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Everyday Practice

Approach to a patient with connective
tissue disease

R. HANDA

INTRODUCTION
Connective tissue diseases (also known as collagen vascular
diseases) are characterized clinically by features such asRaynaud' s
phenomenon, polyarthritis, interstitial lung disease, serositis,
neuropathy and vasculitis. Serologically, the presence of auto-
antibodies is pathognomonic. The important clinical entities
under this group are systemic lupus erythematosus (SLE), sclero-
derma (systemic sclerosis-SSc), polymyositis (PM) or dermato-
myositis (DM), and Sjogren's syndrome (SS). Most clinicians do
not include systemic necrotizing vasculitides under connective
tissue diseases. Sometimes a patient may manifest clinical fea-
tures of several diseases such as RA, SSc, SLE or PM. This is
termed as mixed connective tissue disease (MCTD). The term
'undifferentiated connective tissue disease' (UCTD) is used when
a patient has clinical features suggestive of a connective tissue
disease but cannot be classified into a specific category. On follow
up, the clinical features of these patients may evolve to fit into a
distinct clinical entity. The point to remember is that the manage-
ment is based on the organ system affected and not so much by the
diagnostic label.

WHEN SHOULD CONNECTIVE TISSUE DISEASE BE
SUSPECTED?
- Multisystem involvement, especially in women, with no appa-
rent cause

- Clinical features
Raynauds phenomenon, skin rash, alopecia, pleuroperi-
carditis, kidney involvement, arthritis, muscle weakness, sicca
symptoms (dry eyes and mouth), constitutional symptoms of
fever, anorexia, fatigue and weight loss.

- Laboratory features
Presence of antinuclear antibodies
Active urine sediment (showing red cells, white cells or
casts)
High muscle enzymes [creatinine phosphokinase (CPK), serum
glutamic oxaloacetic transaminase (SGOT), serum glutamic
pyruvate transaminase (SGPT), lactic dehydrogenase (LDH)].

The important clinical clue is involvement of multiple organs
without any obvious cause such as diabetes mellitus or hyperten-
sion. These illnesses seldom involve a single organ system, and
the diagnosis is not merely one of exclusion. The constellation of
characteristic clinical features often permits a positive diagnosis
in several cases. Table I lists the various connective tissue dis-
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TABLEL Connective tissue diseases: Clinical features and
associated autoantibodies

Connective tissue Clinical features
disease

Autoantibody

Systemic lupus
erythematosis

Female patient with photo-
sensitive skin rash, oral ulcers,
arthritis, serositis, nephritis.
central nervous system
involvement, cytopaenias

Antinuclear
antibody (ANA).
anti-dsDNA,
anti-Sm

Systemic sclerosis Skin thickening and tightening, ANA. anti-
Raynaud's phenomenon. centromere Ab,
pulmonary hypertension, antitopoiso-
involvement of lungs, kidneys, merase 1 Ab
and gastrointestinal tract

Proximal muscle weakness. Myositis-specific
weak neck flexors, heliotrope e.g. anti-Jo I. anti-
rash, elevated muscle enzymes, Mi2, anti-SRP
EMG evidence of myopathy

Objective evidence of
kerato-conjunctivitis sicca
(dry eyes and mouth),
serological evidence of
systemic autoimmunity

Varying combinations of
rheumatoid arthritis, systemic
lupus erythematosus, polymyositis,
dermatomyositis and systemic
sclerosis

Polymyositis/
Dermatomyositis

Sjogren's
syndrome

Anti-Ro (SS-A).
anti-La (SS-B),
ANA

Mixed anti-Ul RNP

EMG electromyography

eases (CTDs), their salient clinical features and the associated
autoantibodies.
Raynaud's phenomenon is a common presenting feature of

CTDs. The causes of Raynaud's phenomenon are listed in Table
II. It is crucial to differentiate Raynaud's disease, a benign

TABLEII. Causes of Raynaud' s phenomenon

Primary or idiopathic
Raynauds disease

Secondary
Collagen vascular diseases
• Systemic sclerosis (80%-90%)
• Systemic lupus erythematosus (20%-30%)
• Dermatomyositis/polymyositis (20%-30%)
• Mixed/unclassified connective tissue disease (45%)
• Sjogren's syndrome (35%-40%)

Drugs Blood dyscrasias
• ~-blockers • Cryoglobulinaemia
• Ergot derivatives • Myeloproliferative disorders
• Methysergide • Waldenstrom's macroglobulinaemia
• Bleomycin, cisplatin

Occupational trauma
• Vibration injury
• Piano playing

Arterial occlusive disease
• Thoracic outlet obstruction
• Cervical rib
• Thromboangiitis obliterans
(Buerger's disease)Pulmonary hypertension

Figures in parentheses refer to approximate frequency
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TABLEIII. Raynaud's disease: Key points

• Accounts for nearly 50% cases of Raynauds phenomenon
• Women:men::5: I
• Initial episodes may involve only one or two fingers
• Benign condition, good prognosis
• Gangrene of digits exceedingly uncommon
• Sclerodactyly absent
• Antinuclear antibody absent

Raynaud's phenomenon

(+) (-)

Drug related Peripheral pulses
B-blockers, ergot derivatives, I
methysergide, bleomycin, ~
cisplatin Abnormal Normal

~~~~~:~~~jUry, piano playing, I I
typing ~ ~

Cervical rib Antinuclear antibody
Thoracic outlet obstruction Muscle enzymes increased
Thromboangiitis obliterans Sclerodactyly

Finger tip ulcers

(+)r-I --'I~(_)
Systemic lupus erythematosus Raynaud's disease
Systemic sclerosis
Dermatomyositis/polymyositis
Mixed connective tissue disease
Undifferentiated connective tissue disease

FIG1. Approach to a patient with Raynaud's phenomenon

condition, from secondary causes of Raynaud's phenomenon
(Table III). The approach to a patient presenting with Raynaud's
phenomenon is outlined in Fig. 1.
Muscle weakness, while a prominent feature of polymyositis

and dermatomyositis, is seen in several other conditions (Table
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TABLEIV. Differential diagnosis of muscle weakness

Polymyositis/dermatomyositis
Neuropathies
Muscular dystrophies
Paraneoplastic syndromes
Myasthenia gravis
Drugs-D-penicillamine, corticosteroids, zidovudine
Hypoth yroidismlH yperthyroidism
Infections-Trichinella

TABLEV. Causes of bilateral parotid enlargement

Infections
Mumps
Hepatitis Band C
HIV disease
Tuberculosis (rarely)

Infiltrative conditions
Lymphoma
Amyloidosis
Sarcoidosis
Hypertriglyceridaemia

Others
Sjogren's syndrome
Diabetes mellitus
Idiopathic
Bilateral tumours (rarely)
Alcoholic cirrhosis

IV). A good history and careful clinical examination can help the
clinician to arrive at a specific diagnosis.
Sicca symptoms (dry mucous membranes=eyes, mouth, etc.)

are common in CTDs. Sjogren's syndrome (SS) may be primary
or secondary to other autoimmune diseases such as RA, SLE and
SSc. In clinical practice, secondary SS is much more common
than the primary form. Patients with primary SS may present with
enlarged lacrimal/salivary glands (Table V).
Finally, the clinician should be aware that the precise diagno-

sis may not be apparent at the first visit. It may take months or even
years for the disease to evolve fully. However, treatment should
not be delayed. Treatment is dictated by the manifestations
present, even if a specific diagnosis cannot be made at the outset.


