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Predictors of atopic dermatitis severity over time

Mohamed A. Ben-Gashir, MBBCh, Dip Derm, PhD,* Paul T. Seed, MSc,? and
Roderick J. Hay, DM, FRCP, FRCPath®
London and Northern Ireland, United Kingdom

Background: Atopic dermatitis (AD) is a chronic relapsing disease that has increased in prevalence during
the last 4 decades. However, little is known about factors that affect disease severity.

Methods: We carried out a longitudinal observational study that included children aged 5 to 10 years
recruited from general practices in the United Kingdom. General practitioners identified potential patients
and the United Kingdom diagnostic criteria for AD were used to verify the diagnosis in children. The scoring
AD index was used to assess disease severity. In addition, information was obtained from parents at the first
interview as to age of onset, social class, ethnic group, child’s atopy, family history of atopy, and other
potential risk factors using a 5-page piloted questionnaire. The aim was to document risk factors for AD
severity over time by sequential repeated interview and clinical examination during a 2-year period. The
scoring AD index was skewed to the right so nonparametric tests were used for statistical significance.

Results: In all, 137 children (65 boys [47%] and 72 girls) with AD were recruited and seen up to 4 times;
40 in March 1998, 104 in October 1998, 116 in March 1999, and 120 at the final visit in October 1999, giving
our study an 88% follow-up rate. The severity scores were ranked into 3 categories (80% mild, 18%
moderate, and 2% severe) according to suggested guidelines. From this population we were able to show
that those with eczema that commenced during the first year of life, which was accompanied by asthma,
hay fever, or both, and associated with living in an urban area, had more severe disease independent of
other potential risk factors.

Conclusion: This study has systematically studied AD severity in a community-based design. Researchers
and clinicians should be aware of those factors reported in our study as patients exposed to these factors
may have a different disease outcome. Further studies on disease severity are needed. (J Am Acad Dermatol

2004;50:349-56.)

topic dermatitis (AD) is a chronic, itchy, re-
lapsing disease.? The prevalence has been
shown to be increasing during the last 4
decades,>% but there is little known about those
factors that may affect disease severity. More specif-
ically AD severity has not been documented, in a
systematic way, in a community setting where 75%
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of skin problems are managed,> because it is only in
the last 12 years that dermatologists have developed
standardized systems of severity assessment such as
the scoring AD (SCORAD) index.°

The primary aim of this study was to investigate
risk factors that may have an effect on disease se-
verity over time (averaging disease severity over
periods of time). The secondary aim of this study
was to document the impact of AD on children’s and
family’s quality of life at a point in time and during
a period of time, and to investigate the relationship
between disease severity and quality-of-life score,
and this has been reported previously.”# This study
was carried out in a primary care setting, where the
vast majority of cases are managed.>

METHODS
Ethical approval

The study had the ethical approval of St Thomas’
Hospital Research Ethics Committee, London,
United Kingdom, for the London-based population
and of Dyfed Powys Research Ethics Committee for
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the mid-Wales population. Parents signed a consent
form and they, and the children, had the right to
withdraw from the study at any time.

Study design

A longitudinal study design was implemented.
The sample included 2 populations recruited
through general practices: inner-city South London
(Lambeth, Southwark, Lewisham, and Greenwich);
and rural mid-Wales (Rhayader, Caersws, and New-
town) in the United Kingdom. The first area sur-
veyed, South London, had the highest population
density whereas the second area, mid-Wales, had
the lowest population density in the United King-
dom. The 3 practices in mid-Wales, United King-
dom, were in the middle of a rural area; those from
the urban areas of mid-Wales were excluded from
the mailing list according to population density. In-
terview and clinical examination of patients took
place during the months of March 1998, October
1998, March 1999, and October 1999. The last fol-
low-up period started in October 1999 at which time
no new patients were examined.

Patients

General practitioners were told that access to pa-
tient notes was not required. Travel expenses were
refunded but patients were not offered any payment
for their participation. The list of potential patients
included all patients 5 to 10 years old (date of birth:
January 1, 1988-December 31, 1992) whose diagno-
sis was coded for eczema or dermatitis. Details of
those receiving repeated prescriptions for emollients
were used by some of the general practitioners to
supplement the list of potential patients. After re-
ceiving the list of patients, all parents of children
were sent 2 letters: 1 approved by their general
practitioner asking for preliminary agreement to par-
ticipate; and 1 from the investigator explaining the
nature of the study along with a 1-page question-
naire about the United Kingdom diagnostic criteria?
and a stamped (first-class) addressed envelope for
the reply. The patients who responded but did not
turn up for their recruitment appointments were
excluded from the start.

Clinical examination and severity assessment
of children’s AD

The children’s clinical examinations took place in
March 1998, October 1998, March 1999, and October
1999. The same process was repeated every 6
months and up to 4 times for some patients. Chil-
dren’s and family’s quality of life was assessed on 2
visits during 1999. Recruitment took place at all visits
except the last, and details of the number of children
recruited at each visit is shown in a previously pub-
lished report.”-2

] AM ACAD DERMATOL
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All children were examined while wearing their
underpants only in the presence of an adult guard-
jan. Children were free to refuse examination re-
gardless of parental consent. A previously trained
observer (M. A. B-G.) carried out the examination
and severity assessments on each occasion using the
SCORAD index.® A locally constructed and piloted
questionnaire was used to collect information about
potential risk factors and confounders such as early
onset, ethnic group, social class, other atopic dis-
eases, and breast-feeding. This questionnaire was
self-completed by the parents at the same time as the
examination, during which parents were also asked
to grade their children’s eczema on a 0-to-10 scale (0
= no eczema and 10 = worst eczema child had ever
had) when it first started and thereafter at each visit.
The observer remained blinded to the results of
these questionnaires.

Statistical analysis

Software (Epi-Info, Version 6.04b, Centers for
Disease Control and Prevention, Atlanta, Ga; and
Stata Statistical Software, Release 6.0, Stata Corp,
College Station, Tex) was used for handling and
analyzing the data. All missing values were excluded
from the analysis. Statistical tests were carried out at
the 5% level (95% confidence interval [CI] and P
value). The main method of analysis was ordered
logistic regression (LR).'° This is a development of
LR, which, for instance, might use as outcome the
odds of a patient having disease above a single
predefined level of severity, and which would pro-
duce estimates in the form of odds ratios (OR).
Ordered LR uses all possible break points to define
severity, and combines the results to produce a sin-
gle OR. It, therefore, avoids the problem of using a
single arbitrary definition of severity. It is a nonpara-
metric test, using all the information contained in the
data; as such it is more powerful than LR.

Explanatory variables were age at onset, child’s
atopy, social class, area of residence, breast-feeding,
family size, sex, birth weight, gestational age, child’s
age, and any atopic disease (hay fever, asthma, or
eczema) in parents and siblings. Ethnic origin as an
explanatory variable was reported previously.® The
dependent variables were the SCORAD index and
parental severity assessment rated on a 0- to 10
scale.

Data analysis was carried out using software com-
mands for repeated measures, the primary sampling
unit being the patient. All values were used to pro-
duce appropriate estimates and the SEs then ad-
justed using the Huber sandwich estimator.'*-12 This
approach ensures that all information is fully used,
but that the SEs are appropriate. The net effect is a
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modest, but entirely appropriate, increase in power
and decrease in SE. To confirm the robustness of the
findings, the analysis was repeated in a number of
ways for the one most important risk factor (onset
during first year of life).

RESULTS
General

A total of 377 children in both areas were con-
tacted by mail but only 165 (44%) responded. From
those who responded, 137 children were recruited
at 1 of the first 3 visits; 82 (60%) and 55 (40%)
children from the rural and urban areas, respec-
tively, with a mean age of 8 years. In all, 42 (51%)
children in the urban area and all children from the
rural area were white.

In total 137 patients (65 boys [47%] and 72 girls)
were recruited between March 1998 and March 1999
(40 [29%] in March 1998, 70 [51%)] in October 1998,
and 27 [20%] in March 1999). There was no new
patient recruited at the final visit (October 1999), in
which 120 children attended. After clinical examina-
tion and assessment of flexural dermatitis, 123 (90%)
children fulfilled the United Kingdom diagnostic cri-
teria for AD,2 and 14 (10%) children who did not
fulfil the criteria were excluded from the analysis.

In all, 29 (21%) children attended the 4 visits, 84
(61%) attended the last 3 visits, and 106 (77%) were
seen in both March 1999 and October 1999. By the
end of the study, 17 (12%) children did not turn up
for their last appointments and this led to an 88%
follow-up rate. With this high follow-up rate, any
potential substantial difference between these 2
groups would be less likely to have any significant
effect on the outcome.

AD severity

The SCORAD index. When the total SCORAD
score of each child from the 4 visits was consid-
ered, the minimum and maximum scores were 0
and 060, respectively. The mean score per visit is
shown in Fig 1. The mean SCORAD score im-
proved at the second (October 1998) and fourth
(October 1999) visits, which took place in the fall
1 year apart, and deteriorated in March 1999.
However, newly recruited patients, at the first 3
visits, may have contaminated the total mean SCO-
RAD score.

It was important to look at each individual group
of patients separately to evaluate if children re-
cruited at different times had similar patterns com-
pared with the total mean SCORAD score. Fig 1
shows that 29 children attending all 4 visits, 55 at-
tending the last 3 visits but not the first, and 20
children attending only the last 2 visits had similar
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Fig 1. Mean scoring atopic dermatitis (SCORAD) score for
each visit for total sample (purple diamond) and each
subgroup. In all, 29 children attended all 4 visits (magenta
square), 55 children attended last 3 visits (yellow triangle),
and 20 children attended last 2 visits (orange x).

SCORAD patterns compared with the mean SCO-
RAD score for the total number at each visit. It is,
therefore, quite clear that the inclusion of new pa-
tients at visits 2 and 3 did not contaminate the data
and the pattern of AD severity improved in October
and worsened in March, and followed the same
patterns for each of these subgroups and for the total
sample.

Objective score. Objective scores (SCORAD-D)
from the third visit were used to rank the severity
distribution because no more new patients were
recruited after that. The SCORAD-D was ranked into
3 categories (mild, moderate, and severe) according
to guidelines suggested by Kunz et al.’3 In all, 80% of
patients were rated as having mild eczema (SCO-
RAD-D = 15), 18% as moderate (SCORAD-D 16-40),
and 2% as severe eczema (SCORAD-D > 40). There
were no significant statistical differences in the SCO-
RAD-D scores between visits (P = .74).

Parents grading of disease severity when AD
first started and at each visit. The mean severity
score at onset was 5.02 (SD 2.8, range: 0-10) and
median was 5 (95% CI 4-5). The mean score at the
final visit was 2.1 (SD 2.2) and median was 1 (95% CI
1-2), representing highly significant improvement in
disease severity as rated by the parents (P < .00D). It
appears that parents had seen a significant improve-
ment in their children’s eczema severity between the
time when the eczema first started and the date of
the final visit.

eDoc-000655501 - Version 2.0



352 Ben-Gashir, Seed, and Hay

Table 1. Demographic distribution and severity
scores per number of follow-up visits

Number of follow-up visits

One Two Three
Variables name (n = 20) (n=55) (n=29)
Ageiny (mean) 8.0 7.1 7.5
Sex, male 40% 58% 41%
Mean
SCORAD (SD) 13.9(15.4) 8.8(10) 9.2(7.8)

SCORAD-D (SD) 9.3(12.7) 6.6(7.8) 5.8(5.8)

Subjective symptoms 4.7 (4.2) 2.2(3.2) 3.8(4.1)
(SD)
Ethnic group
White 13 (65%) 51(93%) 15 (52%)
Black 4(20%) 3(5%) 9(31%)
Other races 3(15%) 1(22%) 5(17%)
Social class
| 5(15%) 8(15%) 3(10%)
Il 5(25%) 15(127%) 5(17%)
Ill-nonmanual 3(15%) 12(22%) 8 (28%)
Ill-manual 0 2 (4%) 0
\Y 3(15%) 9(16%) 3(10%)
Vv 1(5%) 6(11%) 0
Unemployed 5(25%) 3(5%) 10(35%)
Area of residence
Urban 18 (90%) 11 (10%) 29 (100%)
Rural 2(10%) 44(80%) O

SCORAD, Scoring atopic dermatitis; SCORAD-D, objective SCORAD.

AD severity over time as the outcome

Fig 1 shows that there are 3 subgroups of children
with similar severity changes over time. However,
subanalysis of each group was carried out to evalu-
ate if these children had a similar increased risk of
severe disease over time or whether a substantial
difference did exist.

Table T shows that the mean scores by SCORAD
for those who attended 1 follow-up visit and who
attended more than 1 follow-up visit are almost the
same. Table I also shows that there were no sub-
stantial differences in the demographic characteris-
tics of these groups, except for those who attended
3 follow-up visits, where there was more unemploy-
ment in the family. These patients were recruited
from 1 practice in an urban area.

Subgroup analyses. Results were similar for
all 3 subgroups (those with complete data from 2
visits, 3 visits, and all 4 visits). The 3 subgroups
had a similar tendency to increased risk for severe
disease with an OR of approximately 2 within the
95% CI of the total group without reaching statis-
tical significance in the 2-visit subgroup. Although
not significant, it was not possible to say that there
was no association because this may present a
type II error. This could have happened as a result
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Table II. Risk for more severe disease (exposure
onset during the first year and urban area) per each
group of patients

Exposure
(explanatory No. of children

variable) seen OR 95%CI P value

1.2-33 .006

Onset during the Total No. 2.1
first year included

29 children who 2.56 1.03-6.33 .043
attended all 4
visits

55 children who 2.67 0.99-7.09 .05
attended the
last 3 visits
only

20 childrenwho 1.3 0.34-5.2 .67
attended the
last 2 visits
only

Total No.
included

55 children who 3.5
attended the
last 3 visits
only

20 childrenwho 1.2
attended the
last 2 visits
only

Urban area 1.87 1.12-3.11 .017

09-134 .06

03-43 .79

Cl, Confidence interval; OR, odds ratio.

of the small number of patients included in the
subanalysis, which was reflected by the relatively
wider 95% CI (Table ID). Urban area as an expo-
sure has a similar outcome when the subanalysis
was carried out (Table ID. It should be explained
that the 29 children attending all 4 visits were not
included in this analysis because they were all
recruited from the urban area, and not because
they differed in other way from the other 2
subgroups.

With adjustments for a main effect of visit, there
was no significant main effect of time (F3, 135 =
0.92, P = .43). With a visit onset interaction term,
there was no significant main effect of time by onset
interaction (F3, 135 = 0.45, P = .72).

It can be concluded from the results shown in
Tables IT and III and the subanalysis that these 3
subgroups and the total number included follow
similar disease patterns over time. Therefore, the
total number of observations per visit is a valid
grouping and will be included in the longitudinal
analysis controlling for each observation. In other
words, the patient remained the unit of analysis
and was not a duplicate number of observations.
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Eczema starting during the first year of life

Parents of 93 (68%) children reported onset of
eczema during the first year of life, 21 (16%) at the
age of 2 years, 18 (13%) at 2 to 6 years, and 4 (3%)
at 7 years or more. There was no marked sex differ-
ence in children whose eczema started during the
first year of life (49 [53%)] girls and 44 boys, P = .93).

The odds of having severe disease were almost 2
times greater in children with eczema that started
during the first year of life before and after adjusting
for potential confounders (Table IID.

Child’s atopy (asthma/hay fever)

In all, 62 (45%) and 59 (43%) children had a
positive history of hay fever and asthma, respec-
tively. In total, 87 (64%) children had a history of
atopy before joining the study.

Child’s hay fever. Children who had experi-
enced hay fever were 2.5 times more likely to
have severe AD than those who did not. Children
with hay fever were still at higher risk of severe
AD than those without hay fever when asthma
was included with other potential confounders in
the analysis (Table IID).

Child’s asthma. Children who had experienced
asthma had more severe disease than those who had
never had asthma. This became marginally statisti-
cally insignificant after adjusting for hay fever (Table
ID. If hay fever was not included among other
potential confounders, children with AD who had
asthma were still at a statistically significant high risk
of having severe AD compared with those who had
never had asthma (Table IID).

Social class

Children were classified by the father’s job on
recruitment; the mother’s job was used for single
mothers or where the father was unemployed and
she was employed. The social class ranking was
formed according to the Registrar General classifica-
tion." For 75 (55%) children parents were ranked in
social classes 1, II, and IlI-nonmanual; and 32 (23%)
children in social classes IlI-manual, IV, and V. Par-
ents of 30 (22%) children were unemployed, of
these 27 (20%) children were from the urban area.

Children in social classes I and II were compared
with those from other social classes. There was no
significant difference in disease severity between
children in social classes I and II, and those in other
social classes (Table IID).

Area of residence

The study included 2 populations from 2 different
areas of residence (urban/rural) in the United King-
dom. Children with AD in the urban area had a
significantly higher risk of severe disease than their
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Table III. Odds ratio for severe atopic dermatitis
before and after adjusting for potential confounders

Exposure
(explanatory P
variable) Adjustment OR 95%CI value
Onset during the Nil 21 1.2-33 .006
first year For ethnic origin, 2.1  1.2-3.2 .008
social class, sex,
child’s age,
family size, and
urban area

Child’s hay fever  Nil 249 1.44-43 .001
For ethnic origin, 2.42 1.39-42 .002
social class, sex,
child’s age,
family size,
urban area, and
asthma
Child’s asthma Nil
For hay fever
For ethnic origin, 2.0
social class, sex,
child’s age,
family size, and
urban area
Social class Nil 1.02 0.57-1.8 .95
Area of residence Nil 1.87 1.12-3.11 .017
For ethnic origin, 2.15 1.12-4.1 .021
social class, sex,
child’s age, and
family size

1.95 1.34-3.34 .016
1.67 0.96-29 .07
1.1-3.6 .021

Cl, Confidence interval; OR, odds ratio.

rural counterparts. This difference remained statisti-
cally significant after adjusting for potential con-
founders.

However, one should bear in mind an observer
bias, as the investigator was aware where the chil-
dren came from. To determine whether the patients
from an urban area could have received a high
score, the SCORAD index was excluded and paren-
tal global assessment of disease severity was used to
investigate the effect of any potential bias on the
outcome. The risk of severe disease in the urban
group remained highly significant (OR = 2.78, 95%
CI 1.65-4.69, P < .00D).

Other factors

Other factors collected by piloted questionnaire
that was self-completed by the parents at the time of
examination such as breast-feeding, family size, sex,
birth weight, gestational age, child’s age, and any
atopy (hay fever, asthma, or eczema) in parents and
siblings had no significant association with disease
severity.
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DISCUSSION
General

This is the first time that AD severity has been
studied systematically and longitudinally, using a
valid instrument for severity assessment, in a pri-
mary care setting. We were able to show that: (1)
children with AD whose eczema started during the
first year of life were more likely to have severe
disease than were those whose eczema started later;
(2) a history of atopy (asthma, hay fever, or both)
was associated with severe AD; and (3) children
with AD who lived in an urban area were at in-
creased risk of severe disease compared with their
counterparts who lived in a rural environment.
These data have been examined closely for selec-
tion, measurement, and information bias, and no
substantial effect on the outcome was found.”?

Age at onset

Eczema starting during the first year of life was a
predictor of more severe disease later in life. The
exposure status regarding the age of onset in this
study was not biased and was consistent with other
data found in the literature in which most cases were
found to occur during the first year of life.!> From
another study with a similar distribution of disease
onset, the majority starting during the first year of
life, Queille-Roussel, Raynaud, and Saurat® reported
no association between age of onset and disease
severity. The latter study recruited children from
both inpatient and outpatient populations of a spe-
cialized pediatric dermatology unit and the investi-
gator used a locally constructed system to assess
disease severity. The dissimilarity in study design
and severity assessment may explain the contrasting
findings.

Eczema in the mother may be considered as a
potential confounder; so is it appropriate to adjust
for the mother’s eczema? A mother with experience
of eczema may recognize the disease sooner in her
child than a mother without such experience, lead-
ing to earlier diagnosis. She may also assign a higher
score to the same symptoms because she can imag-
ine more easily what her child may be experiencing.
Thus, eczema in the mother could be a true con-
founder if she had scored eczema severity. How-
ever, the outcome (SCORAD) consists of a maternal
score (symptoms) and an observer’'s score (signs
score). Therefore, the maternal eczema would not
be independently related to disease severity in chil-
dren. However, the child’s eczema severity could be
a consequence of the fact that the mother had ec-
zema. The latter, therefore, is not a real confounding
factor because it was not independently related to
both the exposure (onset during the first year) and
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outcome (disease severity), and did not need adjust-
ment. Onset of eczema during the first year of life
was a predictor of severe disease, which may imply
that factors acting in utero or during the first year of
life had affected disease severity. Longer follow-up
studies are needed to measure the association over a
longer period, for example the effect on adult ec-
zema and to answer the question: does this effect
remain the same or does it change?

Child’s atopy

We have shown that any atopic disease (asthma,
hay fever, or both) in a child was significantly asso-
ciated with more severe disease, with hay fever as
the dominant significant effect. However, the risk of
severe disease in children with asthma became mar-
ginally statistically insignificant (P = .071) after ad-
justing for hay fever, compared with those without
asthma. This raises the question: is hay fever a true
confounder? It is part of the exposure (atopy: ec-
zema, hay fever, and asthma) and may be associated
with the outcome (AD severity). Hay fever does not
appear to be a true confounder because it forms part
of the exposure and is not independently associated
with the exposure. Therefore, an adjustment for hay
fever cannot be justified, and asthma is likely to have
had a real effect on disease severity. Our findings are
in accordance with those of Musgrove and Morgan'”
from a historic cohort study that showed that the
persistence of eczema was greater in those who had
asthma, hay fever, or both. Rystedt!> has found that
associated allergic rhinitis, bronchial asthma, or both
were unfavorable prognostic factors for healing of
AD. The finding that hay fever had an independent
effect on disease severity is in agreement with the
findings of Rystedt! that allergic rhinitis had the
dominant effect of these 2 factors. However, she
used the number of affected skin sites as a measure
of dermatitis severity. Vickers'® has shown that the
prognosis appeared to be slightly worse when the
patient had classic bronchial asthma, but hay fever
and urticaria, when present, did not influence the
prognosis at 10 years of age. Most of these studies
looked at the prognosis of AD using a completely
different design and were mainly based in a hospital
setting. Although these findings are in partial agree-
ment with those of our study, direct comparison is
not possible because of the differences in inclusion
criteria and assessment of outcome.

Area of residence

We have shown that the risk of more severe
disease was about 2 times higher in children with
AD who live in an urban area compared with those
who live in a rural environment. However, it was not
possible to make the observer blind to the exposure,
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given the study design. This is unlikely to have
affected the outcome because the risk remained
significant even when 2 different types of severity
assessment were used.

Potential reasons for this difference in disease
severity might be the differences in air quality, or
exposure to allergens or infection in the rural envi-
ronment. Another factor could be the differences in
the water supply between the 2 areas.?

Differences in ethnic background do not explain
this disparity because when black children with AD
were not included in the comparison between urban
and rural areas, children living in the urban still had
a higher risk of severe disease than their white coun-
terparts.

Although Poysa et al?*® reported an increased
prevalence in the urban area, to our knowledge no
one has reported an effect of the urban environment
on AD severity, especially in a primary care setting.
However, further studies that include information
about water supply and air pollution may be needed
before a valid explanation for this disparity can be
achieved. Such a study should also be able to iden-
tify differences in exposure to allergens such as
house dust mite and pollens that, therefore, might
have an important implication on a better under-
standing of this disease.

Social class

Social class seems to have had no significant
effect on disease severity. Although direct compari-
sons cannot be made, the social class distribution in
this population was similar to that reported in the
1971 census in which the majority were in social
classes III and IV.'* However, the overrepresenta-
tion of social classes I and II in the study population
could be explained by the increased prevalence of
AD among these classes.?! This suggests that the
social classes in this population were representative
and that exposure bias was less likely to have af-
fected the results.

The strength of our study is in the methodology
that has been implemented and can be summarized
in the following points: (1) use of a valid and reliable
scoring instrument, the SCORAD index; (2) previ-
ously trained observer to assess AD severity; (3) the
assessment of AD severity by the same observer
each time; (4) the observer remained blind to the
outcome of interest except in urban area and in
children with black skin; (5) high follow-up rate
(88%); and (6) assessment over a period of time has
circumvented the obstacle facing AD severity assess-
ments because measurement at a single point in time
does not truly reflect the disease status.
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On the other hand, our study has its own limita-
tion because of the low response rate at recruitment.
This may have led to a selection bias that cannot be
completely excluded, although it was less likely to
have affected the outcome. Another limitation was
the observer awareness of area of residency (urban/
rural) at the time of severity assessment because it
was impossible to make the observer blind to this for
obvious reasons.

Conclusion

There are a number of clinical implications result-
ing from this study. First, clinicians should be aware
of these risk factors (early onset, child’s atopic sta-
tus, and residence in an urban area) as these chil-
dren tend to have more severe AD. This may help
them in the management of such cases and it may
also explain differences in treatment responses. Sec-
ond, it suggests that, in clinical trials, data for these
patients should be analyzed separately. The obser-
vation that hay fever, asthma, or both were predic-
tors of severe disease means that controlling for
these factors and carrying out a subanalysis of the
data may be advisable before concluding whether a
particular drug is effective or not.

We thank the parents and children for helping with this
study, and the following general practitioners and their
staff for their help with this study: Drs J. Buchan, Z.
Cassidy, C. Challacombe, S. Curson, K. Hopkinson, R.
Kahdim, H. Lavender, C. MacCarthy, T. McVey, and S.
Smith.
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Although atopic dermatitis is the most common inflammatory dermatosis affecting children, no
previous studies have evaluated the relationship between disease severity and the referral pattern to
secondary health care services. We carried out a cross-sectional survey of 1760 children aged 1—
5years selected from the age—sex registers of four urban and semiurban general practices in
Nottingham. Atopic dermatitis was diagnosed by a dermatologist on the basis of symptoms and signs
of a flexural itchy rash that had been present in the previous 12 months. The severity of atopic
dermatitis was assessed clinically by the same dermatologist on the basis of reported symptoms over
the previous 12 months and clinical signs, and was graded on a three-point scale as mild, moderate
or severe. Information on the use of primary and secondary health care services was recorded at the
time of the interview. The 1-year period prevalence of atopic dermatitis was 16-5% (95% confidence
interval 14-7-18:2%). The severity distribution of atopic dermatitis was: mild 84% (n=242),
moderate 14% (n=41) and severe 2% (n=7). Of those children with atopic dermatitis, 96%
(n=278) had consulted their general practitioner in the previous 12 months and 6% (n=17) had
been seen in secondary care. Overall, 4% (n=11) of those children with atopic dermatitis had a
consultation with a dermatologist. Other sources of secondary care referral included the paediatric
department (n=2) and accident and emergency department (n= 6). Referral to secondary care was
found to be positively related to disease severity, with referral occurring in 3% of mild cases, 15% of
moderate cases and 43% of severe cases. Although the relative referral rate of mild and moderately
severe disease was low, these cases were found to represent a significant proportion (82%) of the total
numbers of children seen in secondary care. This study has shown that: (i) most cases of atopic
dermatitis in the community are mild in severity; (ii) referral to secondary health care services by
general practitioners is infrequent; (iii) disease severity is an important determinant of referral to
secondary care; and (iv) any potential change in the referral pattern of mild/moderate cases of atopic
dermatitis to secondary care is likely to produce a significant increase in workload for dermatology
departments.

Morbidity statistics from general practice in 1991-92
show that 15% of the population consult their general
practitioner for skin diseases.’ Of these skin diseases,
atopic dermatitis is the most common disorder. Con-
sultation rates are highest among children aged under
5 years, and these have doubled compared with a pre-
vious survey in 1981-82. In addition to more people
seeking help, other research suggests that the disease
prevalence of atopic dermatitis has increased over the
past 30 years.?

Despite the reported increase in the use of services in
general practice, little is known about the effect of this on
secondary health care services. Anecdotal reports from
consultant dermatologists would suggest that there has
been an increase in the number of new patient referrals

© 1998 British Association of Dermatologists

with atopic dermatitis, but we lack any objective and
comparative statistics to back this claim. We also have
little knowledge about the reasons for referral to secondary
health care. It seems plausible that disease severity is a
major determinant of referral, yet no previous studies have
evaluated this. In order to provide some baseline data for
referral rates to specialists and to explore the association
between disease severity and referral rates, we conducted a
population-based study of pre-school children.

Subjects and methods
Sample selection

All children aged 1-5years listed on the age—sex
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registers of general practices in Nottingham were iden-
tified. Four practices were selected to provide a repre-
sentative community population sample on the basis of
urban/rural location, social class distribution, list size
and accessibility. Each of the four practices had four full-
time general practitioners with an average patient list
size of 7700 per practice.

The parents of every child were sent a postal ques-
tionnaire. This included questions about reported
doctor-diagnosed atopic dermatitis and screening ques-
tions for atopic dermatitis symptoms from the UK.
refinement of Hanifin and Rajka’s diagnostic criteria.’
Those parents reporting a history of an itchy skin rash
or of doctor-diagnosed atopic dermatitis were then
selected for an interview and examination at their
doctor’s surgery or at their own home. Information
was collected from identified cases in order to evaluate
their use of primary and secondary health care services.
The study was a part of a larger research project
evaluating health care services for atopic dermatitis in
the community.

Disease definition and severity

A clinical diagnosis of atopic dermatitis was made by a
dermatologist based on the presence of symptoms and
signs within the previous 12 months. These included a
history of an itchy rash affecting the skin flexures, a
history of dry skin and presence or absence of other
atopic disease and examined signs in accordance with
recommendations made in the UK. refinement of diag-
nostic criteria for atopic dermatitis.® Severity was deter-
mined based on a global assessment of severity
according to the disease duration, intensity of clinical
symptoms and clinical signs, including the extent of
erythema, excoriation and lichenification The same
dermatologist conducted each evaluation and was
familiar with evaluating children in paediatric derma-
tology clinics.

Ethics approval and statistical analysis

The study received full ethical approval by the Univer-
sity Hospital, Queen’s Medical Centre in Nottingham.
Parental consent was obtained for the questionnaire
and examination. In addition to written approval of the
participating primary health care centre physicians,
approval was also obtained by the Local Medical
Committee representing general practitioners in the
area. Results were expressed as proportions, with
corresponding confidence intervals calculated using

the microcomputer package Confidence Interval
Analysis.*

Results
Prevalence estimation and severity distribution

The overall response to the first questionnaire after
three mailings was 86-5% (1523 of 1760). This group
comprised 95% white caucasian children in an approxi-
mately equal sex distribution (male—female=1:1) and
the following social class distribution:> I (5:6%), II
(14-8%), IlTa (10-5%), IIIb (18-7%), IV (16-3%) and V
(34-8%). The social class and sex distribution of those
children with diagnosed atopic dermatitis was very
similar to those of the base population. The 12-month
period prevalence of atopic eczema was 16-5% (290 of
1760), with a 95% confidence interval of 14-7-18-2%.
Prevalence varied according to age, with a higher
prevalence observed in younger children: 22% in chil-
dren aged 1-2 years (67 of 304); 19% in children aged
2—3years (79 of 426), 13% in children aged 3—4 years
(52 of 389); and 15% in children aged 4-5 years (97 of
632). The observed variation was statistically signifi-
cant using the x? test for linear trend (P<0-05). The
overall severity distribution of atopic dermatitis was:
mild 84% (n=242), moderate 14% (n=41) and severe
2% (n=7).

Referral to secondary health care services

The overall referral rate to secondary care was 6% (17
of 290), with most children having been seen in the past
12 months (n=16). This corresponded to 96% (278 of
290) having attended for one or more consultations
with their general practitioner in the previous
12 months. Secondary health care services used by
children included hospital dermatologists (n=11), pri-
vate dermatologists (n=4), paediatricians (n=2) and
accident and emergency staff (n = 6). Overall, 4% (11 of
290) of children had seen a dermatologist. Of the 11
children seen by a National Health Service dermatol-
ogist, four had also been seen privately by the same or a
different dermatologist. Both children seen by a paedia-
trician were reported to suffer from coexistent asthma
and atopic dermatitis. They are included in the study
because advice on the management of atopic dermatitis
was obtained. All referrals to the accident and
emergency department were initiated by the parents
or families of children with atopic dermatitis. No
significant differences were observed in the referral
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rate between each of the practices involved in the study.
When participating general practitioners were asked
whether or not they thought they should refer more
children, almost all of them indicated that hospital
waiting list times for appointments were a major deter-
rent to referral.

The relationship between disease severity and referral to
secondary health care services

The likelihood of referral to secondary health care
services was found to increase with increasing disease
severity (Table 1). In relative terms, the referral rate of
children with mild (3%) and moderate disease (15%)
was much lower than that for children with severe
disease (43%). Although the relative referral rate of
children with mild and moderate disease is low, Table 1
shows that they represent a large proportion of the total
number of children referred to secondary care. Severe
cases represent only 18% of the total number of children
seen in secondary care. Many families of referred chil-
dren with mild/moderate disease expressed great satis-
faction from a specialist consultation about diagnosis,
treatment, diet, preventive measures and more detailed
information.

Discussion

The main findings in this study are that secondary
referral of pre-school children with atopic dermatitis is
generally low, that disease severity is a significant factor
influencing referral and that mild to moderate cases
amount for a large proportion of those who are even-
tually seen in secondary care.

Overall, 6% of children with atopic dermatitis were
seen either by a dermatologist or paediatrician or in the
accident and emergency department. Four per cent of
children with atopic dermatitis were referred directly to
a dermatologist by a general practitioner. Studies on
referral rates for other diseases indicate that 6—8% of all

consultations in general practice result in a referral to
out-patients.® Given that almost all children with atopic
dermatitis had consulted their general practitioner on
one or more occasions in the previous 12 months, the
observed referral rate would seem to be quite low. One
possible explanation might be that some of the general
practitioners in this study may have had a particularly
high threshold for referral. However, no significant
differences in referral rates were observed between
general practitioners or individual practices, and their
referral rates for other conditions were similar to other
general practitioners in the Nottingham area. The
reason for this low referral rate is unknown, although
waiting list times for a hospital appointment and the
relapsing and remitting nature of atopic dermatitis may
have been contributing factors.

The main factor evaluated in this study in relation to
referral was disease severity. We were able to demon-
strate that increasing disease severity is associated with
an increasing referral rate to secondary care services.
Only 3% of children with mild atopic dermatitis were
referred compared with 43% of those with severe dis-
ease. We acknowledge that disease severity is an impor-
tant but not the only factor influencing referral. Other
factors may include the need for confirmation of diag-
nosis, treatment, education and advice on how to use
treatments prescribed.”

When evaluating the effect of disease severity on
referral to secondary care services, it is the absolute
numbers of children referred rather than the relative
referral rate that is of more importance. Even low rates
of referral of children with mild disease results in a
significant number being seen in secondary care, simply
because children with mild disease vastly outnumber
those with severe disease. In this study population, mild
and moderate cases represented 82% of the total
number of referred patients. This is important, as any
factors influencing referral rates of mild or moderately
severe cases to secondary care will have a dramatic
effect on hospital workload. This may apply to new

Table 1. Increase in referral rate in relation

to disease severity Disease

severity

Number of
referred children

Proportion of
total referred (%)

Severity of

base population Referral rate (%)

Mild
Moderate
Severe
Total

ENNCS e Ne]

242 3 47

41 15 35

7 43% 18
290

3 test for linear trend =23-9 (P<0-01).
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treatments, guidelines for management in primary care
or changing public opinion about the perceived need for
dermatology services for atopic dermatitis. Health care
professionals need to be aware of these issues before
introducing changes that could alter the current bal-
ance of referrals across the primary—secondary care
interface.

Acknowledgments

We thank the four general practices in Nottingham, and
Novartis for supporting a grant towards this research
project. This work was presented at the annual meeting
of the British Association of Dermatologists in July
1997.

References

1

RCGP, OPCS, DHSS. Morbidity Statistics from General Practice: Fourth
National Study 1991-92. Series MB5 No. 3. London: HMSO, 1995.
Williams HC. Is the prevalence of atopic dermatitis increasing? Clin
Exp Dermatol 1992; 17: 385-91.

Williams HC, Burney PGJ, Pembroke AC etal. The UK. Working
Party’s diagnostic criteria for atopic dermatitis. III. Independent
hospital validation. Br ] Dermatol 1993; 131: 406-16.

Gardner M]J, Gardner SB, Winter PD. Confidence Interval Analysis.
London: British Medical Journal Publications, 1991.

OPCS. Standard Occupational Classification, Vols 1 and 2. London:
HMSO, 1990.

Acheson D. Variations in hospital referrals. In: Health, Education and
General Practice (Smith GT, ed.). London: Office of Health Economics,
1985.

Long CC, Funnell CM, Collard R, Finlay AY. What do members of the
National Eczema Society really want? Clin Exp Dermatol 1993; 18:
516-22.

