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Definitions!!!

* Relapse

e Exacerbation All are meant to name a
NEW INFLAMMATORY EVENT

* Attack

* Event
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Differentiating Recurrent Symptoms From
Relapses is Difficult....

* Once a neural pathway is
damaged, a person may RE-
experience old symptoms
WITHOUT new damage
occurring...

e Wilhelm Uhthoff (1853-1927),
German ophthalmologist

UTSouthwestern
CONQUER O’Donnell Brain Institute
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Differentiating Relapse from Pseudorelapse is

mportant
* Relapses require treatment to * Pseduoexacerbations can be
limit disability managed/prevented improving
* Relapses are an indication of QOL
prevention failure (need to e Confirming a
change therapy) pseudoexacerbation helps to

avoid unnecessary treatments

e Pseudoexacerbations often have
underlying triggers that may
need to be addressed

UT Southwestern

O’Donnell Brain Institute
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Triggers of Pseudoexacerbations

* Increased body temperature
* Infections

* Lack of sleep

* Stress/arguments

* Nutrition?

O’Donnell Brain Institute
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Even in clinical trials it is difficult...

Number of patients with an attack

Sensitivity analysis Placebo Inebilizumab HR (95% ClI) p value Favors inebilizumab  Favors placebo
(n = 56) (n=174) < - >

AC-determined NMOSD attacks

22 (39 3%\ 21 (12 1%) 0272 (0 150-0 496) < 00001 ———

AC-determined NMOSD attacks 22 (39.3%) 21 (12.1%)

(primary analysis)

Unanimous AC decisions 18 (32.1%) 16 (9.2%)
Investigator-determined attacks 23 (41.1%) 26 (14.9%)
Participant-reported symptoms 25 (44.6%) 34 (19.5%)

Attacks adjusted by historical acute 22 (39.3%) 21(12.1%) 0.266 (0.145-0.489) < 0.0001

/ _— |
relapses and baseline EDSS score

0.0 0.5 1.0
HR

CONQUE Multiple Sclerosis Journal UTSouthwestern

O’Donnell Brain Institute
Qoeston, Underatand, Educae, Resre Volume 27, Issue 13, November 2021, Pages 2052-2061
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General Guidelines...
More
likely

* New symptom, in a new distribution, consistent
with an event, lasting 24 hours or more

* New symptom, in a new distribution, lasting 24
hours or more

* New symptom, lasting 24 hours or more
* Old symptom worsening, lasting 24 hours or

i Less

* Old symptom worsening, resolving in under 24

hours. | | ke |y
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General Guidelines...
More

likely

* Treat empirically while
confirming

* Treat empirically while
confirming and exploring

* Exploring with imaging and
lab tests

* Pursuing lab tests first

Less
likely

UTSouthwestern
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