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I, Charles S. Zimmerman, declare as follows:

1. My name is Charles S. Zimmerman.

2. | am a partner with the law firm of Zimmerman Reed LLP, and Plaintiffs’ Co-
Lead Counsel in the above-captioned litigation.

3. I respectfully submit this Supplemental Declaration in further support of
Plaintiffs’ Motion for Class Certification, and for Appointment of Class Representatives and
Class Counsel.

4, Attached hereto are true and correct copies of the following exhibits:

Exhibit 1: Guskiewicz, K., et al. Association between Recurrent
Concussion and Late-Life Cognitive Impairment in Retired

Professional Football Players, 57 NEUROSURGERY 4 (Oct.
2005)

Exhibit 2: Excerpts from the deposition of Kevin Guskiewicz, taken
January 30, 2018
[Confidential — Filed Under Seal]

Exhibit 3: Nadia Kounang, /t’s not concussions that cause CTE. It’s
repeated hits, a study finds, CNN.com (Jan. 18, 2018)

Exhibit 4: 21 C.F.R. §§201.57(c)(6)-(7)
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January 30, 2018
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Excerpts from the deposition of Lili-Naz Hazrati, taken
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Excerpts from the deposition of Colin Campbell, taken
June 30, 2015, all of which have been de-classified by the
NHL in a letter dated July 31, 2015

Excerpts from the deposition of Gary Bettman, taken

July 31, 2015, all of which (other than any redactions) have
been de-classified by the NHL in a letter dated September 28,
2015

[Redacted]

NHL0120323-NHL0120384 (Ex. 25 to Deposition Transcript
of Gary Bettman, taken July 31, 2015)
[Formerly Confidential — De-Designated]

Excerpts from the deposition of John Rizos, taken
August 12, 2016, all of which have been de-classified by the
NHL in a letter dated August 29, 2016
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Dated: March 7, 2018 Charles S. Zimmerman
Charles S. Zimmerman
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NEUROSURGERY

ASSOCIATION BETWEEN RECURRENT CONCUSSION AND
LATE-LIFE COGNITIVE IMPAIRMENT IN RETIRED
PROFESSIONAL FOOTBALL PLAYERS

OBJECTIVE: Cerebral concussion is common in collision sports such as football, yet
the chronic neurological effects of recurrent concussion are not well understood. The
purpose of our study was to investigate the association between previous head injury
and the likelihood of developing mild cognitive impairment (MCI) and Alzheimer’s
disease in a unique group of retired professional football players with previous head

injury exposure.

METHODS: A general health questionnaire was completed by 2552 retired profes-
sional football players with an average age of 53.8 (*13.4) years and an average
professional football playing career of 6.6 (£ 3.6) years. A second questionnaire
focusing on memory and issues related to MCI was then completed by a subset of 758
retired professional football players (=50 yr of age). Results on MCI were then
cross-tabulated with results from the original health questionnaire for this subset of

older retirees.

RESULTS: Of the former players, 61% sustained at least one concussion during their
professional football career, and 24% sustained three or more concussions. Statistical
analysis of the data identified an association between recurrent concussion and
clinically diagnosed MCI (x* = 7.82, df = 2, P = 0.02) and self-reported significant
memory impairments (x> = 19.75, df = 2, P = 0.001). Retired players with three or
more reported concussions had a fivefold prevalence of MCI diagnosis and a threefold
prevalence of reported significant memory problems compared with retirees without a
history of concussion. Although there was not an association between recurrent
concussion and Alzheimer’s disease, we observed an earlier onset of Alzheimer’s
disease in the retirees than in the general American male population
CONCLUSION: Our findings suggest that the onset of dementia-related syndromes
may be initiated by repetitive cerebral concussions in professional football players.

KEY WORDS: Alzheimer, Concussion, Mild cognitive impairment, Retired professional football players
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tant public health concern, as each year

more than 1.2 million Americans suffer
head injury (26). More than 50,000 head-
related injuries result in a fatality each year in
the United States, whereas the overwhelming
majority of head injuries are classified as mild
traumatic brain injuries that can result in sig-
nificant cognitive, emotional, and functional
disabilities (26). TBI has been identified as a
potential risk factor for the occurrence (or
early expression) of neurodegenerative de-
menting disorders, including Alzheimer’s dis-

Traumatic brain injury (TBI) is an impor-

ease (AD) disease and Parkinson’s syndrome,
and other psychiatric disorders such as clini-
cal depression (8, 13, 21, 25, 28, 31, 35-37, 40).
Still, other research findings have not shown
this association between TBI and dementia (1,
3,6,7,17,19, 33, 42). Guo et al. (9) suggested
that the severity of head injury is related to the
magnitude of AD risk, and that the risk of AD
associated with head injury involving loss of
consciousness was approximately double that
associated with head injury without loss of
consciousness. However, they reported that
even head injury without loss of conscious-
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ness significantly increased the risk of AD relative to no head
injury (9).

Mild cognitive impairment (MCI) is a recently established
diagnostic classification typically applied to older individuals
who exhibit some evidence of cognitive decline (usually in the
domain of memory) and perform below expected levels on
formal neurocognitive testing, but who have not exhibited a
sufficient degree of impairment and/or functional decline to
meet diagnostic criteria for dementia (30). MCI is often con-
ceptualized as a transitional state between the cognitive
changes of normal aging and dementia, with most recent
studies estimating that 10 to 20% of MCI patients convert to a
more advanced stage labeled as "dementia” each year, com-
pared with healthy controls who convert at a rate of 1 to 2%
per year (5, 22, 39). The majority of patients with MCI who
convert to dementia are subsequently diagnosed with proba-
ble AD, although a significant percentage is diagnosed with
vascular dementia (23). The identification of risk factors for the
onset of MCI, and for the conversion of MCI to dementia, is an
important step in developing strategies for the prevention and
early treatment of these disorders, especially with the emer-
gence of various dementia treatment agents thought to pro-
vide the greatest therapeutic yield earliest in the disease pro-
cess. Although head trauma has been linked to irreversible
cognitive deficits (24, 29, 30), its role in causing eventual MCI
or AD is less clear. Mayeux et al. (20) reported a 10-fold
increase in the risk of developing AD among those individuals
who tested positive for the ApoE e4 gene and had a history of
TBI, compared with only a two-fold increase in risk with the
ApoE e4 gene alone. Other authors have described a genetic
vulnerability and redistribution of neurofilaments after TBI
resulting from rotational acceleration of the head in the non-
athletic population (12, 27).

The relatively high rate of concussive brain injuries in con-
tact sports affords a unique opportunity for exploring both the
immediate and long-term consequences of concussion. More
than 300,000 sport-related concussions, many of which are
recurrent injuries, occur annually in the United States (38).
Unfortunately, the long-term effects of these concussions re-
main largely unclear. Organized sports, however, provides for
a unique laboratory for studying the influence of recurrent
mild TBI on dementia-related syndromes such as MCI and
AD. The sports literature has connected ApoE e4 with chronic
TBI in boxers (16), and other studies have shown that the
repeated head trauma experienced by boxers can lead to the
development of dementia pugilistica—punch drunk syn-
drome (32). This literature has also carefully defined the neu-
ropathology of dementia pugilistica as involving numerous
neurofibrillary tangles in the absence of plaques, in contrast to
the profusion of tangles and plaques seen in AD. Lower cog-
nitive performance has also been found in older football play-
ers with the ApoE e4 gene, suggesting that there may be an
association between these dementia syndromes and either
recurrent TBI or recurrent subconcussive contacts to the head
(18). The purpose of our study was to investigate the associ-
ation between previous head injury and the likelihood of

720 | VOLUME 57 | NUMBER 4 | OCTOBER 2005

developing MCI and/or AD in a unique group of individuals,
namely retired professional football players, who have previ-
ous head injury exposure.

PATIENTS AND METHODS

A diverse group of retired professional football players
were studied, including recent retirees and those who played
professional football before World War II. All participants
played a minimum of two seasons of professional football. We
studied this group using two self-report questionnaires: a
general health survey and a follow-up instrument specifically
targeting cognitive decline. It was explained at the beginning
of the survey that participants would not be identified and
that research records would be kept confidential. By complet-
ing and submitting the survey, participants were acknowledg-
ing that they agreed to take part in this research study.

General Health Questionnaire

The general health questionnaire was first sent to all living
members of the National Football League Retired Player’s
Association (n = 3683) through the Center for the Study of
Retired Athletes. The questionnaire asked a variety of ques-
tions about musculoskeletal, cardiovascular, and neurological
conditions that the retired player experienced during and after
his football career. It included questions about the number of
concussions sustained during their professional football career
(concussion history) and the prevalence of diagnosed medical
conditions such as depression, Parkinson’s disease, AD, and
schizophrenia. Previous concussion was based on the player’s
retrospective recall of injury events and was defined on the
questionnaire as an injury resulting from a blow to the head
that caused an alteration in mental status and one or more of
the following symptoms: headache, nausea, vomiting,
dizziness/balance problems, fatigue, trouble sleeping, drows-
iness, sensitivity to light or noise, blurred vision, difficulty
remembering, and difficulty concentrating. Additionally, the
questionnaire included the SF-36 Measurement Model for
Functional Assessment of Health and Well-Being, which ad-
dresses how well the retired athlete functions with activities of
daily living (41). From the SF-36, we calculated a physical
health composite score, which includes scores of physical
functioning, role physical, bodily pain, and general health, as
well as a mental health component score, which includes
scores of vitality, social functioning, role emotional, and men-
tal health. These scores were compared with age- and gender-
specific population-based norms established by previous re-
searchers (41).