© 1998 British Association of Dermatologists, British Journal of Dermatology, 139, 73-76

eDoc-000655513 - Version 2.1



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duasnuely Joyny Yd-HIN

fg)%
S

O

R HE

,NS

N4

NS

NIH Public Access

Author Manuscript

Published in final edited form as:
Dermatitis. 2014 ; 25(3): 107-114. doi:10.1097/DER.0000000000000034.

Associations of childhood eczema severity: A US population
based study
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Abstract

Little is known about predictors of eczema severity in the US population. We sought to determine
the distribution and associations of childhood eczema severity in the US. We analyzed data from
the 2007 National Survey of Children's Health, a prospective questionnaire-based study of a
nationally representative sample of 91,642 children (0-17yr). The prevalence of childhood eczema
was 12.97% (95% confidence interval [95% Cl]=12.42-13.53); 67.0% (95% CI: 64.8-69.2) had
mild, 26.0% (95% Cl: 23.9-28.1) moderate and 7.0% (95% CI: 5.8-8.3) severe disease. There was
significant statewide-variation of the distribution of eczema severity (Rao-Scott chi square,
P=0.004), with highest rates of severe disease in Northeastern and Midwestern states. In univariate
models, eczema severity was increased with older age, African-American and Hispanic race/
ethnicity, lower household income, oldest child in the family, home with a single mother, lower
paternal/maternal education level, maternal general health, maternal/paternal emotional health,
dilapidated housing and garbage on the streets. In multivariate survey logistic regression models
using stepwise and backward selection, moderate—severe eczema was associated with older age,
lower household income and fair or poor maternal health, but inversely associated with birthplace
outside the US. These data indicate that environmental and/or lifestyle factors play an important
role in eczema severity.

Keywords
eczema, atopic dermatitis; eczema severity; epidemiology; race; ethnicity; socioeconomic status

Introduction

Atopic dermatitis (AD) or eczema is a chronic inflammatory disorder of the skin that poses a
significant public health burden. Several recent studies shed light on the epidemiology of
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Methods

eczema in the US. A study of 102,353 children from the 2003 National Survey of Children's
Health (NSCH) found that the US prevalence of childhood eczema is 10.7% . A study of
27,157 adults from the 2010 National Health Interview Survey found a 10.2% prevalence of
eczema 2. While these studies help to define the disease prevalence, little is known about the
distribution of disease severity in this population.

While factors such as ethnicity, urban living 1, and climatic factors 3 are known to influence
disease risk, it is unclear what role factors such as these may play in determining disease
severity. Mutations in the skin barrier gene filaggrin, while playing an important role in
disease risk, have inconsistently been linked to disease severity 410, Understanding the
factors driving disease severity is important, as our previous work and the work of others
revealed that disease severity directly correlates with the future risk for developing allergic
comorbidities and asthma 1112, Additionally, children with severe disease are more likely to
have a protracted disease course and a significantly worse quality of life compared to those
with more mild disease 1. Understanding the distribution and risk factors for disease
severity may help identify opportunities to intervene in the hopes of improving the overall
disease course. We aimed to determine the distribution and associated factors of childhood
eczema severity in the US using a large population-based cross-sectional database.

National Survey of children's Health (NSCH)

We used data from the 2007-2008 NSCH survey of 91,642 households, which was designed
to estimate the prevalence of various child health issues. NSCH was sponsored by the
Maternal and Child Health Bureau and the U.S. Department of Health and Human Services
with a goal of >1,700 households per state. The National Center for Health Statistics
conducted the study using the State and Local Area Integrated Telephone Survey program.
The telephone numbers were chosen at random, followed by identification of the households
with one or more children under the age of 18 and caregiver interview. Interviews were
conducted in English, Spanish, and 4 Asian languages. Subsequently, caregivers were
interviewed about a randomly selected child. The survey results were weighted by the
NSCH to represent the population of non-institutionalized children nationally and in each
state. Using the data from U.S. Bureau of the Census, sample weights were created that
factored age, sex, race/ethnicity, household size, and educational attainment of the most
educated household member using a multi-stage area probability sampling design by NSCH.
These sample weights are needed to provide nationally representative prevalence estimates
for each state's population of non-institutionalized children less than 18 years of age as
previously described 13. All frequency data are presented as raw values, whereas prevalence
estimates presented reflect this complex weighting. The National Center for Health Statistics
of Center for Diseases Control and Prevention oversaw sampling and telephone interviews.
Approval by the institutional review board was waived.

Eczema prevalence and severity

Eczema and skin allergy prevalence was determined using the NSCH question, “During the
past 12 months, have you been told by a doctor or other health professional that (child) had
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eczema or any kind of skin allergy?” This is referred to as eczema throughout the
manuscript. Since this question assessed healthcare diagnosed eczema, we excluded all
subjects who responded “no” or “don’t know” to the question, “During the past 12 months,
did (child) see a doctor, nurse, or other health care professional for any kind of medical care,
including sick-child care, well-child check-ups, physical exams, and hospitalizations?”
There were 91,642 children in the cohort; 79,667 of them had healthcare interaction in the
previous year and were included in the final analysis. Severity of eczema was determined
using the NSCH question, “Would you describe (child's) eczema or skin allergy as mild,
moderate, or severe?” Responses were encoded as an ordinal variable, where 1=mild,
2=moderate and 3=severe.

Associations with eczema

A number of associations with eczema severity were examined, including age, sex, race/
ethnicity, household income, family structure and size, highest level of maternal and
paternal education, maternal and paternal birthplace, overall and mental health, primary
language spoken in home, birthplace in the US, residence in a metropolitan area, smokers
living in the home, smoking in the home, dilapidated housing, presence of garbage on the
street, parks and sidewalks in the neighborhood. These covariates were selected for analysis
based on a priori hypotheses and from the results of previous studies 1+ 2. 14,

Data processing and statistical methods

Results

All data processing and statistical analyses were performed in SAS version 9.2. Analyses of
survey responses were performed using SURVEY procedures. Univariate associations were
tested by Rao-Scott chi-square tests (SURVEYFREQ). Multivariate logistic regression
models were constructed with eczema severity dichotomized into moderate-severe vs. mild
(SURVEYLOGISTIC). Models included predictors from bivariate analysis with P-values
<0.05. This approach was used over ordinal logistic regressions because the data did not
meet the proportional odds assumption (Score test, P <0.01) and for parsimony. All
variables were tested in the model using backward and stepwise selection with the same
results. There were no differences between these approaches. Significant explanatory
variables included in the final models are presented. Adjusted odds ratios and 95%
confidence intervals (95% CI) were estimated for each covariate. Complete data analysis
was performed, i.e. subjects with missing data were excluded.

Correction for multiple dependent tests (k = 27) was performed by minimizing the false
discovery rate with the approach of Benjamini and Hochberg 1° and yielded a critical P-
value of 0.026. Thus, uncorrected P-values are presented and P-value <0.026 was considered
to be statistically significant.

Eczema prevalence and severity

Eczema prevalence was 12.97% (95% CI = 12.42 — 13.53). Overall, sixty seven percent
(95% ClI: 64.8 — 69.2) of children with eczema reportedly had mild, 26.0% (95% CI: 23.9 —
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28.1) moderate and 7.0% (95% CI: 5.8 — 8.3) severe disease. That is equivalent to 5.6, 2.2
and 0.6 million US children having mild, moderate and severe disease, respectively.

There was a significant variation of the distribution of eczema severity nationwide (Rao-
Scott chi square, P = 0.004). Rates of severe eczema ranged from 2.0 — 12.9% across states
and districts (Figure 1). The highest rates of severe eczema occurred predominantly located
in Northeastern and Midwestern states.

Univariate analyses

Eczema severity was associated with older age (P = 0.0003), African-American and
Hispanic race/ethnicity (P <0.0001) but not sex (P = 0.12) (Table 2). Several household
factors were associated with increased eczema severity, including lower household income
(P <0.0001), being the oldest child in the family (P = 0.02), home with a single mother and
no father present (P <0.0001), but not number of children in the household (P = 0.03) or
primary language spoken in home (P = 0.27).

Several parental factors were associated with more severe eczema, including paternal and
maternal education level (P = 0.001 and <0.0001, respectively), maternal general health (P
<0.0001) and maternal and paternal emotional health (P <0.0001 and 0.02, respectively).
However, paternal, maternal and child birthplace inside the US were not associated with
eczema severity (P =0.04).

Finally, several local environmental factors were associated with more severe eczema,
including dilapidated housing (P = 0.0009) and garbage on the streets (P = 0.001). However,
eczema severity was not associated with residence in a metropolitan area (P = 0.26),
smokers living at home (P = 0.03), indoor smoking (P = 0.29) or the presence of a park (P =
0.53) or sidewalk (P = 0.94) in the neighborhood (Table 3).

Multivariate analysis

Multivariate survey logistic regression models were constructed using backward and
stepwise selection from all significant variables from univariate analyses. Moderate — severe
eczema was associated with older age (adjusted odds ratio [95% confidence interval], P-
value; 1.05 [1.03 - 1.07], P < 0.0001), lower household income (0-99% FPL: 1.91 [1.39 -
2.63], P <0.0001; 100-199% FPL: 1.60 [1.20 — 2.12], P = 0.001; 200-399% FPL.: 1.39 [1.06
—1.83], P =0.01) and fair or poor maternal health (2.16 [1.47 — 3.16], P < 0.0001), but
inversely associated with birthplace outside the US (0.44 [0.22 - 0.89], P = 0.02).

Discussion

Using a population-based sample, we present the distribution and associations of eczema
severity in the US. The findings of this study suggest a multifactorial role of genetic,
environmental and lifestyle factors on eczema severity. First, we found significant statewide
variation of eczema severity, with severe eczema occurring predominantly in Northeastern
and Midwest states. Further, eczema severity was associated with household income, family
structure, parental education and health, dilapidated housing and the presence of garbage on
local streets and inversely associated with birthplace in the US. Previous international
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studies found only weak associations 57+ 9: 10 or no associations # 8 between filaggrin
mutations and AD severity. Together, these suggest that environmental and/or lifestyle
factors drive disease severity in the US and play as much, or even more important role than
genetics.

The present study assessed self-reported eczema severity over a 1 year period. This measure
provides an overall assessment of eczema severity over a relatively broad time period and is
distinct from disease prevalence or incidence. This approach is quite useful because
assessment of eczema severity at a single time point may not capture the true disease
severity given the waxing and waning nature of the disease. We found that the distribution
of eczema severity was 67% mild, 26% moderate and 7% severe. This is a slightly more
severe disease distribution than the distribution of 82% mild, 12% moderate and 6% severe
found in a previous study in the United Kingdom using a novel eczema severity score 16.
Another UK study using clinician assessment of severity found 84% mild, 14% moderate
and 2% severe 17. The different distributions may reflect population-based differences of
eczema severity between the US and UK. Alternatively, caregiver-report of AD severity
may differ from that of the Nottingham Eczema Severity Score or clinician assessment used
in those studies 16 17 Nevertheless, we previously demonstrated that caregiver-report of
eczema severity strongly correlated with quality-of-life reporting and healthcare utilization
in the US 12, Thus, the distribution of eczema severity found in this study appears to be a
good indicator of the public health burden of eczema in the US.

The distribution of eczema severity found in this study is also distinct from that of the
distribution of US prevalence of eczema previously demonstrated, where peak prevalences
occurred on the East coast and Pacific Northwest 1. Many of the states with higher rates of
severe eczema have large population-densities with different racial/ethnic distributions 18,
more air pollution 1° and colder climates. It is unknown what role, if any, these factors have
on eczema severity. We previously found that climate conditions influence the prevalence of
pediatric eczema in the US, with disease risk increasing in areas of lower relative humidity,
lower UV index, lower temperatures and more precipitation and increased days needing
indoor heating 3. The Northeastern states generally have lower UV index and relative
humidity, which suggests that climate may influence disease severity as well. It may be that
low indoor humidity during the winter months in Northeastern and Midwest states causes
xerotic or irritant contact dermatitis in at risk individuals, thereby predisposing to the
development of ESA. Further studies are needed to determine whether climatic or other
factors further drive eczema severity in the US.

We found that severe eczema was associated with Black race and Hispanic ethnicity. No
studies have examined the role of racial/ethnic disparities in determining eczema severity.
Previous studies found that eczema prevalence was higher in children of African descent
compared with Caucasians 1 20-22, Studies of racial/ethnic disparities in asthma found that
African-Americans have significantly worse asthma outcomes, while Hispanics have lower
quality of life secondary to asthma 23. African American children are less likely to use
preventive medications for asthma than White or Hispanic children 24 and to have lower
health literacy 23. Together, there appear to be significant racial/ethnic disparities for AD
and other allergic disease.
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Severe eczema was also associated with lower socioeconomic status, including lower
household income, single-parent households, lower parental education, dilapidated housing
and garbage on the street. Hanifin and Reed found that the US prevalence of AD and eczema
decreased significantly with higher household income, but did not compare AD severity by
household income 25. However, Shaw et al. found that eczema prevalence in the US
increased with higher household incomes 1. Several other studies in the US and
internationally found that markers of atopy such as skin-prick test positivity and
immunoglobulin E levels were increased with higher socioeconomic status 26-28, Future
studies are needed to elucidate these points and to determine the cause(s) of racial/ethnic and
perhaps socioeconomic disparities.

Eczema severity was significantly associated with being the oldest child in the household.
This may be due to parental inexperience dealing with eczema skin care in their children,
which would improve with subsequent children. This emphasizes the importance of
education of parents about proper use of emollients and medications by dermatologists and
other providers. Alternatively, there may be different exposures in children with older
siblings living in the home, such as earlier introduction of certain foods that might result in
tolerance or greater exposure to allergens in the physical environment. Flohr et al. recently
demonstrated increased sensitization to a variety of food allergens in children that were
exclusively breastfed, suggesting that sensitization occurs via transcutaneous

sensitization 2°. Family size and structure, household dietary and cultural practices may
contribute to such transcutaneous sensitization. Future studies are needed to better
understand the role of these factors on eczema.

Moderate - severe eczema was also associated with older age, which remained significant in
multivariate models. Previous studies found lower prevalence of childhood eczema and
eczema with increasing age 1 12 25, Together, these findings suggest that mild to moderate
eczema generally becomes more quiescent with age and that children whose eczema persists
are likely to have more severe disease. It is therefore important to study this group in the
future to better understand the determinants of severe eczema in the population.

We found that birthplace outside the US was associated with decreased eczema severity.
This is consistent with previous studies of Silverberg et al. that showed children born outside
the US had significantly lower odds of atopic disease compared with those born in the US,
including asthma, eczema, hay fever and food allergies 4. Interestingly, children born
outside the US who lived in the US for >10 years when compared with only 0-2 years had
significantly higher odds of developing eczema and other atopic disorders. Shaw et al. found
that the prevalence of childhood eczema was lower in children who were born outside the
US or whose parents were born outside the US 1. Similarly, Silverberg and Hanifin found
that the prevalence of eczema in US adults was lower in those born outside the US
compared with those born in the US 2. Several other studies found that birthplace outside the
US was associated with lower prevalence of asthma 30-33, The results of this study suggest
that birthplace outside the US may also have a protective effect for eczema severity.

The strengths of this study include being large-scale, US population-based and using
backward and stepwise selection approaches in multivariate survey logistic regression
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models. However, the study also has some limitations. The NSCH question encompassed
both eczema and skin allergy. We were therefore unable to distinguish between these two
entities. However, the preponderant etiology of eczema in children is related to AD. Is it
possible that responses are skewed by inclusion of allergic or irritant contact dermatitis,
which may increase with older age. However, this is less likely because the population we
have categorized as eczema demonstrate a disease prevalence, comorbidity profile, and a
natural history course consistent with AD 12, This group of children has a prevalence of
eczema similar to two other studies of the prevalence of AD in the US using more strict
criteria 3. A lower prevalence of affirmative responses to this question with age is
consistent with the natural course of the disease. Lastly, children with a “yes” response to
this question have a higher risk of asthma, food allergy and hay fever with odds ratios very
similar to previously published numbers for AD populations. History and severity of eczema
were defined by caregiver report. Previous studies using parental recall of history of
physician-diagnosed eczema 34 35 and severity of disease 38 have been validated and found
to correlate well with physician exam. Moreover, the perception of severe eczema by parents
and children is likely a better determinant of quality of life impairment and healthcare
utilization than physician assessment. We reported that caregiver-report of severe eczema
was associated with poorer overall health and greater healthcare utilization 12. Caregiver-
report of severe eczema was associated with increased mental health comorbidity, including
attention deficit hyperactivity disorder, depression, anxiety, conduct disorder and autism 37.
Thus, the results of this survey based approach using a patient / caregiver centered outcome
are likely meaningful and accurate. The study is cross-sectional and therefore provides a
snapshot view of eczema severity nationwide. Of course, eczema has a waxing and waning
course, which may not be accurately represented in a cross-sectional study. However, the
measure used in the study was report of overall severity of eczema over a 1 year period,
which better describes the variable disease course than current severity. Nevertheless, future
longitudinal studies are needed to identify risk factors for disease severity and flares.

In conclusion, childhood eczema severity varies widely nationwide and is associated with
older age, African and Hispanic descent and lower socioeconomic status. Future studies are
needed to verify these associations and to further identify the environmental factors that
drive eczema severity in the US.
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Severe eczema - Tertile (min-max): IM1ST (2.0 - 5.5%)
EE2ND (5.6 - 6.8%)
EN3RD (7.1 - 12.9%)

Figure 1. Rates of severe eczema in the United States are highest in Northeastern and
Midwestern states

Data are presented as % per state. Severe eczema rates were divided into tertiles and color-
coded: tertile-1 = blue, tertile-2 = green, tertile-3 = red.
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Table 1

Personal and household associations of childhood atopic dermatitis severity (n=79,667).
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Variable Subgroup Atopic dermatitis severity
Mild (n =7198) Moderate (n = 2612) Severe (n = 576)
Freq | Percent (95% CI) | Freq | Percent (95% CI) | Freq | Percent (95% CI) P—value*
Age (yr) <1 392 | 76.9(69.9-84.0) | 93 | 17.7(11.2-242) | 25 5.4 (2.0-8.7) 0.0003
1-3 1182 | 76.2(72.2-80.2) | 352 | 186(152-22.0) | 61 5.2 (2.8-7.6)
3-7 1890 | 67.7 (63.3-72.2) 648 27.1(22.9-313) 123 52(29-74)
7-13 2003 | 63.1(59.0-67.3) 784 27.8 (24.0-315) 196 9.1(6.4-11.9)
13-17 1731 | 62.6(57.4-67.7) | 735 | 205 (24.3-346) | 171 8.0 (5.7-10.3)
Sex Male 3725 | 65.0(61.9-68.1) | 1354 | 26.9 (24.1-29.8) 295 8.1(6.0-10.1) 0.12
Female 3466 | 68.9(65.8—72.1) | 1258 | 25.1(220-282) | 281 6.0 (4.7-7.3)
Race/ethnicity Hispanic 801 | 61.8(54.2-69.4) | 324 | 30.2(227-377) | 85 8.0(3.9-122) | <0.00001
White, non-Hispanic 4500 | 71.8(69.2-74.3) | 1530 | 23.1(20.8-25.4) 285 5.1(3.8-6.5)
African American, non-Hispanic | 1045 | 60.5 (55.5 - 65.4) 435 28.4(23.6-332) 135 11.2(8.1-14.3)
Multi/Other, non-Hispanic 741 | 66.5(60.3-72.8) | 282 | 29.8(23.6-36.0) 54 3.6(20-5.3)
_Child's birthplace No 123 78.4 (68.6 — 88.3) 40 13.4 (6.5-20.2) 11 8.2(1.6-149) 0.04
in the US Yes 7004 | 66.7 (64.5-69.0) | 2548 | 26.3(24.2-28.4) | 570 7.0 (5.7-82)
Household income 0-99% FPL 779 58.3 (52.8 — 63.8) 339 27.5(22.7-323) 128 14.2(10.1-183) <0.0001
100-199% FPL 1137 | 64.2(59.2-69.1) 470 27.4(22.6-322) 146 8.4 (6.0-10.9)
200-399% FPL 2395 | 66.9(62.8-71.0) 897 27.8 (24.0-31.7) 131 53(3.0-7.5)
2400% FPL 7198 | 74.0(703-77.8) | 2612 | 22.2(18.6-25.8) | 576 3.7(2.2-5.3)
Primary language English 6843 | 66.7 (64.4—69.0) | 2478 | 26.1(24.0-283) | 550 7.2 (5.9-8.5) 0.27
spoken in home
Not English 352 71.3 (63.4-79.2) 133 24.4(16.9-319) 25 43(2.1-6.6)
Nl,_lmber _of 1 2950 | 67.5(64.1-70.8) | 1041 | 24.8(22.0-27.6) 229 7.8(5.2-10.3) 0.03
ﬁ';'u'?(!ﬁ?,la” 2 2783 | 67.4(63.9-80.8) | 1008 | 26.7(23.4-30.0) | 206 5.9 (4.2-17.7)
3 1027 | 64.2(59.0-69.4) | 415 | 29.4(242-346) | 95 6.4 (4.2 - 8.6)
>4 438 | 71.2(64.4-78.0) | 148 | 17.7(12.9-224) | 46 11.1 (5.8 - 16.4)
Birth order in Oldest child 2950 | 67.5(64.1-70.8) | 1041 | 24.8(22.0-27.6) 229 7.8(5.2-10.3) 0.02
families with 2 or
more children 2nd oldest child 1644 | 63.5(58.6-68.4) | 606 | 29.8(25.0-34.6) | 134 6.7 (4.1-9.3)
3rd oldest child 1935 | 65.2 (61.3-69.2) 730 27.8 (24.0-31.7) 157 6.9 (49-9.0)
24t oldest child 502 75.8 (70.2 - 81.5) 185 17.5(12.7-223) 41 6.6 (3.4-9.8)
Family structure Two parent biological/adopted 5084 | 70.5(67.8-73.1) | 1724 | 25.3(22.8-27.8) 287 42(3.0-5.5) <0.0001
Two parent stepfamily 415 | 64.7(56.0-73.4) | 194 | 26.4(17.9-349) | 58 8.9 (5.0-12.9)
Single mother/no father present | 1295 | 57.4 (52.3 — 62.5) 535 28.5(23.7-332) 189 14.1 (10.5-17.7)
Other 367 | 69.5(62.9-76.2) | 144 | 23.9(17.9-30.0) | 38 6.5(3.2-9.9)
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Table 2
Parental associations of childhood atopic dermatitis severity.
Atopic dermatitis severity
Mild (n = 7198) Moderate (n = 2612) Severe (n = 576)
Highest level of Freq | Percent (95% CI) | Freq | Percent (95% CI) | Freq | Percent (95% CI) P—value*
education
Father <HS 308 59.7 (51.1 - 68.3) 151 32.1(23.6 — 40.5) 45 8.2 (4.6-11.9) 0.001
HS 1100 | 64.9(58.6-71.2) 423 28.1(22.0-34.2) 89 7.0(3.4-10.6)
> HS 4153 | 73.1(704-758) | 1373 | 235(21.0-26.1) | 210 33(22-4.4)
Mother <HS 381 | 62.8(55.0-70.5) | 160 | 26.1(19.2-33.1) | 64 11.1(6.8-15.4) | <0.0001
HS 1158 | 59.7 (54.5 - 65.0) 461 27.9 (23.2-32.5) 135 124 (82-16.5)
> HS 5238 | 69.9 (67.2-72.6) | 1836 | 25.5(22.9-28.1) | 332 4.6 (35-5.6)
Birthplace in United States
Father No 635 | 68.3(61.6-74.9) | 219 | 26.1(19.7-326) | 38 56(29-8.3) 072
Yes 4952 | 70.4(67.7-73.1) | 1732 | 25.1(22.6-27.7) | 310 45(32-5.8)
Mother No 734 66.3 (59.5-73.1) 280 27.1 (20.6 — 33.6) 56 6.6(33-9.9) 0.94
Yes 6060 | 67.0(64.5-69.4) | 2180 | 26.1(23.8-28.4) | 477 7.0 (5.6 - 8.4)
Overall health
Mother Excellent | 2015 | 72.3(67.8-76.9) | 567 | 22.7(18.4-27.0) | 104 5.0 (2.6-7.4) <0.0001
Verygood | 2724 | 70.7(67.5-74.0) | 979 | 25.6(22.4-28.7) | 159 3.7(25-4.9)
Good 1503 | 66.0 (61.1-71.0) | 575 | 25.9(21.2-305) | 153 8.1(5.5-10.7)
Fair 459 | 46.6(39.1-54.1) | 259 | 359(28.0-32.8) | 84 | 17.5(10.8-243)
Poor 117 | 57.1(43.9-703) | 88 | 30.6(19.1-421) | 32 12.3 (5.0 -19.7)
Father Excellent | 1779 | 74.2(70.1-783) | 537 | 20.6 (17.1-24.0) | 90 5.2 (25-8.0) 0.15
Very good | 2394 | 69.5(65.4-735) | 849 | 26.2(22.3-30.1) | 144 43(26-6.1)
Good 1131 | 67.6 (62.0-73.2) 428 28.9 (23.3-34.4) 68 35(19-51)
Fair 246 | 63.1(52.0-74.2) | 110 | 30.9(19.9-41.9) | 32 6.1(23-9.8)
Poor 56 | 69.9(53.3-865) | 34 21.1(7.8-34.3) 15 9.0 (1.7-16.3)
Mental / emotional health
Mother Excellent | 2273 | 68.8 (64.7-72.9) 682 26.4 (22.4-30.4) 136 48(29-6.6) <0.0001
Very good | 2844 | 71.8(68.4-75.1) | 1009 | 245(21.2-27.8) | 171 3.7(2,604.9)
Good 1262 | 64.5(59.6-69.4) | 541 | 27.3(22.7-31.8) | 139 8.2 (5.6 -10.8)
Fair 371 | 46.9(37.5-56.4) | 192 | 315(220-41.0) | 65 | 21.6(12.6-30.5)
Poor 63 47.5 (31.3 - 63.6) 32 19.0 (8.6 — 29.3) 23 33.6 (15.6 - 51.5)
Father Excellent | 2189 | 71.5(67.5-75.6) 656 23.0 (19.4-26.7) 117 55(29-8.1) 0.02
Verygood | 2371 | 71.7(67.8-75.6) | 839 | 24.6(20.80285) | 133 3.7(24-4.9)
Good 827 | 675(61.2-73.8) | 346 | 28.6(224-348) | 67 3.9(22-5.6)
Fair 190 | 55.0(42.1-67.8) | 97 | 37.6(24.8-505) | 22 7.4(12-13.7)
Poor 21 42.9 (3.6 -82.2) 16 36.0 (5.1 - 67.0) 10 21.1(0.8-41.3)

*
Rao-Scott chi-square tests comparing between mild, moderate and severe eczema.
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Table 3
Local environmental associations of childhood atopic dermatitis severity.
Variable Subgroup Atopic dermatitis severity
Mild (n = 7198) Moderate (n = 2612) Severe (n =576)
Freq | Percent (95% CI) | Freq | Percent (95% CI) | Freq | Percent (95% CI) P—value*

Residence in metropolitan Yes 4058 | 66.1(63.4-68.8) | 1483 | 26.7 (24.1-29.3) 342 7.2(5.6-8.7) 0.26

area No 877 | 70.4(66.2-746) | 327 | 228(19.1-265) | 74 6.8 (4.2-9.4)

Smokers living at home No 5500 | 68.6 (66.0-71.2) | 1922 | 25.2(22.7-27.6) 358 6.2 (48-7.7) 0.03
Yes 1651 | 62.6(58.4-66.8) | 672 | 28.5(24.4-326) | 213 8.9 (6.7-11.1)

Smoking in home No 1205 | 61.8(56.7-66.9) | 495 | 29.9(24.9-24.9) | 148 8.3 (5.7-10.9) 0.29
Yes 445 | 64.8(57.9-716) | 177 | 24.4(18.2-305) | 65 10.9 (6.5 - 15.2)

Dilapidated housing No 6054 | 68.7(66.3-71.1) | 2110 | 25.3(23.1-27.6) | 434 6.0 (4.8-7.2) 0.0009
Yes 1073 | 59.0(52.9-65.0) | 472 | 29.4(237-352) | 136 | 11.6(7.6-15.6)

Garbage on street No 5839 | 69.0(66.6-71.4) | 2051 | 25.0(22.7-273) 425 6.0(4.8-7.2) 0.001
Yes 1296 | 59.6 (54.4-64.8) | 535 | 29.9(248-349) | 144 | 10.6(6.9-14.3)

Park in neighborhood No 1265 | 64.7 (59.8 — 69.7) 525 27.1(22.8-31.4) 117 8.2(49-115) 0.53
Yes 5870 | 67.5(65.0-70.0) | 2064 | 25.8(23.4-282) | 452 6.7 (5.4 - 8.0)

Sidewalk in neighborhood No 1771 | 67.4(63.3-715) | 669 | 26.0(22.0-299) | 166 6.6 (4.9-8.4) 0.94
Yes 5366 | 66.9(64.2-69.5) | 1920 | 26.1(23.6-285) | 403 7.1(5.5-8.6)

*
Rao-Scott chi-square tests comparing between mild, moderate and severe eczema.
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Adtralza 150 mg solution for injection in pre-filled syringe
Summary of Product Characteristics Updated 05-Jul-2021 | Leo Laboratories Limited

' This medicinal product is subject to additional monitoring. This will allow quick identification of new safety information.
Healthcare professionals are asked to report any suspected adverse reactions. See section 4.8 for how to report adverse
reactions.

1. Name of the medicinal product
Adtralza 150 mg solution for injection in pre-filled syringe
2. Qualitative and quantitative composition
Each pre-filled syringe contains 150 mg of tralokinumab in 1 mL solution (150 mg/mL).
Tralokinumab is produced in mouse myeloma cells by recombinant DNA technology.
For the full list of excipients, see section 6.1.
3. Pharmaceutical form
Solution for injection (injection)
Clear to opalescent, colourless to pale yellow solution, pH 5.5 and osmolarity approximately 280 mOsm/L

4. Clinical particulars

4.1 Therapeutic indications

Adtralza is indicated for the treatment of moderate-to-severe atopic dermatitis in adult patients who are candidates for
systemic therapy.

4.2 Posology and method of administration

Treatment should be initiated by healthcare professionals experienced in the diagnosis and treatment of atopic
dermatitis.
Posology.

The recommended dose of tralokinumab for adult patients is an initial dose of 600 mg (four 150 mg injections) followed
by 300 mg (two 150 mg injections) administered every other week as subcutaneous injection.

At prescr ber's discretion, every fourth week dosing may be considered for patients who achieve clear or almost clear
skin after 16 weeks of treatment. The probability of maintaining clear or almost clear skin may be lower with every fourth
week dosing (see section 5.1).

Consideration should be given to discontinuing treatment in patients who have shown no response after 16 weeks of
treatment. Some patients with initial partial response may subsequently improve further with continued treatment every
other week beyond 16 weeks.

Tralokinumab can be used with or without topical corticosteroids. The use of topical corticosteroids, when appropriate,
may provide an additional effect to the overall efficacy of tralokinumab (see section 5.1). Topical calcineurin inhibitors
may be used, but should be reserved for problem areas only, such as the face, neck, intertriginous and genital areas.

Missed dose

If a dose is missed, the dose should be administered as soon as possible. Thereafter, dosing should be resumed at the
regular scheduled time.

Special populations
Elderly (= 65 years)

No dose adjustment is recommended for elderly patients (see section 5.2). Limited data is available in patients > 75
years of age.

Renal impairment

No dose adjustment is needed in patients with renal impairment. Very limited data are available in patients with severe
renal impairment (see section 5.2).

Hepatic impairment

No dose adjustment is needed in patients with hepatic impairment. Very limited data are available in patients with
moderate or severe hepatic impairment (see section 5.2).

High body weight

For patients with high body weight (>100 kg), who achieve clear or almost clear skin after 16 weeks of treatment,
reducing the dosage to every fourth week might not be appropriate (see section 5.2).

https://www.medicines.org.uk/emc/product/12725/smpc/print 11
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Paediatric population

The safety and efficacy of tralokinumab in children below the age of 18 years have not yet been established. No data are
available.

Method of administration
Subcutaneous use.

The pre-filled syringe should be not shaken. After removing the pre-filled syringes from the refrigerator, they should be
allowed to reach room temperature by waiting for 30 minutes before injecting.

Tralokinumab is administered by subcutaneous injection into the thigh or abdomen, except the 5 cm around the navel. If
somebody else administers the injection, the upper arm can also be used.

For the initial 600 mg dose, four 150 mg tralokinumab injections should be administered consecutively in different
injection sites.

It is recommended to rotate the injection site with each dose. Tralokinumab should not be injected into skin that is tender,
damaged or has bruises or scars.

A patient may self-inject tralokinumab or the patient's caregiver may administer tralokinumab if their healthcare
professional determines that this is appropriate. Proper training should be provided to patients and/or caregivers on the
administration of tralokinumab prior to use. Detailed instructions for use are included at the end of the package leaflet.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and precautions for use

Traceability,

In order to improve the traceability of biological medicinal products, the name and the batch number of the administered
product should be clearly recorded.

Hypersensitivity,

If a systemic hypersensitivity reaction (immediate or delayed) occurs, administration of tralokinumab should be
discontinued and appropriate therapy initiated.

Conjunctivitis

Patients treated with tralokinumab who develop conjunctivitis that does not resolve following standard treatment should
undergo ophthalmological examination (see section 4.8).

Helminth infection

Patients with known helminth infections were excluded from participation in clinical studies. It is unknown if tralokinumab
will influence the immune response against helminth infections by inhibiting IL-13 signalling.

Patients with pre-existing helminth infections should be treated before initiating treatment with tralokinumab. If patients
become infected while receiving tralokinumab and do not respond to antihelminth treatment, treatment with tralokinumab
should be discontinued until infection resolves.

Vaccinations

Live and live attenuated vaccines should not be given concurrently with tralokinumab as clinical safety and efficacy have
not been established. Immune responses to the non-live tetanus and meningococcal vaccines were assessed (see
section 4.5). It is recommended that patients should be brought up to date with live and live attenuated immunisations in
agreement with current immunisation guidelines prior to treatment with tralokinumab.

Sodium content

This medicine contains less than 1 mmol sodium (23 mg) per 150 mg dose, that is to say essentially “sodium-free”.
4.5 Interaction with other medicinal products and other forms of interaction

The safety and efficacy of concurrent use of tralokinumab with live and live attenuated vaccines has not been studied.

Immune responses to non-live vaccines were assessed in a study in which adult patients with atopic dermatitis were
treated with an initial dose of 600 mg (four 150 mg injections) followed by 300 mg every second (other) week
administered as subcutaneous injection. After 12 weeks of tralokinumab administration, patients were vaccinated with a
combined tetanus, diphtheria, and acellular pertussis vaccine, and a meningococcal vaccine and immune responses
were assessed 4 weeks later. Antibody responses to both tetanus vaccine and meningococcal vaccine were similar in
tralokinumab-treated and placebo-treated patients. No adverse interactions between either of the non-live vaccines or
tralokinumab were noted in the study. Therefore, patients receiving tralokinumab may receive concurrent inactivated or
non-live vaccinations.

For information on live and live attenuated vaccines, see section 4.4.
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4.6 Fertility, pregnancy and lactation

Pregnancy

There is limited amount of data from the use of tralokinumab in pregnant women.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see section 5.3).
As a precautionary measure, it is preferable to avoid the use of tralokinumab during pregnancy.

Breast-feeding

It is unknown whether tralokinumab is excreted in human milk or absorbed systemically after ingestion. A decision must
be made whether to discontinue breast-feeding or to discontinue tralokinumab therapy taking into account the benefit of
breast-feeding for the child and the benefit of therapy for the woman.

Fertility,

Animal studies did not show any effects on male and female reproductive organs and on sperm count, motility and
morphology (see section 5.3).

4.7 Effects on ability to drive and use machines
Tralokinumab has no or negligible influence on the ability to drive and use machines.
4.8 Undesirable effects

Summary of the safety profile

The most common adverse reactions are upper respiratory tract infections (23.4%; mainly reported as common cold),
injection site reactions (7.2%), conjunctivitis (5.4%) and conjunctivitis allergic (2.0%).

Tabulated list of adverse reactions

In a pool of 5 randomised, double-blind, placebo-controlled studies in patients with moderate to severe atopic dermatitis
(ECZTRA 1, ECZTRA 2, and ECZTRA 3, a dose ranging trial and a vaccine-response study), 1 991 subjects were
treated with subcutaneous injections of tralokinumab, with or without concomitant topical corticosteroids. A total of 807
patients were treated with tralokinumab for at least 1 year.

Listed in Table 1 are adverse reactions observed from clinical trials presented by system organ class and frequency,
using the following categories: very common (= 1/10); common (= 1/100 to < 1/10); uncommon (= 1/1 000 to < 1/100);
rare (= 1/10 000 to < 1/1 000); very rare (< 1/10 000). Within each frequency grouping, undesirable effects are presented
in order of decreasing seriousness. The frequencies are based on the initial treatment period of up to 16 weeks in the
pool of 5 studies in the atopic dermatitis population.

