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Dr. N. Jacob and Dr. C.O. Jacob reply

To the Editor:

Ye and colleagues describe 2 cases of patients with seropositive rheuma-

toid arthritis (RA) that develop “lupus-like” symptoms under therapy with

either adalimumab or infliximab. One patient developed pleuritis and pre-

sented with anti-dsDNA antibodies, but no other features of lupus. The

other patient developed oral ulcers and anti-dsDNA antibodies, but no

other features of lupus that were not present before the anti-tumor necrosis

factor (anti-TNF) therapy.

We would emphasize the significant difference between these 2 cases

and the cases described by Soforo, et al1. In those cases, full-blown active

systemic lupus erythematosus (SLE) fulfilling 4 or more American College

of Rheumatology criteria2 for diagnosis of SLE was demonstrated. We

would hesitate to classify the 2 cases described by Ye, et al as SLE. Further,

we would reiterate our cautionary directive against using TNF-blocking

therapy in natural SLE.

In terms of TNF blockade, 2 classes of anti-TNF biological agents are

currently licensed for clinical use: the anti-TNF monoclonal antibodies

adalimumab and infliximab and a soluble TNF receptor, etanercept.

The more interesting point that Ye, et al bring up relates to whether

changing a monoclonal anti-TNF agent to a soluble TNF receptor is a log-

ical step in the management of patients with RA that develop side effects

under one class of TNF blockers. We could find only a few publications in

which the 3 available anti-TNF biological agents were compared in terms

of their affinities, avidities, and complement activation. Avidity of binding

to soluble TNF was 10- to 20-fold greater for etanercept than for adali-

mumab or infliximab3. All the anti-TNF agents bound to membrane TNF-α
on Jurkat cell lines4. On the other hand, binding of these agents to mem-

brane TNF in human peripheral blood mononuclear cells (PBMC) under

conditions that are more similar to those in patients showed that infliximab

and etanercept had lower affinities/avidities for membrane TNF than adal-

imumab3. None of the 3 agents induced complement-dependent cytotoxic-

ity when bound to activated human PBMC3. In contrast, induction of com-

plement-dependent cytotoxicity in TNF-transfected cell lines has been

reported for infliximab and adalimumab but not for etanercept3-5. Further,

adalimumab or infliximab induced antibody-dependent cellular cytotoxic-

ity (ADCC) much more potently than etanercept6. Similarly, only the mon-

oclonal antibodies, but not etanercept, bound complement C1q in vitro6.

All 3 TNF blockers showed low-level binding to the activating com-

plement receptors FcgRI, FcgRIIa, and FcgRIIIa, as well as to the inhibito-

ry FcgRIIb in the absence of exogenous TNF. However, upon addition of

recombinant TNF the 2 monoclonal antibodies, but not etanercept, showed

increased binding to the complement receptors6. Thus there are some dif-

ferences between the 2 monoclonals and etanercept in terms of comple-

ment binding, induction of complement-dependent cytotoxicity, and

ADCC.

Despite the inherent limitation of each one of the assay systems used

for the studies referenced here, and the unclear applicability of these stud-

ies to the situation in vivo in patients treated with these agents, it is con-

ceivable that the differences in the ability to bind TNF and mediate cell

death may account for the differences in the safety of these agents.
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