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1 CONTACTS

Sponsor/
Emergency
Medical Contact

Safety Concerns
SAE Reporting
outside of EDC

Protocol
Deviations

Certified Clinical
Lab

Pharmacokinetic
Lab

Exploratory
Sample Lab

AbbVie Inc.

1 North Waukegan Road

North Chicago, IL 60064

EMERGENCY 24 hour Number:
+1 (973) 784-6402

Therapeutic Area Safety Team

Email:
PPDINDPharmacovigilance@abbvie.com

AbbVie Inc.
1 North Waukegan Road
North Chicago, IL 60064

Labcorp Central Laboratory Services SA
8211 Scicor Drive
Indianapolis, IN 46214

AbbVie Inc.

Sample Receiving

Dept. R46W, Bldg. AP13A, Rm. 2310
1 North Waukegan Rd.

North Chicago, IL 60064

BioStorage Technologies Inc
2910 Fortune Circle West, Suite E
Indianapolis, IN 46241

Office:
Mobile:
Email:

Email:
SafetyManagement_Immunology@abbvie.com

Fax:  +1(847) 938-0660

orice:

Phone: +1 (866) 762-6209 (Toll free)
+1(317) 271-1200 (Local calls)

Fax: +1(317) 616-2362

For country specific toll free numbers please

refer to Labcorp Lab Manual.

Phone: +1 (847) 937-0889
Fax:  +1(847) 938-9898

Phone: +1 (317) 268-5749
Fax:  +1(317) 390-1868
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2 PROTOCOL ACTIVITIES BY VISIT

Study visits may be impacted due the Coronavirus Disease — 2019 [COVID-19] pandemic. This may
include changes such as phone or virtual visits, visits at alternative locations, or changes in the visit
frequency and timing of study procedures, among others. Additional details are provided in the
subsequent section. Every effort should be made to ensure the safety of subjects and site staff, while
maintaining the integrity of the study. If visits cannot be conducted onsite due to travel restrictions or
the COVID-19 pandemic, follow the updates below on how to proceed.

2.1 Individual Treatment Period Visit Activities

This section presents a list of activities performed during each visit, organized by visit. The dot pattern
on the upper right indicates the place of the visit in the overall Treatment Period Activity Schedule.

Visit window is £ 3 days until the Week 24 visit and beyond is a + 7 day visit window. Any of the
procedures may be performed at an unscheduled visit at the discretion of the Investigator.

Activities are grouped by category (Interview, Exam, etc.). Further information about each activity is
provided in Protocol Section 5.

COVID-19 Pandemic-Related Acceptable Protocol Modifications
During the COVID-19 pandemicg, if it is not possible for all study procedures to be performed as specified
due to travel restrictions or other reasons, the following modifications are allowed:
e If permitted by local regulations, the IRB/IEC and the subject, all visits with the exception of
Week 16 may be conducted remotely or in the subject's home residence.

e Some study visits and/or activities may be performed by phone/virtually. These are indicated by
a hashtag (#) in the appropriate visit tables below.

e During a virtual visit, the Investigator assessments related to EASI, BSA, viIGA-AD, SCORAD,
and HECSI will not be performed, as they need to be performed during an in-person
assessment.

e Some study visits and/or activities may be performed by a local clinic/hospital/laboratory.
These are indicated by a plus sign (+) in the appropriate visit tables below. All procedures
performed at local facilities must be performed by appropriately qualified personnel.

e Study Visits and/or activities should be performed as scheduled whenever possible.

e The Screening and Day 1 visits should be performed on site only.

If an activity is missed during a virtual visit, perform the activity at the earliest feasible opportunity.
Laboratory draws must be obtained within the protocol defined visit window for the scheduled visit.

Unscheduled phone/video visits should occur without lab testing; lab testing should be conducted at the
earliest opportunity when the subject is able to be on-site.
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SCREENING:

| HONOGHORONORONCRONONCRORORONONONONONO)

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

A CENTRAL LAB

Notes:

Subject Information and
Informed consent for main
study and for photography
sub-study at select sites
participating in the sub
studies.