Table 1: List of adverse reactions

MedDRA System Organ Frequency Adverse reaction

Class

Infections and infestations Very common Upper respiratory tract infections
Common Conjunctivitis

Blood and lymphatic system |Common Eosinophilia

disorders

Eye disorders Common Conjunctivitis allergic
Uncommon Keratitis

General disorders and Common Injection site reactions

administration site conditions

The long-term safety of tralokinumab was assessed in the 2 monotherapy studies up to 52 weeks and in 1 combination
study with topical corticosteroids up to 32 weeks. The safety profile of tralokinumab through week 52 and week 32
respectively was consistent with the safety profile observed up to week 16.

Description of selected adverse reactions

Conjunctivitis and related events

Conjunctivitis occurred more frequently in atopic dermatitis patients who received tralokinumab (5.4%) compared to
placebo (1.9%) in the initial treatment period of up to 16 weeks in the pool of 5 studies. Conjunctivitis was reported at a
higher frequency in patients with severe atopic dermatitis compared to subjects with moderate atopic dermatitis in both
the tralokinumab group (6.0 vs 3.3%; initial treatment period) and placebo group (2.2 vs 0.8%; initial treatment period).
Most patients recovered or were recovering during the treatment period.
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Keratitis was reported in 0.5% of subjects treated with tralokinumab during the initial treatment period. Of these, half
were classified as keratoconjunctivitis, all were non-serious and mild or moderate in severity, and none led to treatment
discontinuation.

Eosinophilia

Adverse reactions of eosinophilia were reported in 1.3% of patients treated with tralokinumab and 0.3% of patients
treated with placebo during the initial treatment period of up to 16 weeks in the pool of 5 studies. Tralokinumab-treated
patients had a greater mean initial increase from baseline in eosinophil count compared to patients treated with placebo.
Eosinophilia (= 5 000 cells/mcL) was measured in 1.2% of tralokinumab-treated patients and 0.3% of placebo-treated
patients in the initial treatment period. However, the increase in the tralokinumab-treated patients was transient, and
mean eosinophil counts returned to baseline during continued treatment. The safety profile for subjects with eosinophilia
was comparable to the safety profile for all subjects.

Eczema Herpeticum

Eczema herpeticum was reported in 0.3% of the subjects treated with tralokinumab and in 1.5% of subjects in the
placebo group, in the initial treatment period of up to 16 weeks in the pool of 5 studies in atopic dermatitis. Across all
treatment periods in the pool of 5 studies, all eczema herpeticum events reported in the tralokinumab group were non-
serious, none were severe, and a single event led to permanent discontinuation of treatment.

Immunogenicity
As with all therapeutic proteins, there is a potential for immunogenicity with tralokinumab.
Anti-drug-antibody (ADA) responses were not associated with any impact on tralokinumab exposure, safety, or efficacy.

In ECZTRA 1, ECZTRA 2, ECZTRA 3, and the vaccine-response study, the incidence of ADA up to 16 weeks was 1.4%
for patients treated with tralokinumab and 1.3% for patients treated with placebo; neutralising antibodies were seen in
0.1% of patients treated with tralokinumab and 0.2% of patients treated with placebo.

Across all trial periods, the ADA incidence for subjects who received tralokinumab was 4.6%; 0.9% had persistent ADA
and 1.0% had neutralising antibodies.

Injection site reactions

Injection site reactions (including pain and redness) occurred more frequently in patients who received tralokinumab
(7.2%) compared to placebo (3.0%) in the initial treatment period of up to 16 weeks in the pool of 5 studies. Across all
treatment periods in the 5 studies in atopic dermatitis, the vast majority (99%) of injection site reactions were mild or
moderate in severity, and few patients (< 1%) discontinued tralokinumab treatment. Most injections site reactions
reported had a short duration with approximately 76% of the events resolving within 1 to 5 days.

Reporting_of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued
monitoring of the benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any
suspected adverse reactions via the Yellow Card Scheme at: www.mhra.gov.uk/yellowcard or search for MHRA Yellow
Card in the Google Play or Apple App Store.

4.9 Overdose

There is no specific treatment for tralokinumab overdose. In clinical studies with tralokinumab, single intravenous doses
of up to 30 mg/kg and multiple subcutaneous doses of 600 mg every 2 weeks for 12 weeks were found to be well
tolerated.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Agents for dermatitis, excluding corticosteroids, ATC code: D11AHO7.

Mechanism of action

Tralokinumab is a fully human IgG4 monoclonal antibody that specifically binds to the type 2 cytokine interleukin-13 (IL-
13) and inhibits its interaction with the IL-13 receptors. Tralokinumab neutralises the biological activity of IL-13 by
blocking its interaction with the IL-13Ra1/IL-4Ra receptor complex. IL-13 is a major driver of human type 2 inflammatory
disease, such as atopic dermatitis and inhibiting the IL-13 pathway with tralokinumab in patients decreases many of the
mediators of type 2 inflammation.

Pharmacodynamic effects

In clinical trials, treatment with tralokinumab resulted in reduced levels of type 2 inflammation biomarkers in both lesional
skin (CCL17, CCL18 and CCL26) and in blood (CCL17, periostin and IgE). In lesional skin, treatment with tralokinumab
led also to reductions in epidermal thickness and to increase in marker of epithelial barrier integrity (loricrin). Skin
colonization with Staphylococcus aureus was reduced more than 10-fold in patients treated with tralokinumab.

Clinical efficacy and safety
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The efficacy and safety of tralokinumab as monotherapy and with concomitant topical corticosteroids were evaluated in
three pivotal randomised, double-blind, placebo-controlled studies (ECZTRA 1, ECZTRA 2 and ECZTRA 3)in 1 976
patients 18 years of age and older with moderate to severe atopic dermatitis defined by Investigator's Global
Assessment (IGA) score of 3 or 4 (moderate or severe), an Eczema Area and Severity Index (EASI) score of = 16 at
baseline, and a minimum body surface area (BSA) involvement of = 10%. Eligible patients enrolled into the three studies
had previous inadequate response to topical medication.

In all three studies, patients received 1) an initial dose of 600 mg tralokinumab (four 150 mg injections) on day 1,
followed by 300 mg every two weeks (Q2W) up to week 16 or 2) matching placebo. In ECZTRA 3, patients received
concomitant topical corticosteroids on active lesions as needed. Tralokinumab was administered by subcutaneous (SC)
injection in all studies.

In ECZTRA 1 and ECZTRA 2, to evaluate the maintenance of response, patients responding to the initial 16-week
treatment with tralokinumab (i.e. achieved IGA 0 or 1, or EASI-75) were re-randomised to 1) tralokinumab 300 mg Q2W
or 2) tralokinumab 300 mg Q4W (alternating tralokinumab 300 mg and placebo Q2W) or 3) placebo Q2W up to 52
weeks. The main endpoints for evaluating maintenance of response were IGA 0 or 1 and EASI-75 at week 52. Patients
responding to the initial 16-week treatment with placebo continued on placebo. Subjects not achieving IGA 0 or 1 or
EASI-75 at week 16 and subjects who did not maintain the response during the maintenance period were transferred to
open-label treatment with tralokinumab 300 mg Q2W with optional use of topical corticosteroids. The studies had a
treatment period of 52 weeks.

In ECZTRA 3, patients responding to the initial 16-week treatment with tralokinumab + TCS (i.e. achieved IGA 0 or 1, or
EASI-75) were re-randomised to 1) tralokinumab 300 mg Q2W + TCS or 2) tralokinumab 300 mg Q4W + TCS
(alternating tralokinumab 300 mg and placebo Q2W) up to 32 weeks. The main endpoints for evaluating maintenance of
response were IGA 0 or 1 and EASI-75 at week 32. Patients responding to the initial 16-week treatment with placebo +
TCS continued on placebo + TCS. Patients who at week 16 did not achieve IGA 0 or 1 or EASI-75 continued on
tralokinumab 300 mg Q2W + TCS treatment, irrespectively of their initial treatment. The study had a treatment period of
32 weeks.

In ECZTRA 1, 802 patients were enrolled (199 to placebo, 603 to tralokinumab 300 mg Q2W).

In ECZTRA 2, 794 patients were enrolled (201 to placebo, 593 to tralokinumab 300 mg Q2W).

In ECZTRA 3, 380 patients were enrolled (127 to placebo + TCS, 253 to tralokinumab 300 mg Q2W + TCS).
Endpoints

In all three pivotal studies, the primary endpoints were achievement of IGA 0 or 1 (“clear” or “almost clear”) and a
reduction of at least 75% in EASI (EASI-75) from baseline to week 16. Secondary endpoints included the reduction of
itch as defined by at least a 4-point improvement in the Worst Daily Pruritus Numeric Rating Scale (NRS) from baseline
to week 16, reduction in the SCORing Atopic Dermatitis (SCORAD) scale from baseline to week 16, and change from
baseline to week 16 in the Dermatology Life Quality Index (DLQI). Additional secondary endpoints included reduction of
at least 50% and 90% in EASI (EASI-50 and EASI-90, respectively) and reduction in Worst Daily Pruritus NRS (weekly
average) from baseline to week 16. Other endpoints included change from baseline to week 16 in the Patient Oriented
Eczema Measure (POEM), at least 4-point improvement in POEM, and Eczema-related Sleep NRS.

Baseline characteristics

In the monotherapy studies (ECZTRA 1 and ECZTRA 2), across all treatment groups, the mean age was 37.8 years,
5.0% of the patients were 65 years of age or older, the mean weight was 76.0 kg, 40.7% were female, 66.5% were white,
22.9% were Asian, and 7.5% were black. In these studies, 49.9% of patients had a baseline IGA score of 3 (moderate
atopic dermatitis, 49.7% of patients had a baseline IGA of 4 (severe atopic dermatitis), and 42.5% of patients had
received prior systemic immunosuppressants (cyclosporine, methotrexate, azathioprine and mycophenolate). The mean
baseline EASI score was 32.3, mean baseline Worst Daily Pruritus NRS was 7.8, mean baseline DLQI was 17.3, the
baseline mean SCORAD score was 70.4, the baseline mean POEM score was 22.8, and the baseline mean physical
and mental components of SF-36 were 43.4 and 44.3, respectively.

In the concomitant topical corticosteroids study (ECZTRA 3), across both treatment groups, the mean age was 39.1
years, 6.3% of the patients were 65 years of age or older, the mean weight was 79.4 kg, 45.0% were female, 75.8%
were white, 10.8% were Asian, and 9.2% were black. In this study, 53.2% of patients had a baseline IGA score of 3,
46.3% of patients had a baseline IGA of 4, and 39.2 % of patients received prior systemic immunosuppressants. The
baseline mean EASI score was 29.4, the baseline Worst Daily Pruritus NRS was 7.7, the baseline mean DLQI was 17.5,
the baseline mean SCORAD score was 67.6, the baseline mean POEM score was 22.3.

Clinical response

In ECZTRA 1 and ECZTRA 2, from baseline to week 16, a significantly greater proportion of patients randomised and
dosed to tralokinumab achieved IGA 0 or 1, EASI-75, and/or an improvement of = 4 points on the Worst Daily Pruritus
NRS compared to placebo (see Table 2).

Table 2: Efficacy results of tralokinumab monotherapy at week 16 in ECZTRA 1 and ECZTRA 2 (FAS)

Monotherapy
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ECZTRA 1 ECZTRA 2

Week 16 Week 16

Placebo Tralokinumab 300 |Placebo Tralokinumab 300

mg Q2W mg Q2W
Number of patients randomised
and dosed (FAS) 197 601 201 591
IGA 0 or 1, % responders@P) 7.1 15.8% 10.9 2228
EASI-50, % responders? 213 41.6%°) 20.4 49.98¢)
EASI-75, % responders?) 12.7 25.08 1.4 33.28
SCORAD, LS mean change from -17.2 2498 -13.8 -26.98
baseline (+ SE)®) (+ 1.98) (£ 1.23) (+ 2.00) (+ 1.06)
Pruritus NRS (= 4-point 10.3 20.0% 9.5 25.08
; d
improvement, % responders)®.9 (20/194) (119/594) (19/200) (144/575)
DLQI, LS mean change from -5.7 75" 5.2 -8.6%
H C

baseline (+ SE)® (+ 0.63) (0.41) (£ 0.68) (£ 0.36)

LS=least squares; SE=standard error, FAS: Full Analysis Set - includes all patients randomised and dosed

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the
discretion of the investigator.

a) Patients who received rescue treatment or had missing data were considered non-responders.
b) Responder was defined as a patient with IGA 0 or 1 (“clear” or “almost clear” on a 0 4 IGA scale)

c) Data after initiation of rescue medication or permanent discontinuation of treatment were considered missing. Placebo
based multiple imputation of missing data.

d) The percentage is calculated relative to the number of subjects with a baseline value > 4.

e) Not adjusted for multiplicity.
*p<0.05, #p<0.01, $p<0.001

In both monotherapy studies (ECZTRA 1 and ECZTRA 2), tralokinumab reduced itch, as measured by the percent
change from baseline in Worst Daily Pruritus NRS, already at Week 1 compared to placebo. The reduction in itch was
observed in parallel with improvements in objective signs and symptoms of atopic dermatitis and quality of life.

In the two studies, fewer patients randomised to Adtralza 300 mg Q2W needed rescue treatment (topical corticosteroids,
systemic corticosteroids, non-steroidal immunosuppressants) as compared to patients randomised to placebo (29.3%
versus 45.3%, respectively, across both studies). Use of rescue treatment was higher if patients had severe atopic
dermatitis at baseline (39.3% if under tralokinumab 300 mg Q2W treatment versus 56.7% in placebo group).

Monotherapy Studies (ECZTRA 1 and ECZTRA 2) — maintenance period (week 16-52)

To evaluate maintenance of response, 185 subjects from ECZTRA 1 and 227 subjects from ECZTRA 2 treated with
tralokinumab 300 mg Q2W for 16 weeks who achieved IGA 0 or 1 or EASI-75 at week 16 were re-randomised to an
additional 36-week treatment of 1) 300 mg tralokinumab every two weeks (Q2W) or 2) alternating tralokinumab 300 mg
and placebo Q2W (tralokinumab Q4W) or 3) placebo Q2W, for a cumulative 52-week study treatment. Response rates
(IGA 0/1 or EASI-75) at week 52 in the monotherapy pool were 56.2% and 50% for tralokinumab 300 mg Q2W and
tralokinumab 300 mg Q4W among subjects achieving clinical response at week 16, respectively.

Table 3: Efficacy results (IGA 0 or 1 or EASI-75) at week 52 of subjects responding to tralokinumab 300 mg Q2W

at week 16

ECZTRA 1 ECZTRA 2

Treatment regimen Week 16-52°) Treatment regimen Week 16-52°)
Assessment Tralokinumab Tralokinumab Placebo |Tralokinumab Tralokinumab Placebo
at Week 52 300 mg 300 mg 300 mg 300 mg

Q2w Q4w Q2w Q4w
IGA 0/13) % 51.39) 38.99) 474 59.3¢) 44.99 25.0
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responders ") (20/39) (14/36) (9/19) (32/54) (22/49) (7/28)
EASI-752) % 59.69) 49.19) 333 55.89) 51.49 21.4
responders 9) (28/47) (28/57) (10/30) (43/77) (38/74) (9/42)

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the
discretion of the investigator.

a) Subjects who received rescue treatment or had missing data were treated as non-responders. The percentage is
calculated relative to the number of subjects with response at week 16.

b) p<0.001 compared to placebo

¢) p<0.05 compared to placebo

d) p>0.05 compared to placebo

e) All patients were initially treated with tralokinumab 300 mg Q2W week 0 to week 16.
f) IGA 0/1 at week 52 was evaluated in those subjects that had IGA 0/1 at week 16.

g) EASI-75 at week 52 was evaluated in those subjects that had EASI-75 at week 16.

Of the subjects randomised to tralokinumab, who did not achieve IGA 0 or 1 or EASI-75 at week 16 and were transferred
to open-label tralokinumab 300 mg Q2W + optional TCS, 20.8% in ECZTRA 1 and 19.3% in ECZTRA 2 achieved IGA 0

or 1 at week 52, and 46.1% in ECZTRA 1 and 39.3% in ECZTRA 2 achieved EASI-75 at week 52. The clinical response
was mainly driven by continued tralokinumab treatment rather than optional topical corticosteroids treatment.

32-Week concomitant TCS study (ECZTRA 3) — initial treatment period 0-16 weeks

In ECZTRA 3 from baseline to week 16, a significantly greater proportion of patients randomised to tralokinumab 300 mg
Q2W + TCS achieved IGA 0 or 1, EASI-75, and/or an improvement of 2 4 points on the Worst Daily Pruritus NRS
compared to placebo + TCS (see Table 4).

Table 4: Efficacy results of tralokinumab combination therapy with TCS at week 16 in ECZTRA 3 (FAS)

Combination therapy

ECZTRA 3

Week 16

Placebo + TCS Tralokinumab 300 mg Q2W +

TCS
Number of patients randomised and
dosed (FAS) 126 252
IGA 0 or 1, % responders@b) 26.2 38.9"
EASI-50, % responders?) 57.9 79.48.€)
EASI-75, % responders® 35.7 56.08
SCORAD, LS mean change from baseline -26.7 -37.5%
(x SE)® (+1.83) (*1.27)
Pruritus NRS (= 4-point improvement, % 34.1 454"
d

responders)2-d) (43/126) (113/249)
DLQI, LS mean change from baseline (+ -8.8 -11.68
SE)” (£ 0.57) (+ 0.40)

LS=least squares; SE=standard error, FAS: Full Analysis Set - includes all patients randomised and dosed

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the

discretion of the investigator. The supplied TCS did not constitute rescue medication.
a) Subjects who received rescue treatment or had missing data were treated as non-responders.

b) Responder was defined as a patient with IGA 0 or 1 (“clear or “almost clear” on a 0-4 IGA scale).

c) Data after initiation of rescue medication or permanent discontinuation of treatment were considered missing. Placebo

based multiple imputation of missing data.
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d) The percentage is calculated relative to the number of subjects with a baseline value = 4.
e) Not adjusted for multiplicity.
*p<0.05, #*p<0.01, $p<0.001.

In ECZTRA 3, subjects who received tralokinumab 300 mg Q2W from Week 0 to 16 used 50% less of the supplied
topical corticosteroids at Week 16 as compared to subjects who received placebo.

In the concomitant TCS study (ECZTRA 3), tralokinumab + TCS reduced itch, as measured by the percent change from
baseline in Worst Daily Pruritus NRS, already at Week 2 compared to placebo + TCS. The reduction in itch was
observed in parallel with improvements in objective signs and symptoms of atopic dermatitis and quality of life.

32-Week concomitant TCS study (ECZTRA 3) — maintenance period 16-32 weeks

To evaluate maintenance of response, subjects treated with tralokinumab 300 mg + TCS for 16 weeks in the ECZTRA 3
study and who achieved IGA 0 or 1 or EASI-75 at week 16 were re-randomised to an additional 16-week treatment of 1)
tralokinumab 300 mg every two weeks (Q2W) + TCS or 2) alternating tralokinumab 300 mg + TCS and placebo every
two weeks (tralokinumab Q4 W) for a cumulative 32-week study treatment. High maintenance of clinical efficacy at week
32 were seen across tralokinumab 300 mg Q2W + TCS and tralokinumab 300 mg Q4W + TCS among subjects
achieving clinical response at week 16 (see Table 5).

Table 5: Efficacy results at week 32 of subjects achieving clinical response to tralokinumab 300 mg + TCS Q2W
at week 16

Tralokinumab 300 mg Q2W + TCS | Tralokinumab 300 mg Q4W + TCS

IGA 0/1 at week 322) 89.6 776

% responders?) (43/48) (38/49)

EASI-75 at week 322) 92.5 90.8
(62/67) (59/65)

% responders®

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the
discretion of the investigator.

a) Subjects who received rescue treatment or had missing data were treated as non-responders. The percentage is
calculated relative to the number of subjects with response at week 16.

b) IGA 0/1 at week 32 was evaluated in those subjects that had IGA 0/1 at week 16.
c) EASI-75 at week 32 was evaluated in those subjects that had EASI-75 at week 16.

Among all the subjects who achieved either IGA 0 or 1 or EASI-75 at week 16, the mean percentage improvement in
EASI score from baseline was 93.5% at week 32 when maintained on tralokinumab 300 mg Q2W + TCS and 91.5% at
week 32 for subjects on tralokinumab 300 mg Q4W + TCS.

Of the subjects randomised to tralokinumab 300 mg Q2W + TCS who did not achieve IGA 0 or 1 or EASI-75 at week 16,
30.5 % achieved IGA 0/1 and 55.8 % achieved EASI-75 at week 32 when treated continuously with tralokinumab 300 mg
Q2W + TCS for additional 16 weeks.

The continued improvement among the subjects who did not achieve IGA 0 or 1 or EASI-75 at week 16 occurred in
conjunction with the improvement of Worst Daily Pruritus NRS and objective signs of atopic dermatitis including
SCORAD.

Table 6: Efficacy results of tralokinumab with concomitant TCS at weeks 16 and 32 in ECZTRA 3 in patients
initially treated with tralokinumab Q2W + TCS

Treatment regimen Week 16-329)
Responders at Week 16¢) Non-responders at
Week 16
Patients randomised Q2W + TCS Q4W + TCS Q2w + TCS
N=69 N=69 N=95

Week number w16 w32 w16 W32 w16 W32
EASI-50, % responders@ 100.0 98.6 97.1 91.3 63.2 76.8
EASI-90, % responders?) 58.0 72.5 60.9 63.8 1.1 34.7
EASI, LS % mean change from baseline -90.5 -93.2 -89.3 -91.5 -46.9 -73.5
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(SE)P) (2.7 (2.3) 2.7) (2.3) (2.4) (2.0
Pruritus NRS (= 4-point improvement, % 63.2 70.6 64.2 61.2 27.4 38.9
responders)?:¢)

LS: Least squares, SE: Standard error

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the
discretion of the investigator.

a) Patients who received rescue treatment or had missing data were considered non-responders in the analyses.
b) Data after initiation of rescue medication or permanent discontinuation of treatment was excluded from the analyses.
c) The percentage is calculated relative to the number of subjects with a baseline value = 4.

d) All patients were initially treated with tralokinumab 300 mg Q2W + TCS from week 0 to week 16. They were
subsequently treated with tralokinumab 300 mg Q2W + TCS or Q4W + TCS.

e) Responders at week 16 are identified as patients achieving either IGA 0/1 and/or EASI-75.
Patient-reported outcomes

In both monotherapy studies (ECZTRA 1 and ECZTRA 2) and in the concomitant TCS study (ECZTRA 3) tralokinumab
improved patient-reported symptoms of atopic dermatitis, as measured by POEM, and the impact of atopic dermatitis on
sleep, as measured by Eczema-related sleep NRS, at week 16 compared to placebo. A higher proportion of patients
treated with tralokinumab had clinically meaningful reductions in POEM, (defined as at least 4 point improvement) from
baseline to week 16 compared to placebo.

Paediatric population

The licensing authority has deferred the obligation to submit the results of studies with tralokinumab in one or more
subset of the paediatric population in atopic dermatitis (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

After subcutaneous (SC) dose of tralokinumab median time to maximum concentration in serum (ty5«) were 5-8 days.
The absolute bioavailability of tralokinumab following SC dosing was estimated by population PK analysis to be 76%. In

a phase 1 trial (10 subjects per arm), bioavailability was estimated to be 62% for the 150 mg dose and 60% for the 300
mg dose.

Steady-state concentrations were achieved by week 16 following a 600 mg starting dose and 300 mg every other week.
Across clinical studies (ECZTRA 1, ECZTRA 2 and ECZTRA 3), the mean +SD steady-state trough concentration ranged
from 98.0+41.1 mcg/mL to 101.4+42.7 mcg/mL for 300 mg dose administered every other week.

Distr bution
A volume of distribution for tralokinumab of approximately 4.2 L was estimated by population PK analysis.
Biotransformation

Specific metabolism studies were not conducted because tralokinumab is a protein. Tralokinumab is expected to
degrade to small peptides and individual amino acids.

Elimination

Tralokinumab is eliminated through a non-saturable proteolytic pathway. Half-life is 22 days, consistent with the typical
estimate for human IgG4 monoclonal antibodies targeting soluble cytokines. In ECZTRA 1, ECZTRA 2, and ECZTRA 3,
clearance was estimated by population PK analysis to be 0.149 L/day. In phase 1 trials with IV dosing, clearance was
estimated to be between 0.179 and 0.211 L/day

Linearity/non-linearity

Exposure of tralokinumab increases proportionally to the dose of tralokinumab between 150-600 mg.
Special populations
Gender

Gender was not found to be associated with any clinically meaningful impact on the systemic exposure of tralokinumab
determined by population PK analysis.

Age

Age was not found to be associated with clinically relevant impact of systemic exposure of tralokinumab determined by
population PK analysis. 109 subjects above 65 years were included in the analysis.

Race
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Race was not found to be associated with any clinically meaningful impact on the systemic exposure of tralokinumab by
population PK analysis.

Hepatic impairment

Tralokinumab, as a monoclonal antibody, is not expected to undergo significant hepatic elimination. No clinical studies
have been conducted to evaluate the effect of hepatic impairment on the pharmacokinetics of tralokinumab. Mild hepatic
impairment was not found to affect the PK of tralokinumab determined by population PK analysis. Very limited data are
available in patients with moderate or severe hepatic impairment.

Renal impairment

Tralokinumab, as a monoclonal antibody, is not expected to undergo significant renal elimination. No clinical studies
have been conducted to evaluate the effect of renal impairment on the pharmacokinetics of tralokinumab. Population PK
analysis did not identify mild or moderate renal impairment as having a clinically meaningful influence on the systemic
exposure of tralokinumab. Very limited data are available in patients with severe renal impairment.

High body weight
Tralokinumab trough concentrations were lower in subjects with higher body weight (see section 4.2).

Table 7: Area under the curve (AUC) by weight

Weight (kg) 75 100 120 140
AUC (mcg*day/mL) 1532 1192 1017 889
Ratio AUC 75 kg 1 0.78 0.66 0.57

Calculated AUC at steady-state for the dosing interval for 300 mg Q2W for a subject of a certain weight based on the

relation between Clearance and weight Clearance = 0.149 x (W/75) 70.873. AUC = F x Dose Clearance, where F =
0.761.

Paediatric population
The pharmacokinetics of tralokinumab in paediatric patients has not yet been studied.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of repeated dose toxicity (including
safety pharmacology endpoints) and toxicity to reproduction and development.

The mutagenic potential of tralokinumab has not been evaluated; however monoclonal ant bodies are not expected to
alter DNA or chromosomes.

Carcinogenicity studies have not been conducted with tralokinumab. An evaluation of the available evidence related to
IL-13 inh bition and animal toxicology data with tralokinumab does not suggest an increased carcinogenic potential for
tralokinumab.

Enhanced pre- and postnatal studies with tralokinumab in monkeys did not identify adverse effects in maternal animals
or their offspring up to 6 months post-partum.

No effects on fertility parameters such as reproductive organs, menstrual cycle and sperm analysis were observed in
sexually mature monkeys treated subcutaneously with tralokinumab up to 350 mg/animal (females) or 600 mg/animal
(males) (AUC exposure up to 15-fold higher than in human patients receiving tralokinumab 300 mg every 2 weeks).

6. Pharmaceutical particulars

6.1 List of excipients

Sodium acetate trihydrate (E262)
Acetic acid (E260)

Sodium chloride

Polysorbate 80 (E433)

Water for injections
6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal products.
6.3 Shelf life

3 years.
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If necessary, pre-filled syringes may be kept at room temperature up to 25°C for a maximum of 14 days, within its shelf-
life, without being refrigerated again during this period. Do not store above 25°C. If the carton needs to be removed
permanently from refrigerator, the date of removal may be recorded on the carton. After removal from the refrigerator,
Adtralza must be used within 14 days or discarded.

6.4 Special precautions for storage

Store in a refrigerator (2°C - 8°C).
Do not freeze.
Store in the original package in order to protect from light.
6.5 Nature and contents of container
1 mL (150 mg) solution in a siliconised type-1 clear glass pre-filled syringe with 27 gauge %z inch thin wall stainless steel
staked needle, elastomer plunger stopper extended finger flange and needle guard.
Pack size:
- 2 pre-filled syringes
- Multipack containing 4 (2 packs of 2) pre-filled syringes
- Multipack containing 12 (6 packs of 2) pre-filled syringes.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling

The solution should be clear to opalescent, colourless to pale yellow. If the solution is cloudy, discoloured or contains
visible particulate matter, the solution should not be used. Do not use if the pre-filled syringe is damaged or has been
dropped on a hard surface.

After removing the pre-filled syringes from the refrigerator, they should be allowed to reach room temperature by waiting
for 30 minutes before injecting Adtralza.

Adtralza is sterile. Discard any unused product remaining in the pre-filled syringe.

7. Marketing authorisation holder
LEO Pharma A/S

Industriparken 55
DK-2750 Ballerup
Denmark

8. Marketing authorisation number(s)
PLGB 05293/0182

9. Date of first authorisation/renewal of the authorisation
Date of first authorisation: 215t June 2021

10. Date of revision of the text
June 2021

Company Contact Details

Leo Laboratories Limited

Address Telephone
Horizon, Honey Lane, Hurley, Berkshire, SL6 6RJ, +44 (0)1844 347 333
UK

Medical Information e-mail
medical-info.uk@leo-pharma.com
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Adtralza 150 mg solution for injection in pre-filled syringe
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B, EHCHT 2ABRONENAA SN MES(CE, BaNEET ZETCFSOXXTINBREEhIE
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SOFXTTREHTORME—BIETHY . R5MGHITHEBRRRE—R5 1 VBOEICRE 1,
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QW #5) . EP0HGEEEIMET 2T EHMEEER (X, Week 32 [2FH (T IGA0 Ft=IF 1. LU EASI-
75 & Lt=, 16 AROMNBPAREFIZTSER+TCS THRENHONEBEIZIL, TOFEETS5EAR+TCS %
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ECZTRA 1 : &5t 8024 (FZ5 AR 1994l F5AFX< T 300mg Q2W 603 i)
ECZTRA2 : &5t 794 6l (75 AR 2014l F3AFX < T 300 mg Q2W 593 i)
ECZTRA 3 : &5t 380 5l (75 +HR+TCS 127 ffl, ~3AFX< T 300 mg Q2W+TCS 253 i)
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BEENHIBEIL425%THofzc N—X54 VEOFEH RO T7IL. EASIH 323, £ 5 NRS D HRNR
EfEM 7.8, DLQI A 17.3. SCORAD H'70.4, POEM A\ 22.8. SF-36 M B {AMIEES L UVHERHERXI7
MENEFN 434 £ 443 THo 1=,

AT A4 FHARBIGARE (ECZTRA3) Tlk. B5HEADFEHYERRIL 39.1 K. 65 FULDBEIL
6.3%. THAEIL 79.4kg. KL 45.0%. BAIL75.8%., 7T RIF10.8%, BAIF92%THo1=, R—
254 VEDIGA RO TIEL3H53.2%. 45546.3%. £EHRENFFIOAREENDSEEE39.2%TH>
fzo R=XSA UVEOFEHRATIE, EASIHN 294, F5F NRS DHARKSIEA 7.7, DLQI AA17.5,
SCORAD ' 67.6. POEM » 223 THo1=,

OUZHILRFR

HERESEE (ECZTRA 1 5L IUFECZTRA 2) —#IEIIRS A (Week 0~16)

ECZTRA1 BL T ECZTRA2 REEDR—RX 54 D Week 16 £TIZ, IGA0 £7=[L 1. EASI-75. & U
SEEIEFSENRS DEBAREEN 4 R4 2 FULERELE-EZDEEE. T ERICEEALSN-EE
EHRT S OXFXTIICEEAEILLINE-EBTHRIZEN 2= (R288H) ,

% 2: ECZTRA1 B& U ECZTRA 2 SRERD Week 16 IZH(1 3 FSOXFX T JHEEBSOHME (FAS)

Monotherapy

ECZTRA 1 ECZTRA 2

Week 16 Week 16

Placebo Tralokinumab Placebo Tralokinumab

300 mg Q2W 300 mg Q2W

Number of patients randomised and
dosed (FAS) 197 601 201 591
IGA 0 or 1, % responders®® 71 15.8% 10.9 22.28
EASI-50, % responders? 21.3 41.65° 20.4 49.95#
EASI-75, % responders? 12.7 25.08 11.4 33.28
SCORAD, LS mean change from baseline -17.2 -24.98 -13.8 -26.98
(+ SE)Y (+ 1.98) (£ 1.23) (+ 2.00) (+ 1.06)
Pruritus NRS (24-point improvement, % 10.3 20.0* 9.5 25.08
responders)® (20/194) (119/594) (19/200) (144/575)
DLQI, LS mean change from baseline -5.7 -7.5% -5.2 -8.6%
(+SE)? (£ 0.63) (£ 0.41) (£ 0.68) (£ 0.36)

LS=least squares; SE=standard error, FAS: Full Analysis Set - includes all patients randomised and dosed
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If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the
discretion of the investigator.

a) Patients who received rescue treatment or had missing data were considered non-responders.

b) Responder was defined as a patient with IGA 0 or 1 (“clear” or “almost clear” on a 0-4 IGA scale).

c) Data after initiation of rescue medication or permanent discontinuation of treatment were considered missing. Placebo
based multiple imputation of missing data.

d) The percentage is calculated relative to the number of subjects with a baseline value > 4.
e) Not adjusted for multiplicity.

*p<0.05, #p<0.01, $p<0.001

BEEIHERER (ECZTRA1 B LU ECZTRA2) IZBWT, T5EREBEHEIZHR, FSOXXTITHEHRT
[ Week 1 EWSBVEFHMNSZSENRS DHRGSEOEILETHE LI-EAMNMET LT, EAHDIE
TIZEEWL, 7 FE—MHEBROFHENEES K UER, BTICEFOBELHEL:,

oD 2 RBTRERE (RAT0A FSRAL 8T OA PR, FXT04 FREDHEHF) ABEE
Bo=BERIT. T3 ERITEEALSNIEELLEATISOFXT T 300 mg Q2W ITEFEALShIZE
HETOLMof- 2HBREART29.3% vs. 45.3%) o N—RTA U TTY FE—MERBRNEETH O -BEEF
ERBREDERENEN >T2 (FSOFRXTT 300 mg Q2W B & TS5 REBEEHTEN TN 390.3% L
56.7%) o

HEIREAEE (ECZTRA 1 HLIFECZTRA 2) — #1385 (Week 16 ~52)

ECZTRA1 8L U ECZTRA 2 ABR TIXEM DM #5THE 9 572, F3BFX < T 300 mg Q2W FE D
5T Week 16 IZIGA 0 E1=(F 1. HB UL EASI-75 =R L1-#Ek#E (ECZTRA 1 RERTIL 185 4.
ECZTRA2 HERTIZ 227 ) XD I FICHEMEALEL., S5(236 80 GRAERAEILEET 5280 [2HhT-
STHREZ#ELE 1) FSOFXXT T 300mg Z 2:BRR (Q2W) ;2) FSAFXTT300mg & 7S5+
RERXEIZQ2W (FSAFXTT QAW) Fi=(F; 3) T5EHK QW, EFIEE T—ILIZH LT Week 16 12
DYZALLARYREER L-HEREDORTIX. Week 52 TOEHZE (IGA 0/1 £=IL EASI-75) 1. +5
OFX<T7300mg Q2W & 5 O0% X< 7 300 mg Q4W TENEFN 56.2% & 50%TdH 271,

% 3: Week 16 T 3 A% X <77 300 mg Q2W H'Z3h L - HEREICH 15 Week 52 TOHZE (IGA0 F
=X 1. $50L\& EASI-75)

ECZTRA 1 ECZTRA 2

Treatment regimen Week 16-52° Treatment regimen Week 16-52°)
Assessment at Tralokinumab Tralokinumab Placebo | Tralokinumab Tralokinumab Placebo
Week 52 300 mg 300 mg 300 mg 300 mg

Q2w Q4w Q2w Q4w
IGA 0/19 % 51.39 38.99 47.4 59.39 4499 25.0
responders (20/39) (14/36) (9/19) (32/54) (22/49) (7/28)
EASI-75% % 59.69 49.19 33.3 55.89 51.4° 21.4
responders 9 (28/47) (28/57) (10/30) (43/77) (38/74) (9/42)

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the
discretion of the investigator.

a) Subjects who received rescue treatment or had missing data were treated as non-responders. The percentage is

calculated relative to the number of subjects with response at week 16.

b) p<0.001 compared to placebo
c) p<0.05 compared to placebo
d) p>0.05 compared to placebo
e) All patients were initially treated with tralokinumab 300 mg Q2W week 0 to week 16.
f) 1GA 0/1 at week 52 was evaluated in those subjects that had IGA 0/1 at week 16.
g) EASI-75 at week 52 was evaluated in those subjects that had EASI-75 at week 16.