We initially mailed the general health questionnaire in May
2001, followed by remailings to nonrespondents in August
2001 and February 2002. We then began telephoning nonre-
spondents at different times of the day and completed the
questionnaire over the telephone. We then conducted a reli-
ability check of the general health questionnaire by readmin-
istering the instrument to 25 of the original respondents 18 to

www.neurosurgery-online.com
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24 months later to establish a high level of agreement between
selected responses.

Mild Cognitive Impairment Instrument

Approximately 4 months later, a second questionnaire fo-
cusing on memory and issues related to MCI was sent to a
subset of 1754 retirees. The subset comprised all respondents
from the original health questionnaire who were aged 50 years
or older. The same instrument was also sent to an informant
(spouse or close relative) to collect data on any cognitive
problems exhibited by the retiree that were not reported on
the retiree’s instrument. Results from the MCI questionnaire
were then cross-tabulated with results from the original gen-
eral health questionnaire. MCI was defined according to the
following, outlined in the American Academy of Neurology
Practice Parameter (30): memory complaint corroborated by a
family member; objective memory impairment as determined
by neurocognitive testing; intact activities of daily living; and
does not meet accepted diagnostic criteria for probable AD or
other forms of dementia.

Statistical Analysis

X? tests of association were used to compare proportions in
tables; Fisher’s exact test was used when 80% of expected cell
counts were less than five. Analysis of variance models were
used to determine differences among the groups on selected
variables. The groups were stratified by concussion history
(none, one, two, and three or more). Because of the sample
size, some analyses required us to collapse respondents with
one and two previous concussions into a single group (one to
two previous concussions). We used the Cochran-Armitage
trend test to assess linear trends in the proportion of retirees
reporting memory impairments and problems across strata of
concussion history. Level of significance for all analyses was
set a priori at P < 0.05. Estimates of the prevalence of AD in
the general population of American men, stratified by age,
were provided by researchers at the Johns Hopkins University

Q.
RESULTS

General Health Questionnaire

Of the original 3683 general health surveys sent to retired
players, 2552 (69.3%) were completed. The age of the respon-
dents averaged 53.8 (*£13.4) years, with an average profes-
sional football playing career of 6.6 (+3.6) years. Respondents
reported having played organized football (junior high school,
high school, college, armed service, and professional) for an
average of 15.1 (= 4.3) years. When considering the prevalence
of previous concussions, 1513 (60.8%) of the retired players
reported having sustained at least one concussion during their
professional playing career, and 597 (24%) reported sustaining
three or more concussions. Of those retired players who had
sustained a concussion during their professional career, more
than half reported experiencing loss of consciousness (n = 817,

NEUROSURGERY

54.0%) or memory loss (n = 787, 52.0%) from at least one of
their concussive episodes. We asked the retired athletes for
their subjective assessment of the long-term consequences of
their injuries. Of the retirees who sustained at least one con-
cussion, 266 (17.6%) reported that they perceived the injury to
have had a permanent effect on their thinking and memory
skills as they have gotten older.

Only 33 (1.3%) retired players reported being diagnosed by
a physician as having AD; 15 were undergoing medical treat-
ment for the disease. We observed a higher prevalence of AD
in the study population relative to the general American male
population (Fig. 1). The overall age-adjusted prevalence ratio
for AD was 1.37 (95% confidence interval 0.98-1.56), which
indicates that the football retirees have higher prevalence than
other American men of the same age. The AD prevalence in
the football retirees was particularly increased in the younger
age groups (=70 yr), which suggests that this group may have
an earlier onset of AD than the general American male pop-
ulation. The average age of the retired players with AD was
71.7 (£ 7.62) years (range, 52-83 yr). There was, however, no
association between number of concussions sustained as a
professional player (none, one, two, and three or more) and a
diagnosis of AD (Fisher’s exact test, P = 0.24).

Mental Component Scale (MCS) scores on the SF-36 were
similar between the NFL retirees and population-based nor-
mative values for all age groups ( P > 0.05) (Fig. 2); however,
retired players with a history of concussion, especially recur-
rent concussion, scored lower (worse) on the MCS than those
without a history of recurrent concussion (F [3,2146] = 19.29,
P = 0.001). The lowest MCS scores were observed in those
with the most reported concussions (Table 1). The group who
experienced three or more concussions also scored signifi-
cantly worse than the normative group on the age-matched
MCS (50.31 versus 52.42).

Mild Cognitive Impairment Instrument

Results of the follow-up MCI and memory questionnaires
were analyzed based on responses from 758 retired players
(average age, 62.4 yr) and 641 retired players’ spouses or close
relatives. Our findings revealed 22 cases of physician-
diagnosed MCI and 77 cases of retirees who have significant

Alzheimer's Disease Prevalence
for NFL Retirees and US male population
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FIGURE 1. Alzheimer’s disease prevalence ratios for the American male
population and National Football League (NFL) retirees. Error bars indi-
cate 95% confidence intervals.
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FIGURE 2. MCS scores for the NFL retirees and population norms by
age. "Total" is age-standardized; error bars indicate 95% confidence inter-
vals.

TABLE 1. Mental Component Scale score by concussion
history in retired National Football League players aged 50
years or older?

No. of previous Mean MCS score Standard
concussions and 95% ClI deviation

0 (n = 814) 54.35 (53.77, 54.94) (8.50)

1 (n = 429) 52.63 (51.73, 53.52) (9.47)

2 (n = 374) 52.97 (52.03, 53.91) (9.22)

3+ (n = 533) 50.31 (49.35, 51.27) (11.26)

9 MCS, mental component scale; Cl, confidence interval. P< 0.001; B
-1.51 (0.26).

memory impairment as determined by their spouse or close
relative. Further analyses of these data identified an associa-
tion between recurrent concussion and clinically diagnosed
MCI (> = 7.82, df = 2, P = 0.02); self-reported significant
memory impairments (x> = 19.75, df = 2, P = 0.001); and
spouse/relative-reported significant memory impairments (x*
= 6.05, df = 2, P = 0.04). Retired players with three or more
reported concussions had a fivefold prevalence of being diag-
nosed with MCI and a threefold prevalence of reported sig-
nificant memory problems compared with those players with-
out a history of concussion (Fig. 3). There was no association
between MCI and other systemic factors such as coronary
heart disease, hypertension, diabetes, or osteoarthritis. Al-
though we found an association between diagnosis of MCI
and stroke, this association does not detract from the associ-
ation between MCI and concussion history. Only three (13.6%)
of the 22 MCI cases involved stroke, and we do not know
which diagnosis came first.

DISCUSSION

These data suggest that a history of concussion, particularly
recurrent concussion, may be a risk factor for the expression of
late-life memory impairment, MCI, and AD. Although the
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FIGURE 3. Percentage of retired players aged 50 years or older with a
diagnosis of MCI and memory problems (self-reported and reported by a
spouse or close relative) by concussion history (none, one, two, and three
or more). Error bars indicate 95% confidence intervals. P < 0.007.

clinical samples studied are relatively small, retired profes-
sional football players were found to have a progressive de-
cline in mental health functioning and a higher rate of memory
problems and cognitive decline associated with a history of
concussion. Retired players with a history of three or more
concussions were at highest risk of being diagnosed by a
physician as having MCI and of having significant memory
problems based on their own account and the observations of
their spouse or caregiver.

Data from a small sample of retired athletes medically di-
agnosed with probable AD also suggests a trend toward ear-
lier disease onset and higher disease prevalence in younger
cohorts relative to the general population (Fig. 1). Despite the
earlier onset of AD, we failed to find an association between
previous concussion and lifetime onset of AD. The cumulative
effect of sub-concussive and concussive contacts to the head
sustained by professional football players may promote an
earlier expression of AD; however, the factor of age eventually
overwhelms this factor and prevents it from becoming an
independent predictor of lifetime onset of AD. Thus, the lines
in Figure 1 representing the two groups (American male pop-
ulation and retired NFL players) eventually converge.