Worst Pruritus Numerical
Rating Scale (NRS)

Atopic Dermatitis Symptom
Scale (ADerm-SS)

Height (adolescent subjects
only)

Body weight

Vital signs

Physical exam

12-lead Electrocardiogram
(ECG)

Adverse event (AE)
assessment

Serum pregnancy test (for all
female subjects of
childbearing potential)
High sensitivity C-reactive
protein (hsCRP)

Clinical Chemistry
Hematology

Urinalysis

Urine drug screen (optional in
Portugal)

Eligibility criteria

Medical history

Drug and Alcohol History
Prior/concomitant therapy
Latent Tuberculosis (TB) risk
factor questionnaire

Atopic Dermatitis Impact
Scale (ADerm-IS)

Dispense subject hand-held
device

Investigator Assessments:
Eczema Area and Severity
Index (EASI), body surface
area (BSA), validated
Investigator Global
Assessment (vIGA), and Hand
Eczema Severity Index (HECSI)
Chest x-ray

TB Test (QuantiFERON TB
Gold test [or interferon
gamma release assay (IGRA)
equivalent such as T-SPOT
test] and/or local PPD skin
test, if required)

Human immunodeficiency
virus (HIV), Hepatitis B (HBV),
and hepatitis C (HCV)
Screening

The ECG obtained at Screening will serve as the Baseline reference.
All Screening procedures must be performed onsite.
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BASELINE/DAY 1:

ON JONORONONONONONONONONORONONONORORO)

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

‘{) LOCAL LAB

A CENTRAL LAB

R« TREATMENT

Notes:

Eligibility criteria
Medical history
Prior/concomitant therapy

Worst Pruritus NRS
ADerm-SS

ADerm-IS

SCORing Atopic Dermatitis
(SCORAD) (patient-reported
items)

Children's Dermatology Life
Quality Index (CDLQI) or
Dermatology Life Quality
Index (DLQI)
Patient-oriented Eczema
Measure (POEM)

Body weight

Height

Vital signs

Physical exam

Tanner Staging (adolescent
subjects only)

AE assessment

Urine pregnancy test for all
female subjects of
childbearing potential
hsCRP

Clinical Chemistry
Hematology

Urinalysis
Randomization/Drug
assignment

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

Hospital Anxiety and Depress
Scale (HADS)

EuroQol Dimensions 5 Levels
(EQ-5D-5L)

Patient Global Impression
(PGI) of severity (PGIS)/
treatment (PGIT)

Subject hand-held device
review

Investigator Assessments:
EASI, BSA, vIGA, SCORAD
(patient-reported items), and
HECSI

Photography

Total IgE

Optional Biomarker: whole
blood for Pharmacogenetic
DNA

Dispense Study Drug

Baseline visit procedures will serve as the reference for all subsequent visits.

Whole blood for Pharmacogenetic DNA is noted as being collected at Baseline, but it can be
drawn at any time during the subject's participation in the study.

All Baseline/Day 1 procedures must be performed onsite.

Once a subject reaches stage 5 in both categories, Tanner Staging will no longer need to
be assessed for that subject.
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WEEK 1:

ONON NORONONONONORONONONORONONONORORO)

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

‘? EXAM

WEEK 2:

# Prior/concomitant therapy

# Worst Pruritus NRS
# ADerm-SS
# ADerm-IS
# Vital signs

# AE assessment

#

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

PGIS, Patient Global
Impression of Change (PGIC),
PGIT

Subject hand-held device
review

Investigator Assessments
(EASI, BSA, vIGA, and HECSI)

ONONON NONONONONORORONONORONONORONONS)

D INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

A CENTRAL LAB

# Prior/concomitant therapy

Worst Pruritus NRS
ADerm-5SS
ADerm-IS

SCORAD (patient-reported
items)