FSOFXRTTIZEEAIEL, Week 16 TIGAO £1=151 HA WL EASI-T5S NER SN THE ST, FEFERT
D+ZO0FXTT 300 mg QQWHEE®D TCS ITHBITLI-HERED 55, Week52 TIGAOQ E£f1£1 ZERK

L-#EREDEIA(L. ECZTRA 1 :RER T 20.8%. ECZTRA 2 SRER T 19.3%. EASI-75 #:E [ L F-HERE D E|
BlIEFNFN46.1%& 39.3% THoT=0 VYZHILLARVANER SN -THERIE, FEOXRTOA K
SNAFITIEEL., #EEREShz S O0XXITTHo 1=,

32 #FD TCS AR GiEE (ECZTRA 3) —#IHRSHE (0~16 1)
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ECZTRASSHEBDAR—R S5 UMD Week 16 T. IGA0 E7=1& 1. EASI-75. 8L UV E/-[EFS5FENRS D
BRREED 4 RS2 FULOBREFZZER LE-EZFDEISE. FSAFXTT 300mg Q2QWH+TCS IZE kA
ELF-BEDIESNTSER+TCS ITEEALLE-EBEELRTERIZEZN - (R4388H) ,

72 4 : ECZTRA 3 HER(D Week 16 25173 F5 R XX T T+TCS rAFLEDEZE (FAS)

Combination therapy
ECZTRA 3
Week 16
Placebo + TCS Tralokinumab 300 mg Q2W
+TCS
Number of patients randomised and dosed (FAS) 126 252
IGA 0 or 1, % responders®® 26.2 38.9*
EASI-50, % responders® 57.9 79.459
EASI-75, % responders® 35.7 56.08
SCORAD, LS mean change from baseline (xSE)° -26.7 -37.58
(£1.83) (£1.27)
Pruritus NRS (24-point improvement, % responders)* 34.1 45.4*
(43/126) (113/249)
DLQI, LS mean change from baseline (+SE) -8.8 -11.68
(£0.57) (£ 0.40)

LS=least squares; SE=standard error, FAS: Full Analysis Set - includes all patients randomised and dosed

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the discretion
of the investigator. The supplied TCS did not constitute rescue medication.

a) Subjects who received rescue treatment or had missing data were treated as non-responders.
b) Responder was defined as a patient with IGA 0 or 1 (“clear” or “almost clear” on a 0-4 IGA scale).

c) Data after initiation of rescue medication or permanent discontinuation of treatment were considered missing. Placebo based
multiple imputation of missing data.

d) The percentage is calculated relative to the number of subjects with a baseline value = 4.
e) Not adjusted for multiplicity.

*p<0.05, #p<0.01, $p<0.001.

ECZTRASRERICHE LT, RS- T 04 FHAFID Week 16 TOEMEL. FSBFX 7T 300 mg
Q2W BEHTIE TS RIS HOD 50% TH > 1=,

Ff-, FSOXXTIT+HTCSEBEHTIZITSER+TCSIBERHIZHR, Week2 EWLWS BLEEAMNDS F 5
NRS DEARSENEILETHE LI-EAMNET LTV EADETIZHEL., 7 FE—HREXODEEMN
HMESLVER., BRICEFTOBELHE LT,

32 #HFD TCS pfFiREE (ECZTRA 3—#FFIR5AE] (Week 16~32)

ECZTRAISHERCIIRYDOFHHmEF AT 57201, 5 O0FX 7T 300 mg+TCS Di%5 T Week 16 1Z
IGAO F1=(E 1. HAHWIEASI-75 ZER LF-HBREBZRD 2 EICEREMEALLL. 51216 B GHEBREE
(&5 32:8MH) IThiz>THRE##ELZ 1) F50FXXT T 300mg % 2 @R (Q2W) +TCS ; 2)
FSBEXEXTT300mg+TCS £ FS5EREREIZ2:BMRE (RS BFXTT Q4W) , Week 16 (29 1) =Hh
WLARURZERL-HBEBEETE., FSOFXT T 300mg Q2QW+TCS & FS5 0% X< J 300 mg Q4W
+TCS ED L ThE. Week 32 EFTOERKRMANEDHFTE TSN >f= (R588) ,
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#£5: FSAFXTT 300 mg+TCS Q2W D5 T Week 16 TY U AL L ARV ARER Sh -8

HIZH1T 2 Week 32 TOHEZME
Tralokinumab 300 mg Q2W + TCS Tralokinumab 300 mg Q4W + TCS
IGA 0/1 at week 322 89.6 77.6
% responders® (43/48) (38/49)
EASI-75 at week 322 92.5 90.8
% responders® (62/67) (59/65)

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the

discretion of the investigator.

a) Subjects who received rescue treatment or had missing data were treated as non-responders. The percentage is
calculated relative to the number of subjects with response at week 16.

b) IGA 0/1 at week 32 was evaluated in those subjects that had IGA 0/1 at week 16.

c) EASI-75 at week 32 was evaluated in those subjects that had EASI-75 at week 16.

Week 16 [ZIGA 0 F1zIF 1. HE WL EASI-7T5 NERINFEHBRED S5, R—X T4 U5 Week 32 F
TOEASI ROA7DHREDFHENISIF FSAFX T T 300 mg QQWHTCS 5 # 4 L 1=-1KERE T 93.5%.
P> 0OFX<7 T 300 mg QAW+TCS HEICHEIT L= HERE T91.5% THh > 1=,

FSBEFX<T T 300 mg QQW+TCS IZ£E/EAIE S, Week 16 IZIGA 0 E£1=(E 1 35 LM EASI-75 HNERL
SNENSEHEBRETIE., F5SO0FXTT 300mg Q2QW+TCS HBE5 % & 512 16 BREIMEET 5 & . Week 32
T3 30.5%T IGA 0/1. 55.8%T EASI-75 WER S ht=,

Week 16 TIGAQ E£1=1X 1. HBD WL EASI-7T5 BNERINEN>-#HEETEH. TS5ENRS DERFEEIE
B LU SCORAD HEDT FE—HEEXDEBRMBIEDHEL MBS L 1=,

£ 6: ECZTRA3I B THHRSHMEIC rSOFX T T Q2WHTCS 25 L=-BHIZH(+5 Week 16 &
Week 32 TO FSOFXXT T & TCS $tADESME

Treatment regimen Week 16-329
Responders at Week 16° Non-responders at
Week 16
Patients randomised Q2w +TCS Q4W +TCS Q2w +TCS
N=69 N=69 N=95

Week number W16 W32 w16 W32 w16 W32
EASI-50, % responders® 100.0 98.6 97.1 91.3 63.2 76.8
EASI-90, % responders® 58.0 725 60.9 63.8 1.1 347
EASI, LS % mean change from baseline -90.5 -93.2 -89.3 -91.5 -46.9 -73.5
(SEP (2.7) (2.3) (2.7) (2.3) (2.4) (2.0)
Pruritus NR§C£24-point improvement, % 63.2 706 64.2 61.2 274 38.9
responders)®

LS: Least squares, SE: Standard error

If needed to control intolerable symptoms of atopic dermatitis, patients were permitted to receive rescue treatment at the
discretion of the investigator.

a) Patients who received rescue treatment or had missing data were considered non-responders in the analyses.

b) Data after initiation of rescue medication or permanent discontinuation of treatment was excluded from the analyses.
c) The percentage is calculated relative to the number of subjects with a baseline value = 4.

d) All patients were initially treated with tralokinumab 300 mg Q2W + TCS from week 0 to week 16. They were
subsequently treated with tralokinumab 300 mg Q2W + TCS or Q4W + TCS.

e) Responders at week 16 are identified as patients achieving either IGA 0/1 and/or EASI-75.
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BEBET O HAL

HERE5HREE (ECZTRA1 KU ECZTRA2) & TCS #A%ZE5HE (ECZTRA3) OLWFhTH, TSR
BEEICHER, FSOFXITREBET Week 16 TO7 FE—MREXADEERSEIR (POEM THM) &
FUT7 FE—MREXMNERICRITITHE (EDIZEHELERD NRS TEHA) tHELZ, A—X5M Y
M5 Week 16 £TIZ, POEM RO 7 ICERRRMICEHRDHDIET GRSV FULDHEBLEER) HHLNT:
BEDEEE. FSIOXFXTITRERN TS ERESHLEERTEN DT,

PEEEELT

AR, FrE—HEBXD 1 DUED/NREFERY Tty BT BERDIRHEFEELL
= UMRIZHTBERIZDONTIE, 4.2 HSHE)

52 XEYEikE

iR

FSOXFXTTZEZET (SC) 5 L-EEDOKEHMBETREZERME (tna) OhR{EIX. 5~8 HTH
o BEMPKEHTIE. FSAFXXITDSCHESZDEANAFATRLASEY T 76%EHEEESH
f=o F1HEHER (BE104) TONLATRLSEY T aI1&, 150 mg D%5 T 62%. 300 mg DEET
60% & HEE SNz,

#MEIZ600mg #i%5 L. ZD#% 300 mg % 2 BREIRTIRET 5 L. Week 16 ETIZEEREDEBEINER
3ht=, ECZTRA1, ECZTRA2 8L U ECZTRA3 M 3HKEETIL. 300mg # 2 BERETIRS LI-LEDE
BIRETH S5 TEE (FY=+SD) (£98.0+41.1~101.4 +42.7 mcg/mL DEETH o 1=,

2
BEHPKEFTE., FSOXXTTOLHBEIF42L LHEESNT,
LA

FSOXXTTEE2URVETHZH. BEORBHARBREIToTOEL, FSOFXTITEIDSHERTF

FizofEsh, SoICBADT7 I/ BICHBINDIETRINS,

§ 24

FSOXX T TEIEBEMER VRV ESBRECH SIS, FEHE228THY. ABEEYA A1 %E
BrHELzE M IgG4 B/ Y 0—F LA BB IGHEBE L - L TLVS, ECZTRA 1, ECZTRA2 & U
ECZTRA3 HEROBEM PK A TIE., YU TSV RIF0149 /B EHEE SN, £ 1ERRIZE TS IV
5Tk, 275 URIE0.179~0211 /B E#HEE SN T=,

RIBIE AR IE

FSOFXTTDBREEE. BE 150~600 mg DEITIEAEICHSEI L TEMT 5,

HH L EA

e/

BEMHPKE#FTIE. FSOXXTTNLEBREEICH L THANICKZBERMICERDHHEEELEL, -

T=o

3

B&EM PKEFTIE, FSOXFXIITNLEBRZBEICH L TERICKIBERMICEKRDHIELET LN
f=o FRITICIL 65 REBOWERF 1094l EFEN TS,

A7

BEMPKEBHFTIE, FSAXFXTITNLEBREEICH L TARBIZKIBERMNICERDOHZEEE L, -
1=

VgL

FSOFXITEE/VO—FLRARTHLSO. BEGHERNELCHZ EEFRSAGL, FHERES
A rSAFXTITOEYEEICRITTIEAZHE L EBRRAREIEES W TULEL, B5H PK#&HTTIE,
BEOHHEEREICLS FSO0XFXTITOPKADEERILEA =, PEEEEEEORHERTEEDL
SIFFEICRONFT—2 LMFOATLEL,

EHRIEE
FSOFXITEE/VO—FLRARTHLSO. BELGEHMNELCHZ LFFRSALGL, BHERES
ALSOFXITOEMBEICRITIIERZEHME L ERRERIEE SN TGN, B8R PKETTE,
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BEFFITEEOBHREEZSICES FSOFXTINEEBRZE~NDELEI LN -, EEDBHAEREE
BEMNSITEBICEONI=T—2 LHFSNTULEL,

EEE
EREOHBETIH. FIOXXTITD IS IRERES LS A2IHSH) ,

R7: AEHBMBTER (AUC)

Weight (kg) 75 100 120 140
AUC (mcg*day/mL) 1532 1192 1017 889
Ratio AUC 75 kg 1 0.78 0.66 0.57

Calculated AUC at steady-state for the dosing interval for 300 mg Q2W for a subject of a certain weight based on the
relation between Clearance and weight Clearance = 0.149 x (W/75) 0.873. AUC = F x Dose Clearance, where F = 0.761.

PIEEE
NRBEIZETS I OXRXTITOENBEIHEF T TLVEL,

53 WHiEKRREHET—4
REORELRSEHRE (XLHEBTMERZST) BLUEBRESHHARICEDCFEBRET—4 T
%, B MIHT 288G — REH 5NN,
FSOXXTIOEEREMIIFMIhTUOELA, B/ 4 0—FI)LIEA DNA £ (FZaKIZELERIT
ZEFFRIALGL,
FSOXFXTIDONAVBRMEHBREERSATLEL, IL-13EEL FSOXXTITOEET—42 EMEER
LE=RER) ICALTELNTWAIETURZIEMELED., AARENE T I AEEMITRE IR TLVELY,

SILEFRALEGEEREERS L UVEAERORESHSAR T, BEWICELFICEEER 6 hAETHEE
AlXamot=,

HHMICERALEYLIZ S OXF XTI TZ2E&S 350 g/t () XU 600 mg/lt (&) RTHRELI-EE, &
Jeds. ARAMEIURFLEDETRENT A—2(ITEREBEM S (COEEDAUCRKEREEL. ELDOBE
IZh50FX<TT 300mg % 2 BRETEKRELI-EED 1518)

6. HEHH

6.1
BEEEF ') O LZKENY (E262)
BEES (E260)
BIEF RS LK) YILAR— | 80 (E433)
FESTRK

6.2 EBALKER

EEZERBRETHOATHEN, AEXREHMOERRZERELTREELAL,

6.3 BEZhHEAM
IF

AMYBEADTL I EL Y DDIE, BETHNIE25°CETHOERTRE 14 BERET S EMNTE,
COMBEABT HPRERLZL, REDME., 25°C #BARWVWI L, ABEMASA—FUEMYHLTEL R
ENHAHEEICIE. BLE-ARZEHA—FUICRBTIENTES, ABENSEY H LI Adtralza (£ 14 B
LRIZERAL., 14 B2BE-0RETDH &,
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6.4 REICEATIIEE
ABETHRET S (2~8°C) ,
BRESERWI &,
BAEDI=DTED/INY T—DICAN-EETRET S L,

6.5 X -a¥
UarvmIsEEShiz 1 BERASADTLIAIEL) D121 mL (150 mg) DFEHFHBEAASTE
U, 2T5=, A VF, BEIAFULARF—IILEAOEES. ISAY—ETSOCy R bys—, i
RWIAVH—ITSoPELUHA—FZRATLS,
akg4( X
- JLI4LELY U 2K
- TLIAIEYY D4R QEAAY 25) BA2ETILFINYY
- TLIAIEYY P 12K QKAY 65F8) BA-F=TILFI/INvY

LAEBENRFT I TS DT TIEAL,

6.6 BERUHIRLDIE

BRITERHELEIIEE, BE-BEBTHTAELG LAV, Y., £6. RICRADHNFRYELELAS
NEHBICEEALGEWVWIE, TLIAFDYUOABELEY. BVREISEE LY LEZHELER
LizZ &,

TLI4LEDY UPIEABENACIYE LIS, 30 0MNTTERIZRELTHSEET S,
Adtralza (FEEFERFITHS, TLIAILEKED) OOoRIZERNE--BEITEET S,

7. BERFTXRE

LEO Pharma A/S
Industriparken 55
DK-2750 Ballerup
Denmark

8. HERTRRES
PLGB 05293/0182

9. MEKXEA AKEEHA
#WEEZER : 202146 H21H

10. FfIXEUEAR

2021 %6 B
R EMRE
Leo Laboratories Limited
R BEES
Horizon, Honey Lane, Hurley, Berkshire, SL6 6RJ, UK +44 (0)1844 347 333

EEFREFA—ILTFTFLRA

medical-info.uk@leo-pharma.com
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ADBRY safely and effectively. See full prescribing information for
ADBRY.

ADBRY™ (tralokinumab-ldrm) injection, for subcutaneous use
Initial U.S. Approval: 2021

ADBRY is an interleukin-13 antagonist indicated for the treatment of
moderate-to-severe atopic dermatitis in adult patients whose disease is
not adequately controlled with topical prescription therapies or when
those therapies are not advisable. ADBRY can be used with or without
topical corticosteroids. (1)

o Prior to ADBRY initiation, complete all age appropriate vaccinations
as recommended by current immunization guidelines (2.1)

¢ The recommended dosage of ADBRY is an initial dose of 600 mg

(four 150 mg injections), followed by 300 mg (two 150 mg injections)

administered every other week. A dosage of 300 mg every 4 weeks

may be considered for patients below 100 kg who achieve clear or

almost clear skin after 16 weeks of treatment. (2.2)

Administer by subcutaneous injection. (2.2)

Injection: 150 mg/mL solution in a single-dose prefilled syringe with
needle guard. (3)

------------------------------ CONTRAINDICATIONS
Known hypersensitivity to tralokinumab-ldrm or any excipients in
ADBRY. (4)

------------------------ WARNINGS AND PRECAUTIONS------========nmmmmmmmm

o Hypersensitivity: Hypersensitivity reactions, including anaphylaxis,
and angioedema have occurred after administration of ADBRY.
Discontinue ADBRY in the event of a hypersensitivity reaction. (5.1)

o Conjunctivitis and Keratitis: Patients should report new onset or
worsening eye symptoms to their healthcare provider. (5.2)

o Parasitic (Helminth) Infections: Treat patients with pre-existing
helminth infections before initiating treatment with ADBRY. If
patients become infected while receiving ADBRY and do not
respond to anti-helminth treatment, discontinue treatment with
ADBRY until the infection resolves. (5.3)

¢ Risk of Infection with Live Vaccines: Avoid use of live vaccines. (5.4)

ADVERSE REACTIONS
Most common adverse reactions (incidence > 1%) are upper
respiratory tract infections, conjunctivitis, injection site reactions, and
eosinophilia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact LEO
Pharma Inc. at 1-877-494-4536 or FDA at 1-800-FDA-1088 or

www.fda.gov/imedwatch.

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.

Revised: 12/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ADBRY is indicated for the treatment of moderate-to-severe atopic dermatitis in adult patients whose
disease is not adequately controlled with topical prescription therapies or when those therapies are
not advisable. ADBRY can be used with or without topical corticosteroids.

2 DOSAGE AND ADMINISTRATION

2.1  Vaccination Prior to Treatment

Complete all age-appropriate vaccinations as recommended by current immunization guidelines prior
to initiating treatment with ADBRY [see Warnings and Precautions (5.4)].

2.2 Recommended Dosage
The recommended dosage of ADBRY is:

¢ Aninitial dose of 600 mg (four 150 mg injections), followed by 300 mg (two 150 mg injections)
administered every other week.

o After 16 weeks of treatment, for patients with body weight below 100 kg who achieve clear or
almost clear skin, a dosage of 300 mg every 4 weeks may be considered.

ADBRY is administered by subcutaneous injection [see Dosage and Administration (2.5, 2.6)].
2.3 Concomitant Topical Therapies

ADBRY can be used with or without topical corticosteroids. Topical calcineurin inhibitors may be
used, but should be reserved for problem areas only, such as the face, neck, intertriginous and
genital areas.

2.4 Missed Doses

If a dose is missed, administer the dose as soon as possible. Thereafter, resume dosing at the
regular scheduled time.

2.5 Preparation for Use
o Before injection, remove ADBRY prefilled syringes from the refrigerator and allow to reach
room temperature (30 minutes for the 150 mg/mL prefilled syringes) without removing the

needle cap.

o After removal from the refrigerator, prefilled syringes may be kept at room temperature up to
25°C (77°F) and must be used within 14 days or discarded.



¢ Inspect ADBRY visually for particulate matter and discoloration prior to administration. ADBRY
injection is a clear to opalescent, colorless to pale yellow solution. Do not use if the liquid
contains visible particulate matter, is discolored or cloudy (other than clear to opalescent,
colorless to pale yellow).

o ADBRY does not contain preservatives; therefore, discard any unused product.
2.6 Important Administration Instructions
o ADBRY is intended for use under the guidance of a healthcare provider. A patient may self-
inject ADBRY after training in subcutaneous injection technique. Provide proper training to
patients and/or caregivers on the preparation and administration according to the "Instructions

for Use" [see Instructions for Use].

o For the initial 600 mg dose, administer each of the four ADBRY 150 mg injections at different
injection sites within the same body area.

o For the subsequent 300 mg doses, administer the two ADBRY 150 mg injections at different
injection sites within the same body area.

¢ Administer subcutaneous injection into the thigh or abdomen, except for the 2 inches (5 cm)
around the navel. The upper arm can also be used if a caregiver administers the injection.

¢ Rotate the body area with each subsequent set of injections. DO NOT inject ADBRY into skin
that is tender, damaged, bruised, or scarred.

3 DOSAGE FORMS AND STRENGTHS

Injection: 150 mg/mL clear to opalescent, colorless to pale yellow solution in a single-dose prefilled
syringe with needle guard

4 CONTRAINDICATIONS

ADBRY is contraindicated in patients who have known hypersensitivity to tralokinumab-ldrm or any
excipients in ADBRY [see Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS
5.1  Hypersensitivity

Hypersensitivity reactions including anaphylaxis and angioedema, have been reported with use of
ADBRY.

If a serious hypersensitivity reaction occurs, discontinue ADBRY immediately and initiate appropriate
therapy.

5.2  Conjunctivitis and Keratitis



Conjunctivitis and keratitis occurred more frequently in atopic dermatitis subjects who received
ADBRY. Conjunctivitis was the most frequently reported eye disorder. Most subjects with
conjunctivitis or keratitis recovered or were recovering during the treatment period [see Adverse
Reactions (6.1)].

Advise patients to report new onset or worsening eye symptoms to their healthcare provider.

5.3 Parasitic (Helminth) Infections

Patients with known helminth infections were excluded from participation in clinical studies. It is
unknown if ADBRY will influence the immune response against helminth infections by inhibiting IL-13
signaling.

Treat patients with pre-existing helminth infections before initiating treatment with ADBRY. If patients
become infected while receiving ADBRY and do not respond to antihelminth treatment, discontinue
treatment with ADBRY until the infection resolves.

5.4 Risk of Infection with Live Vaccines

ADBRY may alter a patient’s immunity and increase the risk of infection following administration of
live vaccines. Prior to initiating therapy with ADBRY, complete all age appropriate vaccinations
according to current immunization guidelines. Avoid use of live vaccines in patients treated with
ADBRY. Limited data are available regarding coadministration of ADBRY with non-live vaccines [see
Clinical Pharmacology (12.2)].

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail elsewhere in the labeling:
o Hypersensitivity [see Warnings and Precautions (5.1)]
¢ Conjunctivitis and Keratitis [see Warnings and Precautions (5.2)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of
another drug and may not reflect the rates observed in practice.

The safety of ADBRY was evaluated in a pool of 5 randomized, double-blind, placebo-controlled trials
in subjects with moderate-to-severe atopic dermatitis including three phase 3 Eczema Tralokinumab
trials (ECZTRA 1, ECZTRA 2, and ECZTRA 3), a dose-finding trial, and a vaccine response trial. The
safety population had a mean age of 37 years; 43% of subjects were female, 67% were White, 21%
were Asian, and 9% were Black. In terms of co-morbid conditions, 39% of the subjects had asthma,
49% had hay fever, 36% had food allergy, and 21% had allergic conjunctivitis at baseline.

In these 5 atopic dermatitis trials, 1964 subjects were treated with subcutaneous injections of
ADBRY, with or without concomitant topical corticosteroids (TCS). A total of 807 subjects were
treated with ADBRY for at least 1 year.



ECZTRA 1 and ECZTRA 2 compared the safety of ADBRY monotherapy to placebo through Week
52. ECZTRA 3 compared the safety of ADBRY + TCS to placebo + TCS through Week 32.

Weeks 0 to 16 (ECZTRA 1, ECZTRA 2, and ECZTRA 3):

Table 1 summarizes the adverse reactions identified in the pool of 3 trials (ECZTRA 1, ECZTRA 2,
and ECZTRA 3) and that occurred at a rate of at least 1% in the ADBRY 300 mg every other week
monotherapy group, and in the ADBRY 300 mg every other week + TCS study, all at a higher rate
than placebo during the first 16 weeks of treatment.

Table 1: Adverse Reactions Occurring in 21% of the ADBRY Monotherapy Group or the ADBRY + TCS
Group in the Atopic Dermatitis Trials through Week 16

Adverse Reaction ADBRY Monotherapy? ADBRY + TCSP
ADBRY 300 mg PLACEBO ADBRY 300 mg PLACEBO +
Q2we Q2W*° + TCS TCS
N=1180 N=388 N=243 N=123
n (%) n (%) n (%) n (%)
Upper respiratory 281(23.8) 79 (20.4) 73 (30.0) 19 (15.4)
tract infections®
Conjunctivitis’ 88 (7.5) 12 (3.1) 33 (13.6) 6 (4.9)
Injection site 87 (7.4) 16 (4.1) 27 (11.1) 1(0.8)
reactions®
Eosinophilia? 17 (1.4) 2(0.5) 3(1.2) 0

@ Pooled analysis of ECZTRA 1 and ECZTRA 2.

® Analysis of ECZTRA 3 where subjects were on background TCS therapy.

¢ ADBRY 600 mg at Week 0, followed by 300 mg every other week.

4 Upper respiratory tract infections cluster includes upper respiratory tract infection, viral upper respiratory tract infection, pharyngitis,
and nasopharyngitis; mainly reported as common cold.

¢ Injection site reactions cluster includes pain, erythema, and swelling.

f Conjunctivitis cluster includes conjunctivitis and allergic conjunctivitis.

9 Eosinophilia cluster includes eosinophilia and eosinophil count increased.

In the monotherapy trials (ECZTRA 1 and ECZTRA 2) through Week 16, the proportion of subjects
who discontinued treatment due to adverse reactions was 0.7% in the ADBRY 300 mg every other
week group and 0% of the placebo group. In the concomitant TCS trial (ECZTRA 3) through Week
16, the proportion of subjects who discontinued treatment due to adverse reactions was 0.8% in the
ADBRY 300 mg every other week +TCS group and 0% of the placebo + TCS group. The most
common adverse reactions leading to discontinuation in the ADBRY group compared to the placebo
group were injection site reaction (0.3% v. 0) and eosinophilia (0.3% v. 0) in ECZTRA 1 and ECZTRA
2; and injection site reaction (0.4% v. 0) and conjunctivitis (0.4% v. 0) in ECZTRA 3.

Safety Weeks 16-52 (ECZTRA 1 and ECZTRA 2) and Weeks 16-32 (ECZTRA 3):

The safety profile of ADBRY 300 mg every other week with or without TCS during maintenance
treatment was consistent with that in the initial 16-week treatment period. In addition, the frequency of
adverse reactions with ADBRY 300 mg every other week and every 4 weeks in ECZTRA 1 and
ECZTRA 2 was 44% and 34%, respectively, and 43% and 26% with ADBRY 300 mg + TCS every
other week and every 4 weeks in ECZTRA 3, respectively.

Specific Adverse Reactions

Conjunctivitis and Keratitis



Conjunctivitis, including allergic conjunctivitis, was reported in 7.5% of subjects treated with ADBRY
300 mg every other week (29 events per 100 subject-years of exposure) and in 3.1% of subjects
treated with placebo (12 events per 100 subject-years of exposure) in the initial treatment period of up
to 16 weeks in the pool of 5 trials. In the ADBRY group, 126 subjects reported 145 events of
conjunctivitis, with 114 events resolved at the end of initial treatment period. Conjunctivitis led to
discontinuation of treatment in 2 subjects.

During the maintenance treatment period of the monotherapy trials (ECZTRA 1 and ECZTRA 2) from
16 to 52 weeks, conjunctivitis was reported in 8.9% of subjects treated with ADBRY 300 mg every
other week (20 events per 100 subject-years of exposure) and in 6.3% of subjects treated with
ADBRY 300 mg every 4 weeks (14 events per 100 subject-years of exposure) compared to 7.7% of
subjects treated with ADBRY 300 mg every other week in the initial treatment period (30 events per
100 subject-years of exposure). Conjunctivitis (including no serious events, 1 severe event, and 1
event that led to discontinuation) was reported in 24 subjects in the combined (every other week and
every 4 weeks) ADBRY groups. A similar pattern was seen during the continuation treatment period
of an additional 16 weeks in the ADBRY combination ECZTRA 3.

Keratitis (including keratoconjunctivitis) was reported in 0.5% of subjects treated with ADBRY and 0%
treated with placebo during the initial treatment period of up to 16 weeks in the pool of 5 trials.
Keratitis (including 1 ulcerative keratitis) was reported in 0.2% of subjects treated with ADBRY (0.9
events per 100 subject-years of exposure) and 0.2% of subjects treated with placebo (0.6 events per
100 subject-years of exposure). Keratoconjunctivitis (including 1 atopic keratoconjunctivitis) was
reported in 0.3% of subjects treated with ADBRY (1.2 events per 100 subject-years of exposure), and
in no subjects treated with placebo. In the ADBRY group, 9 subjects reported 10 events of keratitis or
keratoconjunctivitis, with 5 events resolved during the trial following the initial treatment period. None
of the events were serious or led to treatment discontinuation.

During the maintenance treatment period of the monotherapy trials (ECZTRA 1 and ECZTRA 2) from
16 to 52 weeks in the ADBRY 300 mg every other week group, keratitis was reported in 1 (0.6%)
subject (ulcerative, severe, resolved after discontinuation) at an exposure-adjusted event rate of 1.2
per 100 subject-years, and keratoconjunctivitis (not serious or severe, resolved, not led to
discontinuation) was reported in 3 (1.9%) subjects (3.6 events per 100 subject-years of exposure). No
events of keratitis or keratoconjunctivitis was reported in ADBRY every 4 weeks or placebo groups,
compared to keratitis event rate of 2 per 100 subject-years for ADBRY 300 mg every other week in
the initial treatment period.

In the continuation treatment period of ECZTRA 3 (from 16 to 32 weeks), there were no additional
events of keratitis reported for subjects randomized to ADBRY 300 mg + TCS.

Eosinophil Counts

ADBRY-treated subjects had a greater mean initial increase from baseline in eosinophil count
compared to subjects treated with placebo. The mean and median increases in blood eosinophils
from baseline to Week 4 were 190 and 100 cells/mcL, respectively. The increase in the ADBRY-
treated subjects declined to baseline level with continued treatment. Eosinophilia (> 5000 cells/mcL)
in the initial treatment period of up to 16 weeks was reported in 1.2% in the ADBRY-treated subjects
and 0.3% in the placebo-treated subjects. The safety profile for subjects with eosinophilia was
comparable to the safety profile for all subjects included in the pool of 5 atopic dermatitis trials.



6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity with ADBRY. The detection of
antibody formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the
observed incidence of antibody (including neutralizing antibody) positivity in an assay may be
influenced by several factors, including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of the
incidence of antibodies in the studies described below with the incidence of antibodies in other
studies or to other tralokinumab products may be misleading.

In ECZTRA 1, ECZTRA 2, and ECZTRA 3, and the vaccine-response trial, the incidence of Anti-Drug-
Antibodies (ADA) during the initial 16-week treatment period was 1.4% for subjects treated with
ADBRY 300 mg every other week and in 1.3% for subjects treated with placebo; neutralizing
antibodies were seen in 0.1% of subjects treated with ADBRY and 0.2% of subjects treated with
placebo.

Across all trial periods, the ADA incidence for subjects who received ADBRY was 4.6%; 0.9% had
persistent ADA and 1.0% had neutralizing antibodies.

No clinically meaningful differences in the pharmacokinetics, safety, or efficacy of tralokinumab-ldrm
were observed in patients who tested positive for anti-tralokinumab-ldrm antibody (including
neutralizing antibodies).

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are limited data from the use of ADBRY in pregnant women to inform a drug-associated risk of
adverse developmental outcomes. Human IgG antibodies are known to cross the placental barrier;
therefore, ADBRY may be transmitted from the mother to the developing fetus.

In an enhanced pre-and post-natal developmental study, no adverse developmental effects were
observed in offspring born to pregnant monkeys after intravenous administration of tralokinumab-ldrm
during organogenesis through parturition at doses up to 10 times the maximum recommended human
dose (MRHD).

The background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defect, loss or other adverse outcomes. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

In a pre- and post-natal development study, intravenous doses up to 100 mg/kg tralokinumab-ldrm
were administered to pregnant cynomolgus monkeys once every week from gestation day 20 to



parturition. No maternal or developmental toxicity was observed at doses up to 100 mg/kg/week (10
times the MRHD on a mg/kg basis of 10 mg/kg/week).

In an enhanced pre- and post-natal development study, intravenous doses up to 100 mg/kg
tralokinumab-Idrm (10 times the MRHD on a mg/kg basis of 10 mg/kg/week) were administered to
pregnant cynomolgus monkeys once every week from the beginning of organogenesis to parturition.
No treatment-related adverse effects on embryofetal toxicity or malformations, or on morphological,
functional, or immunological development were observed in the infants from birth through 6 months of
age.

8.2 Lactation

Risk Summary

There are no data on the presence of tralokinumab-Idrm in human milk, the effects on the breastfed
infant, or the effects on milk production. Maternal IgG is present in breast milk. The effects of local
gastrointestinal exposure and limited systemic exposure to ADBRY on the breastfed infant are
unknown. The development and health benefits of breastfeeding should be considered along with the
mother’s clinical need for ADBRY and any potential adverse effects on the breastfed child from
ADBRY or from the underlying maternal condition.

8.4 Pediatric Use
The safety and effectiveness of ADBRY have not been established in pediatric patients.
8.5  Geriatric Use

Of the 1605 subjects exposed to ADBRY in 5 atopic dermatitis trials in the initial treatment period of
up to 16 weeks, 77 subjects were 65 years or older. Clinical studies did not include sufficient numbers
of subjects aged 65 and over to determine whether they respond differently from younger subjects
[see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no specific treatment for ADBRY overdose. In the event of overdosage, contact Poison
Control (1-800-222-1222) for latest recommendations and monitor the patient for any signs or
symptoms of adverse reactions and institute appropriate symptomatic treatment immediately.

11 DESCRIPTION

Tralokinumab-ldrm, an interleukin-13 antagonist, is a human IgG4 monoclonal antibody.
Tralokinumab-ldrm is produced in mouse myeloma cells by recombinant DNA technology, consists of
1326 amino acids, and has a molecular weight of approximately 147 kilodaltons.

ADBRY (tralokinumab-ldrm) injection is a sterile, preservative-free, clear to opalescent, colorless to
pale yellow solution for subcutaneous use supplied as a single-dose prefilled syringe with needle
guard in a siliconized Type-1 clear glass syringe. None of the components of the prefilled syringe or
the needle guard are made with natural rubber latex.



Each prefilled syringe delivers 150 mg tralokinumab-Idrm in 1 mL and the inactive ingredients: acetic
acid (0.3 mg), polysorbate 80 (0.1 mg), sodium acetate trihydrate (6 mg), sodium chloride (5 mg), and
Water for Injection, at an approximate pH of 5.5.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Tralokinumab-ldrm is a human IgG4 monoclonal antibody that specifically binds to human interleukin-
13 (IL-13) and inhibits its interaction with the IL-13 receptor a1 and a2 subunits (IL-13Ra1 and IL-
13Ra2). IL-13 is a naturally occurring cytokine of the Type 2 immune response. Tralokinumab-ldrm
inhibits the bioactivity of IL-13 by blocking IL-13 interaction with IL-13Ra1/IL-4Ra receptor complex.
Tralokinumab-ldrm inhibits IL-13-induced responses including the release of proinflammatory
cytokines, chemokines and IgE.

12.2 Pharmacodynamics

ADBRY was associated with decreased concentrations of Th2 and Th22 immunity biomarkers in the
blood, such as thymus and activation-regulated chemokine (TARC/CCL17), periostin, IL-22, lactate
dehydrogenase (LDH) and serum IgE. ADBRY decreased expression of keratin 16 and Ki-67 in AD
skin, and upregulated protein expression of loricrin. ADBRY suppressed expression of genes in the
Th2 pathway, including CCL17, CCL18 and CCL26 as well as markers of Th17- and Th22-regulated
genes in lesional skin. The clinical relevance of these biomarkers is not fully understood.

Immune Response to Non-live Vaccines during Treatment

Immune responses to non-live vaccines were assessed in a trial in which adult subjects with atopic
dermatitis were treated with an initial dose of 600 mg (four 150 mg injections) followed by 300 mg
every other week administered as subcutaneous injection. After 12 weeks of ADBRY administration,
subjects were vaccinated with a combined tetanus, diphtheria, and acellular pertussis vaccine, and a
meningococcal vaccine. Antibody responses were assessed 4 weeks later. Antibody response to
tetanus, diphtheria, acellular pertussis, and a meningococcal vaccine was similar in tralokinumab-
Idrm treated and placebo treated subjects. Immune responses to other vaccines were not assessed.

12.3 Pharmacokinetics

The mean (SD) steady-state trough concentration of tralokinumab-Idrm ranged from 98.0 (41.1)
mcg/mL to 101.4 (42.7) mcg/mL following administration of ADBRY at 300 mg every other week.
Tralokinumab-ldrm exposure increased proportionally over a dosage range up to 2100 mg for a 70 kg
subject (30 mg/kg IV) (3.5 times the maximum approved recommended dosage). Steady-state
tralokinumab-ldrm concentrations were achieved by week 16 following a 600 mg starting dose and
300 mg every other week.