The number of individuals in the United States with AD
was estimated at 2.32 million in 1997, and it is projected that
the prevalence will nearly quadruple in the next 50 years, by
which time 1 in 45 Americans will be afflicted with the disease
(2). As a result, AD is sure to place a large burden on the
country’s health care system in the decades ahead. For this
reason, identification of factors associated with precursor con-
ditions to AD are of interest. The pathology is characterized by
cerebral atrophy most severe in frontal, temporal, and parietal
lobes resulting in a dramatic reduction of brain weight (nor-
mal, 1500-1800 g; AD, 850-1250 g). Microscopic findings in-
clude senile plaques, neurofibrillary tangles, and granulovas-
cular degeneration. Biomechanically, there is a 50 to 90%
reduction in choline acetyltransferase (5, 15, 17, 23, 36, 37, 39).
Clinically, AD presents with a progressive decline in cortical
functions principally affecting memory, language, and execu-
tive functioning, followed by increasing neurobehavioral and
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neuropsychiatric deficits in more advanced stages of the dis-
ease (2, 5, 6).

The study of MCI and AD is challenging because of the
difficulties in diagnosing the conditions. Both conditions can
be evaluated using several measures, but they cannot be di-
agnosed solely on neuropsychological assessment. Petersen et
al. (29, 30) state that the usefulness of any neuropsychological
battery for identifying cases of MCI depends on its composi-
tion, size, and supporting data. The battery should include
measures of new learning, delayed recall, attention, and exec-
utive function. Neuroimaging is also considered a powerful
tool for the differential diagnosis of cognitive impairment and
tracking change (30). Hippocampal atrophy has been identi-
fied in amnestic MCI relative to cognitively intact controls,
and it is believed that volumetric measurement of this atrophy
can predict the rate of conversion from MCI to AD (15).

The human ApoE gene encodes a cholesterol carrier li-
poprotein (apolipoprotein E) that is made in the liver and
brain and is important in the transport of lipids in the brain.
There are three allelic forms (ApoE €2, €3, e4) that give rise to
six possible genotype combinations. ApoE plays an important
role in the response of the brain to injury. After accelerator
forces are imparted to the brain, there is an accumulation of
beta amyloid and tau proteins within hours of injury within
the neuronal body (12). Possession of the e2 allele is now
believed to be underrepresented in AD and may be protective
(22). On the other hand, possession of ApoE e4 increases the
risk of AD, shifts onset to an earlier age, increases the accu-
mulation of amyloid beta protein in AD and TBI, and de-
creases recovery after TBI (6, 7, 12, 19, 20).

The sports literature also suggests that possessing the ApoE
e4 allele results in greater cognitive impairment after mild
repetitive head injury. Older professional football players with
the ApoE e4 allele score lower on cognitive tests than players
without the allele or less experienced players of any genotype
(18). The study clearly suggests that the cognitive status of
athletes with repeated head trauma is influenced by age,
inherited factors such as ApoE e4, and cumulative exposure to
head contact.

Jordan et al. (16) came to similar conclusions in their study
of boxers. The boxers with higher exposure (defined by num-
ber of bouts) had significantly higher chronic brain injury
scores than those with low exposure. Boxers with low expo-
sure had low chronic brain injury scores irrespective of ApoE
e4 allele genotype, whereas those with high exposure and the
ApoE e4 allele had higher chronic brain injury scores than
boxers with high exposure and no ApoE e4 allele. Possession
of the ApoE e4 allele was associated with an increased severity
of neurological deficits in the high-exposure boxers.

To our knowledge, our study is unique in evaluating the
risk of recurrent mild TBI in the development of later-life
memory disorders and MCI. These data describe a significant
association between recurrent concussion and MCI, as well as
with self-reported memory impairments confirmed by a
spouse or close relative. Retired professional football players
with three or more concussions were twice as likely to be
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diagnosed with MCI as those with one or two previous con-
cussions, and five times more likely than those with no pre-
vious concussions. This trend continued with respect to self-
reported significant memory problems. These findings
suggest that the clinical features of dementia-related syn-
dromes, such as reductions in synaptic density, loss of neu-
rons, and granulovacuolar degeneration, may be initiated by
repetitive cerebral concussions. Other recent peer-reviewed
studies of recurrent concussion have identified an acute cu-
mulative effect of concussion as measured by increased symp-
tomatology or slowed recovery on symptom checklists and
neuropsychological tests after subsequent injuries in high
school and collegiate athletes (4, 10, 11, 14). These acute or
short-term consequences of recurrent concussion should be of
great interest to the sports medicine community, especially
given that they parallel our findings of more chronic conse-
quences after years of playing football.

Our study is influenced by the limitations of any retrospective
self-report study. The study is limited by the uncertainty of how
well the retired players recalled the concussions sustained during
their careers and the accuracy of reporting memory problems
and diagnosis of MCL Recent literature has reported selective
preservation of older information in subjects with AD-related
dementia, which suggests that recollection of events involving
previous injuries is not unlikely in these retired athletes (34). The
purpose of the spouse or close relative questionnaire was to
confirm the retired players” memory status and any physician-
diagnosed MCI. For cases in which there was disagreement in
the responses of the retiree and the spouse or relative, phone calls
and medical records were used to confirm the diagnosis. When
the difference in responses could not be reconciled, the case was
eliminated from the analyses. Another limitation of our study is
that we do not currently know the ApoE allele form of these
retired players, which might help to better understand some of
these relationships.

CONCLUSIONS

Despite the limitations, these data suggest some very inter-
esting findings—that a history of recurrent concussions, and
probably sub-concussive contacts to the head, may be risk
factors for the expression of late-life memory impairment,
MCI, and AD. Our findings demonstrate a dose-response
relationship between concussion and an increased lifetime
burden; however, prospective longitudinal cohort studies are
necessary to determine causality. Future prospective studies
should implement genetic testing, more rigorous diagnostic
criteria, historical documentation, and extensive serial evalu-
ations (e.g., neuropsychological testing, functional neuroimag-
ing) to clarify the direct or mitigating effects of concussion on
lifetime risk of dementia or other neurological disorders.
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COMMENTS

he significance of repeated concussions is a question of great

interest to all athletes, from players in grade schools to profession-
als. Anecdotes suggest that repetitive concussions may have a detri-
mental effect, but more rigorous analyses of this question have been
less conclusive. In this report, Dr. Guskiewicz et al. surveyed retired
professional football players, first by asking them to complete a gen-
eral health questionnaire and subsequently by sending them a second
questionnaire focusing on memory problems and cognitive impair-
ment. Their data suggest that recurrent concussions seem to be related
to mild cognitive impairment diagnosed by a physician and to be
related to self-reported memory problems. These associations seemed
to be stronger in patients with three or more reported concussions.
Alzheimer’s disease may have occurred at an earlier age in former
National Football League players than in the population as a whole,
but the number of patients with this diagnosis was quite small.

Like all retrospective studies that rely upon self-reported medical
histories and health problems, this one is subject to bias in the accu-
racy with which problems were recalled and reported. Nevertheless,
these results are of considerable interest. The authors make appropri-
ate recommendations for further prospective studies to include such
factors as genetic testing, standardized diagnostic criteria, and more
extensive evaluation of players with concussion, perhaps including
neuropsychological testing and functional neuroimaging.

Alex B. Valadka
Houston, Texas

he safety of contact sports and likelihood of neurologic impair-

ment occurring after retiring from the sport are of obvious concern
to athletes and to parents deciding on which sports they should allow
their kids to participate in. Studies such as this have the potential to
provide important information in this regard. Unfortunately, this
particular study is confounded by a critical design flaw of relying on
retired athletes to accurately recall events from decades earlier and
relating those events to their current memory problems. The study
would have been much stronger had the authors corroborated the
frequency and severity of concussions sustained with independent
sources.

Donald Marion
Boston, Massachusetts

hank you for the opportunity to comment on this excellent and

extremely important study. The authors have used the tremen-
dous resource of a database of the National Football League Retired
Players Association, which contains 3683 individuals who played
football at a high level for an average of 15 years (minimum six yrs of
professional-level football). Using carefully constructed retrospective
questionnaires, they have shown a strong association between three or
more concussions sustained during a players’ professional football
career and mild cognitive impairment.

Although this evidence was the most compelling, they also showed
an earlier onset and increased incidence of Alzheimer’s disease in this
group of professional football players who received concussions fre-
quently than in the general age-matched male population in the
United States.

This study has important and far-reaching implications. To my
knowledge, this is one of few studies to show a positive association
between repetitive concussion and long-term cognitive impairment
and Alzheimer’s disease (1-4). Therefore, this study documents the
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dangers of contact sports, such as professional football. As profes-
sional football evolves, the speed of the plays appears to be increasing,
the prowess, strength, and size of the athletes is measurably increas-
ing, and, therefore, the potential for concussions, especially higher-
impact energy concussions, is increasing. It is important to know
whether the incidence of multiple concussions per player each year is
increasing over time, and this invaluable cohort provides such details
by including players with a history as far back as pre-World War I

What are the implications for the future of the game? Possibly, rules
could be tightened to limit the types of dangerous plays, but, in the
“heat of the game,” this may be unlikely. Helmet design has evolved
tremendously in recent years (3), and clearly, studies with kinematic
accelerometers of the type used in crash-test dummies by the auto
industry should be performed and correlated with the “action re-
plays,” which are such an exciting facet of modern televised football.
In this way, it may be possible to modify the game in ways that are
compatible with increased safety without decreasing the spectator
appeal of the game. New types of energy-absorbing foam and plastic
are becoming available for football helmets.