Vital signs

AE assessment
Photography
hsCRP

Clinical Chemistry
Hematology
Urinalysis

H H I

HoH

+ 4+ + o

#

H H H

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

CcbLQl or DLQI

POEM

PGIS, PGIC, PGIT

Subject hand-held device
review

Investigator Assessments
(EASI, BSA, vIGA, SCORAD,
and HECSI)

Blood samples for
upadacitinib pharmacokinetic
(PK) assay (PK samples will be
collected from subjects at
select sites)
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WEEK 4:

ONONONON NONONORORONONONORONONONORORO)

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

‘? EXAM

1{) LOCAL LAB

A CENTRAL LAB

Rc TREATMENT

#

H H I

I o H I

Prior/concomitant therapy

Worst Pruritus NRS
ADerm-5S
ADerm-IS

Body weight

Vital signs

AE assessment

Urine pregnancy test for all
female subjects of
childbearing potential
hsCRP

Clinical Chemistry
Dispense Study Drug

+H

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

EQ-5D-5L

PGIS, PGIC, PGIT

Subject hand-held device
review

Investigator Assessments
(EASI, BSA, vIGA, and HECSI)
Photography

Hematology
Urinalysis
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WEEK 8:

ONONONONON NONORORONONONORONONONORORO)

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

é LOCAL LAB

A CENTRAL LAB

R TREATMENT

FH o H H M H

I H I

4+ + + o

Prior/concomitant therapy

Worst Pruritus NRS
ADerm-SS

ADerm-IS

CDhLQl or DLQI

Body weight

Height (adolescent subjects
only)

Vital signs

AE assessment

Urine pregnancy test for all
female subjects of
childbearing potential
hsCRP

Clinical Chemistry
Hematology

Urinalysis

Dispense Study Drug

#

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

POEM

Subject hand-held device
review

Investigator Assessments
(EASI, BSA, vIGA, and HECSI)

Blood samples for
upadacitinib PK assay (PK
samples will be collected from
subjects at select sites)
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WEEK 12:

ONONONONONON HORORONONORORONONONORORO)

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

é LOCAL LAB

A CENTRAL LAB

R« TREATMENT

H o H O H H M H

T

Prior/concomitant therapy

Worst Pruritus NRS
ADerm-SS

ADerm-IS

HADS

Body weight

Vital signs

AE assessment

Urine pregnancy test for all
female subjects of
childbearing potential
hsCRP

Clinical Chemistry
Hematology
Urinalysis

Dispense Study Drug

#

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

PGIS, PGIC, PGIT

Subject hand-held device
review

Investigator Assessments
(EASI, BSA, vIGA, and HECSI)

Blood samples for
upadacitinib PK assay (PK
samples will be collected from
subjects at select sites)
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WEEK 16: 000000000000 00000O0
|:_] INTERVIEWS & e Prior/concomitant therapy ¢ Review and document
pregnancy avoidance
QUESTIONNAIRES recommendations with
females of childbearing
potential
e  Worst Pruritus NRS e HADS
PRO (completed on tablet during e EQ-5D-5L
visit) s PGIS, PGIC, PGIT
e ADerm-SS (completed on e Subject hand-held device
tablet during visit) review
e ADerm-IS (completed on
tablet during visit)
e SCORAD (patient-reported
items)
e CDLQlorDLQI
e POEM
? EXAM e Body weight e Tanner Staging (adolescent
e Height (adolescent subjects subjects only)
only) e Investigator Assessments
e Vital signs (EASI, BSA, vIGA, SCORAD,
e Physical exam and HECSI)
e AE assessment s Photography
e Urine pregnancy test (for all
é LOCAL LAB female subjects of
childbearing potential)
e hsCRP ¢ Blood samples for
A R e Clinical Chemistry upadacitinib PK assay (PK
e Hematology samples will be collected from
e Urinalysis subjects at select sites)
¢ Total Immunoglobulin E (IgE)
R TREATMENT e Dispense Study Drug
Note: This visit must be performed on site with all procedures completed including EASI prior to

dispensation of Study Drug. If due to travel restrictions the subject cannot visit the site:

The upadacitinib/placebo kit can be sent via courier to the subject upon review of the
available lab results as described above to continue treatment until the subject is able to
visit the site for the Week 16 visit.

