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Mark S Freedmun

NEDA or “no evidence of dissaso activity™ is cmerg-
ing as a much discussed owtcome measare, which has
@ much better consotation than redocing relapses, of
slowing progression when discussing potential ool
comes of therapy. But, i it offoring us anything now
in ierms of efficacy, scositivity or prognosis?

There are many ceticisms of the curmont oulcome

Are we in need of NEDA?

then followed for 2 years 10 evaluate whether meas-
urement of hen atrophy using MRI, together with
penodic cognitive ssscsaments, conclsie with being
traditioesdly NEDA. They moted that only 31% of
their 39 patients achicved NEDA status afier 2 years,
yet nearty S8% of thoss (7 of 12) showed significant
dochine i cogmbive measutes. Although there was
Jesx groy matter atrophy in the NEDA group,  Merk s Froses

- 7 magnetic
imagzing (MRI) acuvity and lxpanded Desabeity
Status Scale (EDSS) progrossioa: events an infre-
quent and differences in relapse mtes between treal-
ment and placebo proups are mimscule and almost
without clinical mcaning —af best 0.2 attacks per
year. Typically, fewer than 10%% of paticnes expericace
differences in EDSS progression within 2 yoaes and
analysis of mads fal to link measurcs such that these
15 oo wary of knowing whether pasicnts failing 1o pro-
press arc the same ax those not kaviag relapses o
MRI activity. Henor, the noton of being free of any
of the awmoames hecomes of inerst, since it is pre-
st that if moee paticnis on treatment compared %
placcbo fail W demonstrate relapse, MRI activity oe
EDSS progression then it must be attributable w© the
easment. The peobikem with this Togic is thae 10- 20%
of the climical treal placebo growps today are all show.
mg NEDA;' 50 in the abscace of a placcho group,
beang NEDA on & trestment may necas cither an
exceliont reatment response, o a complecly benign
discase rendering treatment extrancoes. And what of
the other aspocts of mubtiple sclerosis (MS) that arc
mot hsted as “activily” such as cognetive decline,
fatigue, pain or quality of Bfc mecasuros? Clearly,

Latcd only with having less MRECtivity. Ol ot st
Boss cognative clange as they expectod.

Aside from kooking ar combined effeots of treatment
on several ourcomes, remaming NEDA for a penod
of tme on medication might offer a progaostic indi-
casion, such as how likely it is to be NEDA in the
fature. Rotstein et o, * noted thae T8% of their simall
cohort of patients achecving NEDA status at 2 yoars
(anly 27% of the initial patient group) continued theie
NEDA stanes at 7 years. Whether that proup was also
frec of any worsening brain atrophy or cogmtive
change is soknown.

So what s NEDA offering us that other outcome
measures ac pot? Assuming 2l can agree on a stand-
ardized fashion of asscssing relapess, discise progres-
sion and MRI actvity, as well as the frequency with
‘which we do sa, we will still be missing out on evalu-
aning other mnportant aspects of MS discise, Clearly,
the more iteens we add, the greater the challenge to be
free of “all” activity over time, and the longer you fal-
Jow paticnes, the greases the likelibood that few will
romain NEDA — and thase tht do, sngasbly miy have
benign discaso rlber than nocessarily benefiting from

these should coust for thing, cspecially since
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