However, as with professional boxing, athletes who undertake
high-impact sports need to be fully and demonstrably informed of the
risks that they undertake in pursuit of their vocation. This important
study will provide a basis upon which players” associations and teams
can formulate decisions.

Do the implications of these data go further? Many have called for
apolipoprotein E genotyping of professional boxers to reduce the risk
of precipitating Alzheimer’s disease in apolipoprotein E e4 homozy-
gous boxers. Should the same apply to professional football players,
ice hockey players, and rugby players?

The authors have demonstrated that they have access to an enor-
mous “data mine” to test the role of long-term physical fitness upon
the development of delayed degenerative joint disease, low back
disorders, and cardiovascular mortality. Do the cumulative effects of
strains, sprains, and fractures, which are the inevitable consequence of
professional football, outweigh the beneficial effect of many years of
peak physical fitness upon the musculoskeletal system?

M.R. Ross Bullock
Richmond, Virginia

1. Mortimer JA, French LR, Hutton JT, Schuman LM: Head injury as risk factor
for Alzheimer’s disease. Neurology 35:264-267, 1985.

2. Roberts GW, Allsop D, Bruton C: The occult aftermath of boxing. ] Neurol
Neurosurg Psychiatry 53:373-378, 1990.

3. Guskiewicz K, McCrea M, Marshall WM, Cantu RC, Randolph C, Barr W,
Onate JA, Kelly JP: Cumulative effects associated with recurrent concussion
in collegiate football players. The NCAA Concussion Study. JAMA 290:2549—
2555, 2003.

4. Jordan BD, Relkin NR, Ravdin LD, Jacobs AR, Bennett A, Gandy S:
Apolipoprotein E epsilon4 associated with chronic traumatic brain injury in
boxing. ] Am Med Soc 278:136-140, 1997.

r. Guskiewicz et al. have assessed by questionnaire a large num-

ber of retired professional football players to assess the incidence
of concussions and more serious head injuries sustained during their
playing careers and to determine whether such injuries influenced the
subsequent development of Alzheimer’s disease or mild cognitive
impairment. Their results indicated that football players with repeti-
tive concussion injuries (three or more) have a fivefold prevalence of
mild cognitive impairment and a threefold increase in self-reported

VOLUME 57 | NUMBER 4 | OCTOBER 2005 | 725



CASE 0:14-md-02551-SRN-BRT Document 938-1 Filed 03/07/18 Page 10 of 10

GUSKIEWICZ ET AL.

memory problems. The authors also suggest a ‘soft’ association be-
tween concussion and Alzheimer’s disease.

This is an interesting paper that poses an intriguing hypothesis
regarding the consequences of recurrent concussion, not only to create
short-term problems, but also to accelerate the decline of cognitive
function in later years. While tantalizing, the findings are soft. This
data is derived from a questionnaire administered to a group that may
have substantial bias, especially considering the recent reports and
concerns expressed by physicians and the media. How did the authors
pare down the original 2552 respondents to 758 whose memory ques-
tionnaires were analyzed? Figure one suggests an earlier onset of
Alzheimer’s disease in respondents aged less than 69 years, but the
trend corrects by the age of 75. If the hypothesis is correct, why
shouldn’t this early separation persist or widen over time?

As usual, the data in sports medicine is difficult to control. Despite
its shortcomings, it is reasonable that this paper should be published,
not on the basis of its science, but on its conjecture and the need for
neurosurgeons to be more aware of the current information in this area.

Arthur L. Day
Boston, Massachusetts

his latest manuscript on the relationship between cognitive im-

pairment and recurrent concussion focuses on players from the
National Football League. As in previous studies, there is an associ-
ation between the frequency of recurrent concussion, the development
of mild cognitive impairment, and the suggestion that Alzheimer’s
disease develops earlier in such patients. This trend is potentially of
interest, but a larger sample is necessary.

One concern with the manuscript is the lack of controls in other
sports where aggressive behavior is common but concussion is rela-
tively rare, such as in wrestling. There may be genetic linkage to
aggressive behavior and cognitive impairment later in life, which is
separate from concussion. Perhaps the link is unlikely, but such con-
trols in future studies would help support the hypothesis. Clearly, this
is an area of continuing interest and the authors work is important.

Lawrence F. Marshall
San Diego, California

U nfortunately, this manuscript reflects the low priority our society
places on the prevention of head injuries and the major sequelae.
It attempts to address the significant concern that repeated head
injury leads to brain damage. Injury prevention programs, such as
ThinkFirst, confront the lack of accurate studies on the potential
damage of head trauma such as those sustained by both amateur and
professional athletes.

The present study does not dispel uncertainties regarding the rela-
tionship between repeated concussions and subsequent onset of brain
disorders, most importantly Alzheimer’s disease. The study suffers
from lack of professionally obtained prospective data. The glaring

deficiency of this study is its reliance on questionnaires from patients
and relatives that were obtained retrospectively. Society must provide
the author with the necessary funds and incentive to do the study
correctly based on professionally obtained prospective data. Regret-
tably, the questions raised by the authors are of great importance to
society and remain unanswered.

Charles H. Tator
Toronto, Ontario, Canada

his is an extremely valuable contribution. Most concussion studies
focus on the days and weeks following the injury with the implicit
assumption that recovery to preinjury levels is the end of the issue.
The present paper provides strong suggestion that some residua of a
concussion may not become manifest until decades after the injury.
The study also provides a strong rationale for future studies focusing
on the effects of concussion on cognitive reserves, rather than simply
on performance in the immediate aftermath of injury. Moreover,
because the present study demonstrates a dose-response relation be-
tween concussion and future cognitive disorder, it highlights the
importance of reducing lifetime burden of concussion in athletes.
The authors are to be commended for clearly stating the limitations
of their retrospective self-report experimental design. However, the
‘gold-standard’ methodology would require a multi-decade prospec-
tive study. While I think the present findings support the need for a
prospective inception-cohort study on this question, this should not
overshadow the importance of the present findings and the impor-
tance of additional follow-up studies exploring the pathophysiologi-
cal underpinnings of the present findings.

Joseph Bleiberg
Neuropsychologist
Washington, D.C.

his is an important paper on the relationship between cerebral

concussion and subsequent cognitive impairment in retired pro-
fessional football players. Its major flaw, as the authors acknowledge,
is that the history of previous concussion was based on the players’
‘retrospective recall of injury events.” Nonetheless, their data strongly
suggests there is a cumulative deleterious effect of repeated concussion
on later cognitive function. It further emphasizes the need to enhance
protective measures that minimize concussion in contact sports and to
carefully follow players by documenting the number and severity of
concussive events throughout their careers. Finally, given the increasing
data concerning the long-term risk of greater cognitive impairment for
concussed individuals carrying the apolipoprotein E e4 allele, genetic
screening and counseling of individuals about to embark on a potentially
long career of contact sports should be considered.

Daniel F. Kelly
Los Angeles, California
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It's not concussions that cause CTE. It's repeated hits, a study finds
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Body

The neurodegenerative disease chronic traumatic encephalopathy can start early and without any signs of concussion,
according a study released Thursday.

The Alzheimer's-like disease has been most commonly associated with former professional football players, but has also been
detected in military veterans, including many who have been exposed to roadside bombs and other types of military blasts.

Previous studies have shown that repetitive hits to the head -- even without concussion -- can result in CTE, but scientists said
thisisthe most definitive study to date to find this connection.

"Now we have both the scientific proof, the pathol ogies to support it, and all the evidence to show that concussion is not linked
to long-term neurological disease," said Dr. Lee Goldstein, one of the authors on the study, published in the journal Brain.

Goldstein and his colleagues from Boston University evaluated the brains of four deceased athletes, ages 17 and 18 years old.
All four had died within a day to four months of receiving some sort of sport-related head injury and had a history of playing
football.

Brain changes detected by 24 hours

In all four brains, there were already changes to the brain that could be indicators of CTE, including leaky blood vessels and
abnormal buildups of the protein tau.

Some of these changes in the brain occurred as early as 24 hours after injury. Goldstein said one of the cases could be
diagnosed as early-stage CTE.

What researchers found under the microscope was striking, said Goldstein. "We're seeing the earliest pathology soon after one
of theseinjuries," he said.

The four specimens were compared to brains from four other athletes of similar age who had not experienced any recent head
trauma before death. The brainsin this group had no changes in their pathology.

Concussion 'not telling you anything about the brain'

While it seems likely that the recent head injuries could be the source of the brain changes, Goldstein said, "we can infer it, but
we can't proveit."
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To try and understand the source of the changes, Goldstein and his colleagues mimicked the experiences of the human brainsin

mouse models, by exposing mice to repeated head trauma, like that in football, and single blast head trauma, similar to military
combat.

The researchers found similar pathologies in both the mouse and human brains, regardless of the type of blast exposure they
had experienced. Goldstein and his colleagues also measured the mice for concussion-like symptoms by testing their arousal
and balance. They found that even without concussion, the mice exposed to the head trauma still exhibited changes in the brain.

