o linfoma imunoblastico, anteriormente designado pelas
escolas alemi e francesa, por reticulossarcoma e, segundo, Rapaport,
por linfoma histiocitico. Trata-se também de um linfoma de células B,
com capacidade para a sintese de imunoglobulina monoclonal (preferen-
cialmente IgM) e é unidnimemente considerado, em todas as classifica-
¢Oes-actuais, como de elevado grau de malignidade.

A inclusio de um doente com artrite reumatdide no sub-grupo do
Sindroma de Felty ¢ indicativo de um pior prognédstico dado que este
sindroma é uma das complicagdes extraarticulares da AR que se associa
a uma maior mortalidade, em grande parte pela maior incidéncia de
infecgdo grave e de dificil tratamento. Cerca de 2/3 dos doentes com
Sindroma de Felty t8m infec¢Ges recurrentes ou persistentes cuja gravi-
dade ou frequéncia ndo se relacionam bem com o grau da leucopenia
(1). No entanto, também na AR sem Sindroma de Felty, a infec¢do tem
sido um dos factores mais contributivos para a morte. Paradigmatica-
mente, a evolugdo da nossa doente foi pontuada por infecgdes de
repeti¢do que obrigaram ao adiamento sucessivo do inicio da quimiote-
rapia do linfoma. Uma vez iniciada esta e na sequéncia de uma aplasia
medular iatrogénica, foi uma outra infec¢do (sepsis a estafilococo) que
causou o seu falecimento.

Na génese do sindroma nefrético apresentado pela nossa doente,
seriam de admitir varias hipoteses, nomeadamente uma amiloidose
secunddria a sua doenga de base, uma glomerulonefrite membranosa
complicando a terapéutica com sais de ouro, um infiltrado linfoplasmo-
citario renal no 4mbito do SS ou do préprio linfoma e a rara glomerulo-
nefrite necrosante focal da AR. A auséncia de substancia amiléide nos
fragmentos colhidos de mucosa rectal e gordura abdominal, contraria a
possibilidade de existécia de uma amiloidose mas a etiologia do referido
sindrome nefrético permanece por esclarecer dado o facto de a doente
ndo ter sido submetida a bi6psia renal ou exame necrépsico.

O caso clinico que descrevemos neste trabalho €, ao que sabemos, o
primeiro caso de linfoma complicando uma doenga difusa do tecido
conectivo - (Sindroma de Sjogren secundario a Artrite Reumatoéide)
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publicado no nosso pais, constituindo um exemplo bem ilustrativo de
uma das mais graves complica¢Ses que podem surgir no decurso do SS.
Tais casos, para além da sua ébvia importdncia clinica, sdo verdadeiros
modelos cientificos para o estudo das relagdes, ainda mal conhecidas,
entre as doengas autoimunes e as neoplasias malignas.
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Exmo.(s) Colega(s) / Senhor(es):

A Sociedade Portuguesa de Reumatologia tem o prazer de vos enviar ag suas publicagdes:
«ACTA REUMATOLOGICA PORTUGUESA~ (revista de documentagdo médica reumatolégica) &
«BOLETIM INFORMATIVO» (noticidrio de informagdo reumatolégica, do Pals e do Estrangeiro).

Séo ambas publicadas trimestralmente (Margo, Junho, Setembro e Dezembro) e distribuidas
aos Membros da Sociedade e, tanto quanto possivel, a Instituicbes médicas e cientificas,
nacionais e estrangeiras (Ligas e Centros de Reumatologia e afins, Faculdades de Medicina;
Universidades e Centros de Investigagdo,; Sociedades Médicas e Cientificas; Hospitais e Servigos
Clinicos; Revistas e Jornais Médicos), com permuta de publica¢des @ de planos de investigagdo e
de actividade cientifica, clinica e social.

A Sociedade agradece os nomes e enderegos de Institui¢Ges deste tipo existentes no Pais.

Cénscia de que os problemas criados pelas doengas reumatismais transcendem o &mbito
médico e devem também interessar toda a comunidade, a Sociedade distribui 0 seu »Boletim
Informativo» também a Entidades oficiais e particulares, a Meios de Informagdo (Imprensa TV e
Radio) e a Laboratorios de produtos quimicos farmacéuticos, em Portugal.

Gratos pela vossa cooperagdo, subscrevemo-nos com as mais cordiais saudagdes.

Cher(s). Collégue(s) / Monsieur (Messieurs).

La Société Portugaise de Rhumatologie est trés heureuse de vous remettre ses publications
ACTA REUMATOLOGICA PORTUGUESA~ (rsvue de docummentation médicale rhumatologique)
et le <BOLETIM INFORMATIVO» (bulletin d’'information rhumatologique du Pays et de I'Etranger).

Ces deux publications trimestrielles (mars, juin, septembre, décembre) sont distribuées aux
Membres de la Société et, tant que possible, & quelques Instituitions médicales et scientifiques du
Pays et I'Etranger (Ligues et Centres de Rhumatologie ou alliés; Ecole de Médecine; Universités et
Centres de Recherche Scientifique; Sociétés Médicales et Scientifiques; Hbépitaux et Services
Cliniques; Revues et Journaux Médicaux), avec I'échange de publications et de plans de recherche
et d'activité scientifique, médicale et sociale.

Nous serions trés reconnaisants de nous faire parvenir les noms et les adresses de ces
Instituitions chez vous.

En vous remerciant d’'avance votre coopération, nous vous prions d'agréer l'assurance de nos
sentiments les plus distinguées.

Dear Colleague(s) / Sir(s)

The Portuguese Society of Rheumatology is very good to send you the publications: The
«ACTA REUMATOLOGICA PORTUGUESA» (review of medical documentation) and the «BOLETIM
INFORMATIVO» (bulletin on rheumatological information).

Both publications, appearing every three months (March, June, September and December)
are distributed to the Members of the Society and, as much as possible, to the medical and
scientific institutions from our own country or foreign ones — Leagues and Centres of Rheuma-
tology or allied ones; Medical Schools; Universities and Centres of Scientific Research; Medical
and Scientific Societies; Hospitals and Clinical Units; Medical Reviews and Newspapers.

We intend to exchange publiciations and information about the plans of research and of scien-
tific, medical and social activity or connected subjects. We will thank you very much to your giving
us the names and adresses of those institutions in your Country.

Thanking you for your cooperation, with kind regards.
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