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Appendix I: Notable Quotes on the meaning of “Rapidly Improving Stroke Symptoms”

From the original Steering Committee of the 1995 NINDS rt-PA Stroke Trial
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Anonymous: It was ALL about TIA without concern of actual risk/benefit about size of stroke.

Do you remember how you intended that “rapidly improving” be defined? “...somebody who you thought by
the time you were giving them the drug, they’d be normal--that’s who you would exclude.”

Would you define ‘rapidly improving’ by gestalt? “By gestalt — for sure.”

“What you wanted to avoid was, let’s say the patient who came in, when you first saw them, or when they were
first picked up, they were devastated. And by the time you’re ready to deliver the drug, the only thing that they
have left is, let’s say, a little bit of a facial droop, but nothing else? I mean, they’ve still got a stroke. They’ve
still got something that registers on the NIH stroke scale, but it’s minimal. I wouldn’t want to enter that patient.
Even though, at the time they came in, they looked terrible.

“But again, the intent was not to treat somebody who was rapidly improving and who you expected to be
normal. And that doesn’t mean somebody who couldn’t speak a word, and now they can speak two words.
That’s not what you want to do. That was not the intent of the way the study was set up.”

“Simple answer from me — minor symptoms were isolated facial weakness or isolated sensory symptoms.
Rapidly improving symptoms was left to clinical judgment about the likelihood the patient was going to return
to normal. We did not use an objective measure of change in NIHSS as one was not specified for this.”
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“My recollection... The way we use the criteria was that people had to have fairly dramatic improvement. I felt
like, in my clinical judgment, they were headed back to a normal level of function.

“So, if I saw someone who was changing in a positive way, with a deficit that was improving rapidly, and | felt
it was likely, based on my clinical knowledge, that this patient was going to go on to become normal, based on
the way they looked, getting closer to normal, as | examined them, then I, then they were excluded because of

rapid improvement.

“I did not use an NIH Stroke Scale number to decide if they had a certain number of points on the NIH Stroke
Scale that was changed, that that represented rapid improvement. It was a clinical judgment.

“Back then this was brand-new stuff and we were doing something that no one had ever done before, and so we
were trying to follow the protocol as closely as possible. And if they didn’t meet the criteria for treatment, we
didn’t treat them. So I think we were less worried that we were missing an opportunity to help somebody, as
much as we were worried that we were going to deviate from the protocol.

“Well I think the intent was to exclude TIAs. It’s hard to define a TIA, in particular in the setting where the
patient has a stroke somewhere, has to be picked up urgently and brought to the hospital, the study center. And
there’s a time from a few minutes up to a half an hour or so where the patient would have to be brought to the
study Center. So within this timeframe the patient could have improved quickly. Rapidly. And I think this
exclusion criteria was intended to exclude those patients who have a TIA, because at this time it was felt that
the risk of severe side effects giving tPA to patients who may only have a TIA is too high. And in particular
when the patient is improving. And if it’s a TIA, within 24 hours the patient should be normal again without
treatment.

“And so now going back, as I said, I think two reasons, is the risk of causing intra-cerebral hemorrhage, which
can be devastating; and secondly, to avoid any rapidly improving symptoms that would have improved without
tPA, so you would have a false positive outcome at 24 hours.

“Yes, I remember us having some discussions around that. I think the idea at the time was that this medication
had only been used in a limited number of cases in some pilot studies, and we weren’t completely sure how safe
it would be. Therefore, we wanted to avoid using it in patients that had mild symptoms, that we thought might
get better. And also in rapidly improving symptoms that might actually represent TIAs, or symptoms that would
go ahead and resolve entirely either quickly or within what was then the diagnosis of TIA, recovery within 24
hours.

“So I think the rationale behind “rapidly improving” symptoms was that we did not want to include those
patients, because we thought they might get better spontaneously, and we did not want to subject them to a
potentially dangerous drug when they might get better anyway.