Concussion is "not only not correlated, we can decouple it,” said Goldstein. He said that concussion itself is not the injury, but
rather the symptoms experienced from injury, such as memory impairment or loss of balance.

But not everyone experiences these symptoms, and so "by looking at concussion, it's not telling you anything about the brain or
CTE," he added.

Using anima models and computer modeling, Goldstein and his partners were able to see progression of the disease, finding
that as tau built up, it began to work its way through the brain.

Currently, the only way to diagnose CTE is with an autopsy after death. Researchers are working on finding biomarkers and
other indicators to help detect it in the living, with further hope that such findings can help lead to potential treatments.

Goldstein said that while the new work advanced understanding of the mechanisms underlying CTE, it's not clear how
frequently people experience these types of changesin the brain. "We don't know how to weight the information," he said.

But the risk of CTE is worrisome enough that children shouldn't be playing tackle football, said Pro Football Hall of Famer
Nick Buoniconti. The legendary Miami Dolphins player suffers from dementia and has been diagnosed with probable CTE.

"Now, CTE hastaken my life away. Y outh tackle football is all risk with no reward," he said.

Buoniconti and Goldstein joined other former players and researchers to launch the Concussion Legacy Foundation's Flag
Football Under 14 initiative on Thursday. The campaign aims to warn parents about the dangers of football's repetitive hits.

'It starts early. It persists

"I think [this research] really reinforces, as we have suspected, [the ided] that it's not concussion per se, it's the exposure to
multiple head impacts,” said Dr. Julian Bailes, the director of neurosurgery and co-director of NorthShore University
HealthSystem Neurological Institute, who was not involved in the study. Bailes was one of the first researchers to connect
repeated head traumato neurological damage in football players.

A recent evaluation from Boston University's CTE Center found that 110 of 111 former NFL players had been diagnosed with
the disease. However, there is a potential bias, as many of the studied brains came from players who experienced clinical CTE
symptoms when living, such as memory loss, rage and mood swings.

In addition, scientists are also trying to unravel the role other factors play in the disease -- factors such as genetics, how early
someone is exposed to head trauma, and how long they've been exposed to trauma.

Whileit's not clear how common CTE is, Goldstein said the brains examined in the new study are awarning.

"CTE develops early, soon after injury. It doesn't take years, or decades. It starts early. It persists. And all of our evidence to
date showsiit's progressive.”

Goldstein hopes policy makers, professional players and parents heed the warning that CTE can develop early -- and that focus
on concussions doesn't reduce the risk. Instead he said it was important to focus on ways about how to reduce total overall
exposure to repeated hits, such as limiting head-to-head contact.

"Most hits to the head are not concussive ... but no one is paying any attention to them," said Goldstein.

But, he remains optimistic for the future of football.
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"Y ou can play football differently. There are all sorts of waysto do it more safely,” he said.

L oad-Date: January 19, 2018
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Code of Federal Regulations
Title 21. Food and Drugs
Chapter I. Food and Drug Administration, Department of Health and Human Services (Refs & Annos)
Subchapter C. Drugs: General
Part 201. Labeling (Refs & Annos)
Subpart B. Labeling Requirements for Prescription Drugs and/or Insulin

21 C.F.R. § 201.57

§ 201.57 Specific requirements on content and format of labeling for human
prescription drug and biological products described in § 201.56(b)(1).

Effective: June 30, 2015
Currentness

The requirements in this section apply only to prescription drug products described in § 201.56(b)(1) and must be

implemented according to the schedule specified in § 201.56(c), except for the requirement in paragraph (c)(18) of

this section to reprint any FDA-approved patient labeling at the end of prescription drug labeling or accompany the
prescription drug labeling, which must be implemented no later than June 30, 2007.

(a) Highlights of prescribing information. The following information must appear in all prescription drug labeling:

(1) Highlights limitation statement. The verbatim statement “These highlights do not include all the information
needed to use (insert name of drug product) safely and effectively. See full prescribing information for (insert name
of drug product).”

(2) Drug names, dosage form, route of administration, and controlled substance symbol. The proprietary name and
the established name of the drug, if any, as defined in section 502(¢)(3) of the Federal Food, Drug, and Cosmetic Act
(the act) or, for biological products, the proper name (as defined in § 600.3 of this chapter) including any appropriate
descriptors. This information must be followed by the drug's dosage form and route of administration. For
controlled substances, the controlled substance symbol designating the schedule in which the controlled substance
is listed must be included as required by § 1302.04 of this chapter.

(3) Initial U.S. approval. The verbatim statement “Initial U.S. Approval” followed by the four-digit year in which
FDA initially approved a new molecular entity, new biological product, or new combination of active ingredients.
The statement must be placed on the line immediately beneath the established name or, for biological products,
proper name of the product.

(4) Boxed warning. A concise summary of any boxed warning required by paragraph (c)(1) of this section, not to
exceed a length of 20 lines. The summary must be preceded by a heading, in upper-case letters, containing the word
“WARNING” and other words that are appropriate to identify the subject of the warning. The heading and the
summary must be contained within a box and bolded. The following verbatim statement must be placed immediately
following the heading of the boxed warning: “See full prescribing information for complete boxed warning.”
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(5) Recent major changes. A list of the section(s) of the full prescribing information, limited to the labeling sections
described in paragraphs (c)(1), (c)(2), (c)(3), (c)(5), and (c)(6) of this section, that contain(s) substantive labeling
changes that have been approved by FDA or authorized under § 314.70(c)(6) or (d)(2), or § 601.12(f)(1) through
(H(3) of this chapter. The heading(s) and, if appropriate, the subheading(s) of the labeling section(s) affected by
the change must be listed together with each section's identifying number and the date (month/year) on which the
change was incorporated in labeling. These labeling sections must be listed in the order in which they appear in the
full prescribing information. A changed section must be listed under this heading in Highlights for at least 1 year
after the date of the labeling change and must be removed at the first printing subsequent to the 1 year period.

(6) Indications and usage. A concise statement of each of the product's indications, as required under paragraph
(c)(2) of this section, with any appropriate subheadings. Major limitations of use (e.g., lack of effect in particular
subsets of the population, or second line therapy status) must be briefly noted. If the product is a member of an
established pharmacologic class, the concise statement under this heading in Highlights must identify the class in
the following manner: “(Drug) is a (name of class) indicated for (indication(s)).”

(7) Dosage and administration. A concise summary of the information required under paragraph (c)(3) of this
section, with any appropriate subheadings, including the recommended dosage regimen, starting dose, dose range,
critical differences among population subsets, monitoring recommendations, and other clinically significant clinical
pharmacologic information.

(8) Dosage forms and strengths. A concise summary of the information required under paragraph (c)(4) of this
section, with any appropriate subheadings (e.g., tablets, capsules, injectable, suspension), including the strength or
potency of the dosage form in metric system (e.g., 10-milligram tablets) and whether the product is scored.

(9) Contraindications. A concise statement of each of the product's contraindications, as required under paragraph
(c)(5) of this section, with any appropriate subheadings.

(10) Warnings and precautions. A concise summary of the most clinically significant information required under
paragraph (c)(6) of this section, with any appropriate subheadings, including information that would affect decisions
about whether to prescribe a drug, recommendations for patient monitoring that are critical to safe use of the drug,
and measures that can be taken to prevent or mitigate harm.

(11) Adverse reactions.

(1) A list of the most frequently occurring adverse reactions, as described in paragraph (c)(7) of this section, along
with the criteria used to determine inclusion (e.g., incidence rate). Adverse reactions important for other reasons
(e.g., because they are serious or frequently lead to discontinuation or dosage adjustment) must not be repeated
under this heading in Highlights if they are included elsewhere in Highlights (e.g., Warnings and Precautions,
Contraindications).

(i) For drug products other than vaccines, the verbatim statement “To report SUSPECTED ADVERSE
REACTIONS, contact (insert name of manufacturer) at (insert manufacturer's phone number) or FDA at (insert
current FDA phone number and Web address for voluntary reporting of adverse reactions).”
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(iii) For vaccines, the verbatim statement “To report SUSPECTED ADVERSE REACTIONS, contact (insert name
of manufacturer) at (insert manufacturer's phone number) or VAERS at (insert the current VAERS phone number
and Web address for voluntary reporting of adverse reactions).”

(iv) For manufacturers with a Web site for voluntary reporting of adverse reactions, the Web address of the direct
link to the site.

(12) Drug interactions. A concise summary of the information required under paragraph (c)(8) of this section, with
any appropriate subheadings.

(13) Use in specific populations. A concise summary of the information required under paragraph (c)(9) of this
section, with any appropriate subheadings.

(14) Patient counseling information statement. The verbatim statement “See 17 for Patient Counseling Information”
or, if the product has FDA-approved patient labeling, the verbatim statement “See 17 for Patient Counseling
Information and (insert either FDA-approved patient labeling or Medication Guide).”