The Week 16 visit is critical for re-stratification and should be completed on-site as soon
feasible, even if the timing falls into a future projected visit date. The Week 20 visit is
important to occur four weeks after whenever the Week 16 visit occurs. If the delayed on-
site Week 16 visit is at the time of the projected Week 20 date, then the Week 16 visit
should be performed and the delayed Week 20 visit conducted four weeks later; and the
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Week 24 visit would be considered missed. The Week 32 visit should occur within the
original visit window.

Once a subject reaches stage 5 in both categories, Tanner Staging will no longer need to
be assessed for that subject.

WEEK 20: 00000000 @000000000O0
C] INTERVIEWS & # Prior/concomitant therapy # Review and document
pregnancy avoidance
QUESTIONNAIRES recommendations with
females of childbearing
potential
E # Worst Pruritus NRS # ADerm-IS
. PRO # ADerm-SS
? EXAM # Body weight ¢ Investigator Assessments
# Vital signs (EASI, BSA, vIGA, and HECSI)
# AE assessment
# Urine pregnancy test for all
é LOCAL LAB female subjects of
childbearing potential
e hsCRP + Hematology
A e + Clinical Chemistry + Urinalysis
R TREATMENT # Dispense Study Drug
p. 12 of 47
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WEEK 24:

ONOHONCRONONONONON RONORORONONOGRONORO)

|:_] INTERVIEWS & # Prior/concomitant therapy # Review and doFument
pregnancy avoidance
QUESTIONNAIRES recommendations with
females of childbearing
potential
PRO # Worst Pruritus NRS # CDLQIl or DLQI
# ADerm-SS # POEM
# ADerm-IS # PGIS, PGIC, PGIT
-? EXAM # Body weight e Tanner Staging (adolescent
# Height (adolescent subjects subjects only)
only) e Investigator Assessments
# Vital signs (EASI, BSA, vIGA, and HECSI)
# AE assessment
; # Urine pregnancy test for all # Dispense Urine pregnancy
‘{) LOCAL LAB female subjects of tests for home testing
childbearing potential
R TREATMENT # Dispense Study Drug
Notes: Once a subject reaches stage 5 in both categories, Tanner Staging will no longer need to be

assessed for that subject.

OPERATIONS MANUAL FOR CLINICAL STUDY PROTOCOL M18-891 Version 8.0

CONFIDENTIAL INFORMATION

No use or disclosure outside AbbVie is permitted without prior written authorization from AbbVie.

p. 13 of 47

Page 111 of 147



abbvie

WEEK 32:

ONONONORONONONONONON NONORONONORONORO)

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

é LOCAL LAB

A CENTRAL LAB

R TREATMENT

FH o H H M H

I H I

Prior/concomitant therapy

Worst Pruritus NRS
ADerm-SS

ADerm-IS

CDhLQl or DLQI

Body weight

Height (adolescent subjects
only)

Vital signs

AE assessment

Urine pregnancy test for all
female subjects of
childbearing potential
hsCRP

Clinical Chemistry
Dispense Study Drug

#

® I I H FH

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

POEM

HADS

EQ-5D-5L

PGIS, PGIC, PGIT
Investigator Assessments
(EASI, BSA, vIGA, and HECSI)

Dispense Urine pregnancy
tests for home testing

Hematology
Urinalysis
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WEEK 40:

ONONONONOCNONOCHORONORON NONONORORORONG,

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

é LOCAL LAB

A CENTRAL LAB

R TREATMENT

#

FH o H H M H

I H I

Prior/concomitant therapy

Worst Pruritus NRS
ADerm-SS

ADerm-IS

CDhLQl or DLQI

Body weight

Height (adolescent subjects
only)