Absorption

The absolute bioavailability of tralokinumab-ldrm was estimated to be 76%. The time to maximum
tralokinumab-Idrm concentrations (tmax) was 5 to 8 days after administration.

Distribution



The volume of distribution of tralokinumab-ldrm was estimated to be approximately 4.2 L.
Elimination

The half-life of tralokinumab-ldrm was 3 weeks and systemic clearance was estimated to be 0.149
L/day.

Metabolism
Tralokinumab-ldrm is expected to be metabolized into small peptides by catabolic pathways.

Specific Populations

No clinically significant differences in the pharmacokinetics of tralokinumab-ldrm were observed
based on age (ranged from 18 — 92 years), sex, mild to moderate renal impairment, or mild hepatic
impairment. The effect of severe renal impairment or moderate to severe hepatic impairment on the
pharmacokinetics of tralokinumab-Idrm is unknown.

Body Weight

The exposure of tralokinumab-Ildrm decreases with increasing body weight. After 300 mg dose every
4 weeks, the median tralokinumab-ldrm exposure (AUC) of subjects with body weight of above 100
kg is expected to be 1.46-fold lower than that of subjects weighing below 100 kg [see Dosage and
Administration (2.2)].

Drug Interaction Studies

Drug interactions with ADBRY has not been assessed.
13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Animal studies have not been conducted to evaluate the carcinogenic or mutagenic potential for
tralokinumab-Ildrm.

No effects on fertility parameters such as reproductive organs, menstrual cycle and sperm analysis
were observed in male or female sexually mature cynomolgus monkeys that were subcutaneously
administered tralokinumab-ldrm at doses up to 350 mg/animal (10 times the MRHD on a mg/kg basis
of 10 mg/kg/week) in females once a week for three consecutive menstrual cycles (maximum of 15
doses) or 600 mg/animal (10 times the MRHD on a mg/kg basis of 10 mg/kg/week) in males once a
week for 13 weeks. The monkeys were not mated to evaluate fertility.

14  CLINICAL STUDIES

The efficacy of ADBRY was assessed in three randomized, double-blind, placebo-controlled trials
[ECZTRA 1 (NCT03131648), ECZTRA 2 (NCT03160885), and ECZTRA 3 (NCT03363854)]. Efficacy
was assessed in a total of 1934 subjects 18 years of age and older with moderate-to-severe atopic
dermatitis (AD) not adequately controlled by topical medication(s). Disease severity was defined by



an Investigator's Global Assessment (IGA) score 2 3 in the overall assessment of AD lesions on a
severity scale of 0 to 4, an Eczema Area and Severity Index (EASI) score 216 on a scale of 0 to 72,
and a minimum body surface area (BSA) involvement of 210%. At baseline, 58% of subjects were
male, 69% of subjects were White, 50% of subjects had a baseline IGA score of 3 (moderate AD),
and 50% of subjects had a baseline IGA score of 4 (severe AD). The baseline mean EASI score was
32 and the baseline weekly averaged Worst Daily Pruritus Numeric Rating Scale (NRS) was 8 on a
scale of 0-10.

In all three trials, subjects received subcutaneous injections of ADBRY 600 mg or placebo on Day 0,
followed by 300 mg every other week or placebo for 16 weeks. Responders were defined as
achieving an IGA 0 or 1 (“clear” or “almost clear”) or EASI-75 (improvement of at least 75% in EASI
score from baseline) at Week 16.

To evaluate maintenance of response in the monotherapy trials (ECZTRA 1 and ECZTRA 2),
subjects responding to initial treatment with ADBRY 300 mg every other week were re-randomized to
ADBRY 300 mg every other week, ADBRY 300 mg every 4 weeks or placebo every other week for
another 36 weeks following first dose administration. Subjects randomized to placebo in the initial
treatment period who achieved a clinical response at Week 16 continued to receive placebo every
other week for another 36 weeks. Non-responders at Week 16, and subjects who lost clinical
response during the maintenance period were placed on open-label treatment with ADBRY 300 mg
every other week and optional use of TCS.

In the combination therapy trial (ECZTRA 3), subjects received either ADBRY 300 mg every other
week with TCS or placebo with TCS and as needed topical calcineurin inhibitors (TCI) until Week 16.
Subjects in the ADBRY 300 mg with TCS group who achieved clinical response at Week 16 were re-
randomized to ADBRY 300 mg every other week with TCS or ADBRY every 4 weeks with TCS for
another 16 weeks following first dose administration. Subjects in the placebo with TCS group who
achieved clinical response at Week 16 continued on placebo with TCS for another 16 weeks.
Subjects who did not achieve clinical response at Week 16 received ADBRY 300 mg every other
week for another 16 weeks. A mid-potency TCS (i.e., mometasone furoate 0.1% cream) was
dispensed at each dosing visit. Subjects were instructed to apply a thin film of the dispensed TCS as
needed once daily to active lesions from Week 0 to Week 32 and were to discontinue treatment with
TCS when control was achieved. An additional, lower potency TCS or TCI could be used at the
investigator’s discretion on areas of the body where use of the supplied TCS was not advisable, such
as areas of thin skin.

All three trials assessed the primary endpoints of the proportion of subjects with an IGA 0 or 1 at
Week 16 and the proportion of subjects with EASI-75 at Week 16. Secondary endpoints included the
reduction of Worst Daily Pruritus NRS (weekly average) of at least 4 points on the 11-point itch NRS
from baseline to Week 16.

Clinical Response at Week 16 (ECZTRA 1, ECZTRA 2, and ECZTRA 3)

The results of the ADBRY monotherapy trials (ECZTRA 1 and ECZTRA 2) and the ADBRY with TCS
trial (ECZTRA 3) are presented in Table 2.



Table 2: Efficacy Results of ADBRY With or Without TCS at Week 16 (ECZTRA 1, ECZTRA 2, and
ECZTRA 3) in Subjects with Moderate-to-Severe AD

ECZTRA1 ECZTRA 2 ECZTRA 3
ADBRY Placebo ADBRY Placebo ADBRY Placebo
300 mg every 300 mg every 300 mg +TCS
other week other week every other
week + TCS
Number of subjects randomized 601 197 577 193 243 123
and dosed (FAS)?
IGA 0 or 1°¢ 16% 7% 21% 9% 38% 27%

Difference from Placebo 9% 12% 1%

(95% Cl) (4%, 13%) (7%, 17%) (1%, 21%)
EASI-75¢ 25% 13% 33% 10% 56% 37%

Difference from Placebo 12% 22% 20%

(95% Cl) (6%, 18%) (17%, 28%) (9%, 30%)
Number of subjects with baseline 594 194 563 192 240 123
Worst Daily Pruritus NRS (weekly
average) score 24
Worst Daily Pruritus NRS (24 20% 10% 25% 9% 46% 35%
point reduction)®

Difference from Placebo 10% 16% 1%

(95% Cl) (4%, 15%) (11%, 21%) (1%, 22%)

Abbreviations: AD = Atopic Dermatitis Cl = Confidence Interval.

a Full Analysis Set (FAS) includes all subjects randomized and dosed.

b Responders was defined as a subject with an IGA 0 or 1 (“clear” or “almost clear”).

¢ Subjects who received rescue treatment or with missing data were considered as non-responders.
Note: Difference and 95% Cl are based on the CMH test stratified by region and baseline IGA score.

A higher proportion of subjects in the ADBRY 300 mg every other week arm achieved EASI-90
compared to placebo in the three pivotal trials.

Examination of age, gender, race, body weight, and previous treatment, including
immunosuppressants, did not identify differences in response to ADBRY 300 mg every other week
among these subgroups.

Monotherapy Trials (ECZTRA 1 and ECZTRA 2) — Maintenance Period (Week 16-52)

In ECZTRA 1, 179 ADBRY 300 mg every other week responders (IGA 0/1 or EASI-75) were re-
randomized (and dosed) at Week 16 to ADBRY 300 mg every other week (68 subjects), ADBRY 300
mg every 4 weeks (76 subjects) or placebo (35 subjects). Among these subjects, 39 subjects in
ADBRY 300 mg every other week arm, 36 subjects in ADBRY 300 mg every 4 weeks arm and 19
subjects in placebo arm were IGA 0/1 responders at Week 16. Maintenance of IGA 0/1 response at
Week 52 was as follows: 20 subjects (51%) in the every other week arm, 14 subjects (39%) in the
every 4 weeks arm and 9 subjects (47%) in the placebo arm. Among the re-randomized subjects, 47
subjects in ADBRY 300 mg every other week arm, 57 subjects in ADBRY 300 mg every 4 weeks arm
and 30 subjects in placebo arm were EASI-75 responders at Week 16. Maintenance of EASI-75
response at Week 52 was as follows: 28 subjects (60%) in the every other week arm, 28 subjects
(49%) in the every 4 weeks arm and 10 subjects (33%) in the placebo arm.

In ECZTRA 2, 218 ADBRY 300 mg every other week responders (IGA 0/1 or EASI-75) were re-
randomized (and dosed) at Week 16 to ADBRY 300 mg every other week (90 subjects), ADBRY 300
mg every 4 weeks (84 subjects) or placebo (44 subjects). Among these subjects, 53 subjects in
ADBRY 300 mg every other week arm, 44 subjects in ADBRY 300 mg every 4 weeks arm and 26
subjects in placebo arm were IGA 0/1 responders at Week 16. Maintenance of IGA 0/1 response at
Week 52 was as follows: 32 subjects (60%) in the every other week arm, 22 subjects (50%) in the



every 4 weeks arm and 6 subjects (23%) in the placebo arm. Among the re-randomized subjects, 76
subjects in ADBRY 300 mg every other week arm, 69 subjects in ADBRY 300 mg every 4 weeks arm
and 40 subjects in placebo arm were EASI-75 responders at Week 16. Maintenance of EASI-75
response at Week 52 was as follows: 43 subjects (57%) in the every other week arm, 38 subjects
(55%) in the every 4 weeks arm and 8 subjects (20%) in the placebo arm.

Concomitant TCS Trial (ECZTRA 3) — Maintenance Period (Week 16-32)

In ECZTRA 3, 131 ADBRY 300 mg every other week + TCS responders (IGA 0/1 or EASI-75) were
re-randomized (and dosed) at Week 16 to ADBRY 300 mg every other week + TCS (65 subjects) or
ADBRY 300 mg every 4 weeks + TCS (66 subjects). Among these subjects, 45 subjects in ADBRY
300 mg every other week + TCS arm and 46 subjects in ADBRY 300 mg every 4 weeks + TCS arm
were IGA 0/1 responders at Week 16. Maintenance of IGA 0/1 response at Week 32 was as follows:
40 subjects (89%) in the every other week arm and 35 subjects (76%) every 4 weeks arm. Among the
re-randomized subjects, 65 subjects in ADBRY 300 mg every other week arm and 62 subjects in
ADBRY 300 mg every 4 weeks arm were EASI-75 responders at Week 16. Maintenance of EASI-75
response at Week 32 was as follows: 60 subjects (92%) in the every other week arm and 56 subjects
(90%) in the every 4 weeks arm.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

ADBRY (tralokinumab-ldrm) injection is a sterile, clear to opalescent, colorless to pale yellow solution,
supplied in single-dose prefilled syringe with a 27-gauge, 2 inch needle and a needle guard.

Each prefilled syringe delivers 150 mg/mL of ADBRY.
ADBRY is available in pack sizes containing 2 or 4 prefilled syringes with needle guard.

Pack Size NDC #
Two cartons (multipack) containing 4 prefilled syringes NDC 50222-346-04
One carton containing 2 prefilled syringes NDC 50222-346-02

Storage and Handling

ADBRY does not contain preservatives. Discard any unused product remaining in the prefilled
syringe.

Store refrigerated at 2°C to 8°C (36°F to 46°F) in the original carton to protect from light.

If necessary, prefilled syringes may be kept at room temperature up to 25°C (77°F) for a maximum of
14 days in the original carton. Do not store above 25°C (77°F). If the carton needs to be removed
permanently from refrigerator, the date of removal may be recorded on the outer carton in the space
provided. After removal from the refrigerator, ADBRY must be used within 14 days or discarded.

Do not expose the prefilled syringe to heat or direct sunlight.
Do not freeze. Do not shake.



17  PATIENT COUNSELING INFORMATION

Advise the patients to read the FDA-approved patient labeling (Patient Information and Instructions
for Use).

Administration Instructions

Instruct patients or caregivers:
¢ to perform the first self-injection under the supervision and guidance of a qualified healthcare
provider for proper training in subcutaneous injection technique.
¢ toinject the full dose of ADBRY.
¢ to follow sharps disposal recommendations [see Instructions for Use].

Hypersensitivity

Advise patients to discontinue ADBRY and to seek immediate medical attention if they experience
any symptoms of systemic hypersensitivity reactions [see Warnings and Precautions (5.1)].

Conjunctivitis and Keratitis

Advise patients to consult their healthcare provider if new onset or worsening eye symptoms develop
[see Adverse Reactions (6.1)].

Risk of Infection with Live Vaccines

Advise patients that ADBRY may increase the risk of infection following administration of live
vaccines and that vaccination with live vaccines is not recommended during ADBRY treatment.
Instruct patients to inform the healthcare provider that they are taking ADBRY prior to a potential
vaccination [see Warnings and Precautions (5.4)].

Manufactured by:

LEO Pharma A/S
Industriparken 55

Ballerup, Denmark DK-2750
U.S. License No. 2169

Distributed by:
LEO Pharma Inc.
Madison, NJ 07940, USA

ADBRY™ s a trademark of LEO Pharma A/S.
© 2021 LEO Pharma Inc. All rights reserved.



PATIENT INFORMATION
ADBRY™ [ad'-bree]
(tralokinumab-ldrm)

injection, for subcutaneous use

What is ADBRY?

e ADBRY is a prescription medicine used to treat adults with moderate-to-severe atopic dermatitis (eczema) that is
not well controlled with prescription therapies used on the skin (topical), or who cannot use topical therapies.
ADBRY can be used with or without topical corticosteroids.

e [tis not known if ADBRY is safe and effective in children.

Do not use ADBRY if you are allergic to tralokinumab or to any of the ingredients in ADBRY. See the end of this
leaflet for a complete list of ingredients in ADBRY.

Before using ADBRY, tell your healthcare provider about all your medical conditions, including if you:
¢ have eye problems.
e have a parasitic (helminth) infection.

e are scheduled to receive any vaccinations. You should not receive a “live vaccine” if you are treated with
ADBRY.

e are pregnant or plan to become pregnant. It is not known whether ADBRY will harm your unborn baby.

e are breastfeeding or plan to breastfeed. It is not known whether ADBRY passes into your breast milk and if it
can harm your baby.

Tell your healthcare provider about all of the medicines you take, including prescription and over-the-counter
medicines, vitamins, and herbal supplements.

How should | use ADBRY?

o See the detailed “Instructions for Use” that comes with ADBRY for information on how to prepare and
inject ADBRY and how to properly store and throw away (dispose of) used ADBRY prefilled syringes.

o Use ADBRY exactly as prescribed by your healthcare provider.

¢ Your healthcare provider will tell you how much ADBRY to inject and when to inject it.
¢ ADBRY comes as a single-dose (150 mg) prefilled syringe with needle guard.

¢ ADBRY is given as an injection under the skin (subcutaneous injection).

¢ If your healthcare provider decides that you or a caregiver can give the injections of ADBRY, you or your
caregiver should receive training on the right way to prepare and inject ADBRY. Do not try to inject ADBRY until
you have been shown the right way by your healthcare provider.

¢ If you miss a dose, inject the missed dose as soon as possible, then continue with your next dose at your regular
scheduled time.

¢ If you inject more ADBRY than prescribed, call Poison Control at 1-800-222-1222.

¢ Your healthcare provider may prescribe other medicines to use with ADBRY. Use the other prescribed
medicines exactly as your healthcare provider tells you to.

What are the possible side effects of ADBRY?
ADBRY can cause serious side effects, including:

¢ Allergic reactions (hypersensitivity), including a severe reaction known as anaphylaxis. Stop using
ADBRY and tell your healthcare provider or get emergency help right away if you get any of the following
symptoms:

o breathing problems o fainting, dizziness, feeling lightheaded
o swelling of the face, mouth, and tongue (low blood pressure)

o hives o skinrash

o itching

¢ Eye problems. Tell your healthcare provider if you have any worsening eye problems, including eye pain or
changes in vision.

The most common side effects of ADBRY include:
¢ eye and eyelid inflammation, including redness, swelling, and itching
¢ injection site reactions




¢ high count of a certain white blood cell (eosinophilia)
These are not all of the possible side effects of ADBRY.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of ADBRY.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
ADBRY for a condition for which it was not prescribed. Do not give ADBRY to other people, even if they have the
same symptoms you have. It may harm them. You can ask your pharmacist or healthcare provider for information
about ADBRY that is written for health professionals.

What are the ingredients in ADBRY?
Active ingredient: tralokinumab-ldrm

Inactive ingredients: acetic acid, polysorbate 80, sodium acetate trihydrate, sodium chloride, and water for
injection.

Manufactured by: LEO Pharma A/S Industriparken 55, DK-2750 Ballerup, Denmark

Distributed by: LEO Pharma Inc., Madison, NJ 07940, USA

U.S. License No. 2169

ADBRY™ is a trademark of LEO Pharma A/S.

© 2021 LEO Pharma Inc. All rights reserved.

For more information about ADBRY, go to www.ADBRY.com or call 1-844-MY-ADBRY (1-844-692-3279).

This Patient Information has been approved by the U.S. Food and Drug Administration. Issued: 12/2021



INSTRUCTIONS FOR USE

ADBRY™ [ad'-bree]
(tralokinumab-ldrm)
injection, for subcutaneous use

This Instructions for Use contains information on how to inject ADBRY.

Read this Instructions for Use before you start using ADBRY prefilled syringes and each time you get a
refill. There may be new information. This information does not take the place of talking to your healthcare
provider about your medical condition or your treatment.

Keep this Instructions for Use and refer to it as needed.

Each single-dose prefilled syringe contains 150 mg of ADBRY. The ADBRY prefilled syringes are
for single-dose only.

Important Information You Need to Know Before Injecting ADBRY:

Your healthcare provider should show you how to prepare and inject ADBRY using the prefilled
syringes before you inject ADBRY for the first time.

Do not inject yourself or someone else until you have been shown how to inject ADBRY the right
way.

Talk to your healthcare provider if you have any questions about how to inject ADBRY the right
way.

To receive your full prescribed dose, you will need to give more than 1 ADBRY injection.

o To get your full prescribed initial dose of 600 mg, you will need to give 4 injections at different
injection sites within the same body area.

o To get your full prescribed dose of 300 mg, you will need to give 2 injections at different
injection sites within the same body area.

It is recommended to rotate the body area with the next set of injections.

The ADBRY prefilled syringes have a needle guard that will be activated to cover the needle after
the injection is finished.

For subcutaneous injection only (inject directly into fatty layer under the skin).
Do not remove the needle cover until just before you give the injection.

Do not share or reuse your ADBRY prefilled syringes.

Do not inject through clothes.



ADBRY prefilled syringe parts (see Figure A):

Figure A
Before use After use
Plunger head -
Plunger rod - N.eedle guard
clips
Finger flange
o Body
Viewing z Needl
window 3 Label with -
C guard
expiration date
Needle
To receive a full dose, you must
give 2 injections using separate
Needle cover prefilled syringes
Storing ADBRY

o Store ADBRY prefilled syringes in a refrigerator between 36°F to 46°F (2°C to 8°C).
o Store ADBRY prefilled syringes in the original carton and protect from light until you are
ready to use them.

¢ ADBRY can be stored in the original carton at room temperature up to 77°F (25°C) for up to 14
days. Throw away (dispose of) syringes if left out of the refrigerator for more than 14 days.

e Do not freeze ADBRY prefilled syringes. Do not use if they have been frozen.

¢ Do not shake the ADBRY prefilled syringe.

o Do not heat the ADBRY prefilled syringe.

e Do not put the ADBRY prefilled syringe into direct sunlight.

o Keep ADBRY prefilled syringes and all medicines out of the reach of children.

Step 1: Setting up ADBRY injection

Figure B

ADBRY prefilled syringes

L] &

Alcohol Cotton balls

swab or gauze
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1a: Gather the supplies needed for your injection. For each ADBRY dose you will need (see Figure
B):

e Aclean, flat, well-lit work surface, like a table

o 1 ADBRY carton that contains 2 ADBRY prefilled syringes



An alcohol swab (not included in the carton)

Clean gauze pads or cotton balls (not included in the carton)

A puncture-resistant sharps disposal container (not included in the carton)
See Step 5 "Disposing of ADBRY" at the end of this Instructions for Use.

Figure C

1b: Take the ADBRY prefilled syringe carton out of the refrigerator

Check the expiration date (EXP) on the carton (see Figure C). Do not use if the expiration
date on the carton has passed.

Check to make sure the seal on the ADBRY carton is intact. Do not use the ADBRY prefilled
syringes if the seal on the carton is broken.

Figure D

Waiting time

1c: Let the ADBRY prefilled syringes warm up to room temperature (see Figure D)

Set the ADBRY carton on the flat surface and wait 30 minutes before you inject ADBRY to let the prefilled
syringes warm up to room temperature 68°F to 77°F (20°C to 25°C). This will help to reduce discomfort
and make it easier to inject ADBRY.

Do not microwave the prefilled syringes, run hot water over them, or leave them in direct sunlight.
Do not shake the syringes.

Do not remove the needle cover on the prefilled syringes until you have reached Step 3 and are
ready to inject.

Do not put the syringes back in the refrigerator once they have reached room temperature.



Figure E

1d: Remove the ADBRY prefilled syringes from the carton
Remove the 2 ADBRY prefilled syringes one by one from the carton by grasping the body (not the
plunger rod) of the ADBRY prefilled syringes (see Figure E).
¢ Do not touch the needle guard clips to keep from activating the safety device (needle guard) too
soon.
¢ Do not remove the needle cover on the prefilled syringes until you have reached Step 3 and are
ready to inject.

Figure F

Viewing

1e: Inspect the 2 ADBRY prefilled syringes (see Figure F)
e Make sure the ADBRY appears on the labels.
e Check the expiration date printed on the syringes.
¢ Check the medicine through the viewing windows. The medicine inside should be clear to slightly
pearly and colorless to pale yellow.
¢ Do not use the ADBRY prefilled syringes, throw away and get new ones if:
o the expiration date printed on the syringes has passed
o the medicine is cloudy, discolored, or has particles in it
o they look damaged or have been dropped
¢ You may see small air bubbles in the liquid. This is normal. You do not need to do anything about
it.



Step 2: Choosing and preparing injection area

Figure G

an

"

Injection by caregiver only

[l Sclf-injection or by caregiver

2a: Choose the area for your injections (see Figure G)
e You may inject into:
o your stomach area (abdomen)
o your thighs
o your upper arm. To inject into your upper arm, you will need a caregiver to give you the
injections.
e Do not inject within 2 inches (5 cm) of your belly button (navel).

¢ Rotate the body area with each following set of injections. Do not use the same body area
2 times in a row.

¢ Do not inject where the skin is tender, damaged, bruised or scarred.

Figure H

2b: Wash your hands and prepare your skin
e Wash your hands with soap and water.
e Clean the injection area for the 2 injections with an alcohol swab using a circular motion (see
Figure H).
o Let the area dry completely.
o Do not blow or touch the cleaned area before injecting.



Step 3: Injecting ADBRY

Figure |
<
| g
S U ‘7‘

3a: Pull off the ADBRY needle cover
Hold the ADBRY prefilled syringe body with one hand, pull the needle cover straight off with your other
hand (see Figure I) and throw it away in the sharps container.

e Do not try to recap the ADBRY prefilled syringes.

e Do not hold the plunger rod or plunger head while removing the needle cover.

e You may see a drop of liquid at the end of the needle. This is normal.

¢ Do not touch the needle, or let it touch any surface. If either of these occur, throw away the

syringe and get a new one.

Figure J

45°

3b: Insert the needle
With one hand, gently pinch and hold a fold of skin where you cleaned the injection area. With the other
hand, insert the needle completely at about a 45 degree angle into your skin (see Figure J).

Figure K

3c: Inject the medicine



Use your thumb to firmly push down the plunger head all the way down (see Figure K). All the medicine
is injected when you cannot push the plunger head any further.

Figure L

3d: Release and remove
Lift your thumb off the plunger head. The needle will automatically move back inside the syringe body and
lock into place (see Figure L).

e Place a dry cotton ball or gauze pad over the injection site for a few seconds. Do not rub the

injection site. If needed, cover the injection site with a small bandage.

e There may be a small amount of blood or liquid where you injected. This is normal.
Throw away the used ADBRY prefilled syringe in the sharps disposal container. See Step 5 “Disposing
of ADBRY”.

Step 4: Injecting the next syringe

Figure M

repeat

To get your full prescribed dose, you will need to give more than 1 injection.

o To get your full prescribed initial dose of 600 mg, you will need to give 4 injections.
e To get your full prescribed dose of 300 mg, you will need to give 2 injections.

Get a new ADBRY prefilled syringe and repeat Steps 3 and 5 (see Figure M) for each injection you
need to give for your full prescribed dose.

Note
Make sure each injection is at least 1 inch (3 cm) from the prior injection site and within the same body
area.



Step 5: Disposing of ADBRY

Figure N

o Putthe used ADBRY prefilled syringes in an FDA-cleared sharps disposal container right away
after use (see Figure N). Do not throw away the ADBRY prefilled syringes in your household
trash.

¢ If you do not have an FDA-cleared sharps disposal container, you may use a household container
that is:

o made of heavy-duty plastic,

o can be closed with a tight-fitting, puncture-resistant lid, without sharps being able to come
out,

o upright and stable during use,

o leak-resistant, and

o properly labeled to warn of hazardous waste inside the container.

e When your sharps disposal container is almost full, you will need to follow your community
guidelines for the right way to dispose of your sharps disposal container. There may be state or
local laws about how you should throw away used needles and syringes. For more information
about safe sharps disposal, and for specific information about sharps disposal in the state that
you live in, go to the FDA’s website at: http://www.fda.gov/safesharpsdisposal.

e Do not recycle your used sharps disposal container.

For more information go to www.ADBRY.com or call 1-844-692-3279. If you still have questions, call your healthcare provider.
Manufactured by: LEO Pharma A/S Industriparken 55, DK-2750 Ballerup, Denmark

Distributed by: LEO Pharma Inc., Madison, NJ 07940, USA

U.S. License No. 2169

ADBRY™ is a trademark of LEO Pharma A/S.

© 2021 LEO Pharma Inc. All rights reserved.

This “Instructions for Use” has been approved by the U.S. Food and Drug Administration.

Approved December 2021
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HEUVECZTRA3Z) . AEREHR. BLUI I FURERE] THEShTWS, TEMEMEHTX
SEFIE. THEHN 7 F. TN 43%. BAN67%. TOT7 RN 21%. EAN 9% THo 1=,
R—R 54 UEOHFEREX. HEH 39%. HEHN49%., BMT LILF—5H 36%. 7LIIL¥—H
WEIEEMN 21%TH o=,

7 rE—MHEEBREEZREE LI OD 5RERTIL, HERE 1964 HlI-xt L. ADBRY M EF|E =%
2704 FHARFIEDHBATRTES SN, CD55 807 HlICld 1 FELlEIZHT-Y) ADBRY H»#%
53hit=,

ECZTRA 1 :RER B L U ECZTRA 2 HER TI&. ADBRY BEF|IBEENDLREMEZEZ TS5 REDLLERT
Week 52 £ TEHfi L. ECZTRA 3 B2 Tl&. ADBRY+TCS D& &t% 7S5t HR+TCS EDLHLERT
Week 32 = TEE@ L 1=,

Week 0~16 (ECZTRA 1 i#B&, ECZTRA 2 i#E& £ &L U ECZTRA 3 i{E&)

3HEBNDT—IL (ECZTRA1, ECZTRA2 8L ECZTRA3) MH T, ADBRY 300 mg 2 :@fEkmE
Rl 58 . &£V ADBRY 300 mg 2 B+ TCS 58 H LT, Week 0~ 16 DHAR S HAR
£L. REEN1%ULT, HD, T3ERLY IRBENEN > -BERAOBEZR 1 ITRT,

F£1: 7hrE—MERERZERRE LI-ERKFERD Week 16 £TIZ, ADBRY BEIREHE (X
ADBRY+TCS #5# T 1%L BEICE C-EI{EA

Adverse Reaction ADBRY Monotherapy? ADBRY + TCSP
ADBRY 300 mg PLACEBO ADBRY 300 mg PLACEBO +
Q2we Q2wWe + TCS TCS
N=1180 N=388 N=243 N=123
n (%) n (%) N (%) N (%)
FRERK 281(23.8) 79 (20.4) 73 (30.0) 19 (15.4)
R & 88 (7.5) 12 (3.1) 33 (13.6) 6 (4.9)
FESTERL I 87 (7.4) 16 (4.1) 27 (11.1) 1(0.8)
ST ER BRI ANAEY 17 (1.4) 2(0.5) 3(1.2) 0

@ Pooled analysis of ECZTRA 1 and ECZTRA 2.

® Analysis of ECZTRA 3 where subjects were on background TCS therapy.

¢ ADBRY 600 mg at Week 0, followed by 300 mg every other week.

4 Upper respiratory tract infections cluster includes upper respiratory tract infection, viral upper respiratory tract infection, pharyngitis,
and nasopharyngitis; mainly reported as common cold.

¢ Injection site reactions cluster includes pain, erythema, and swelling.

f Conjunctivitis cluster includes conjunctivitis and allergic conjunctivitis.

9 Eosinophilia cluster includes eosinophilia and eosinophil count increased.



BXIZE5HER (ECZTRA1HBRE LU ECZTRA2 HER) D Week 16 £TIZ, BIEFRD-HEE5%
ik L= #REREDEIA (L. ADBRY 300 mg 2 BRREIREH T 0.7%. T3 REEHTO%THY.
TCS f#AHER (ECZTRA3) MEEMIC. BHERAD =015 ik L -#HEREDEIS(E. ADBRY
300 mg 2 @R+ TCS I 58T 0.8%. 75 HR+TCSHEEHTO0%TH o=, HEFILEICEST
BIEAT., T35t RREHELLNADBRY B5H TLYE<AbN-3DIF, ECZTRA 1 &HERE
ECZTRA 2 SABR TITESEALRIG (0.3% vs. 0%) & & VAFELEKIEINAE (0.3% vs. 0%) . ECZTRA
3HBRTITESILIRIE (0.4% vs. 0%) BLUVHEEX (0.4% vs. 0%) TH271=,

Week 16~52 (ECZTRA 1 5#88 & ECZTRA 2 58ER) & £ U Week 16~32 (ECZTRA 3 iHER) =6
FoREMH

ADBRY 300 mg @ 2 BREIRTOEFIIZEEILTCS LDHAKRSICHEIT5REMTOTI 7ML
(. #FEREHARE 16 AROMNHRSHBME DR T—EL TV =, SSICEMERORREEL.
ECZTRA 1 iX583% & U ECZTRA 2 5458 T ADBRY 300 mg # 2 AR TG LIz L EH KU 4 8/
RBTHELIEEFIZTNETN 44%B &K U 34%. ECZTRA 3 5#5% T ADBRY 300 mg+TCS # 2 ;@R
TRELELEESLVA4BRIRTRELI-EEICENTN AB%E LU 26%THo1=,

HEDEIER
TR Ak IFRH

5HERT—ILD Week 16 TTOMEARSHAMICE LT, #EX (FLILXF—MHEEXEZED) X
ADBRY 300 mg # 2 ;BRI TR S LI-HERED 7.5% (100 BBEAEHT-Y 294) . TS5EREER
BEL-#ERED 3.1% (100 REANESHT-Y 124) THESNT-, ADBRY 58 Tl 126 HlIZ#E
R 145 D RES N, D55 114 HIEHHARSHBE TRICIEIEE L TLV ., B5HIEIZES
T-EEXIE 2 HITEL T,

BEIBRE5EER (ECZTRA1 8LV ECZTRA2) D#HFFIREHM (Week 16~52) IZHVT, #EE%
(& ADBRY 300 mg # 2 BfRTHRE L-#ERED 8.9% (100 BREBAEHT-Y 204) . 4 BARERT
B’E L-HERED 6.3% (100 BBEAEH-Y 144) THESII=, ThiL. MR SHET
(& ADBRY 300 mg % 2 BMERTHREG LI-HBKEBEED 7.7% (100 EEAEHT-Y 30#4) THESH
1=, fEIEX GEERIXOM., EEEF 14, REPIEICESFRIT14) (X ADBRY 58 ZzE&D
€T QEMRTERE L 4 BRRTERE) 24 fiTHRE SN -, ADBRY+TCS it AiE (ECZTRA
3) O 16 AFEDHHEIZXSHETY . BHRDIERLAA LT,

ARX (AREXZET) (L. 5HEBO T—IL T Week 16 T TO ¥R 5 AR IZ ADBRY %% 5

LT-#BERE®D 0.5%. T3 EAREZHRELE-HRED 0% THRESINT-, AlEX GEEMHAEX14%
E1) (X ADBRY %5 L1-#EEED 02% (100 BEBEAFEH-Y 09#) . TS5REHRELI=H
ERED 02% (MO0OREBEAESHT-V 0.6 ) THEIN-, AKERX (7 rE—MHAREX1GZE
) [XADBRY ##&5 L1=#E&E T 0.3% (100 BEAEHT=Y 1.24) THEIh., TS5EKREE

5 L -8 E TIE|EILGEL o1z, ADBRY 5 TIE, I I TABEREIIAKBIERER 10 L3R

L3N, D55 5 HIFNPREHRZEOHBRBRBITHELA Lz, EELGERFLIEIREDODLIZE

S2=EBRIFTEI o 1=,

BEHIHREHE (ECZTRA1 B KLU ECZTRA2) DH#FIR5HM (Week 16~52) TI&X. ADBRY
300 mg 2 BB S TAEXMN 16 (0.6%) IZHMESHh CEBUTEETHY. HEDIEE
[TiH%k) . BETHAELEZ 100BEAEH-YDKREREFI 12 ThHho1=. AREX (EEFREE
ETIEEC., HkL, BE5RIEICEESEAST2) X, 36 (1.9%, 100 BEAEHT-Y 3.6 #4)
THRE SN, WHPHRSHE TIE, ADBRY 4 BRERIREHFE-EITSERZREHTIIAE X &
AEERXOWTNLI|EN LN >1-—F. ADBRY 300 mg 2 ;BEIFEIRSE TIXAERA 100 BEANE
H-Y2HTHoT=,



ECZTRA 3B D it #t iz 5 #AR (Week 16~32) TIX. ADBRY 300 mg+TCS IZ#E{EAfL=nt=
WERE CEMDARRITHE SN TULEL,

AFEETR S

ADBRY # 5 TIX TS5 RIRGEHICLER, MBS FHIFRIRENAKREEMLIz, R—X542h
5 Week 4 ETOMAPIFEEBREIE MDD TIES L UPRIEX., FhFh 190 cells/mcL & & U 100

cells/mcL T#H o=, ADBRY 5 E#IZH 1T S FFEEREE. REBRBTPICR—XSA U LRILET
BT L=, Week 16 £ TOHEARSHIMIZHS UL TIFEABRIEINAE (5000 cells/mcL #8) (& ADBRY #%
BE#D1.2%. 75 RBREHD 03%THRESIN =, 7 FE—HEEXENRE L= 5HBOT—ILT,

ZEMTAT7AILIE., FRIRKENENA ON-HBRE LSBRLAERTREETH - -

6.2 HERHE

thAREAS /Ny B ERBIZ. ADBRY [ZIXRERMEDTEEENH S, ARASRESNDZNE
SMMIT VA DRELEBEEICKELIKET S, oI, ik (PHRAEZED) BHEOHREE
B, 7ytADHER. SO TILOBMYFEWLN., SO TILERDEA I VT, HAES L UERKS
BEWKOIDERNCHEZZITHAEELH D, CNODOEHDT=H, TREOHRE DR
B, F3MO S O0XFX T TRELOBM THHEREHEEZLEBELTHLEELWMERNBE LN S DT
TR,

ECZTRA 1 i{B&. ECZTRA 2 5Bk, ECZTRAS HER. LUV Y FURERBOWHZ5HIM (16
B (BT 2REMIRA (ADA) ORBSEEL. ADBRY 300 mg 2 BfMREIZREHT 1.4%. 75¢
REEHT13%THY .. PR ADBRY HE5EHD 0.1%, TS EHRBEEHD 0.2%Ic# 6T,

SHERHAR /A TlX. ADBRY 580 ADA DRIBSEEIL 4.6%THY . ADA AL L -HERE 1L
0.9%. FFIMANHKE L -HBEBEIL1.0%THo1-,

MESO0XXTT-lIdm ik (PRRAZET) BECG-EETH, F5O0FX T T-ldm OFE
MEEE. REME L VAMNEICERMICERDHSHEFEA ST,

8. WHLKHIZHEITSEA

8.1 IFiIR
R DE

ADBRY ZHHRICIRE L= EDRELDEELT Y FALIZHTHVRZICEAL TR, T—25R5
NTWS, £ b IgG HuAFIBREMZEBYT 5 Mo TEY ., ADBRY [FEEN S REF DRI
[CBITY HFREMED B D,

MEMEHEME L OCHERORECEHT 5T, £ tORSHERAE (MRHD) D 10EETHHA
ETrZ0FXTTddrm ZEEVILOFERABAL, o S EE THIRNIZEL-EZS, HERRY
BEYICEERLFRES NG, o1,

BIGERDEAICEITHELERERBLERREDONY I TS FYRTIEMLNATILVGEL,
RTOIFRIE, ERMERIE, RELBEDEET I NILDONYI TSV RYRIEHS, XKED—
REM T, BERMICER SN TUOWAIFRICEITAELERERIBEEBRRED/NVI TSR
RYE. FNFN2~4%, 15~20%EHEFEESh TS,

F—5

BYDT—4



BFRBHERNB I VCHEEROREICET ZHERTE, FRAZI A FILICIER20 BALDBETHS
A¥F X< J-ldrm % 100 mg/kg £ T8 1 B, #IkKNKRE L1z, ZEHAE0 100 mg/kg/;# [MRHD
(mglkg R—X T 10 mg/kg/i@l) D 1015] FTHEHEMSIUVHBERIINT 2FEHEIVThiALN
Hhot=,

MABEAMBS LI VHEROREEICEATIRBR TR, BIRAZV A FILICHEERBIL S5 8%
FThF5OFX T T-Idm % 100 mg/kg/BETE 1 A, 8AkMIES LT [MRHD (mgkg R—Z
T 10 mg/kg/il) M 101&] . 6 Hh AMFETOHARICE T, MBREEUFEFTRH D LIIHEFE
B, HEEMFEEREFHNREEICEALESICEEMHELEH OGN T,

8.2 &I
YR DEE

FSOFXTTddm D E FBIAADHT. BIBEROIARICHNT HEH. BIELICHT HERIC
B9 4572380, BED IgG FBARICHEFET 5. BALFROIRIHILERAIIC ADBRY
[CBRBINESEIUVRENICEFERESN-LEIZ, ADBRY AELRIZEZ HERARFTHATS

%, BABERMNLRDEES S UVRRICEZ 2FRIEL . BIKICXT 5 ADBRY DAEEDH R
t£. ADBRY NELIRICEZ HBEMGEEZER. SLUBROERNCRERENILRICEZDE
HHGEEERZRE LG TNELR S,

84 /MNRIZHTSHEH
INREEIZEITS ADBRY DX E2MH L URIBITHEIL SN TV,

8.5 EEEICHTIEA

7 hE—MREXRERRE Lz 5 HRTHHRSHM (&K 16 BR) [Z ADBRY 1% 5 L 1= 1605
BIDS>5, 77HIF 65 MULTH o=, BRKARICSML - OFEHMBOFEBRERII+57 TIIE

LV CNERBOBEEBLEFOEE DR TRGUENERGEINES N ZHH TS LEFTERN
[FGHRZERE (12.3) ZH] .