(15) Revision date. The date of the most recent revision of the labeling, identified as such, placed at the end of
Highlights.

(b) Full prescribing information: Contents. Contents must contain a list of each heading and subheading required in the
full prescribing information under § 201.56(d)(1), if not omitted under § 201.56(d)(4), preceded by the identifying number
required under § 201.56(d)(1). Contents must also contain any additional subheading(s) included in the full prescribing
information preceded by the identifying number assigned in accordance with § 201.56(d)(2).

(c) Full prescribing information. The full prescribing information must contain the information in the order required
under paragraphs (c)(1) through (c)(18) of this section, together with the headings, subheadings, and identifying numbers
required under § 201.56(d)(1), unless omitted under § 201.56(d)(4). If additional subheadings are used within a labeling
section, they must be preceded by the identifying number assigned in accordance with § 201.56(d)(2).

(1) Boxed warning. Certain contraindications or serious warnings, particularly those that may lead to death or
serious injury, may be required by the FDA to be presented in a box. The boxed warning ordinarily must be based
on clinical data, but serious animal toxicity may also be the basis of a boxed warning in the absence of clinical
data. The box must contain, in uppercase letters, a heading inside the box that includes the word “WARNING”
and conveys the general focus of the information in the box. The box must briefly explain the risk and refer to
more detailed information in the “Contraindications” or “Warnings and Precautions” section, accompanied by the
identifying number for the section or subsection containing the detailed information.

(2) 1 Indications and usage. This section must state that the drug is indicated for the treatment, prevention,
mitigation, cure, or diagnosis of a recognized disease or condition, or of a manifestation of a recognized disease or
condition, or for the relief of symptoms associated with a recognized disease or condition.
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(1) This section must include the following information when the conditions listed are applicable:

(A) If the drug is used for an indication only in conjunction with a primary mode of therapy (e.g., diet, surgery,
behavior changes, or some other drug), a statement that the drug is indicated as an adjunct to that mode of

therapy.

(B) If evidence is available to support the safety and effectiveness of the drug or biological product only in
selected subgroups of the larger population (e.g., patients with mild disease or patients in a special age group),
or if the indication is approved based on a surrogate endpoint under § 314.510 or § 601.41 of this chapter, a

succinct description of the limitations of usefulness of the drug and any uncertainty about anticipated clinical

benefits, with reference to the “Clinical Studies™ section for a discussion of the available evidence.

(C) If specific tests are necessary for selection or monitoring of the patients who need the drug (e.g., microbe

susceptibility tests), the identity of such tests.

(D) If information on limitations of use or uncertainty about anticipated clinical benefits is relevant to the
recommended intervals between doses, to the appropriate duration of treatment when such treatment should
be limited, or to any modification of dosage, a concise description of the information with reference to the more

detailed information in the “Dosage and Administration” section.

(E) If safety considerations are such that the drug should be reserved for specific situations (e.g., cases refractory

to other drugs), a statement of the information.

(F) If there are specific conditions that should be met before the drug is used on a long term basis (e.g.,

demonstration of responsiveness to the drug in a short term trial in a given patient), a statement of the
conditions; or, if the indications for long term use are different from those for short term use, a statement of

the specific indications for each use.

(i1) If there is a common belief that the drug may be effective for a certain use or if there is a common use of the drug
for a condition, but the preponderance of evidence related to the use or condition shows that the drug is ineffective
or that the therapeutic benefits of the product do not generally outweigh its risks, FDA may require that this section

state that there is a lack of evidence that the drug is effective or safe for that use or condition.

(ii1) Any statements comparing the safety or effectiveness of the drug with other agents for the same indication must,
except for biological products, be supported by substantial evidence derived from adequate and well-controlled
studies as defined in § 314.126(b) of this chapter unless this requirement is waived under § 201.58 or § 314.126(c) of

this chapter. For biological products, such statements must be supported by substantial evidence.

(iv) For drug products other than biological products, all indications listed in this section must be supported by
substantial evidence of effectiveness based on adequate and well-controlled studies as defined in § 314.126(b) of this
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chapter unless the requirement is waived under § 201.58 or § 314.126(c) of this chapter. Indications or uses must not
be implied or suggested in other sections of the labeling if not included in this section.

(v) For biological products, all indications listed in this section must be supported by substantial evidence of
effectiveness. Indications or uses must not be implied or suggested in other sections of the labeling if not included
in this section.

(3) 2 Dosage and administration.
(1) This section must state the recommended dose and, as appropriate:
(A) The dosage range,

(B) An upper limit beyond which safety and effectiveness have not been established, or beyond which increasing
the dose does not result in increasing effectiveness,

(C) Dosages for each indication and subpopulation,

(D) The intervals recommended between doses,

(E) The optimal method of titrating dosage,

(F) The usual duration of treatment when treatment duration should be limited,

(G) Dosing recommendations based on clinical pharmacologic data (e.g., clinically significant food effects),

(H) Modification of dosage needed because of drug interactions or in special patient populations (e.g., in
children, in geriatric age groups, in groups defined by genetic characteristics, or in patients with renal or hepatic
disease),

(I) Important considerations concerning compliance with the dosage regimen,

(J) Efficacious or toxic concentration ranges and therapeutic concentration windows of the drug or its
metabolites, if established and clinically significant. Information on therapeutic drug concentration monitoring
(TDM) must also be included in this section when TDM is necessary.

(i1) Dosing regimens must not be implied or suggested in other sections of the labeling if not included in this section.
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(iii) Radiation dosimetry information must be stated for both the patient receiving a radioactive drug and the person
administering it.

(iv) This section must also contain specific direction on dilution, preparation (including the strength of the
final dosage solution, when prepared according to instructions, in terms of milligrams of active ingredient per
milliliter of reconstituted solution, unless another measure of the strength is more appropriate), and administration
of the dosage form, if needed (e.g., the rate of administration of parenteral drug in milligrams per minute;
storage conditions for stability of the reconstituted drug, when important; essential information on drug
incompeatibilities if the drug is mixed in vitro with other drugs or diluents; and the following verbatim statement for
parenterals: “Parenteral drug products should be inspected visually for particulate matter and discoloration prior
to administration, whenever solution and container permit.”)

(4) 3 Dosage forms and strengths. This section must contain information on the available dosage forms to which
the labeling applies and for which the manufacturer or distributor is responsible, including:

(1) The strength or potency of the dosage form in metric system (e.g., 10 milligram tablets), and, if the apothecary
system is used, a statement of the strength in parentheses after the metric designation; and

(i1) A description of the identifying characteristics of the dosage forms, including shape, color, coating, scoring,
and imprinting, when applicable. The National Drug Code number(s) for the drug product must not be included
in this section.

(5) 4 Contraindications. This section must describe any situations in which the drug should not be used because
the risk of use (e.g., certain potentially fatal adverse reactions) clearly outweighs any possible therapeutic benefit.
Those situations include use of the drug in patients who, because of their particular age, sex, concomitant therapy,
disease state, or other condition, have a substantial risk of being harmed by the drug and for whom no potential
benefit makes the risk acceptable. Known hazards and not theoretical possibilities must be listed (e.g., if severe
hypersensitivity to the drug has not been demonstrated, it should not be listed as a contraindication). If no
contraindications are known, this section must state “None.”

(6) 5 Warnings and precautions.

(1) General. This section must describe clinically significant adverse reactions (including any that are potentially
fatal, are serious even if infrequent, or can be prevented or mitigated through appropriate use of the drug), other
potential safety hazards (including those that are expected for the pharmacological class or those resulting from
drug/drug interactions), limitations in use imposed by them (e.g., avoiding certain concomitant therapy), and steps
that should be taken if they occur (e.g., dosage modification). The frequency of all clinically significant adverse
reactions and the approximate mortality and morbidity rates for patients experiencing the reaction, if known and
necessary for the safe and effective use of the drug, must be expressed as provided under paragraph (c)(7) of this
section. In accordance with §§ 314.70 and 601.12 of this chapter, the labeling must be revised to include a warning
about a clinically significant hazard as soon as there is reasonable evidence of a causal association with a drug; a
causal relationship need not have been definitely established. A specific warning relating to a use not provided for
under the “Indications and Usage” section may be required by FDA in accordance with sections 201(n) and 502(a)
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of the act if the drug is commonly prescribed for a disease or condition and such usage is associated with a clinically
significant risk or hazard.

(1) Other special care precautions. This section must contain information regarding any special care to be exercised
by the practitioner for safe and effective use of the drug (e.g., precautions not required under any other specific
section or subsection).

(iii) Monitoring: Laboratory tests. This section must identify any laboratory tests helpful in following the patient's
response or in identifying possible adverse reactions. If appropriate, information must be provided on such factors
as the range of normal and abnormal values expected in the particular situation and the recommended frequency
with which tests should be performed before, during, and after therapy.

(iv) Interference with laboratory tests. This section must briefly note information on any known interference by
the product with laboratory tests and reference the section where the detailed information is presented (e.g., “Drug
Interactions” section).