Vital signs

AE assessment

Urine pregnancy test for all
female subjects of
childbearing potential
hsCRP

Clinical Chemistry
Dispense Study Drug

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

POEM

PGIS, PGIC, PGIT

Investigator Assessments
(EASI, BSA, vIGA, and HECSI)

Dispense Urine pregnancy
tests for home testing

Hematology
Urinalysis
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WEEK 52:

ONONONONOCHONOCHORONORONON RONORORORONG

l:-] INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

é LOCAL LAB

A CENTRAL LAB

Rc TREATMENT

Notes:

3=

I H M H*

I H

= H I I

I

+ + + o

#

Prior/concomitant therapy
Latent TB risk factor
questionnaire

Worst Pruritus NRS
ADerm-SS

ADerm-IS

SCORAD (patient-reported
items)

cbLQl or DLAI

POEM

Height (adolescent subjects
only)

Body weight

Vital signs

Physical exam

AE assessment

Urine pregnancy test for all
female subjects of
childbearing potential
hsCRP

Clinical Chemistry
Hematology

Urinalysis

Dispense Study Drug

#

+H

Review and document
pregnancy avoidance
recommendations with
females of childbearing
potential

HADS

EQ-5D-5L

PGIS, PGIC, PGIT

Tanner Staging (adolescent
subjects only)

Investigator Assessments
(EASI, BSA, vIGA, SCORAD,
and HECSI)

Chest x-ray

ECG

Dispense Urine pregnancy
tests for home testing

TB Test (QuantiFERON TB
Gold test [or IGRA equivalent
such as T-SPOT test] and/or
local PPD skin test, if
required)

Total IgE

12-lead ECG can be completed at the next on-site visit if missed.

TB test and chest x-ray can be completed at the earliest opportunity if missed.

Once a subject reaches stage 5 in both categories, Tanner Staging will no longer need to

be assessed for that subject.
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WEEK 64 to
WEEK 124 (Every
12 Weeks) &
Week 140:

ONONONONORONONONONORONONON RONONONONG.

G INTERVIEWS &
QUESTIONNAIRES

PRO

? EXAM

5 LocaL LaB

A CENTRAL LAB

R TREATMENT

Notes:

# Prior/concomitant therapy # Review and document

# Latent TB risk factor pregnancy avoidance
questionnaire (Week 100) recommendations with

females of childbearing
potential

# Worst Pruritus NRS # HADS

# ADerm-SS # EQ-5D-5L

# ADerm-IS # PGIS, PGIC, PGIT

# CDLQl or DLQI

# POEM

# Height (adolescent subjects e Tanner Staging (adolescent
only) subjects only)

# Body weight * Investigator Assessments

# Vital signs (EASI, BSA, vIGA, and HECSI)

# Physical exam e Chest x-ray (Week 100)

# AE assessment e ECG (Week 100 only)

# Urine pregnancy test for all # Dispense Urine pregnancy
female subjects of tests for home testing
childbearing potential

e hsCRP + TBTest

+ Clinical Chemistry

+ Hematology

+ Urinalysis

# Dispense Study Drug

Visits are every 12 weeks after the Week 52 visit up to Weeks 124 (Week 64, 76, 88, 100,

112, and 124).

cDLQl, bLQl, POEM, HADS, EQ-5D-5L, Tanner Staging (adolescents only), and physical exam
will be performed every 24 weeks after the Week 52 visit (Weeks 76, 100, and 124). Once a
subject reaches stage 5 in both categories, Tanner Staging will no longer need to be
assessed for that subject.

Chest x-ray should be performed at Week 52 and annually thereafter if newly positive TB
results at Weeks 100, 164, 212, and 260.

Latent TB risk factor questionnaire and TB test (QuantiFERON TB Gold test [or IGRA
equivalent such as T-SPOT test] and/or local PPD skin test, if required) should be performed
annually after Week 52 and at Weeks 100, 164, 212, and 260.