10. BE®RE

ADBRY DBERE(IZHT DHEDBRELLL. BERSNELLBEICZE. PEFHE 22—
(1-800-222-1222) I EHK L THRHDPEZZ(T. EFICEEROBERFLEIERAGZ LN E
T4 YT L, BUGEHMEEEBIZ1T5,

1. #&3%

FSAFXTTAAmEA 2 —0OA4 X 13ERMETHY., EFIGGE/ V7 O—FILIRAETH
5, FSAXFXTTAdm (., YORAITO—THBEZEAL-EGFHERZEfIcEESN, 1326
BO7I/BMAHEY. PF=EH 147kDa TH S,

ADBRY (+5BFxXTJ-ldm) FEFEFZEFLEL., BEOEFAF B, BEFLEHE
BOBFRT, HA—FARFEYaUMINEEN- 1 BERAATSAOEMETTLIALEY

JUDICAS R TESAE LTRBEESNDE, TLIALRD Y U OFLEHA— FOBBERIC

[T, RADITLS Ty I RFFERSNATLVEL,

BITLIZALED)oOhGIE, 1mLOFESRDD FS XX T T-Idrm 150 mg A5 Eh 3,
FEHEOGZWENYME LT, BFEE (03mg) . R VILR—K 80 (0.1 mg) . EFfEF ~ U D L=KFD
¥ 6mg) . BIEF FUDL (5mg) BLWEHAKAEENTEY., pHIZH 55 TH 5,

12. BREREIE



121 {EHBFE

FSOFXTT-ldmiEE FIgG4 £/ Y B—FIILET, EbA 2 —0OA F2-13 (IL-13) [Z
HEMICEAL, IL13 &, IL13ZBKR STy FEEEFIL13Z2ERK BTy kb (L-
13Ra1, IL- 13Ra2) DEIDHEEEAZEET 5, IL-13 L 2BEEREDOY A hA4 2 THB, +

S XX < J-ldrm (X IL-13 & IL-13Ra1/IL-4Ra ZRRFESADOHEE/ERA ZHEE L T IL-13 DEEE

HEEEL. REEYA OS2, TEHA 2, IgE DBELE, IL13 N FET IRIGERET 5,

12.2 EH%E

ADBRY D& G520y, MIBRIEELRE 7EH A > (TARC/ICCL17) . RYFARF U, IL-22, E
FERikREER (LDH) B & UIMIE IgE B EDIMHFD Th2 HX U Th22 Bz A I —H—DIREMN
ET9 %, ADBRY [(FAD RED 75 F > 16 BLUKi-67 DEBZETSE, OS2 DE Y
BRBRZELF S5, ADBRY [ CCL17, CCL18, CCL26 I¢ EM Th2 BEBDELEFDHE. H&
WREERGLD Th17 & Th22 TEHRET SN ABEEFOI—H—%HT S5, ChoDN\1 AT —h—
DEERAGEERETZLICEIFRI A TUVEL,

BERICEDIFOUNDIVFUEBRELIEEEQRELE

ETOFUUNDT I FUICHT BREREIZDONT, 7 FE—EKRERBEAHKEREIZ ADBRY O
FIEFAE 600 mg (150 mg DiE5TZE 4 K) ZRE L., TDHE 300mg = 2 BERT. WIThHLET
’E LI-HERTEE L=, 12:BfD ADBRY 5%, 777 - BiGRA - BREMEEEZT I F
V. BIUOREXED I FUoEEEL., TO4BRRICHGARGZESH Lz, 0TV 7 - 5

B - BEMEEZRVIVFUOBSIVHEREXE T FUICHYT SRAREE, FSO0FXT Tddrm &%
BELEBBRETL ISR ERE LEBRECIRABETH > =, HDT I FUICHT 2RERLE
(FEFMH L TLVRLY,

12.3 EPEE

ADBRY 300 mg % 2 BRI TIHRE Li-& =, FERETO FSOER T JTdm OFH ~S TRE
(£ 98.0 (41.1) ~101.4 (42.7) mcg/mL DEFETH o1z, FTBFX T J-ldrm Z{KE 70 kg D
BREIZRELE-EZ, BEEERE2100mg (30 mglkg IV, RBEIN-REHEZAEDN 35E) @
FREF CLAHIMIZEMLTz, 600 mg Z#EIIRS L. TD% 300mg # 2 BERTERESTDE. +3
A% X< J-ldrm BEIL Week 16 £ TIZEEIRREIZE L 1=,

L)Y

FSOFX T T-ldm QNS AT RASEY T4 IE76%EHE SN, EEEEHERR
(tmax) 'i?&%i& 5~8 E—G%’Jf:o

b i)

FSOFXTTddrm DR MREFRI42L EHEES T,

ettt

FSOFXT T-lIdm OFFEAE 3 BHE. £85I V75 URIF 0149 /B LHEFESINT-,

FSEFXT Tddrm FEEBERTNELGRTF FIZRBSh L EFREN D,

iR &



FHh (18~92m%) . MAl. BEENGHPEFEOEREREE. FLEBEOHHEERELENTERIC
BWT, F5OFXTT-dm OENHEICERMICERDH L EFH NG ST-, EEDEHAE
BEFLEPEFENSEEDHHERENS FSOXFXTT-Idm OEYBEICEZ HEREFTATH
%o

7rE

S AFX T T-ldm QIRFEEE. AEDOEMEKITHDT S, 300mg = 4 BRERTHRS LIz&
E. FZAXFXTTIAmREE (AUC) DHFRIEF., {AE 100 kg LLEDH#ERE TIF 100 kg RiFED
WEREICHEAN 146 7D 1 THo1= [FAZ-FE 22) ],

EWEE fE AR
ADBRY QOEMHEE/ERIEEEM L TLVELY,

13. FEEREREN

131 REME, TRFRME. MRICRITTE
S OFX T T-ldm OBEMLGHAREEZFERREZTMT 2BWHREEEL TLEL,

SRR LEMEOA VA FIIIZ S OFRXT T-dm 2ETFTHRE LERRTIE, BTRXES
350 mg/lt (MRHD (mg/kg N—X T 10 mg/kg/5E) M 10 ) %@k 3 o AZRALHIZH =Y E 1
[ (& 15 E%5) . HTIE&ES 600 mg/lt (MRHD (mg/kg X—X T 10 mg/kg/i&) d 10 &) %
13 BRICHI-YBIRETHRELIZECA, £BHRE. ABYA VLB LIURTFREDETERE/ S
A =R T BREIEHONEMN oI, ZREEZFHET - DREEIT > TLVELY,

14. BGERERER

ADBRY OE#MAE. T|iEAL. —EEHR. T ARXBD 3R [ECZTRA 1

(NCT03131648) . ECZTRA 2 (NCT03160885) & & U ECZTRA 3 (NCT03363854) ] TEfi L
fzo WEREIL 18 MUL T, NBAETEIMEFR+RLEPEENSEENT FE—HKEX (AD) %
ET519346ITH-T-, KEDEEEIX., ERFICKAEFEMGEEM (IGA) N3 LLLE (ADFZEH
2RELTO~4 CHET 2 EEEORE) . BEPETE - EEERH (EAS) Xa7A 16 LLE (0
~T2DRE) BLUARKREE (BSA) O 10%LULICHEENHDETEEL-, R—X 54 VED
BEREDIFMEE. BN 58%. AAN 69%., R—RX 54 VED IGA X7 3 (REED AD) M
50%. 4 (EED AD) M50%THot=c N—R 54 VEEDFHEASI RO 7(E 32, £5F%NRSD
BRZE=E (0~10 DRE) OEFHIE 8 THo1=.

IHBTIZLWTE, Day0IZ ADBRY 600 mg £ 7S5 REZKRTi‘RE L. D% ADBRY
300mg £=IE TS5 tHR%E 2:@BRMRT 16 BREICHIZYIRE LIz, LAKRUA—IE, Week 16 BFE T
IGAO F£z1E1 ( TRELGE L] FRIX TFELAELRLL ) HABULIKEASI-75 (EASI RO T7HR—
ASA UMD T5%ULHE) NERINTWWSIEEEEL,

HEH 5B (ECZTRA1 LU ECZTRA2) TIERIEDEHGMEEZIMET 51012, RS HARM
T ADBRY 300 mg O 2 EfEfRDFE S ARG L1-#HERE . #EKZS5#%. ADBRY 300 mg % 2 jEfE
f@. ADBRY 300 mg % 4 8fifR. £IE7S5tHR%E 2 ARMRICHEEMEALLL. 5236 BEERS
FHE LTz, MEIRSHRIC TS ERICEEAELESN, Week 16 TY U ZAILL ARV REZERKL
TWHEBRETIE, S5I2T5ERD 2 AMBTORSE % 36 BRM#HELIz, Week 16 T/ L X
ROA—THOHBRES L UHIFREHMIZV ) Z AL LRRY Rk - HERE (L.
ADBRY 300 mg # 2 BERTEERES L. FETTCS #EAL T,

A% SRER (ECZTRA3) Tl&. Week 16 & T ADBRY 300 mg % 2 EREfE+TCS =375+
R+TCS #H/E5 L. BEICKHRLTALYZa—1) VAENAZFE (TCH) ZERA LIz, ADBRY 300



mg+TCS I 5&# T Week 16 [ZV ) Z AL AR XA Z#ZERK L TULM=#E&E (L. ADBRY 300 mg+
TCS # 2 @fEkm. F1=I& ADBRY 300 mg+TCS # 4 :BRfRICEHEEAILL. MEHREZRISIZ16
B, 528G L=, TS5 ER+TCSIZREH T Week 16 IZV ) ZHILARUREZER L TULVE=
WEEEIZIX, TS5 ER+TCS DIREF#E 512 16 BREMEE L=, Week 16 TY YV ZHI L AR R
EER L TULED o= #ERE(C(Z. ADBRY 300 mg 2 BRIBTOHIRE % & (< 16 BRIRE L 1=, &
ENt-HDFEHE Z & 12 mid-potency D TCS (EA RV YIS UAILRUETRATIL01%Y 1) —

L) ZREL. Week 0~32 £ TIHBLEICIKEL T, RS- TCS ZFHMHEIC1 B 1 BEEME
KICEHRL, MENIDFA—ILENE=5 TCSIEHIET B LS ICHEREICIER Lz, B#E L= TCS
DFERANIFE L AVERML (RENEWEMIGE) (CIE, ARIELAEMORHE T, &Y H@EAEL
TCS F£=[E TCl ZFEAT A L AlgEL LT=,

SRR TIELVTNE., Week 16 TIGAO £ 1 AER SN TV -HEBREDEIES. BLU EASI-75
NERISN TV -HEBREDR A ZTETMEB & L=, BIRMEEMERIX. NA—X 54 Uh b Week
(MRS FOBIEIC K DEHDEE) A 4RA >

16 FTICZESENRS ODBAREE GETF)

FUEBETT S EGETHOT=,

Week 16 TRV Y =HI L ARV R (ECZTRA 1

HER. ECZTRA 2 SER& & U ECZTRA 3 F#ER)

ADBRY Ei#|#% 558 (ECZTRA 1. ECZTRA2) & U ADBRY+TCS 8% (ECZTRA 3) D&

ER2ICIRTY B,

%2 hEENSEED AD HERE(ZE TS ADBRY EFlE LU ADBRY+HTCS () Week 16 TDH
#tE (ECZTRA 1 54B&. ECZTRA 2 B2 35 & U ECZTRA 3 HE)

ECZTRA 1 ECZTRA 2 ECZTRA 3
ADBRY Placebo ADBRY Placebo ADBRY Placebo
300 mg every 300 mg every 300 mg every +TCS
other week other week other week + TCS
Number of subjects randomized
a 601 197 577 193 243 123
and dosed (FAS)
IGA 0 or 1P:€ 16% 7% 21% 9% 38% 27%
Difference from Placebo (95% Cl) 9% 12% 11%
(4%, 13%) (7%, 17%) (1%, 21%)
EASI-75¢ 25% 13% 33% 10% 56% 37%
Difference from Placebo (95% Cl) 12% 22% 20%
(6%, 18%) (17%, 28%) (9%, 30%)
Number of subjects with baseline
Worst Daily Pruritus NRS (weekly 594 194 563 192 240 123
average)score 24
Worst Daily Pruritus NRS (24 point 20% 10% 25% 9% 46% 35%
reduction)® 10% 16% 1%
Difference from Placebo (95% Cl) (4%, 15%) (11%, 21%) (1%, 22%)

Abbreviations: AD = Atopic Dermatitis Cl = Confidence Interval.
2 Full Analysis Set (FAS) includes all subjects randomized and dosed.

b Responders was defined as a subject with an IGA 0 or 1 (“clear” or “almost clear”) .
¢ Subjects who received rescue treatment or with missing data were considered as non-responders.
Note: Difference and 95% CI are based on the CMH test stratified by region and baseline IGA score.

COEE3IHERITH VT, ADBRY 300 mg 2 BRIRIR SR TR TS5 RB 5L, EASI-90 %
ERLE-BEREOIESAEMN 1=,

FES. MRl A, KE, BLUATAER (REIRIFIGE) JEITRE LA, Y TTL—TMT
ADBRY 300 mg 2 EffifR@ix 5 D RISIZE LGN o 1=,

BHIE5ER (ECZTRA 1, ECZTRA 2) —#f#ix58iH (Week 16~52)




ECZTRA 1 iB&RTI&L. ADBRY 300 mg ® 2 AR THDEETL AR F— (IGA 0/1 F1=I% EASI-
75) &718-o1= 179 5l % Week 16 T ADBRY 300 mg 2 ;&f&fm (68 f5l) . ADBRY 300 mg 4 ;&=
(76 5l) BLUTSHK (354]) (CEEAEALLE, Sh>OWEREDS L, ADBRY 300 mg 2 58
RIFRIZ 5 340D 30 I, ADBRY 300 mg 4 BRI 58D 36 Bl. TS wRESHD 19 HIAS, Week
16 TDIGA 01 LRAKRUA—TH >z, Week 52 T IGA 0/1 H#fF S TULV-HEREIX. 2 8RR
‘BEBET2046 (51%) . 4 BEREREET 1446 39%) . T REBEEHTIH (47%) TH-
- BEEAELE-#EREFD S5, ADBRY 300 mg 2 EfERES5# D 47 45|, ADBRY 300 mg 4 &
RIS 30 57 Bl. LU TS5 wARREED 30 HIAS, Week 16 TD EASI75 L AR 4 —T -
120 Week 52 T EASI-75 A & N T UV HERE 12, 2 BRI 3T 28 I (60%) . 4 ERIMRR
BT 2861 (49%) . FSERRFEHET 106l (33%) THo1.

ECZTRA 2 iABR TId. ADBRY 300 mg 2 BRIETDH®E TL AR X — (IGA 0/1 £1=1% EASI-

75) &75o1= 218 il E Week 16 T ADBRY 300 mg 2 5@RSF@ (90 1) . ADBRY 300 mg 4 B 5
844 BLUTStAR (446 IZHEEALELIZ, ThoD#HERED S5, ADBRY 300 mg 2 58
RIfEI% 58D 53 . ADBRY 300 mg 4 B[RSO 44 6l. TS5 REEHD 26 HIH. Week
16 TDIGAO0M LARUE—TH o1, Week 52 T IGA 0/1 A SN T -HERAEIL. 28R
‘5T 3246 (60%) . 4EMEREKREET 224 (50%) . To7REEHET6H (23%) TH-
t=o BEEAILL-HEEE®D S5 5. ADBRY 300 mg 2 BRIMRI%5ED 76 f5l. ADBRY 300 mg 4 &
FlRRE5EHD 69 6l. BV TS EREEHD 40 HIA. Week 16 TD EASI-75 LRARUEF—TH >
fzo Week 52 T EASI-75 N SN TV HERE (L. 2 BREREIRSEHT43H (57%) . 4 BRfRE
5T 384 (55%) . ToRESHT8Hl (20%) THo1=.

TCS A% 5 ER (ECZTRA3) — &R 51K (Week 16~32)

ECZTRA 3 £E TI&. ADBRY 300 mg 2 BRIFE+TCS DIRETL AR H— (IGA0/1 Et=IF
EASI-75) & 73 o1 131 {5l% Week 16 T ADBRY 300 mg. 2 BfEE+TCS (6541) F1-=IX 4 ERE
FR+TCS (66 i) (CHEEMEAIL LI, ShdOHERSE TIL. ADBRY 300 mg 2 BRI +TCS & 58
@ 45 {5, ADBRY 300 mg 4 5@EIf@ T+ TCS %520 46 A, Week 16 TD IGA0/1 LRAKRU & —
T&Ho1=. Week 32 T IGA 0/1 H SN TULV=#E&E (X, 2 ARMRESE T 406 (89%) . 4@
RIFRIR 58T 35| (76%) THol-. BEEAIL L-HEEDSH. ADBRY 300 mg 2 BREMERS
B 65 . ADBRY 300 mg 4 SBRIFEIZ 5D 62 A, Week 16 TD EASI-75 LARUA—TH>
T=o Week 32 T EASI-75 B SN TV =#EEE X, 2 BRRERSE T 60 6l (92%) . 4 BREx
58T 5661 (90%) TH1=,

16. BERE REEDRYKL
BEFR

ADBRY (F5 0% X< J-ldm) FERFODERAF-FEBEL. BE-MERDBRT. 217—2. %
AVFHEHT— FAFNEMETTL I LR UOTRESH S,

53
G

R

ETLT4ILED) UM BIEADBRY 150 mg/mL ¥ g5 Eh b,
ADBRY [F#tH— FAFW=T LTI R VD 2 KFERIF4RAYDFEIZA>TLNS,

aEnoXREs NDC #
TLIAIWEDYUCARAY2A— by (RILFIRYY) NDC 50222-346-04
TLIAIWEDYUS2KAYIA—FY NDC 50222-346-02

RELERYFL

ADBRY [CIEBRFERIFEENTLEL, TLISIILEFD Y U ORICERASNGEOREINZE > TV S
RETH &,




2~8°C (36~46°F) MABET., TDH— FUIZAN-FFTEXLLTRET S &,

DETHNE, TOHh—FUITAN-FEDOKET, =R [EE—'F:' 25°C (77°F) 1 T&E& 14 BER
BIHENTED, CDEE25°C (T7°F) ZHABWNI E, ABENADH— U ERYHTRE
NHAHEEICIE, HLE-BEFENEOMENDAR—RIZEHET S ENTE D, ABEMNSRY H
L7- ADBRY I£ 14 BLIRIZERL., 14 BZ&F-0RE T D&,

TLI4ILED) DOOBOESEAE~DRSE., FiE, IRESTETFDHZ L,

17. BEAYUEY VT ER

BEICIE, FDANERELBEBITIANL (BERTERSIVOCEAAZR) EHRTCEIICHMET
®o

BREDIET :

BEFLENEEZICROLSICTIETRT S
- RYDBECESIEROHIERERZTEDEBE LIETOT TV, ELLETEHFEO ML
——9%ETBHIL,
- ADBRY [I28#& 5352 ¢,
- BAMEELWHETEET DL [(BAFLZZSE] .

BB
& BHOBBERSOERNEA: S, 7=125(2 ADBRY DBR5 £t L. EFOBEER5 &
SEEIIERT S [EELLUTE (5.1) B .

BEAEEUREX

RIERABRNZYERNBAL LY LIZGEIE. BERESEICHHRT 2L S BEICHETT S [FIF
A 6.1) SHFE]

509 FUICKBREDYRY

ADBRY [FETI FUICLBRFEV RV ZEHIENEHEH L. 8LV ADBRY ZERAL THEL
TLWAREIRET IV FUODERBEFHEREINGWI EEZBERBICNOELS L, TIFUEHIET HTEE
UNHHIHEIC(E, HEEFRTICADBRY ZHERALTWA L ZERRFBICIRERA DL IITHETT S
ZEELLURALDZEE (5.4) SH] .

REXSE .

LEO Pharma A/S
Industriparken 55

Ballerup, Denmark DK-2750
U.S. License No. 2169

REEE
LEO Pharma Inc.
Madison, NJ 07940, USA

ADBRY ™ (& LEO Pharma A/S OEEZ R TH D,
© 2021 LEO Pharma Inc. EWETE - E5 - ix8 227,



BE R T1ER
ADBRY™ [ad'-bree]
(F5AFXTT-ldrm) | BTF

ADBRY &1%?

- ADBRY (&, HEENSEENT FE—HRELX (BP) RAERET,. KEICEHRT S WA oA
ETE+RICa2 A= TEEL, FRENEAEEINMERTELWEZICERT I IULAETT,
ADBRY [FRXT0O4 FHAFIEEIZERAT S EHLTEET L, ADBRY DA THERT S EELTE
ESCIR

INRIZEITAREHEDRITHOMN > TWVER A,

ADBRY IZEFNTWA FSAFX T TERIEEMFIZZ LILX—RHIBEE. HALLELWTCES
- ADBRY OD£HA D) —2 Ly FrORRIZEHIATHLET,

ADBRY #{#ELMAHDHTIC. BEDFEDKREZEBRRBEICTIRA TS
RICIERNH S,
- BHEHR (ER) REAH DS,
C DOFUEEREBTLFENH D, ADBRY ZHERALTVWAMIE TETVFU) OEEBETEEEA,
CERLTWBERIEIZOFENH S, IBIRIZHT 5 ADBRY OERIETHIMA > TWVER A,
- BIAELTWLWALERIIFOFTENH D, ADBRY WEELIZCHEBITTAELEIERICEENHINE S
MMEHhh->TWHWEHA,
BAFRALTWATRTOEER WAESLIUHERE, E24ZIVE. N—TDHTIVAV MR EES
) ZEEREZFICTEATLESL,

ADBRY [FEDKSITESDTTM?

- ADBRY QO#f#. iI5. REF. BLUERAFHFTLIAILED Y O SOBREDHEIZDNTIL,
ADBRY [CR#Eh TS IERAAE] 28 LEEL,

- ADBRY &, EERBEDOLAFIZH>THEALTLLEELY,

C EHOBEESAZIVTIE, EREEENMERLET,

- ADBRY [&#tH— FOHW=EMETTL 74 EL )Y (150 mg) TR#tEhET,

- ESEREOTIZAVET (BTEED .

C BBEERELEEONEENEF TELLERRBENHELIZBEICIE, HHEELEHLED
NEHFELVERBEIFHOAAIZODOVTRL—ZU 522 R ITNIERY F A, EEREEENE
LWVEROAZETRTETIE,. BHTEHZLBVDTLLEELY,

C EREENEL. KROVWEHBATTELETRCZONEEH L. TORIIEEDFERLIZEH %
LT,

CMASNEEIVYIBVEEIFLTLEL G, dFEFHE 2 — (1-800-222-1222) [Z:EHE
LTLEELY,

- ADBRY EHICHERTIENMASINEZBENHYET, TOELEBERKEBEDOIERICH > TEREIC
FARALTLCESL,

ADBRY QEMERICIZEALLDORHY FTTHh?
RD&SLEELRERANZEZ SAREIENRHY F7 -
FULX—RIE GRBUE) . EEORIE (FFI7245F%>—) NBELDHZELHYFET, RDLS5K

ERAE L1155 821X, ADBRY OFERAZPH. ERERKBEFICER T IMIBABREEZZLTLE
AW

o BAELLY o [MELLED. HFEL. ABSBT S (RME
o B, O. FHEND o R¥%

o BMP

o FEH

- BROER, BABEN., RAANEDLLIGEDROBMENELCT-YBLLLEY LEGEEEREEEIC
BATLESL,

BH R HDNBEER :




- BEBORE (F<BD. B, EH)

- ESHEMLIRS

L —HMOEMRORAER D FHIRENE)

COMDEHERLTND S ERHY ET,

BIERAE LB BT IFERRITER LTS ZE0), FDA (1-800-FDA-1088) IC#HET S &L TEF
T

T2, MRVICERT B=HDO—BNTIEHR

EERIE. BERFERY)—ILY MZIEMMTOLSEMUNDOBERTORAEESNEZEAHBY ET,
ADBRY (. A ENF-ERUNDBMTIIFERLAEWVWTLLES L, HOANIZHE=ERCERNH -
TH. TDOAIZADBRY ZEIHRWTL LS, BEENLELIGENHYFET, EREMRAITOE
WICDODNTIK, EFEFE-IIEBRRSBEHIZESNRFE I,

ADBRY [C[EEISEFATOET M ?

EYES : FSO0FX< J-ldm

iy  EEEE. R VILR— k80, BFEEF RO LK. EIEF YDA, SEHEAK

%A . LEO Pharma A/S Industriparken 55, DK-2750 Ballerup, Denmark

FRFE% % : LEO Pharma Inc., Madison, NJ 07940, USA

KETDOZAM4 22X : No. 2169

ADBRY ™ (& LEO Pharma A/S DRE1Z&8X T

©2021 LEO Pharma Inc. M8 - 88 - GmEEFUL LFT

ADBRY D& L LME#RIE. » = TH4 b www.ADBRY com. F1zIEE:FE 1-844-MY-ADBRY (1-844-692-3279) TAFTEFT,
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SER7AE

ADBRY™ [ad'-bree]
(F5B%X<J-Idrm)
ETiE

COERAAETIE, ADBRY DEHDLEAICTOVTHBALETS,

ADBRY L 74 F YU ODEREIRO HAT. F1-EBMD ADBRY £%2(TH6 C&ICHEREDE
BEBHEACESL, BHRNEBMENTVIEENHYET . COFERIE. HE-DOREKE®
BRICETIERREEDHRAICKDLLILOTEHY FEA,

COERAEEZREFL. BEICHLTSRLTLIESL,

BEMETTILI1ILES Y YT 1KICIE ADBRY 150 mg & FENET, ADBRY FL T 4L EY

1)

DIIEMETTT,

HERARNCEH > THE S RESEETHER :

HET=HFHT ADBRY %359 DR1IC. BERBEN TL ISR OOEFE->TERFLE

HoHAZEHBLES,

ELLESOREAZZSFNCBESPHDOANITEFTZE LBENTESL,

ELLESOREAICOVWTERAONIEERRESTEITHHKL TS0,

BEEN-BEREICERET 012, FHEAXNMIATIHENHY ET,

o YIEIFAEIX600mg LDT, 4K FIHFTIVLENHY FT, BEDOR—EELTEL HF5ER
FIISESELTLEEL,

o0 300mg /5T BICE. 2K IFHTEIDENHBYET, CDHEELERDOR—ETELS
EFEMGLISENFE LTSS,

BROFHF LIS, FHETI8EOBEEO—T—2a v LTLEZ,

ADBRY FL 74 IL KLY U SIZEEA— KADNTEY ., IHRAEHDEHEEL TS

N—ZINFET,

ADBRY [ZE TEHHFITYT (REDTOEHBICEEISFLED) .

FREAMETHAN—ZHNEIHBOTLLEEL,

ADBRY L 74 KL o OHEMAEHEBLEYBERALEY LEWVWTLESL,

KIBDOEMNSFEHLGEWLWTLIZELY,



ADBRY JL 74KV ooDEE (K ASE)

XA

Before use After use

Plunger head

_ Needle guard

Plunger rod ‘
chips

n— Body
lewing
: . Needl
window Label with sec’e
o guard
expiration date
Needle

To receive a full dose, yon must

7 give 2 injections using separate
N prefilled syringes

ADBRY &% 7%

e ADBRY L 74 IR U DIE, ABEIZAN 2~8°C (36~46°F) THRELFET .

e ADBRY 7L 74 KLY DE, HREMETTNDA— b UICANE=FE, BEXLTREL
TLIZELY,

e ADBRY [F. TDH— b UIZANFE-FEER [25°C (77°F) UTF] T14 BREIETRETEZEY,
ABEMNSHLT14BUERBLES) UDIEBEELTLIESLY,

e ADBRY L 74K UDIERELIEVWTLIEEL, ERELEESIIMERLLEZNTEEL,

e ADBRY 7L 74 )L KL U SIHEDHENTLE S,

e ADBRY L 74 KLY U DEMEBLENTLESLY,

e ADBRY 7L 74 )L KLY U PIFESBXDHT=ZGFRICENMINTLIE S0,

e ADBRY JL 74NV ERLY VPR EDEERIE., FROFOBMNEWEZAICEVNTLEELY,

AT7v71: ADBRY It v +T3

7

ADBRY prefilled syringes

®

Alcohol Cotton balls
or gauze

X B

swab

Sharps
container

1a: FHRICDELZLOZERBLFET . IR ELICRO& S LERBIVETYT (KB BHE)
o T—IJILDESGER. FoTHULHALSDEXRS



- ADBRY ZL 4L K YT 2EKMNA-T-ADBRY h— b+t 158

e ZILOA—I)LRTT (A—FUIZIZADTWWEFA)

o FRLEA—ENY FERLEFEOY FoR—IL (A—FUIZIEADTWWEEA)

o HAMEANONEZRELRERSE (W—FUIZIFASTVWERA) . COFERLEDITENRR
[2HHAT Y75 TADBRY #FEET D] B LY,

X C

1b: ADBRY 7L 4KV SDA— U ZABENMSTY KT
e A—bhUICRBESNI-ERAME (EXP) #HEBLEFT (RICBR) ., FRHEEI/UIN-ED
[FERALBENTLEEL,
e ADBRY h— ro Do —ILARANTWNVEWI EEHEELET., —ILAFIANTLYS ADBRY
TLIAIWEDY UDRMERLELTLCESL,

X D

Waiting time

1c: ADBRY FL 274 LKV Y U OEERICRYT (D SRB)
ADBRY 71— h U ZELGEICEE, 30 MHEDFFICLTYVYY Y ODEEZE 20~25°C (68~
77°F) DEEFTRLEY, BERICRYT & T, IHROFRBENERB SN, FHALPLT L
VEJ,
e JLIAIKVY U OEBFLUDICANEY ., 8FEMNTEY, EFEXICETEY LEW
TLEELY,
o VI IUUIERBABNTLEELY,
e ATV T3 TEHDERMTEEET., HAN—FIHNSHENTLEZEL,
e BRICRLIEVY VO ZBUABEIZANGNTSZELY,



1d : ADBRY L4 KD Y U OFEA—FUDLRY BT
ADBRY FL 4IRSV ) D ODARKEH >TH— oS 1 XT DO 2ARYELET (RES
B
o HA—FDV Yy TITHMEENTEEN, D EREEE BHA—F) BT CITEFBLTL
FLFET,
o AT YT I TEFDEB TESLET, TLIAILKRIY DO AN—FNESHENTL
AN

1e: 2ARM ADBRY FL 74 LKLYV OEHERET S (RFSR)

e IANJLIZADBRY ERREINTWSHI LEHERLET,

o VUYUDICHIRISATWAERBZHERALET,

e JAVEIOMNLEREHEDRL., EHMADIHNICEHBET, BERE~HMERTHDLI L THEAL
£9,

e RDELSHIGEICIXERET. BELT. HOIOEFEAL TS,
o YUY UTIZHIRI EN-FEREARNTIN TS,
o ERIZAY. B, MAFHIHS.
o IELTWLWAMELSNhI=HELH D,

o ERICINSIHANDHSZ EAHY FTA, BEIELL. ML TI2HEEHY FHA,



ATy 7 2: ZHETHHUERATERT S

Injection by caregiver only
B Selfinjection or by caregiver

2a: FHTIHUEES (HGSE)
o ROWTIODELLITESFT A EMNTEET -
o FEER
o KERHER
o ki, LRI ET HHEEENEEIIHLTLLIBENHYET,
o NZTMDFEES5cm 24 F) URNIZITFEF LEWLWTLLZELY,
o REIMEF TIIRDELIIZESHZ LET, 2EBKIFTRLIAIICLEVDTL LY,
e HFLFEL., BHAHD. HIOMENHIEEDHAICITFEHFLEVWTLLEELY,

2b: FEHkL, FHRTIREDOEMET D
o AHREKTFZERNET,
e EAFETIME2IAZTII—IIRATITABIZGZ>TRHEEYS (RIHBR) .
o HWW=BFiEEEICEMNMLET,
o HWVEIFRRIZ, ESDORICEZWRENF-YUMo=Y LELTLESLY,



ATv73: ADBRY %575

e/l

3a: #thN\—%57

ADBRY FL 74V KLY v DRGKERFTHL., JOFTHAN—2F - C5lEhkhE (RIS
B) . AIN—EHAYRERRICEELTT,
o —ENLEAN—ZBENSEDIZEFHLENTIEEN,
o HAN—ZHNTRICTSoDOrOY FRTFoDvAy FEFELEVWTIEEN,
o HOEIHITKFENDLWTWSAI LB HYFTHA, BEDHY FE A
o HICAMSARLY, HAMDELDITMIALEVESITKREM T TS, GRITHITiN & EZIZIK
ZTOVIUDIEEEL, BOYY UUEFERLTLEEL,

X J

3b: YYUTERATS
AT TTRWVZEFNEDOREEZ A FTHMNIDEAET, LOIRADFTHENASEDOAETK
BIZEZIZELRAATT BJISR) .