“Operationally I defined that in my own mind as a meaningful improvement in symptoms; someone whom |
thought from experience might go on to be a TIA and have complete resolution. Because TIAs aren’t just like
turning off the light switch; they get better gradually. So that’s how I defined it operationally. And I was
probably conservative in terms of patients accepted for enrollment for the study. | guess | was primarily
concerned about safety issues. | was trying to define a group of patients that I thought from experience would
get better spontaneously, and it’s hard to put a number on that. And I don’t think anybody ever even tried to say
for example that it would be 4-point improvement in the NIH Stroke Scale. I don’t recall ever hearing a
discussion of anything like that. | think maybe everybody operationally defined it in their own way



“Because we were seeing patients within the first hour or two of their stroke, this was largely uncharted territory
in terms of the normal clinical behavior of stroke patients. There hadn’t really been a lot of observations of the
clinical course of neurological deficits in acute stroke patients. So actually we learned a lot during the study.
But it was clear that since we were seeing patients in the first hour or two, that some of these patients would be
recovering spontaneously, and be in fact TIAs. At that time, the definition of TIA was still 24 hours, even
though we recognized that most TIAs were much shorter than that. So we thought that some patients we were
going to be seeing when they came to in the emergency room would have a deficit, but that deficit would
resolve quickly, and the patient then of course would not need to be treated because they’d be getting better
spontaneously. So it was an effort to identify those patients.

“And the way we did it was, if a patient came in, and they had gone from a severe deficit to a near—hormal
state, that was what we considered “rapidly improving.”... We didn’t go by NIH Stroke Scale scores.”

“As far as rapidly improving symptoms, | think the primary reason that we included that as a criterion, is that
we did not want to be criticized for enrolling patients with TIAs who would most likely get better on their own.

“I know we never defined a precise NIH stroke score level of improvement, because someone who starts with
an NIH stroke scale score of, let’s say 15, and goes all the way to 5 is much different than someone who starts
with a 5 and goes to a 3. So I think a lot of it was the judgment of the investigator. I’m including myself; it’s not
like we had a chart to check and say, okay, this fulfills the criteria for “rapidly improving.” It was I think in our
estimation based on our observation of the patient. It appeared that this patient may continue to improve and
end up being TIA as opposed to stroke.

“My recollection of the writing committee’s thought process was, you don’t want to treat it TIA. So, how do we
make sure we don’t treat a TIA? And remember, when we were drafting this, it was before the new definition of
TIA came out, when people realized the TIAs were actually very brief.

“So, we were trying to figure this out. And so, the rapidly improving was left vague on purpose. We
purposefully didn’t make it to clear, because we all knew what we had in mind. And it never occurred to us, in
our wildest imaginations, that our exclusion criteria would become the package insert. Because we were writing
a Phase 11B protocol.

“So, we all knew what we meant by rapidly improving, and we didn’t write it down any more clearly, and
here’s what we meant:

“If you show a relentless pattern of improvement, we don’t want to treat you. So if every minute that goes by,
you’re better and better and better, then that’s what we meant by rapidly improving.

Rapidly improving was intended to apply to someone who would have no or very few residual effects after the
stroke; one goal as | remember it was to leave out those who might be having a TIA rather than a stroke.

In the manual of procedures Page 21 we state:

“Under exclusion criteria a minor stroke is defined as a stoke that is sensory only or ataxia only. Also, if the
patient has a motor score of 1 on one limb and 0 for all other limbs this is also a minor stroke. Major
improvement is defined by clinical judgment.”

“The NIH Stroke Scale got its footing in history in the tPA trial. So that, nobody was really thinking: How
many points shift is going to make a rapid improvement? My recollection is that it went back to the
observations of the Phase 1 and Phase 2 investigators who saw a patient come into the ER, who clearly had
signs and symptoms of a stroke, and during the process of getting them worked up, and getting them scanned,



and getting the blood work done, those symptoms essentially resolved. And that was the so-called ‘on-the-table
response.’

I thought to myself that here is a soft clinical opinion. On the other hand, we hadn’t really fully developed and
perfected the NIH Stroke Scale at all, so we had nothing other than opinion. On the other hand we came around
to thinking that, when good clinicians, people whom we trust, and who have been well trained in neurology, say

“This patient is getting better,” we have got to believe them. But better by how many points, I don’t think that
was particularly in our minds at the time.”

“To my recollection it was not specifically defined; it was left to medical judgment. The whole purpose of the
proviso was to avoid treating T1As, and also minor strokes. A minor deficit you would anticipate after rapid
improvement, maybe minor residual. Since TPA would not have a lot of affect on the Stroke Score, it would
lower the power of the study if large numbers were recruited. Also it might include some incorrect diagnoses. |
think we did discuss that in practice you wouldn’t want to be treating a TIA. And if you had too many of those,
that would dilute the power of the study, even though you might expect, with a randomized trial, they would be
balanced out.

“The RISS exclusion criterion was meant to exclude patients who might be experiencing a TIA or who
improved sufficiently to return to their previous (normal) function, with only minor symptoms and no
significant disability, assuming no further deterioration would occur.”
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