Designated site personnel may administer PRO data collection over the phone. The date
and time of PRO data collection should be recorded, and the primary site monitor will
inform the site which PROs may be collected over the phone.
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Once a subject reaches stage 5 in both categories, Tanner Staging will no longer need to
be assessed for that subject.

Phone Call
(Week 152 and every
24 weeks until

Week 248) 0000000000000 0@000O0

G INTERVIEWS & # Prior/concomitant therapy # Review and do,:ument
pregnancy avoidance

QUESTIONNAIRES recommendations with

females of childbearing
potential (every 12 weeks)

? EXAM # AE assessment

Notes: Visits are every 24 weeks after the Week 152 visit up to Week 248 (Weeks 176, 200, 224,
and 248).
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Site Visit (Week 164
and every 24 weeks
until Week 260) 00000000000 0000O@00O0
G INTERVIEWS & # Prlor/concr?mltant therapy # Review and do,:ument
# Latent TB risk factor pregnancy avoidance
QUESTIONNAIRES guestionnaire (Weeks 164, recommendations with
212, & 260) females of childbearing

PRO
? EXAM

é LOCAL LAB
A CENTRAL LAB

R« TREATMENT

Notes:

potential (every 12 weeks)
# Worst Pruritus NRS

# Body weight # AE assessment
# Height (adolescent subjects e Investigator Assessments
only) (EASI, BSA, and vIGA)
Vital signs e Chest x-ray (Weeks 164, 212,
e Physical exam & 260)

Tanner Staging (adolescent
subjects only)
e 12-lead ECG (Weeks 164, 212,
& 260)
# Urine pregnancy test for all # Dispense Urine pregnancy
female subjects of tests for home testing
childbearing potential
Clinical Chemistry + TBTest
Hematology
Urinalysis
Dispense Study Drug

+ + + o+

Visits are every 24 weeks after the Week 164 visit up to Week 260 (Weeks 188, 212, 236,
and 260). Last Study Drug Dispensation is Week 236

Chest x-ray should be performed at Week 52 and annually thereafter if newly positive
TB results at Weeks 100, 164, 212, and 260.

Latent TB risk factor questionnaire and TB test (QuantiFERON TB Gold test [or IGRA
equivalent such as T-SPOT test] and/or local PPD skin test, if required) should be
performed annually after Week 52 and at Weeks 100, 164, 212, and 260.

Designated site personnel may administer PRO data collection over the phone. The
date and time of PRO data collection should be recorded, and the primary site
monitor will inform the site which PROs may be collected over the phone.

Once a subject reaches stage 5 in both categories, Tanner Staging will no longer need to
be assessed for that subject.
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UnscheduledVisit: 5 0 0000 0000000000@0O0

|:_] INTERVIEWS & # Prior/concomitant therapy # Review and doFument
pregnancy avoidance
QUESTIONNAIRES recommendations with
females of childbearing
potential
PRO # Worst Pruritus NRS # CDLQIl or DLQI
# ADerm-SS # SCORAD (patient-reported
# ADerm-IS items) (if visit occurs prior to
Week 52)
POEM
-q? EXAM # Body weight e Investigator Assessments
# Vital signs (EASI, BSA, vIGA, SCORAD,
# AE assessment and HECSI)
# Urine pregnancy test for all

5 Local Las female subjects of

childbearing potential

e hsCRP + Hematology
A CAUMEAL Lal + Clinical Chemistry + Urinalysis
Notes: After an unscheduled rescue visit, subjects will continue to follow the standard protocol visit

schedule, as applicable from that date.