3c: RRZIEAT S
BETIIVvOovAY FERRFTRLAATY (AKBR) . TRICHLALLIRNTOER
NEASIET,

3d: gtZE#k<
T3o0vAy FALRIBEMLET . HEFEIMICOY VOOPIZRY, AvIESnET (BEL
R .

e BZWZVzaw FUR—ILOA—ENY FEFFUEBEICHPNSHTET, CT-TIELITEEA,
DETHNIEESFMEIT/NSEREIETEMHY ET,
o FHEUBEMNSVENDMPORFREANELZZEAHY FIH, MEHY FEA,
EALMADBRY FL 74K DIE, BAYMEESHICEELET, ATy 7S5 TADBRY %
BET D] ZBRBLTESL,

ATYT4:2KHDVY o OTEHRT S

XM

repeat



RESNE-BEITRTEHT HH2, FREFAENMEATILENHYET,

o ¥IEIFAEMD 600 Mg ZH/5Y BHIZIX. 4 XDEHNBETY,

e 300mg 57 BICIE. 2FKDIHRIPVETY,
FLWADBRY LI ILEVYUOERYML, ATy F3E5 (AIMBR) £RYERLT, LA
ShEBZIRNTESHLETS.

b
BAOR CEAL TRIDESFMENS 3ecm (14 >F) ULEBN-MEIZESHLET,

AXTw75: ADBRY #BET 3

e FRFHADTILIAILKLY UDEEEBIC, FDARADOHAIYMERERBICANLTT (H
NBRB) . REDCAHBICANBENTLEZEL,

o FDANRAI LE=HAYEESENLGEMGEICE. REICHIRDELSLEREHENET
o XRBETSRAFv I HREH
o MAMMMAREFTHTILHVKSIBROEAINGEVENDNTEY ., BEATEZLHEH
o FRABIFRELTIALTTHL I ENTETLHREH
o K LGB
o BRICEREEYDELELXELLRRTIIENTEZILESH

o BAMBEEBSHMNZEENSENCHE 25, FHIETED SN HFIYEERFOETHIZH
DTEELTLESL, FRFAHOD) D OOBREEICODVTIEZEMELIEIRZHIBTED S
NIRANHYET, BIFYORLELGEE,. SLUBEFVOMICE T LHFIMEZEDFHEIC
DWTIE, FDA DY A FESEBL T &L, http://www.fda.gov/safesharpsdisposal

o FRFABIMYEERRETIFAIILLENTIEEL,

L = THY A b www.ADBRY.com &89 5h 1-844-692-3279 IZHEEC 22, CTHRANHIBHEICIE. EEREEICS
B EEL,

&% E : LEO Pharma A/S Industriparken 55, DK-2750 Ballerup, Denmark
BR55%%#& : LEO Pharma Inc., Madison, NJ 07940, USA
KESA U RES : 2169

ADBRY ™[& LEO Pharma A/S O&E#ZE&$%T9,

© 2021 LEO Pharma Inc. EMi#ES - #8 - GEHEEILLFES,

COBEAITERIE. REEMEERBORKBEZTTVET,
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CONFIDENTIAL

FSARFXTT GEGFHEEZ)

F18 (F>a—IL1)
HEZEFTRIERER VR T XEIZEYT 515
1.7 FERR—E

LA J7—<kX4tt

(0000)



1.7 FIfEREZYG—EE
ForXxRX~T G TE#Z)

CONFIDENTIAL

1 RERM&—ER
AF S OARF OFRIFERZ ML & LT, T 287> MNETHE300mg vV > VOEHRZLL TR

R
Hoe4 T REIZ—PCHRFE1SOmg> VY | T2t 7ty MoK FHE300mg vV v
— A FouXxX~<7 (EEFHEZ) TatvT (Bin i z)
e LA 77—~ HRASH B 7 4 Rt
HRESUIRN R | BEFIRIE CORA 727 he— | BEFIRR COIRA+ 0727 M —VERE
B 9% %

B CEYGTR

2020 4E 11 HoET

e




E‘%
=
et

*20204F 11 H LT (4% 3 W)

RO CEELZRT L2 &

H AR o ity 0 U o

20204F 8 HekaT (55 2 hR)
By O ALY, 2 ~ 8 CITTIAF
BERHEARS : 6% A

E R E ML-4/13ZREE/ 70— F Lk
TaENYT (BinFHEBRZ) ®A

87449

R 23000AMX00015
WLoE A 20184 4 H
D0396609

EYHRRRGE. B, LAZEEER IR -EMFOLFTEICLVERTI L

FaEJtEIJF BRTFE300MgI YUV Sty 1 k544 2 DUPIXENT 3»

DUPIXENT® S.C. Injection

-
=]

FE DRSS L, BRRBEDEBEICHEEL TVWBEMDH L
T &

2. 82 (AOBEIZIBBELEVI L)
ARHN O B0 LR oE D B0 & 5 B

3. R - MK
3.1 @k
DRIV
W 5} 1 i‘];);\g mL)
H R | T T GEETHIRZ) 300mg
LexFvr 54mg
L-v AF ¥ KA 1.0mg
L-7 V¥ = ViR 10.5mg
o A | BEERS B 2 OKAI 26mg
piNi(e:73 0.3mg
A B 100mg
RV ILR— 180 4mg
) AANTEETHIRZER LD F v 4 == AN 225 —PEAT
ZHWTRES NG,
3.2 RE DR
e ~ s TCELEE R B i
ek - A ,(.:igﬁa‘n;f(,ﬁm«g NXEHFPIEE T 5l
pH 56~6.2
=% &L T 10 (CEEEIRHIC 5 H)

4. ThEER IR
ORFAETHRATS LT PE-HRER
OREXWE BEAEICL>THERBEKREZI FO—I
TERVEEXFHEEDEEICIRS)
OREZ#IBUHRSERX BIFEAETHIRTTIELEBEHIC
fR3)

5. %RER IR RICEIET 2 FF
(7 FE—HEREX)

51 2704 FAVHAIRL F 7 1Y) 5 ZSHHHAEE OB IE S
WX B R e —ERET L Th. TR S
HFL R IE 2 ) BOS AR RS EHICHN S 2 &
[17.1.1, 17.1.2 ZHd]

5.2 AL LTy ARAERGREIE T MY — VB % 09 2 L
DIRTELZIE U THISEIMIHA 2 BRI 5 5 Z Lo

5.3 AHIF G b PR IA 2 Mk 4 5 2 o

(REXER)

54 IiONA F74 YEESEIC, PHBEIIEHEOWA
A7u4 FELZOMORMEMELFHL L, 2HTEX
704 FEOBGEDPLE 2N BEIE R & 729 BEICAH %
BIMLTHEGTHZ L

5.5 KANIILAK VIL-13Y 7 F VREZ HET A2 LI2L D,
Tig O REN B 55 5 2 BUIE SO 2 M52 S & b,
IRERBR TR 5 N7 AR 51 D 2 B IHE I IS B /3 A F

SANOFI| «p REGENERON

< —h— (MPIFEEEkEL. FeNO. IgE%) Ofi & A5t
e+ ER L, BEOUFENS T =D — D EEEL
7o BT, MIREBHEOBREIT) 2. [17.1.3 ]

5.6 ARANIPEITHE & T 25U W H O FMERHEIR % #2012
BT 2 AT RO T, 2o LT L A
Wk,

(BEEESBHRISER)

5.7 RHNIEHMEAT B A FIE, FMETIZI Y b —UHR
TR BBEICHWSZ

6. HZERUHAE

(7 FE—HEBEX)

WE. RACIE T2V~ (BaFEz) & LTyni
600mg# & 45 L. Z ok 1 300me% 2 M TR T
B53 %,
(REXWE)

WEL RARCIZEL Eo/NNRIZiE T 2= 7 iR TR
az) & LTHWMIZ600mg Z F#%5 L. Z®O#%i% 1 M300mg
% 2 AR TR THRG 3%,
(BEEES BHRISER)

WH. AR T2V~ 7 Bz THfz) & LTll
300mg#% 2 MM TR TG 3 5. B, EREEHRITIE,
1 111300mg% 4 HE TR FH#5-T& %,

7. HERVAZICEET 28

(7 hE—ERER)

7.1 RHNC X B UnE, lER G B 516 % T2
LN b 16 T TITHBBUSH R SN wIEid, bk
TEETHI L

8. ERLEFRNEE
(hEedt@)

8.1 KD GIZ L o THMHT MWD 7 LV F =B E DSEIR
WEALT B REA D D BEET LoV F — PRI %8
WetmeSo e, ERSZWTEAL L, Wi 855 T
CICELBENDH Do AF O WFEZEH [ 04 5wk
HOBBEL D FO T, AFEG DL, 4HFFL7 LV F—

PR B AN T LM & B EE T L2 L, BHEITH LT,
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PR 1346 1360 1378
ZEA LA 953 999 -077
UPSIT™ | 77 LAHE
Lo 1030 1076
[95% 15 HEIX. | [850,12.10] | [895, 1257]
FEﬁ] 1528)

H24) WREA T TS5 PE (FHRILAT TR 2P, R ERERE
272U ETHETFYN 1 ZER 5, WAEREECGE (A&
/BBl LvozZofbofEkE AT 5 8%

1:25) HEATT(0-8 1); SPIEAERE (0 - 3 4%); LMK (sinus opacification
on the Lund-MacKay total CT) 227 (0 -24%); UPSIT (University
of Pennsylvania smell identification test) (0-404)
BHEZ2a7, BHEEEATT7. LMKA 273 A 27 O#PH
UPSITI& A 2 7 OHIMATH % HIRT %o

1#26) FIgfi

H27) AT



1#:28) WOCFE L UL HAAA L 2 AbERKTFEICL ., #5558,
Wi O IRE, TR L OIS 2 BN E L, R—=A 54 UMlixdk
Ziim & U7z e BT TR L 72

7£29) Q2WHE X QQW-QAWEED A

AHNIQ2WH G- T O RIMVEH 1324.2% (36/149%1). Q2W-Q4W

BETIE27.7% (41/14861), 75 & REETI1322.0% (33/150%1)

IR b, RANQeWH: 5-# Tt 'Q2W-Q4WH#E o> F 72 RIEH

ISR RLBET 4% K 186.8%. T OSVESF AL U 3.4% 2 UN5.4%

THo72

18. FERhEIE

18. 1 1EAA¥F
FaELRTIE, M vy —Of F VAR vy —aAfF
VASZHEKROEERP A LTV BILAZE R o T2y
MIBERWISHEET I I D, IL4ALVIL13D0 ¥ 7 F
AR R T 28 AR 2 ¢ MgG4T / 7 v —F itk
THbo ILAKNTILI3IET b ¥ =R E %, K& B KL
BRI BRI AIEROWBICB W TEERZEHZHH
Type 244 b H A4 > ThH 2",

18.2 IL-4RVIL-133 T FIVGZEICKH§ 21EH
FaAY NI TIEEBRAEIC e ML4ARa 1284 Ly IL4Kk O
IL-13% 4 L7z ¥ & F MERE % in vitro i Win vivo CHII L 727,

18.3 2 BIREETIVICH T B REIFIER
WP w7 ATL-4 M OTLAR a OAVERFEIROW )5 %, Y43 5
b MECHITER L 2l S RE~Y Y AR W2 F )y =T L
WAV FHEREType 2RIEETFIVICBWT, F2E¥ < TIE,
MIEFIgEREE, 7 LV VR IgGLIRES 2 KT 3¢5 &
BT, MibFEEERE . AR AL A 36 OV T f i 5 % 3001
L7

19. B2 CEE T (L FERIZNI R

—RIZTR T~ T GRIEFHRZ)
Dupilumab (Genetical Recombination)

P H:T7Ta¥n<7id, B M vy —uaAf ¥ AHE
Dot Ty MIHTLEMRTMBLE T
IgGAE 7 7 a0 —F VHRTH ). HEH233HH O
T3 BRI Proll Bt ST b, T el
T FrA == XN LAy —PIEAIRLC X
DEAEND, Fa¥ V< TIE, 45207 3
WRIRHEA S 7 ZHBH (p48H) 2 AR V2190 7
I RIS R AL (k) 2ARTHR S
BHEY Xy (G #9152,000) TdH Do

20. RV EDEE

20. 1 AMEREBIGEL L TRAEST 5 2 Lo

20.2 AFEHEDZY BB S 2w Lo o KHE
eI Lrnzk,

21. AGRRM

211 &g ) A 7 BRI 2 g By EYICHEET L 2 Lo

21.2 BFHMA 7 a4 FEIEGTTICB T 2 RAOHRIER T
LEWE R 2 720 ORI Z BERGTRZICHRT 5 2
Lo

22. a3
2mLx 1A

23. EEXH

DALAEER - EINEE T 55008 (20184F 1 JT19H K F2.

CTD27.2.2)
) MENEHRL 7 MY SEF G e L2z BRI SR T
AR R (20184F 1 JJ19H KRG, CTD2.7.2.2)
FLNEHR 1 7 b E—PRRE SEF TR L LRI A T
AAOF R (20184F 1 H19H ZKGE. A #p.33-34)

4)Simpson, EL. et al. : N. Engl. J. Med. 2016 ; 375(24), 2335-
2348

5) LR ¢ AU S LR 2 G & U 2 [R5 TAH 3R
(20194F 3 26 H KGR, A dp.15)

6)Bachert, C, et al. © Lancet 2019 ; 394(10209), 1638-1650

TIFEPIE R ¢ I PR 340 36 B ER R (20184E 1 H19H 7K 38,
CTD26.2.1)

24, XEREERERUBUVAEHESL
I 7 1 K&
-ty — THHKRE
T163-1488 W EUABHIE X P =T H20% 2 &5
71 =% 4 X 0120-109-905 FAX (03) 6301-3010

26. BEERGTEESE
26. 1 BLEERSEIT
H/71%RXE1

T163-1488 RREAHBEXEHE=T H20%E25

26.2 R#EE
DRVES S IV I ¥
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Lo T R e 4
2. WICE (R O RIS THEROHE] ORBRERML. oo, 9
2.1. [ZHRE TN R IO [BHRE TN RN B T 2R ) ORERI ..o 9
2.1.1. [ZHEE TN () DRRTEARML ..o 9
2.1.2. hRE AT R EIE T D E ] (52) OBREARIL oo 11
2.2. THIEER OB &), THEROHEICBEET 2FE] () OFRERI . 11
22.1. THTER OVHE] (52) DRETEARIL .cooooeeoeeeeeeeeeeeee e 12
222. THELR O HEICBEIET 2FE] (52) ORTERIL oo, 15
3. WAE (R o MEALEOEE] () OFERML oo, 16



1.8 Wf3CE (%)

FToXX~vT (Ein AR Z)

CONFIDENTIAL

s —&
iLs AAEE REE
AD VR LA Atopic dermatitis
TCS 2T A RAHA Topical corticosteroids(s)
IL A2 —aAfx interleukin
Ig T TY immunoglobulin
Q2w 2 JE [E PR Every 2 weeks
IGA ERINZ X 2550 72 34 Investigator’s Global Assessment
EASI BB S - BIEE R Eczema Area and Severity Index
NRS eI AR 7 —v numeric rating scale
POEM BB A VS AT Patient-Oriented Eczema Measure
DLQI FRGORRBIZEAT 27 v — b Dermatology Life Quality Index :
SF-36 36 HHH O 5 g A = 36-Item Short Form Health Survey
PRO BERET D N A patient-reported outcome
AE AEFEGL adverse event
BMI N - SE=F g body mass index
CCL (TARC) TEHA L (C-Cmotif) UK chemokine (C-C motif) ligand
DPP4 DRTFFON NTFH—F 4 dipeptidyl peptidase 4
QOL ATEDE Quality of life
PopPK REHEE A E) R population pharmacokinetic
SOC SN system organ class
PT FARGE preferred term
SAE HERAEES serious adverse event
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1. REAXEE



RO LE LSR5

1.8 W E (%)
For%X<T GEEFHZ)

CONFIDENTIAL

20XX 4E X AERL (45 1 AR

B R BRARET . 2~8°CIZTIRAE
BDHM 3 F

A1) ph Sl
thﬁthu—wilbn—+»ﬁw

FouxX~7 (BsfEL) JA

FEREEFS—RTE150mg>) v

AR i S R 7
87449

TR
HRFEBR 4

VB AR, R EAIF OGRS LVENT 2 L

REEREES A FS5 4 UHRGEE

Adtralza® S.C. Injection
1. B&

AEOBREF, BLHREDBRICHERL TV HERMD
LETISC &,

2.EB3 (ROBHBIZFRELEGEWVI L)

AFND A5 UsEUE OB EIE D & 2 B3
3. #ARL - MK
3.1 #ARK
EE » (lrlnL/ JEP/@//\E
HEy | FTudxR~T GREETHHZ) = 150mg
HEfE ) N U o LKFI 6mg
- JKEERL 0.3mg
HiAbF R U A Sme
RY Y _— | 80 0.1mg

H D) ARG TR EFIC LY v A3 mm—~ (NSO) ##
Mz HWTRIE SN D, AN 7 ST 7 il SRR 5y
(Tr7Iv) 2EHLTNS,

3.2 HWEIDMEIR
PRIR - BIE |G~ OB I AEE BT 20 GEHNAD)
pH 5.0~5.8
2B 0.9 (EHEHKICT 5 )

4. HREX IR
BFEARTHRT+5407 FE—HRER

5 MEERIIMRICEEYT HFE
5.1 27 uA FAHAIRCH 7 1 Y b ZSHEIE OHRIESH
(2 & 2 thiR 2 — BT LT, o ihikan

BONT ., BMOSIEE 5 BIE 0 REPHIC K SBEICHW
5Tk, [17.1.1, 17.1.2, 17.1.3 ]

5.2 JFRIE LT, AAMEGRHTIZY b B —MERFR D2
RLDRAEIZIE CTHIGESA A 2T 2 2 &

5.3 AF G- b PRIBA A ikt 2 2 &

6. AiERUHRE

WH, KA NI exX~T (BETEHRZ) L LTH
[FIZ 600mg % fZ M5 L, £D#iX 1 [[] 300mg % 2 [
WA CR #5932,

1. RERUVREICEET 5FE

1.1 AN K DIRMBUSI, @F L GAAD D 16 T E TIC
FROND, 16 8 E TIHIEBIS A DIVR VB A, &
Gl zBET oI L,

8. ERLGEAMIE

WRWDOTRET D Z &,
8.2 AFIOFHRRIAICHT- - TiE, EFEfEHICBW T, ©T

RIS X D7, EROEBEOERO L & TREEITH 2 &,
H &G OBAIZOWTIE, BN Z D24 M2 HE IR
L. TR BB IIE I Lotk RARGIC L AAaBK
P& RHLIEIZONWTHRENEE L, BER OMEICERET
LT EEMER LI BT, EROFMELED S L TERET
52 &, BEEEOWEA%G, AR X 2EIERMREDND
oS H OG- Ok K EEZR L & 72 5 WTREMEDY B 5 45
B, AblicHCEGERIESE, ERIOEI N CEE
BT 57 B EZITH Z b, E. KFIEEE
WCRWEH ORBNREEDN DGR, ERBER g 5 &
DBEICHRELIT) 2 L, EHEAOENISREBEH LR
WEYBEICEEEZMR L, TR TCOREORERPFEFSIE
’l‘%@“é?ﬁﬁémﬁﬁf’%ﬁﬁ L bz, FBEREAOES A
BEHET DRGNS 2

8.3 AHAl ﬁ\ﬁf’%/u/’aéﬂiéﬁeﬁﬂf‘fx< AFE G- b PR
ARG RO T DM ENDH D Z &2 BEITH LT L,
%%#%%Lt;&%%mbtozf&ﬁﬁé_

I BENEREZETHEBICEHTLHIE

9.1 &HHE - BMEREOHLEE

9.1.1 FAERBREES

ARFN B 57 DA #i&a%@@%%?b - 3
BEDARFIE G- AR L, prEsnigic
DRI 725 A I, ? W%ﬁ%%?éifﬁ%
DG —Rhikd 52 &, KANL IL-13 ZAETLZ L

rm
XS



1.8 IRAI3CE (R)
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Ik 0 2 BRI A RS S B, Fd UGS B A R
BHAEMRHE 2 0055 S B 2 "lBEME & 5,

9.1.2 RHRT 04 FRIREEXZZIT TS5 EE
AAERBBICEA R T oA RERITHIELRNW T &,
BAAT A ROBWMEDNLERIGEITIL, EAMOEHE T T
AT Z &,

.5 1TR

IR SRR L CW D ATREME D & 5 etElciT, 1B Eof
WPENEM A EE D s 2B Ao T 52
Lo AFlIe b 1gGd € 7y u—FAHFAETHY . & b IgG
IRBEEM 2 BRSBTS, £i2, KHlE
YRS =7 A Pu~Fe b Lo ha, M4 Eim LRl
BATTDZ LGRS T\ D,

.6 12ELIR

1R EOFER O RALRETBROREMEE BB L, Lok
BeUTHIEERFT 2 2 &0 AFloE FEH~OBITIEAR
HTHDIMN, AFliZe FIgGs £/ 7 a—FAHEKETHY |
b b IgG T HRICBAT T2 Z &R bt TN D,

9.7 INR

ISR g & U7 BRI IEHE L TR,

©

©

11. Bl¥ER
WRORWERR D HOIND Z ENRHDHDT, BIEEFHIAT
W, BEDRD NI HE IR 2RIk 5 2 L) s
Mg AT 2 &,

1.1 EXGEMER

.11 ERAEE GEERH)
TF 747 xR —HEOEERMBUENRH bbWD Z LD
2,

11.2 Z0ithn&IER

14.2.2 EEERBEIEDEAICIER 25 Z &, RGN HUE 2 HS
P, BRREICERR, B, EOIEOH 250, 7 MY
— PR E R DFRNRIE A AL D BT ITEF L2 2 &,
14.2.3 DA LIRE Lign 2 &,

14.2. 4 AT 1 EEEA OBAITHY . BEEH LRV L,

15. ZOMDEE

15,1 BRERMEAICE D CI1EH

FEIAERRER 1 5B OV IHRRER 3 38k (B 5388k 2 3
B OVF 5B 1 3B TAR DR G220 727 Fv—
PERLRG 9 B D 5.0% D 5EEM bk (ADA) BPETH Y (KAl
B GRiER 2 &) . 1.0% CTHAIFLENGED b7z, ADA
DIEBU £ D ARFN D IMENRE, AR L RME~D T
B2 TRVY,

16. EWEnsE
16.1 MurpjEeE
16.1.1 EE%SE

H A AR A 150mg 2| 300mg X 13 600mg % H
R R LizE &0 b J ok X< 7 OmigE T iEEEs R
CEMBRE T A —H ZUT D LB Thotz Y,

1204 FE—
|oeee F3O%277150mg
o%2T7 00 mg
- FFRFRTT 600mg

% =

FIRE (pgiml)
8
L
e

FSOFReIME
: -

[EFLE e -

; ——

03 7w » 2 o
L% (B)
MG PR (T + T )
AF] 150mg #2 | 300mg i 600mg & HEI L TG L& &

5%Lh E 5% AT
B ROV | RRGERY: (REEEZ
AE HURE WHEAR % Ete) . AR
TEHHERAL HEHREBALROE (RLEE, 95

. MRS (11.7%)
Mg Kk Y v~ AP B DE
NAREE
AR p T UL — R
%, falEg

14. BRAEDZE

141 EREBRSHOEE

14.1.1 530 43ai % BLISWHE-E G B H L, SMEN S
HEPIT, |RIELTELZ L,

14N 2R EST-0 | BELEZY R BRALNTEGEK
B Y VIR EGRERBH BT5E IR, AN
L2 &,

14.1.3 EHOWERNPTE B ECTRAIDEF v v T &I ST
W2k, B v vy T EANALEOGEBICEET A L,
14.2 FERIBSRHOEE

14.2.1 B FYESTIE, RBRES, MEE T LREEIcIT > 2 & 18
HAEETHHEE. ~FOB 24 L TRET DL,
Rl — T~ 0 K LR35 2 L3S 5 2 &,

DIEWENRE X T A — X
5 Cmax Tmax AUCo. tin
(mg) (pg/mL) (day) (ng-day/mL) (day)
150 2 6.0
@® i) 244+55 | 30 79 752 + 183 20.0 +2.1
300 5.0
(8 B 45.6+8.9 (5.0-9.0) 1501383 | 209+2.38
600 7.1
(8 i) 105 +21 (3.0.9.1) | 36411328 | 246+73

BT RS, Tmax X Seffl (R M - BokfiE)
1 2) AHFNOAFHRIIHIIE 600mg, < D% 1 [E 300mg % 2

o

16.1.2 RiEH®RS
AANT b E—MEREERBHIC, KA 300 mg (H][E]D
600mg) % Q2W T 16 BMIE R F#H& G L7z & T DEFIR
HEIZ351F D b T 71T 114.6248.6pug/mL T o7- 2,

16.1.3 BEREMEHERT
FHEM S BIREAITIC L 0 HEE S o v 8=k A v
N OSTERE (Vo) ROKM 2 08— kX2 b D53 Fi% G
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(Vo) 1ZZFNZFN2TL RONLAL TH Y, FHdiiz 22 BT
Holz,
7o, BAEMSRYBIEAATIC L 0 HE SR T 5O
MO SA FT_A FTEV T 413 76% Th-7=27,
16.4 13t
b7 XX TEIANTTF REROT 2 BICOREHEE S
%o

17. ERERRLE

17.1 BOHERUVEREMEICET 55

17.1.1 EfRAREMEEREEHER (ECZTRAT FER)
Medium potency (HADHIHETIT 4 T h~A 77
FA) EIZHYT AT a1 RARETHRERT5. X

FZME EOFRENS AT v A FAVAERHERE S,

NS REEY O AT b E—MER S % B 802 il (H
ARNBHF 2T PleET) ExiRe L _EHEHRT 7 2R %
RRGABR 2 320 L7, A 300mg (#)Im1o> 7 600mg) X%~
FEARE QW T 16 WG L=%Y, THFMIEE Th
¥ E4% 16 IR 5T IGA 0/1 FERLRED K IONEASI-T5 #
FEEREO ITI\N T, AHAI 300mg Q2W SR T T RS-
PHCH AR IC A B s B R R LT Y,

I % 4 [ 55 T HE AR 1% 53R BR D ol

% (%0

16 3 X 0 A LG UTRARBGEE R ENL ) v VAR ZF— & LTz
Pe b 16 JH E TORWER OFBUEE L, AK QW £ 588K
V77 REERET, 22 43.3% (252 i 109 f1) &
W 27.0% (126 B 34 i) Th o7z, KAl QW FehEED
FRRREWERIE, FEER 9.1%, TEFHBAL G 6.7%, FIRSHEZ
6.7%, FRIERY4.0%TH -7, [5.1 BM]]

17.1.3 EINEMAEGHFAREHER (ECZTRAS FER)
Medium potency (HADBIETI T 4 T A~A a7 7
T A) ULEICHY T AT a A RAHRCTHRAT 72
BENSEEED ORAT b E—MRERD B ARANDBE
106 il &35 & Uiz “EHER T 7 & A% R 2 980 L7z,
2T uA RAREI AT, AH 300mg (F)[ED A 600mg)
E T TR E QW T 16 HRMHE S LY, FEARME
PG E & L= f 54 16 A T IGA 0/1 R RT K&
UNEASI-75 RO 128\ T AHI 300mg QW #5111
7T e R GRS A AR L7 O,

] N 5 AR OF A 4% 5505k 0D i

TIRRREE DR
AREEH Q2W F TTuARRE | [95%(EHHX ]
p fit’ 7
8.6
[ 15.8 7.1
16 1GA 01 B (95/601) (14/197) [4'01’01)32‘1]
| 12.1
R 25.0 12.7
EASL7S Rt (150/601) (25/197) [(’i)’ 3&71

% (Bil%0)
16 3 X 0 A L GIUTRARBEE A EIL ) v VAR Z— & Lz

516 W E TORWEHORBBEL L, KK QW ¥ 5.7 K
DT ZvRBEGHT, 221 31.1% (602 4 187 1) &
0 29.6% (196 filh 58 f5) TdH-ot=, KK QW #5HED
F2RBWERNZ. 7 b E—PEEER 5.5% ESHENL UG 3.8%,
AERRE 3. 7% CTh o7, [5.1 &)
17.1.2 BHVE MG AR SRR (ECZTRA3 #ER)
Medium potency (HADDIECTI T 4 T A~A ha T
FA) LAEICHY 32 2T 24 RAVHSECHRA 422
SN D EETY O AT b E—PER B 380 % %t
BELEZEHERY 7B RAERRE EM LT, AT A
FAHEEGH T, AA 300mg (RO A 600mg) (X7 Z
TARE QW T 16 HEHL L=H Y, FEHMiEE TH 5
P 54% 16 A E To IGA /1 KRS N EASI-T5 2%
HKHEO 75UV T . AH 300mg QW B 5REHT 7 T b AR 5B
AN B RSB R AR LT Y,
WES S5 TIUAR OF F #5308 o0 st

TR REL DR
S Fil Q2W F¥ 75 EREE [95%(E I fT]
pfE™*”
12.4
- 38.9 26.2
IGA 0/1 R [2.9,21.9]
16 (98/252) (33/126) 0,015
Bl 20.2
- 56.0 35.7
EASI-75 R [9.8,30.6]
(141/252) (45/126) 0001

S RBEL D3
ESRE QW | TIERRE [79 5;};;;;%? =
- 321 26.4 5.7
» IGA O/1 iEplists (17/53) (14/53) [-11.2,22.5]
#
b 717 56.6 15.1
EASLTS it (38/53) (30/53) [-2.9,33.0]
% (%)

16 3 X 0 A L GIUTRARBEE A EIL ) v VAR 2 — & LTz
#5116 HE TORWER OB L, A7 QW 5K
VT T REERET, 2T 264% (53 il 14 1) KO
15.1% (53 IR 8 i) T - 7=, AKI QoW #5070 Fl
VERIE, SO 9.4%, ERTBALALEE 5.7% CTdh o 72,

[5.1 8]

1E3) IGA 2= 7R 3 LIk, EASI 2= 7728 16 Bl b, REmERIC S
57 hE—MERERIFEDEIA D 10%LL 1, L O 5 F£ NRS
A7 O HWNEKIEOEEIA 4 52l E

T 4) MR RESAHR O ELEE L, RO Y 7 m AR
Uy BEORAT v A REORGFRE R ONAEEODHH % 251k
L7z

HES) IGA A7 A0 (JHR) L1 (HIFHK) ZERLIZEBED

HE

H 6) EASI A a7 BNR—RT A b 75%LL EikdE Uiz B oF|
A
(=]

7)) HkE R—2 T A CRFORBEEEZ BN LT, 7T
B ARBEERE & DT Mantel-Haenszel 3, p filfi% Cochran-Mantel-
Haenszel #iE (2 L 0 R L7z

1 8) N—RAT A UOEBEELEZEHIK & LT, IRk
5. & D713 Mantel-Haenszel {512 & W H L7

18. FEpEE

18.1 1EF#%RF
ForXX<713, b h1gGd £/ 7 u—FAHUET, 28
FA MIA L THDIL-13 LA L, IL-13 & IL-13 2K
Dol KR a2 7 2=y b &OMEIEMERET S 7, IL-
13 %, IL-13Ral/IL-4Ra SEHEEEEEEN L T TNV 2R
A, RIEFUREFRE L, & 9 HFEREICHS L, EFEED
N THRBIC L E R E A DEATRET D,

18.2 EIE{ER

18.2.1 IL-13 12k B U FIVREICK T HAEER
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hZuxX<7VL, invitro TIL-13 IZFEA L, 7 b E—E
ReFGR OFFREICEE G- LT\ B IL-13 (Z X DB REAIENEA T
4 = —F— ] IgE EEAW NG Y 7~ — I — D
REEMBILEZT,

18.2.2 MIEVER
T uFX~TL, invivo TYT AR ORT =7 A P
WIZIRREE T /UCB W CHIEIER 2R L2 7,

19. BHASICEY SEILFHEAR

—EHER . N XX~ T (BB TR
Tralokinumab (Genetical Recombination)
FIRFXTTIE, B A F—m A F 213
(R DR Rz B b 1gG4 £/ / n—
FAHUETH D, PTrFX~TIE, TR
Sx=r—< (NSO) ffaic XV EAEIND,
FT xR~ TIE, 449 HOT 2 ERIERED
5725 HEH (v4 $) 2 AR O214 fHOT X 7
BRI FED G722 L (W) 2 RATHR S
Dz Ry (53K 147,000) TH D,

x =i

20. FRWLWEDEE

20.1 ST RANIAFHICAN TIRIET 5 2 &,

20.2 AFZRSTZ0 , B AKICHE 22 &, Fo, AH
EIRE O LT &,

20.3 ER THRIFTH5A1T 30°CEBA ARV TRIEL,
14 AUNICHRT 2 2 &,

22. @%
150mg/IlmL x2 Y ¥

23. FEXM

DAENEE - 7 A AR N AR E 2 55 & Lo Binl& 5
B (MI-CP224) (20XX 4 XX H XX H7&#R. CTD2.7.2.2)

DFENERL T bR EREE 2SR L L EERER S
AR Hiph e 53R O KB AE  (ECZTRA 135k (20XX 4
XX A XX H7&#@R. CTD2.7.2.2)

3VFENEEL - REERASKEIREMENT (20XX 4F XX H XX H &
2. CTD2.7.2.3)

HENERE 7 P E—MRRERBE A xR L L EERERE
[IFH B P 5388k  (ECZTRA 1 3BR) (20XX 4 XX A XX
H7&8, CTD2.7.6.1)

SHENEERL . 7 b MR R AR L LTz E RS
I TCS HF A 5-38k (ECZTRA3 3ER) (20XX 4 XX
A XX A7, CTD2.7.6.1)

OVFENE R 7 bR R BT A xR & L ENEI
FH TCS BEM#E 5348 (ECZTRA 8 3B (20XX 4FE XX A
XX A7&8, CTD2.7.6.1)

TR « 207 % AT 2 3R (20XX 42 XX A XX

A&k, CTD2.6.2.2.2)

24, XEERERUBWLEDE L
VA 7y —~HASEHE b A v —a— e —
T101-0051 HCFUHR T H XA AR AT 1-105
TEL 0120-89-0056

26. BLERGTEESE

26.1 BERSETT
LA 77— 4t
HORUHR TAR H Xop EARORAT 1-105
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2. BRHAXE (B) O TH@eXER) . TRERVAE] OFRERML
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BIZIT o Thb, Lonl, £ OFEENDEIE AD BFH TlX, A hrr 2727 7 AL LD TCS
THHEEY ha— AR+ RGEC, ERAMLZEMOBRNLEU TRWEERD D, F
7oA RTA 2 TlE, Abvr 777 AL EO TCS LR ERIZIRET D Z LA HELE S
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J 7 a—FAFURT, SMHATaA RESCHM Y 7 v ) ARFEEOHRIEN A Z T2 1R %
—EWIMEIT L CH TR R R GO, SROIIEZ LD BB A IRHIPAIC K SHEE IS B E
L LTEBINTND,

For¥d X7 35Eee MuEsr 7Yy (Ig) G4E /7 va—FFURT, IL-13 & FFERAIC
fia L, TOZKEEDOMAENZEET 2, FHEFHIIREFEHED IL HERICHS
%o

HESE D EIE AD BE 2 %15 & L7z b7 8 % X~ 7 HAR SO AR L O 2 et
U725 3 FH3RBR (ECZTRA 1 33 L UVECZTRA2) 2 BROFER, T X COTEFHMEE (IGA 0/1
BELWEASI-75) BIOLEMEAZFE L-BIRAFHEEE (£ 5% NRS, MR NRS, POEM,
DLQI B LTUSF-36 72 &) I2BWTC, FTuaXxxX~<7 22 1F (Q2W) &EREE 7T Rk E
FEOR GBI ZEITHRHNICARTHY, ho—HLIHBRERG LN, E7- TCS HHHREOHL)
PER L OV et 2 e L0 53R 8 (ECZTRA3) IZBW T, T _TOEEHEH
(IGA 0/1 33 L OVEASI-75) B L OZEM A 5 L fIRGHMEE (% 9 NRS, HEIR NRS,
POEM, DLQI B LSF-36 72 ) IZBWT, houdxX~7 QQW KL L 77 B REHGREO#K
HEEHZITMFIICAEETH Y, 2o~ B LIRS, BARABRE Zxt5 L LI-0FH
BeHBR (ECZTRAS) 1IZBWThH, £KkE LT, ECZTRA3Z REBOFRELE — B LI RN
LT,

NI uXx X~ T ERAEE LESA, ISR (16 @) LA, Week 52 £ THZITH -
720 Week I6BFR TR I X X~T7 QQWHEIZL D 7 U =WV L AR ZA%EZER LT < O
B (LARUA—) B, ZOBHZ V=DV L AR AR LT, ZORREIE, TCS (R
DIEHD, LVBHETHT, JFHEGHER (ECZTRA3 &) (28T, Week 16 R Tl b
TuXRXT QW+TCS HETITZ V=N L AR ANELNRDSTZHETEH, hTox
X~ TG EMGET D LT, 2L OWBREN T V= HN L AR RAEFER LYEDRBGED S
i,

N7 u XX~ T OUESRIL, ADEBOTZEAGER (£ 9 FE NRS, MER NRS 8 L O
POEM) 7217 T72<, B3 ® QOL (DLQI # X NSF-36) ZMiat LIz BEHET 7 hh L4
(PRO) TH@BOHOLNTHY, BEHIAVPELGRHND M T 0 XX~ 712K D16FNR %K Uik
DTNDIENREBEINTZ, IHIZFTaFX~T71ES. aureus (2 X 5 R FEIRGUE 2 KR L Tk
D, KEDONY THEREDSENR D RB I ND,