(7) 6 Adverse reactions. This section must describe the overall adverse reaction profile of the drug based on the
entire safety database. For purposes of prescription drug labeling, an adverse reaction is an undesirable effect,
reasonably associated with use of a drug, that may occur as part of the pharmacological action of the drug or may
be unpredictable in its occurrence. This definition does not include all adverse events observed during use of a drug,
only those adverse events for which there is some basis to believe there is a causal relationship between the drug
and the occurrence of the adverse event.

(1) Listing of adverse reactions. This section must list the adverse reactions that occur with the drug and with drugs
in the same pharmacologically active and chemically related class, if applicable. The list or lists must be preceded
by the information necessary to interpret the adverse reactions (e.g., for clinical trials, total number exposed, extent
and nature of exposure).

(i) Categorization of adverse reactions. Within a listing, adverse reactions must be categorized by body system, by
severity of the reaction, or in order of decreasing frequency, or by a combination of these, as appropriate. Within
a category, adverse reactions must be listed in decreasing order of frequency. If frequency information cannot be
reliably determined, adverse reactions must be listed in decreasing order of severity.

(A) Clinical trials experience. This section must list the adverse reactions identified in clinical trials that occurred
at or above a specified rate appropriate to the safety database. The rate of occurrence of an adverse reaction
for the drug and comparators (e.g., placebo) must be presented, unless such data cannot be determined or
presentation of comparator rates would be misleading. If adverse reactions that occurred below the specified
rate are included, they must be included in a separate listing. If comparative rates of occurrence cannot be
reliably determined (e.g., adverse reactions were observed only in the uncontrolled trial portion of the overall
safety database), adverse reactions must be grouped within specified frequency ranges as appropriate to the
safety database for the drug (e.g., adverse reactions occurring at a rate of less than 1/100, adverse reactions
occurring at a rate of less than 1/500) or descriptively identified, if frequency ranges cannot be determined. For
adverse reactions with significant clinical implications, the listings must be supplemented with additional detail
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about the nature, frequency, and severity of the adverse reaction and the relationship of the adverse reaction
to drug dose and demographic characteristics, if data are available and important.

(B) Postmarketing experience. This section of the labeling must list the adverse reactions, as defined in
paragraph (c)(7) of this section, that are identified from domestic and foreign spontancous reports. This listing
must be separate from the listing of adverse reactions identified in clinical trials.

(iii) Comparisons of adverse reactions between drugs. For drug products other than biological products, any claim
comparing the drug to which the labeling applies with other drugs in terms of frequency, severity, or character of
adverse reactions must be based on adequate and well-controlled studies as defined in § 314.126(b) of this chapter
unless this requirement is waived under § 201.58 or § 314.126(c) of this chapter. For biological products, any such
claim must be based on substantial evidence.

(8) 7 Drug interactions.

(1) This section must contain a description of clinically significant interactions, either observed or predicted, with
other prescription or over-the-counter drugs, classes of drugs, or foods (e.g., dietary supplements, grapefruit juice),
and specific practical instructions for preventing or managing them. The mechanism(s) of the interaction, if known,
must be briefly described. Interactions that are described in the “Contraindications” or “Warnings and Precautions”
sections must be discussed in more detail under this section. Details of drug interaction pharmacokinetic studies
that are included in the “Clinical Pharmacology” section that are pertinent to clinical use of the drug must not be
repeated in this section.

(i) This section must also contain practical guidance on known interference of the drug with laboratory tests.

(9) 8 Use in specific populations. This section must contain the following subsections:

(1) 8.1 Pregnancy. This subsection of the labeling must contain the following information in the following order
under the subheadings “Pregnancy Exposure Registry,” “Risk Summary,” “Clinical Considerations,” and “Data”:

(A) Pregnancy exposure registry. If there is a scientifically acceptable pregnancy exposure registry for the drug,
contact information needed to enroll in the registry or to obtain information about the registry must be provided
following the statement: “There is a pregnancy exposure registry that monitors pregnancy outcomes in women
exposed to (name of drug) during pregnancy.”

(B) Risk summary. The Risk Summary must contain risk statement(s) based on data from all relevant sources
(human, animal, and/or pharmacologic) that describe, for the drug, the risk of adverse developmental outcomes
(i.e., structural abnormalities, embryo-fetal and/or infant mortality, functional impairment, alterations to
growth). When multiple data sources are available, the statements must be presented in the following order:
Human, animal, pharmacologic. The source(s) of the data must be stated. The labeling must state the
percentage range of live births in the United States with a major birth defect and the percentage range of
pregnancies in the United States that end in miscarriage, regardless of drug exposure. If such information
is available for the population(s) for which the drug is labeled, it must also be included. When use of a
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drug is contraindicated during pregnancy, this information must be stated first in the Risk Summary. When
applicable, risk statements as described in paragraphs (¢)(9)(1)(B)(1) and (2) of this section must include a cross-
reference to additional details in the relevant portion of the “Data” subheading in the “Pregnancy” subsection
of the labeling. If data demonstrate that a drug is not systemically absorbed following a particular route of
administration, the Risk Summary must contain only the following statement: “(Name of drug) is not absorbed
systemically following (route of administration), and maternal use is not expected to result in fetal exposure
to the drug.”

(1) Risk statement based on human data. When human data are available that establish the presence
or absence of any adverse developmental outcome(s) associated with maternal use of the drug, the Risk
Summary must summarize the specific developmental outcome(s); their incidence; and the effects of dose,
duration of exposure, and gestational timing of exposure. If human data indicate that there is an increased
risk for a specific adverse developmental outcome in infants born to women exposed to the drug during
pregnancy, this risk must be quantitatively compared to the risk for the same outcome in infants born to
women who were not exposed to the drug but who have the disease or condition for which the drug is
indicated to be used. When risk information is not available for women with the disease or condition for
which the drug is indicated, the risk for the specific outcome must be compared to the rate at which the
outcome occurs in the general population. The Risk Summary must state when there are no human data
or when available human data do not establish the presence or absence of drug-associated risk.

(2) Risk statement based on animal data. When animal data are available, the Risk Summary must
summarize the findings in animals and based on these findings, describe, for the drug, the potential risk
of any adverse developmental outcome(s) in humans. This statement must include: The number and
type(s) of species affected, timing of exposure, animal doses expressed in terms of human dose or exposure
equivalents, and outcomes for pregnant animals and offspring. When animal studies do not meet current
standards for nonclinical developmental toxicity studies, the Risk Summary must so state. When there are
no animal data, the Risk Summary must so state.

(3) Risk statement based on pharmacology. When the drug has a well-understood mechanism of action
that may result in adverse developmental outcome(s), the Risk Summary must explain the mechanism of
action and the potential associated risks.

(C) Clinical considerations. Under the subheading “Clinical Considerations,” the labeling must provide
relevant information, to the extent it is available, under the headings “Disease-associated maternal and/or
embryo/fetal risk,” “Dose adjustments during pregnancy and the postpartum period,” “Maternal adverse
reactions,” “Fetal/Neonatal adverse reactions,” and “Labor or delivery™:

(1) Disease-associated maternal and/or embryo/fetal risk. If there is a serious known or potential risk to
the pregnant woman and/or the embryo/fetus associated with the disease or condition for which the drug
is indicated to be used, the labeling must describe the risk.

(2) Dose adjustments during pregnancy and the postpartum period. If there are pharmacokinetic data that
support dose adjustment(s) during pregnancy and the postpartum period, a summary of this information
must be provided.
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(3) Maternal adverse reactions. If use of the drug is associated with a maternal adverse reaction that is
unique to pregnancy or if a known adverse reaction occurs with increased frequency or severity in pregnant
women, the labeling must describe the adverse reaction and available intervention(s) for monitoring or
mitigating the reaction. The labeling must describe, if known, the effect of dose, timing, and duration of
exposure on the risk to the pregnant woman of experiencing the adverse reaction.

(4) Fetal/Neonatal adverse reactions. If it is known or anticipated that treatment of the pregnant woman
increases or may increase the risk of an adverse reaction in the fetus or neonate, the labeling must
describe the adverse reaction, the potential severity and reversibility of the adverse reaction, and available
intervention(s) for monitoring or mitigating the reaction. The labeling must describe, if known, the effect
of dose, timing, and duration of exposure on the risk.

(5) Labor or delivery. If the drug is expected to affect labor or delivery, the labeling must provide
information about the effect of the drug on the pregnant woman and the fetus or neonate; the effect of the
drug on the duration of labor and delivery; any increased risk of adverse reactions, including their potential
severity and reversibility; and must provide information about available intervention(s) that can mitigate
these effects and/or adverse reactions. The information described under this heading is not required for
drugs approved for use only during labor and delivery.

(D) Data—

(1) “Data” subheading. Under the subheading “Data,” the labeling must describe the data that are the
basis for the Risk Summary and Clinical Considerations.

(2) Human and animal data headings. Human and animal data must be presented separately, beneath the
headings “Human Data” and “Animal Data,” and human data must be presented first.