Designated site personnel may administer PRO data collection over the phone. The date
and time of PRO data collection should be recorded, and the primary site monitor will
inform the site which PROs may be collected over the phone.
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PREMATURE D/C
VISIT:

ONONCHONOCRONONONONORONONONCRONONON NO

E] INTERVIEWS & # Prior/concomitant therapy # Review and doF:ument
pregnancy avoidance
QUESTIONNAIRES recommendations with
females of childbearing
potential
PRO # Worst Pruritus NRS # POEM
# ADerm-SS # HADS
# ADerm-IS # EQ-5D-5L
# SCORAD (if PD visit occurs # PGIS, PGIC, PGIT
prior to Week 52) (patient-
reported items)
# CDLQl or DLQI
? EXAM # Height (adolescent subjects e Investigator Assessments
only) (EASI, BSA, VIGA, SCORAD [if
# Body Weight premature discontinuation
# Vital signs (PD) visit occurs prior to
e Physical exam Week 52], and HECSI)
# AE assessment ¢ ECG
e Tanner Staging (adolescent
subjects only)
é LOCAL LAB # Urine pregr.lanl:y test for all
female subjects of
childbearing potential
e hsCRP + Blood samples for
A CENTRAL LAB + Clinical Chemistry upadacitinib PK assay (PK
+ Hematology samples will be collected from
+ Urinalysis subjects at select sites)*
* Blood samples for PK assay should not be taken at the PD Visit if the PD Visit occurs after

Week 16.
Note:

Designated site personnel may administer PRO data collection over the phone. The date

and time of PRO data collection should be recorded, and the primary site monitor will

inform the site which PROs may be collected over the phone.

Once a subject reaches stage 5 in both categories, Tanner Staging will no longer need to be
assessed for that subject.
If a female subject of childbearing potential is prematurely discontinued due to pregnancy, a
urine pregnancy test should be performed and a confirmatory serum pregnancy test should

be completed through the central laboratory.

OPERATIONS MANUAL FOR CLINICAL STUDY PROTOCOL M18-891 Version 8.0

CONFIDENTIAL INFORMATION

No use or disclosure outside AbbVie is permitted without prior written authorization from AbbVie.

p. 21 of 47

Page 119 of 147



abbvie

30-DAYF/UVSIT: 5 0 0000000000000000 @

G INTERVIEWS & # Prior/concomitant therapy

QUESTIONNAIRES

# Body Weight
? EXAM # Vital Signs
# AE assessment
e Physical Exam
hsCRP
/A CENTRAL LAB * .
+ Clinical Chemistry
(as needed for + Hematology
ongoing AEs) + Urinalysis
Notes: This visit is 30 days after last dose of study drug.

For those subjects who prematurely discontinue the study a 30-day follow-up visit to assess
the health of the subject at study completion and to determine the status of any ongoing
AEs/serious adverse events (SAEs) or the occurrence of any new AEs/SAEs.

If a subject is discontinued from study drug, the procedures outlined for the Premature
Discontinuation visit (PD visit) should be completed as soon as possible, preferably within
2 weeks of study drug discontinuation.

Subjects who choose to discontinue study drug treatment, but continue to participate in the
study, should complete a Premature Discontinuation Visit (PD Visit) as soon as possible,
preferably within 2 weeks. Afterwards, subjects should follow the regular visit schedule and
adhere to all study procedures except for dispensing study drug, PK sample collection, and
blood sample collection for exploratory research and validation studies. In addition, all
future rescue and efficacy-driven discontinuation criteria no longer apply.
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3 APPENDICES

3.1 STUDY SPECIFIC ABBREVIATIONS AND TERMS

Abbreviation

AD
ADerm-IS
ADerm-SS
AE

coLal
COVID-19
pDLQl

EASI

ECG
EQ-5D-5L
HADS
IGA

IGRA
NRS

PD

PGIC
PGIS
PGIT

PK

PPD
POEM
SAE(s)
SCORAD
B
vIGA-AD

Definition

Atopic dermatitis

Atopic dermatitis impact scale
Atopic dermatitis symptom scale

Adverse event

Children's Dermatology Life Quality Index

Coronavirus Disease — 2019
Dermatology life quality index
Eczema Area and Severity Index
electrocardiogram

Eurogol Dimensions 5 Levels

Hospital Anxiety and Depression Scale
Investigator global assessment
Interferon gamma release assay
Numerical rating scale

Premature discontinuation

Patient Global Impression of Change
Patient Global Impression of Severity
Patient Global Impression of Treatment
Pharmacokinetic

Purified protein derivative
Patient-oriented Eczema Measure
Serious adverse event(s)

Scoring atopic dermatitis

Tuberculosis

Validated Investigator Global Assessment for atopic dermatitis
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3.2 PRURITUS (ITCH) NUMERICAL RATING SCALE (NRS) EXAMPLE

On a scale 0 to 10, with 0 being "no itch" and 10 being "worst imaginable itch," how would you rate your
itch at its worst during the past 24 hours?