BREVEOBATIE, MTueXdX~vToRehr7ar7 A VELTT 7 4 7% —Xit, Mk
I, EREZREYYE F I IR MR e E O R TR EZAMEIRICRE SN ) A7 TR b
Motz, FT7uXR~ T TRESNZRIERIL, HERESZERE, AD BEHEM T %M
IZHBNDbDThoTe GFHRREEIE, IROMEE, EXGERY: [FIO&E LwmEsnrzl., 2
O OFEGOFEBE I, BEEETBBRBE EITHEETHY, Fo—i
HTholoZ b, BHARE TH-oT-, I HIZFE T LoaBid L OMETTH ¢ ECZTEND #iRIC
BT 5 52 W OG- MM L O E 104 HH O J-ECZTEND RERIZHB W T H et EOREIT
72, REFIRIBIRIR DR T L 20 o7z, T D OFERIE AD O L 5 2B MR B OTEHIZ IR
HDTHETH D,
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FomE X T ERERIELBAIS, T VAR —HAOEN, SHEEL VLT DR
Yo, ~AARZMERE, EITEER XOEEREYEICEET 26 EHRSE (AE) 2BHNT 520
E 9 D ERET LT P BEEYEIIRRD DIV o 7o, AD BBE Z XI5 & L7z BiRER 5 3Bk (EpRdL
[FFRER 5 5% AD 7'—/b [D2213C00001 (HAANETe), ECZTRA1 (HAANET), ECZTRA
2, 3, BLOS#BR]) Z2EEeT — 4 F—/LIBIT A E5% T 7235 Pk % oL 2R
B, BEBUER F 72 IXKBMER 2 RR 3 287272 AE 13720 o 7,

Pk, FouxxX~70%, BEARE CIIRRA 472 AD BTk LA 20 BAF R B %
AL, EHEARRCAMEIIER L, 5 2PIEL THREMOBREITRV I LRI, &
IREIRR 7 ¢ M2 RIRIZHA ESELRBEERIRKE RGBT, ThbaBEL, TET
DRNREM O R 2 RE LT,

212, THEEXEMRICEET HFE] (F) ORERMN

BRESUTB RIS H1EE (R)
50 A7 aA FAHAIRCS 7 v U A 25 HAIEOGSRIES AN K 2 B8 72169 2 — & 5k i
TLTH, TORBRNELNT | RORIEZ M 5 BB RHIAIC L SBEICHN S Z

ko
52 JFAIE LT, ARABEERHIZIZT b & —1ER R ORE A OIREEIZIG U CHIRIESN A%
T 5Z L,

5.3 KA G b RIBAMHIA 2kt 45 Z &,

1. AEIOIGRKRIG & 72 5 BFEEIZHOWT AD BFE xR & LT-RRRERIZ W TRE L 725
REWEFEZERE L TRE LT,
2. BRO3. 7 ME—MHEERODBDTEITA T4 0 2BEI, RARGRHHEIECOFHSED
SN D L HRE LT,

22. TRZERUVRAE! . TRERUVASICEET HEE] () ORERL
HELCHE (B

WE., KA N 7axx~v7 (BaTHix) & L THIENC 600mg %2 TG L, ZD%kix
1 [8] 300mg % 2 HMME TR & 51 5,

HiER O RICEES 2R ()

7.1 AHFNC X AR GIE, BEHEGENS 16 BE TIKIIBEoN 5, 16 F TITIBERIE
DIELNRWERIT, BEFILEEETDHZ L,
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221, TRZERURE] () ORERL

T uX X7 OMELOHE, AD BFE AR5 L7125 2b #H EMEEER (D2213C00001
ABR), 3 FEHEAIRGRER (ECZTRAL 3Bk L OVECZTRA2 #5k), I ONCE 3 FPFAH B
B (ECZTRA3 #ABRI L OVECZTRA 8 iABR) OfERICIKSEFHE L,

EELRIRBRZ EARE T O2ARPFEOHKT —F Ny F—VICBWTHESNTZ h TR ¥ X~T
ORER ORI, BAANAD BETHLHEAMETHL LB XD,

WNIRIVESER 3 K OGMAIPEEER OBy SR AT I, B H 7" —/L (ECZTRA 1 ki LY
ECZTRA 2 #BR) Z x5, TEFMHIEH O IGA 0/1 33 L UOVEASI-75 # W C{T o 72, BB
TIE, s, MER, IREE, MREGFEEC (BMD, AFE, Ri%, Mk, AD OEEE, AD FEIEHIH],
AD BIERF O, 5 AD IARIEOM IR, faEmmlAlomAES X OBEEd 57 b e —
FEEROBARE (WE, A7 LLX—, BIXOEWE) B"EEND, RE LI ERMOIZE A
>SRN %7m#ﬂv7&5ﬁ®vxfyﬁ—@ﬂAi IGA 0/1 & EASI-75 DWW icE
WCHRIBE TH 72, WL OO EMTITIREREE (IMP) 5 Lo %EH & MR AIE
HDREO BT (p<0.05), WTFNBEEDOEHSERICBIT 2EmW T 7 ERGIRICLLHD
T, ZHODOFTRIIE % ORBRTIZA b h -7, £72 ECZTRA 1 kB> H A ANEHE IS
T DA I OREVERGRRIEL, SREROZL & BieradEal L,

FREEAEMATOBRFRERICMZ, FTrXX~T L TCS LOFRHELGIZEB VT,
ECZTRA 3 A8k (FMEAMERE) 3L OVECZTRA 8 iR (HARAWEERE) OFMER L O% ek

DOFERIT—E LT\, IO ORBRERE X, FEENGEIED AD B % R FEME S iz
[E BRI A3 T O N2 B RRBR AR L B AR NIZIMERRECTH D LB X TV D

PAFIZ, Bl U7z BRI OfE R EKS < HELR G &EDF ﬁﬁ%%@i#é

EIMFARICEVTERSN-AERUVAE

HESEN D EIED AD FBE Z x5 & L7 3 R IR a iz b 7 e X~ 7 O HEKROH
X, Th7r*¥X~7 600mg OYEIAfERYE &2 D% 16 MO F7 1% X <7 300 mg
Q2W| TH Y, Week 16 LIEOHERE G T, ThT72%X~7300mg 2 Q2W & L <X
Q4w 5 & L7z,

F 7B ¥ X~7 300 mg QW K 5-1%, 5 2b FHEH Mk &R (D2213C00001) FRAfIZHED X,
RRE ST,

E2MRER GHAE: PT7oXFX~745mgQ2W +TCS, 150 mg Q2W + TCS, F7-1% 300 mg
Q2W+TCS # 77 &R Q2W + TCS & th#g) OfER, 77 'AR+TCS HHICHS, FFr¥X
~7 150 mg + TCS B HHEFB LN h 7 r ¥ X~ 7 300 mg + TCS #5-HETIL, Week 12 ;i C EASI
A AT DR—=AT A DOV, HEINCHERENREO BIL, I TrnFX~7
300 mg + TCS G RETOEITIRE o7, IGA0/1 L AR X —RIIHABKEICEML, +T
1% X~<7 300mg+TCS HGHEL 7T AR+ TCS HGREL O T b KERENEBD BT,
TRTORIRAFHTE B IZBWT, HREFUICT TR EOZETIRELS 2D, FEHMEEA O
fRE—E LIz, £2, 77 BRREE I AARAERE TIX IGA 0/1 ZFERRITE o722 &
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ZERE, WITNOHREGHTY, EASIOR—Z2T 4 Vb DOEEB LI OIGAV] L AR X —D

FEIE, AARANEERE &Rl & O TRBRE Th -7,

NI uX X TEGREOME N7 7REITHEERFOICEM L., 8 N7 7IREX, BAA
BBRE O 78 H AR NS OYeBRE L LR TORE N o 72, ZHUEH AR AYEERE O SR EITRER
EREM &, 8o 72 2 LICRINT D aTHEMER B 2 bz,

%2 FAA R ERBRICB T D EADZOMEREND, MiFLY FAF U BLOCCLITE (KRB
TIXTARC £V 9)) 1F, WIND b TaxX~T7 K58 GHE) TH, 77 v REER L
LCR—=ZT A 5 Week 12 FEAE THEIIK T L (p<0.001), ~T7 2% X~7 300mg %5
FECTIRRDIET Lol (WU FAF T RWET, CCL1T TA49%ET), RAERIZINTE IgE fiic
BHOTH, F7FX~<7 150mg BEL 300 mg HGHETIE, 7RG LKL TN—2
FTA D Week 12 R ETHEIZIK T L (p<0.001), b7 8 F%X~7 300 mg BGREZHR KD
KT (24%) L72-o7z, DPPAIZHONWTIE, WTND FIe¥X~vT7RERETYH, IR L
i L CMyEMES EA- L, 7 adX <7 150 mg B L300 mg 5B TR bEAE TH - 7=,

BT B 7 7 AT, WThORGHTHLIHETRETH Y, ZRMICHEERAETRD 5N
o,

IO AR K OVZRMENAE, 7 b ONCIREE-RUSRITIC DS E, P e ¥ X <7 300 mg
Q2W %% 3 FHEABR O FHIEK O EITEIR L 72,

RBEIMHRBRICBOTIE, FTud X~ T O RENERER CEFRIREBICEETE D X
9, BEHHIAIZ 600 mg DAMBE Z1To7-, £ X0 D7 GHEE T Week 16 1220 D34
T amE 2 0mad 5720, QAW FEIZHOWTH N L 72,

HERZRUVAEDNER
HEREHNE R OV B OB ERIL & L7235 3 BRI, LT eB) ThHD,

e ECZTRA 1 #ld L OVECZTRA 2 #BRiE, R URBREHE A2 & &2 417z, Week 16 IFF
WTOTTZRRIIKT D P T rF X7 OEBYELRE L2 52 B0 M T nd X~ 7 H
FIFE 556 3 HRBRCTH 5,

e ECZTRA 3 iBRIX, Week 16 FEiTHOT TR +TCSIZxT 5 hTrFX~7 +TCS D
R 2 Wt U7e 32 B o #5565 3 B CTh 5.,

e ECZTRA 8 #BAiX, HAAWBREIZ N T uXxX~T7 L TCS Z0FfH L7 “EER® 16 HH
OEHHIME, BEEITDRV 4 HEOZSEBHGREN N 5225 3B TH 5,

e ECZTEND #l#1%, ECZTRA RBRIZBN L7 25t 1c, M TadX~7 DRM%ZS
PER L OVENME A G L7258 3 EMR 53R Cch 5, RHGEICEIT S ECZTEND B D
fifHTIZIE, ECZTEND #BR D A A N ANERE O 7 — % (J-ECZTEND) % MV /e,

BIMERAEIZBWN T, BEET A2 HELKOHETH S [HIEIZ 600mg 2 % TG L, Z0%IT1
0] 300mg % 2 AR TR &5 L7z8HA, Week 16 T, FEFHMBEE (IGA0/1 B LV
EASI-75) (IZ8BWTC, P 7B REGHICHT 2EEMENHER INT, o, TOMOMTITA,
HRIER (A L) BRUQOLIZBWTY, #atiIHE, M OMKIICERD & 5 8Ew)
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KRB BTz, ECZTRA 8 iBRIZH51T 5 TCS i FHIRF D Week 16 DA 0 1IE, ECZTRA 3 3R T
RO LNI-HMEE ~BE L7, £72 ECZTRA1 B L WECZTRA2 & (Wb ik 52 38R,
72 b NZ ECZTRA3 Bl (= 32 ) oWz nTh, Week 16 RFiZ 7 U =B /1 L AR
VARG OIIHIRE (VAR F =) 1E, BEGETRHC O EIEDHER Sz, Week 16 R
T V=NV VAR APTFENRMNSTERE () VAR E—) TH, Week 16 LI %
Lkt LT-5G, —EHROHEBRE BV TUEENRENRD bz, ECZTRA 1 B
ECZTEND BRICEAT L, xR Week 104 £ THREZ Mkl L7z AARABRE TIE, FordxX~
7 QW & TCS (EE) ZRMIChI» THEEHRG LT, F7uxX~7 OIS
77

—J5, PopPK AT OILA BMRMTHER DD, MERI, ks, AHE, RAEOFEE (AD, WiE,
FE), N—RATA L OFEBEIEE, BEERERS JOFHBREREIZ, FTueXx X~ T ORERIC
BLIETEEMICERDO D D EBIL /20 > T2, PopPK fRHT OFER, REOHIMCE, EHREE
DRI aX X TIRBENEDTH 2 ENMEERIN, REIAELRIEERL L CRESNT, =
DFERIL, E 7 v —F NFURDO R LR & & ARE TV 2 & O E & —83 5, Lx
L, RELFRFERITHEET 2600, BE-SOSTN G, KREEZT CIIREEOIIL2X %5E
BITTHATE T, KEIZ NI m XX T EREREORIEDITL DX DT R TEHPTELHD
TR, ARMPEICHEREEZBIIETHLOTIIARANWI E0vD, KEICX 2B E5EOFEITL
FLp U &flT LT,

LR TIL, BABGRB IO TCS £ OFAEGRFOWTIZEN TS, FTafxxX~
TORRETIRECTH -T2, NI XX~ T OFEELEVERAY, EESILFERER 5Bk . AD 7
— VO G (Week16) DFERICESL D, BAE L 7 —/L (ECZTRA1 B LT2) BX
OOFM #5308 (ECZTRA3) ITHT 2 LMD b EMT b, 2kE LT, williks
WML e 7 7 A WL, HAER R E TCS S G O TR CTH »7-, ECZTRAS
RER T, ECZTRA 3 O G-I &l TSR SUG S DT DM @ - 7203, AE FEBUH
JEIX ECZTRA 3 SRR DR BUSHE L AL CTH Y, BEMEEFIRGF ThH-o7z, TCSHHOARIZL D
7, FT7mrFX~T % Week 16 >0 Week 52 F THERFBE G- L 72556 O L2k, & GBIk O
FHERBETHY, QW TEMIRG LI-BA0REMIIHRTRETH -~ 1=, WG
g5 7" —/v) @ AE OER) (RFEBUHE, RBIE - B4, KRR, HEER XOEER)
725 TNZ SOC BLPT HIlD AE Z T, NBHFEHFRIRRMET K Otk Ze & 2 S e NRIMERS L O
SMAMEZER O A G L7273, 26 OWTIUTB W T HERRIICERO H 5 213780 o 72,
AE B LT SAE OFFHE A HTNT 100 NESH 720 OFEHLHE, WK KO R MR BIE 4
MOWFHICBNTYH, RS CTRBRE TH -7, —HOHERTREMEICOTNRENRD
LR, WTRLERRMICEKRS 2 O TIEeho7c, BARAEBREIC T nd X~ 7 2 EH
B 5. Ulc St 02 VERGEIL, J-ECZTEND 7615 b/, J-ECZTEND fifEn &, ECZTRA 1R
BT O Ve AR NGRS Ot (52 WG 13, fckk 104 8 & Tlkkeik 5 L T b HER?
ST, AE, HEHED AE B L SAE O%BLET J-ECZTEND O 5 ME <, IMP O IEIZE ST
AE [X, J-ECZTEND TiIA LN o2, ZO XL, INETICHELN TV DIERNL, b
0% X~ 7 EEMEH LG E0REHITBRIT RV EB TN D,
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U EORSEICESE, NI e X7 ZlAREHT 2BICHR S EK O &EIE, [\
W, RAIZIZ N7 ardX~T (BiaHitz) & LTHIENZ 600 mg 2% TG L, ZD%kiT1
6] 300 mg % 2 WFR TR THREGT 5.1 ERELT,

222, THERUREICEEYTHIE] (F) ORERRL
MIEROHEICEE S SR ()

7.1 AFNC X AIRER L, BEEGHENDS 16 BE TI2IIBE 5N 5, 16 F TITIBERIG
DELNRWEAE, BETILE2EETDHZ &,

(R AR AL]
BARERET L2 E0ENL ), IRRROSOMEGEZEUNIATV, TRIROMKRE 2 53 2 M2
W& DT ORRE LT,
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3. ™AXE (B) O MFEALDEE] () OFRERN

1 gt =
- =08

FEOKREF, BNEREDERICHEBELTWIEMNDLETITO S &

(R EARBL]
AFNOBEIEMEH 2 #5720, 7 E— LR FROIGHRITHEE L TS RIS &0 AR
HEhd X omoE Lz,

2. B (ROBHEITEFBRESLEGEWVLI L)
AFN DR 5E LIBBIE DREERE D & % B

(R EARL]
LB O — R REFEE LT, B¥EPET—4%—2—F (CCDS) ZFz, REL
77

{1

5. MREXIFZRICEIET HEE
50 A7 mA FAHAIR S 7 v U b 25 A1 ORI AN K 58] 72160 2 — & W H it
TTLTH, TORRPHEONT, BORIEZME D BB NRFHIC A SEBEITHNWD Z

ko
52 JFANE LT, AABEERHTIZT b E—1ER SR OREEAOIRIEIZ N U CHIESN A %
BT Z L,

5.3 KA 555 & GRS 2 kR 425 2 &

(R EARAL]
2.1.2 DIHEBH

1. BERUBEICEET S IE
7.1 AFNC X AIRER L, BEHEGRENS 16 BE TI2IIBEoN 5, 16 F TITIBERIE
DELNRWERE, BEFILEEETDHZ L,

(R EARL]
2.2.2 OIEBE
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8. EELEXNIEE

8.1 AAML G- DAY 7 F o OHEFRIL, REMEDPHERINTWRWDOTEIT S Z &,

8.2 AHIDOF LB Tz - Tid, EFRMEFHICBW T, LTEMICK 20, EROBBEOEE
Db ETHEREERITH 2L, HERGOBEAIZOWTIE, EMAN T DY M2 EE I
L. T8 E A I LT-% ., AR G2 K DRk & et QUEIZ DU TRFE DY BRE
L, BEHOHERICERETES 2L 2R L ET, EMOEHRED L & TEET S5 2
& BOEGOmEM%E., AR X 2EWER RO 2560 8 &% 5 Ok )3 R 7R
ERDAREMED D D AT, EHICHOKG AR IS, ERMOFE T CHEEICEIE
D7g EWERILEZIT O 2 L, Fio, ARIREZICRER ORBELINEOND5E51E, [EF
BB ~EAE T D L 9 BFITHEAEITS 2 &, AR AOENGE MR Lan X 5 B
FEEEIRL, TR TCOREORERFEESECHET HEEOMELEITH & & bic, HAK
ORI ERZFEFET DR a Rt 5 2 &,

8.3 AN & 5Ein SH D AT <, ARREGEH BN ELZ AT 2 0ERH D 2
EHRBHICKUTCHAL, BENEM L 2R L) A TRET S L,

(R EARHL]

1. KEEGFOET 7 F o HEREORZEMEDPHER SILTVRNT LD, CCDS O b B E
ZRE LT,

2. AAZHCOEGEZAREE T2 00, HOEMIET 2 - RiREEFHLS LT, BN
TEEARE O A C 5 3/AIOFLHES L OV CCDS OFt#E b 2R LR E LT,

3. ARFNET PE—MEERERE IR S LA TR, RS HAIE L L CHFRT 52 &
NEETR T b A 2 A TRRE LTz,

9. HENEREEIHEBICHT L IE

9.1 BOHE - BEREE D H 2 BH

9.1.1 A4 RURYBE
AN o e 53 RN FTFAERBYOIBREIT O 2 &, Fo. BEDPKRFIEG-H %74 BTG
R Z L, PUard B3I L DIRENER RIGE 1T, A4 BRI T 5 £ TRAIDOFE
Ha—Wpibd s 2 &, RANTIL-13 ZET 2 2 LICL 0 2 RIGREISE 20 S8, %
A UYL Tk 2 AR R R & DS S D ATREMED & 2

912 RMIAT A RNIRFIELZZ T TV D IEE
AFIEGBBBICREART oA RERICHIELRNWZ &, BARAT a4 ROBMENS LI
LA, EROEB N CRAITIT) 2L,

9.5 it
B b XATHRHR L Q2 ATREME D & B 2otk i, 1A EOF RN fERME % ElRl 5 &l &
NLGARICOREEEST 52, RAlZE b 1gG4 €/ 7 a—F APk TH Y, & b IgG 1T
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MBI A @R T D Z E AL TWD, £2, AFIEIERD =7 A4 P~ L2855,
a2 1w U CRIBICBATT 2 2 L AR STV D,

9.6 = F.bw
16 EOREER ORAREOFRMEEBE L, RAOMEIIH LA RFT22 &, K
ot MELHF~OBITIIAHTH L0, AFlTEe b IgG4 €/ 7 a—F APk THY, & b
[gG ITHAMNTTFICRAT T H Z &b TN S,

9.7 /N %E
AN et G & LT BRIRERBR 1T FE M L Ty,

(R EARHL]

9.1.1 ENA OEERRBR CIE, &R L7 BE~OM AR/ <, ARAIOFFA dURg
X D RIEINE~DOEBELRHATH L Z Enh, HHEBS XU CCDS Oft#E a2 L, %
E L7,

912 RMIAT v A RNIRFIEZZ T TVLEBEITBNT, RAIKRAAT oA FOoFKL2H 1k
L7286, A7 A FRIREEIZEBNTa Y br— L SN CWIER DS 2RI EL 3 5 A
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Rk 28 457 H 5 AAFERAESKGER 0705 55 3 ST L 0@ STz,

JAN (AA4) : FT7axxX~<7 (GBIAFHHZ)

JAN (J4,) :  Tralokinumab (Genetical Recombination)

AERH (AAR%) @ FIRrIX<TE, b b ¥ —mA X013 10k 2BIn Mz b
FgG4 &/ 7 ua—F PR THD. hTuxX~T |k, v AITH
—~ (NSO) MU KV EAIND. FTuXX~TIE, 49 HDOT I
VBRI G2 HE (y4 81) 2 KRR 214 o7 I ik o b
L& W80 2 KT SN DHEY 378 (58« £9147,000) TH
5.

A'GFe#H, (384) :  Tralokinumab is a recombinant human IgG4 monoclonal antibody against
human interleukin-13. Tralokinumab is produced in mouse myeloma (NSO)
cells. Tralokinumab is a glycoprotein (molecular weight: ca. 147,000)
composed of 2 H-chains (y4-chains) consisting of 449 amino acid residues each

and 2 L-chains (A-chains) consisting of 214 amino acid residues each.
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GDRESGIPER
GGTELTVLGY
KADSSPVKAG
GSTVEKTVAP

H 4

QVOLVQSGRE
ISANNGDTNY
SSEWARWFFD

FSGSNSGNTA
PEKRAPSVTLF
VETTTESKQS
TECS

VEKPGASVEV
GOEFQGRVTM
LWGRGTLVTV

TLTISRVEAG
PPSSEELQAN
NNEYARSSYL

S?KESGYTFT

DEADYYCQVW DTGSDPVVEG
KATLVCLISD FYPGAVTVAW
SLTPEQWKSH RSYSCQVTHE

NYGLSWVEQA

PGQGLEWMGHW

TTDTSTSTAY
SSASTKGPSV

MELESLRSDD
FPLAPCSRST

1
TAVYYCARDS
SESTR&LG?L

VEDYFPEPVT

ETYTCNVDHE
1
DTLMISETFEE
TYRVVSVLTV
YTLFPSQEEM
DSDGSFFLYS

VSWNSGALTS
PSNTEVDERV
VTCVVVDVSQ

GVHTFPAVLO
ESKYGFPCPS
EDFEVQEFNWY

LHODWLNGKE YKCKVSNKGL
TENQVSLTCL VEGEYPSDIA

RLTVDKSEWQ EGNVESESVM

S5GLYSLSEV
CFAFPEFLGGE
VDGVEVHNAK
PSSIEKTISK
VEWESNGQPE
HEALHNHYTQ

VTVEPSSSLGT
SVFLFPPEFPK
TEFREEQFNS
AKGQFREPQV
NNYKTTPPVL
KSLSLESLGK
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2 INN

International Nonproprietary Names for Pharmaceutical Substances (INN), WHO Drug Information,
Vol.24,No.3, 2010 (r-INN list64) (ZLL F O CH#E Sz,

INN : Tralokinumab
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DIQMTQSPSS
ASSLQSGVPS
GTKVEIKRTV
DNALQSGNSQ
LSSPVTKSFEN
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QVQLVESGGG
IWYDGSNKYY
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GCLVKDYFPE
FGTQTYTCNV
PKDTLMISRT
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MLDSDGSFFL
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LSASVGDRVT
REFSGSGSGTD
AAPSVFIFPP
ESVTEQDSKD
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VVQPGRSLRL
ADSVKGRFTI
GMDVWGQGTT
PVTVSWNSGA
DHKPSNTKVD
PEVTQVVVDV

ITCRASQSIN
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: Tremelimumab (Genetical Recombination)
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FTLTISSLQP
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SVVCLLNNEY
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LAY A~T0E, b MlREENE T U o SEkPUR-4 (CTLA-4) (23T Disfn iz & b 1gG2 €/ 7
2—FAHUETHS. LAV LTI, vUAIxTr—~ (NSO) fMldicLVEASNDS. L AU A
~ 70X, 45SUEHOT I JBBERE O HE (280 2 KK O 21407 I kP B0 L (k
PH) 2 AR THERR S L DHEX vV (G5 59 149,000) TH5D.

Tremelimumab is a recombinant human IgG2 monoclonal antibody against human cytotoxic T-lymphocyte-
associated antigen 4 (CTLA-4). Tremelimumab is produced in mouse myeloma (NSO) cells. Tremelimumab is a
glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (y2-chains) consisting of 451 amino acid

residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.
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: Romosozumab (Genetical Recombination)
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4
L #X

DIOMTQSPSS
TSRLLSGVPS
GTKVEIKRTV
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LSSPVTKSEN
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H 38

EVQLVQSGAE
INPNSGGAGY
YDDIYDDWYF
LVKDYFPEPV
TQTYTCNVDH
DTLMISRTPE
TEFRVVSVLTV
YTLPPSREEM
DSDGSFFLYS

LSASVGDRVT
RESGSGSGTD
AAPSVFIFPP
ESVTEQDSKD
RGEC

VKKPGASVKV
NOQKFKGRVTM
DVWGQGTTVT
TVSWNSGALT
KPSNTKVDKT
VTCVVVDVSH
VHODWLNGKE
TKNQVSLTCL
KLTVDKSRWQ

ITCRASQDIS
FTLTISSLQP
SDEQLKSGTA
STYSLSSTLT

SCKASGYTET
TTDTSTSTAY
VSSASTKGPS
SGVHTFPAVL
VERKCCVECP
EDPEVQFNWY
YKCKVSNKGL
VKGFYPSDIA
QGNVESCSVM

NYLNWYQQKP
EDFATYYCQQ
SVVCLLNNEY
LSKADYEKHK

DYNMHWVROQA
MELRSLRSDD
VEFPLAPCSRS
QSSGLYSLSS
PCPAPPVAGP
VDGVEVHNAK
PAPIEKTISK
VEWESNGQPE
HEALHNHYTOQ

GKAPKLLIYY
GDTLPYTFGG
PREAKVQWKV
VYACEVTHQG

PGOGLEWMGE
TAVYYCARLG
TSESTAALGC
VVTVPSSNEG
SVFLFPPKPK
TKPREEQFENS
TKGQPREPQV
NNYKTTPPML
KSLSLSPGK
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Eil 8
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H5.

Romosozumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human sclerostin monoclonal antibody and framework regions and constant regions derived
from human IgG2. Romosozumab is produced in Chinese hamster ovary cells. Romosozumab is a glycoprotein
(molecular weight: ca. 149,000) composed of 2 H-chains (y2-chains) consisting of 449 amino acid residues each and

2 L-chains (k-chains) consisting of 214 amino acid residues each.
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: Tralokinumab (Genetical Recombination)
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Tralokinumab is a recombinant human IgG4 monoclonal antibody against human interleukin-13. Tralokinumab is
produced in mouse myeloma (NSO) cells. Tralokinumab is a glycoprotein (molecular weight: ca. 147,000) composed
of 2 H-chains (y4-chains) consisting of 449 amino acid residues each and 2 L-chains ( A -chains) consisting of 214

amino acid residues each.
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: Sarilumab (Genetical Recombination)
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Sarilumab is a recombinant human IgG1 monoclonal antibody against human interleukin-6 receptor a subunit.
Sarilumab is produced in Chinese hamster ovary cells. Sarilumab is a glycoprotein (molecular weight: ca. 150,000)
composed of 2 H-chains (y1-chains) consisting of 446 amino acid residues each and 2 L-chains (k-chains) consisting

of 214 amino acid residues each.
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tetrahydropyrrolo[ 1,2-a]pyrimidine-6-carboxamide
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7T 27 VT N, BiEFA e T S ARRTTF B2 (GLP-2) HRIETH Y, 2 & H D Ala 78 Gly
CEBRSNTND. 7T 270F FiL, B30T I BEENGRH~TF RTH L.

Teduglutide is a recombinant human glucagon like peptide-2 (GLP-2) analog in which Ala at position 2 is substituted
by Gly. Teduglutide is a peptide consisting of 33 amino acid residues.
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{4-[(2S)-3-Amino-1-(isoquinolin-6-ylamino)- 1-oxopropan-2-yl]phenyl} methyl 2,4-dimethylbenzoate

dimethanesulfonate
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QVQLKESGPG LVAPSQSLSI TCTVSGFSLS SYGVSWVRQP PGKGLEWLGV 50
IWGDGSTNYH PNLMSRLSIS KDISKSQVLF KLNSLQTDDT ATYYCVTLDY 100
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SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ TYICNVNHKP 200
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TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP QVYTLPPSRE 350
EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP VLDSDGSFFL 400
YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K 441

L $4
DVVMTQTPLS LPVSLGDQAS ISCRSSQSLV HRNGNTYLHW YLQKPGQSPK 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDLGL YFCFQTTYVP 100
NTFGGGTKLE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VOWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

HEHQI : ¥ o 7L 2 X g ; HEEN291 : BEEHAS & ; HEEK441 : S 7awy o 7

HEHC214 — LEIC219, HEHC220 — HEC220, HEIC223 — HHHC223 : Y ANVT ¢ NiEdE
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Anselamimab is a recombinant monoclonal antibody against amyloid fibrils formed from immunoglobulin L-chains,
whose variable regions are derived from mouse antibody and other regions are derived from human IgGl.
Anselamimab is produced in CHO cells. Anselamimab is a glycoprotein (molecular weight: ca. 147,000) composed of

2 H-chains (y1-chains) consisting of 441 amino acid residues each and 2 L-chains (k-chains) consisting of 219 amino

acid residues each.
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TREXRTTNE, BEFHRBAEA X —m A X5 7 n—FABKTHY, ZOMAMERERIL
UAGURICHEL, TOMITE  IgGl (ZHKTS. HED 3 SO7 2/ BRFELNEH (M254Y, S256T,
T258E) SN TW5. TXEFXF~T1E, CHO Ml KV EASND. TREX~TIX, 49 HOT I/
FRIEDN D72 HE (y1 80) 2 REO 220 DT X VBRI G725 L (k 8H) 2 A CTHR SN DHES
NTE (R £ 149,000) THD.

Depemokimab is a recombinant anti-interleukin-5 monoclonal antibody whose complementarity-determining regions
are derived from mouse antibody and other regions are derived from human IgGl. In the H-chain, the amino acid
residues are substituted at 3 positions (M254Y, S256T, T258E). Depemokimab is produced in CHO cells.
Depemokimab is a glycoprotein (molecular weight: ca.149,000) composed of 2 H-chains (y1-chains) consisting of 449

amino acid residues each and 2 L-chains (k-chains) consisting of 220 amino acid residues each.

¥ JAN DA OTE®RIZ, 2B L L TEELELE,



Wk 2 84E7 A 5 HERAMKEIR 07054 3

B 2

IR A ST R - AR A R IR L A A PR R D BIR

i
(% 2)
Béka s 27-1-Bll
JAN (HAR%) : boadxX~7 (EisHfz)

JAN (3 44) : Tralokinumab (Genetical Recombination)
(%)

Ce336Ho832N170002016S44  (F 2 /X7 EER Gy, 4 AREH)
H#  C2193H3367N5830684S17

L #4  CioooHi1553N2670324Ss

()

S
(% 2)
Bk s 27-1-Bll
JAN (HA%) @ hordX~7 (B H#x)

JAN (¥ 44) : Tralokinumab (Genetical Recombination)
(%)

Ce336Hos38N170202016844 (5 /X7 E 55y, 4 AREH)
H 8 C2193H3378N5840684S17

L #{ Cio00H1557N2670324Ss

(%)

(TR H)




BSR4 4 A 18 HIAIKEI 0418 55 1| HEAF@E EHK - AIRHARERLFEEETHEREE BN ORI

1E At
(B# 2) (% 2)
BexFE5  303-3-B4 BekA 5 303-3-B4
JAN (HAA) A7 uARY JAN (HAA) A7 uARY
JAN (& #4) : Voclosporin JAN (Z% 4) : Voclosporin

(Scwary)



WHO Drug Information, Vol. 24, No. 3, 2010 Recommended INN: List 64

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 64

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-101) and Recommended (1-62) International Nonproprietary Names can be found in Cumulative List
No. 13, 2009 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 64

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par 'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L’inclusion d’une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de l'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-101) et recommandées (1-62) dans
la Liste récapitulative No. 13, 2009 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 64

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacion se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusion de una denominacién en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacién alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-101) y Recomendadas (1-62) se encuentran
reunidas en Cumulative List No. 13, 2009 (disponible sélo en CD-ROM).
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tralokinumabum #
tralokinumab

tralokinumab

tralokinumab

varlitinibum
varlitinib

varlitinib

varlitinib

immunoglobulin G4-lambda, anti-[Homo sapiens IL13 (interleukin 13,
IL-13)], Homo sapiens monoclonal antibody;

gamma4 heavy chain (1-449) [Homo sapiens VH (IGHV1-18*01
(92.90%) -(IGHD)-IGHJ2*01) [8.8.15] (1-122) -IGHG4*01 (123-449)],
(136-213')-disulfide with lambda light chain (1'-214") [Homo sapiens
V-LAMBDA (IGLV3-21*03 (93.70%) -IGLJ2*01) [6.3.11] (1'-108') -
IGLC2*01 (109'-214")]; (228-228":231-231")-bisdisulfide dimer

immunoglobuline G4-lambda, anti-[Homo sapiens IL13 (interleukine
13, IL-13)], Homo sapiens anticorps monoclonal;

chaine lourde gamma4 (1-449) [Homo sapiens VH (IGHV1-18*01
(92.90%) -(IGHD)-IGHJ2*01) [8.8.15] (1-122) -IGHG4*01(123-449)],
(136-213')-disulfure avec la chaine légére lambda (1'-214') [Homo
sapiens V-LAMBDA (IGLV3-21*03 (93.70%) -IGLJ2*01) [6.3.11] (1'-
108') -IGLC2*01 (109'-214")]; dimére (228-228":231-231")-
bisdisulfure

inmunoglobulina G4-lambda, anti-[IL13 (interleukina 13, IL-13) de
Homo sapiens], anticuerpo monoclonal de Homo sapiens;

cadena pesada gamma4 (1-449) [Homo sapiens VH (IGHV1-18*01
(92.90%) -(IGHD)-IGHJ2*01) [8.8.15] (1-122) -IGHG4*01(123-449)],
(136-213')-disulfuro con la cadena ligera lambda (1'-214") [Homo
sapiens V-LAMBDA (IGLV3-21*03 (93.70%) -IGLJ2*01) [6.3.11] (1'-
108') -IGLC2*01 (109'-214")]; dimero (228-228":231-231")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT NYGLSWVRQA PGQGLEWMGW 50
ISANNGDTNY GQEFQGRVTM TTDTSTSTAY MELRSLRSDD TAVYYCARDS 100
SSSWARWFFD LWGRGTLVTV SSASTKGPSV FPLAPCSRST SESTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTIVPSSSLGT 200
KTYTCNVDHK PSNTKVDKRV ESKYGPPCPS CPAPEFLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSQ EDPEVQFNWY VDGVEVHNAK TKPREEQFNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKGL PSSIEKTISK AKGQPREPQV 350
YTLPPSQEEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS RLTVDKSRWQ EGNVEFSCSVM HEALHNHYTQ KSLSLSLGK 449

Light chain / Chaine légere / Cadena ligera

SYVLTQPPSV SVAPGKTARI TCGGNIIGSK LVHWYQQKPG QAPVLVIYDD 50
GDRPSGIPER FSGSNSGNTA TLTISRVEAG DEADYYCQVW DTGSDPVVEG 100
GGTKLTVLGQ PKAAPSVTLF PPSSEELQAN KATLVCLISD FYPGAVTVAW 150
KADSSPVKAG VETTTPSKQS NNKYAASSYL SLTPEQWKSH RSYSCQVTHE 200
GSTVEKTVAP TECS 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 149-205  263-323 369-427
22"-96" 149"-205" 263"-323" 369"-427"
Intra-L.  22'-87"  136'-195'
25M_gT 136"-195"
Inter-H-L  136-213" 136"-213"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"

N*-{3-chloro-4-[(1,3-thiazol-2-yl)methoxylphenyl}-N°-[(4R)-4-methyl-
4,5-dihydro-1,3-oxazol-2-yl]Jquinazoline-4,6-diamine

N*-{3-chloro-4-[(1,3-thiazol-2-yl)méthoxylphényl}-N°-[(4R)-4-méthyl-
4,5-dihydro-1,3-oxazol-2-yl]Jquinazoline-4,6-diamine

N*-{3-cloro-4-[(1,3-tiazol-2-il)metoxilfenil}-N°-[(4R)-4-metil-
4 ,5-dihidro-1,3-oxazol-2-ilj]quinazolina-4,6-diamina

284
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