(3) Description of human data. For human data, the labeling must describe adverse developmental
outcomes, adverse reactions, and other adverse effects. To the extent applicable, the labeling must describe
the types of studies or reports, number of subjects and the duration of each study, exposure information,
and limitations of the data. Both positive and negative study findings must be included.

(4) Description of animal data. For animal data, the labeling must describe the following: Types of studies,
animal species, dose, duration and timing of exposure, study findings, presence or absence of maternal
toxicity, and limitations of the data. Description of maternal and offspring findings must include dose-
response and severity of adverse developmental outcomes. Animal doses or exposures must be described
in terms of human dose or exposure equivalents and the basis for those calculations must be included.

(i1) 8.2 Lactation. This subsection of the labeling must contain the following information in the following order
under the subheadings “Risk Summary,” “Clinical Considerations,” and “Data”:
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(A) Risk summary. When relevant human and/or animal lactation data are available, the Risk Summary must
include a cross-reference to the “Data” subheading in the “Lactation” subsection of the labeling. When human
data are available, animal data must not be included unless the animal model is specifically known to be
predictive for humans. When use of a drug is contraindicated during breastfeeding, this information must be
stated first in the Risk Summary.

(1) Drug not absorbed systemically. If data demonstrate that the drug is not systemically absorbed by the
mother, the Risk Summary must contain only the following statement: “(Name of drug) is not absorbed
systemically by the mother following (route of administration), and breastfeeding is not expected to result
in exposure of the child to (name of drug).”

(2) Drug absorbed systemically. If the drug is absorbed systemically, the Risk Summary must describe the
following to the extent relevant information is available:

(i) Presence of drug in human milk. The Risk Summary must state whether the drug and/or its active
metabolite(s) are present in human milk. If there are no data to assess this, the Risk Summary must so state.
If studies demonstrate that the drug and/or its active metabolite(s) are not detectable in human milk, the
Risk Summary must state the limits of the assay used. If studies demonstrate the presence of the drug and/
or its active metabolite(s) in human milk, the Risk Summary must state the concentration of the drug and/
or its active metabolite(s) in human milk and the actual or estimated daily dose for an infant fed exclusively
with human milk. The actual or estimated amount of the drug and/or its active metabolite(s) ingested by
the infant must be compared to the labeled infant or pediatric dose, if available, or to the maternal dose.
If studies demonstrate the presence of the drug and/or its active metabolite(s) in human milk but the drug
and/or its active metabolite(s) are not expected to be systemically bioavailable to the breast-fed child, the
Risk Summary must describe the disposition of the drug and/or its active metabolite(s). If only animal
lactation data are available, the Risk Summary must state only whether or not the drug and/or its active
metabolite(s) were detected in animal milk and specify the animal species.

(i1) Effects of drug on the breast-fed child. The Risk Summary must include information, on the known or
predicted effects on the child from exposure to the drug and/or its active metabolite(s) through human milk
or from contact with breast or nipple skin (for topical products). The Risk Summary also must include
information on systemic and/or local adverse reactions. If there are no data to assess the effects of the drug
and/or its active metabolite(s) on the breast-fed child, the Risk Summary must so state.

(ii1) Effects of drug on milk production. The Risk Summary must describe the effects of the drug and/or
its active metabolite(s) on milk production. If there are no data to assess the effects of the drug and/or its
active metabolite(s) on milk production, the Risk Summary must so state.

(3) Risk and benefit statement. For drugs absorbed systemically, unless breastfeeding is contraindicated
during drug therapy, the following risk and benefit statement must appear at the end of the Risk Summary:
“The developmental and health benefits of breastfeeding should be considered along with the mother's
clinical need for (name of drug) and any potential adverse effects on the breast-fed child from (name of
drug) or from the underlying maternal condition.”
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(B) Clinical considerations. Under “Clinical Considerations,” the following information must be provided to
the extent it is available and relevant:

(1) Minimizing exposure. The labeling must describe ways to minimize exposure in the breast-fed child if:
The drug and/or its active metabolite(s) are present in human milk in clinically relevant concentrations;
the drug does not have an established safety profile in infants; and the drug is used either intermittently,
in single doses, or for short courses of therapy. When applicable, the labeling must also describe ways to
minimize a breast-fed child's oral intake of topical drugs applied to the breast or nipple skin.

(2) Monitoring for adverse reactions. The labeling must describe available intervention(s) for monitoring
or mitigating the adverse reaction(s) presented in the Risk Summary.

(C) Data. Under the subheading “Data,” the labeling must describe the data that are the basis for the Risk
Summary and Clinical Considerations.

(iii) 8.3 Females and males of reproductive potential. When pregnancy testing and/or contraception are required or
recommended before, during, or after drug therapy and/or when there are human and/or animal data that suggest
drug-associated fertility effects, this subsection of labeling must contain this information under the subheadings
“Pregnancy Testing,” “Contraception,” and “Infertility,” in that order.

(iv) 8.4 Pediatric use.

(A) Pediatric population(s)/pediatric patient(s): For the purposes of paragraphs (c)(9)(iv)(B) through (c)(9)(iv)
(H) of this section, the terms pediatric population(s) and pediatric patient(s) are defined as the pediatric age
group, from birth to 16 years, including age groups often called neonates, infants, children, and adolescents.

(B) If there is a specific pediatric indication different from those approved for adults that is supported by
adequate and well-controlled studies in the pediatric population, it must be described under the “Indications
and Usage” section, and appropriate pediatric dosage information must be given under the “Dosage and
Administration” section. The “Pediatric use” subsection must cite any limitations on the pediatric indication,
need for specific monitoring, specific hazards associated with use of the drug in any subsets of the pediatric
population (e.g., neonates), differences between pediatric and adult responses to the drug, and other
information related to the safe and effective pediatric use of the drug. Data summarized in this subsection
should be discussed in more detail, if appropriate, under the “Clinical Pharmacology” or “Clinical Studies”
section. As appropriate, this information must also be contained in the “Contraindications” and/or “Warnings
and Precautions” section(s).

(C) If there are specific statements on pediatric use of the drug for an indication also approved for
adults that are based on adequate and well-controlled studies in the pediatric population, they must be
summarized in the “Pediatric use” subsection and discussed in more detail, if appropriate, under the “Clinical
Pharmacology” and “Clinical Studies” sections. Appropriate pediatric dosage must be given under the “Dosage
and Administration” section. The “Pediatric use” subsection of the labeling must also cite any limitations on
the pediatric use statement, need for specific monitoring, specific hazards associated with use of the drug in
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any subsets of the pediatric population (e.g., neonates), differences between pediatric and adult responses to
the drug, and other information related to the safe and effective pediatric use of the drug. As appropriate, this
information must also be contained in the “Contraindications” and/or “Warnings and Precautions” section(s).

(D)(1) When a drug is approved for pediatric use based on adequate and well-controlled studies in adults with
other information supporting pediatric use, the “Pediatric use” subsection of the labeling must contain either
the following statement or a reasonable alternative:

The safety and effectiveness of (drug name) have been established in the age groups _____ to ____ (note any
limitations, e.g., no data for pediatric patients under 2, or only applicable to certain indications approved in
adults). Use of (drug name) in these age groups is supported by evidence from adequate and well-controlled
studies of (drug name) in adults with additional data (insert wording that accurately describes the data
submitted to support a finding of substantial evidence of effectiveness in the pediatric population).

(2) Data summarized in the preceding prescribed statement in this subsection must be discussed in
more detail, if appropriate, under the “Clinical Pharmacology” or the “Clinical Studies” section. For
example, pediatric pharmacokinetic or pharmacodynamic studies and dose response information should
be described in the “Clinical Pharmacology” section. Pediatric dosing instructions must be included in the
“Dosage and Administration” section. Any differences between pediatric and adult responses, need for
specific monitoring, dosing adjustments, and any other information related to safe and effective use of the
drug in pediatric patients must be cited briefly in the “Pediatric use” subsection and, as appropriate, in the
“Contraindications,” “Warnings and Precautions,” and “Dosage and Administration” sections.

(E) If the requirements for a finding of substantial evidence to support a pediatric indication or a pediatric use
statement have not been met for a particular pediatric population, the “Pediatric use” subsection must contain
an appropriate statement such as “Safety and effectiveness in pediatric patients below the age of ( ) have not
been established.” If use of the drug in this pediatric population is associated with a specific hazard, the hazard

must be described in this subsection, or, if appropriate, the hazard must be stated in the “Contraindications”
or “Warnings and Precautions” section and this subsection must refer to it.

(F) If the requirements for a finding of substantial evidence to support a pediatric indication or a pediatric use
statement have not been met for any pediatric population, this subsection must contain the following statement:
“Safety and effectiveness in pediatric patients have not been established.” If use of the drug in premature or
neonatal infants, or other pediatric subgroups, is associated with a specific hazard, the hazard must be described
in this subsection, or, if appropriate, the hazard must be stated in the “Contraindications” or “Warnings and
Precautions” section and this subsection must refer to it.

(G) If the sp