0 1 2 3 4 5 6 7 8 9 10
No Itch Worst Imaginable Itch

Worst Pruritus NRS V1 © AbbVie 12-7-2017
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3.3 ATOPIC DERMATITIS SYMPTOM SCALE
(ADERM SS) QUESTIONNAIRE EXAMPLE

Instructions: Please complete this part of the diary before you go to bed at night. The following
questions are about your atopic dermatitis (AD), also known as eczema. For each question, please select
the box ([J) under the number that best describes your experience with AD during the past 24 hours.

There are no right or wrong answers.

Worst
. No imaginable
1. During your sleep hours, how . .
- itch itch
bad was your worst itch due to
AD? 0 1 2 3 4 5 6 7 8 9 10
O 0O o0 X O O OO 0 O O
Worst
No ; inabl
2. During your awake hours, how itch |maﬁlcnha ©
bad was your worst itch due to
AD? 0 1 2 3 4 5 6 7 8 9 10
o o o o o o o o o go g
Worst
No . inabl
3. During the past 24 hours, how . |mag|rlla €
., pain pain
bad was your worst skin pain
due to AD? 0 1 2 3 4 5 6 7 8 9 10
O O o o o o oo o o o

Instructions: Please complete this part of the diary once a week before you go to bed at night. The
following questions are about your atopic dermatitis (AD), also known as eczema. For each question,

OPERATIONS MANUAL FOR CLINICAL STUDY PROTOCOL M18-891 Version 8.0

CONFIDENTIAL INFORMATION

No use or disclosure outside AbbVie is permitted without prior written authorization from Abb\Vie.

p. 25 of 47

Page 123 of 147



abbvie

please select the box ([J) under the number that best describes your experience with AD during the
past 24 hours. There are no right or wrong answers.

Worst
. No skin imaginable
4. During the past 24 hours, how . . .
. cracking skin cracking
bad was your worst skin
cracking due to AD? 0 1 2 3 4 5 6 7 8 9 10
O o o o o o o o o o O
Worst
5. During the past 24 hours, how No imaginable
bad was your worst pain pain pain
caused by skin cracking due to 0 1 5 3 A 5 6 7 g 9 10
AD?
o o o o o o oo o o d
Worst
No imaginable
6. During the past 24 hours, how drv ski drv ski
bad was your worst dry skin ry skin ry skin
due to AD? 0 1 2 3 4 5 6 7 8 9 10
O 0O o0 o o o o o0 o0 0o o
Worst
No ; inabl
7. During the past 24 hours, how . |mag|r.13 €
. flaking flaking
bad was your worst skin
flaking due to AD? 0 1 2 3 4 5 6 7 8 9 10

o 00 O 0o 0o o000 o0 O

Worst
8. During the past 24 hours, how No imaginable
bad was your worst rash rash rash

(redness, blisters, bumpy skin)

0 1 2 3 4 5 6 7 8 9 10

due to AD?
o 0O 0O 0o o o0 o0 oo 0o o
Worst
imaginable
9. During the past 24 hours, how No skin skin
bad was your worst skin thickening thickening

- . ?
thickening due to AD? 0 1 2 3 4 5 6 7 8 9 10

o 00 0o o oo o0 o0 -d
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Worst
No 3 inabl
10. During the past 24 hours, how . et
. bleeding bleeding
bad was your worst bleeding
due to AD? 0 1 2 3 4 5 6 7 8 9 10
O O O o o o oo o o O
Worst
No ; inabl
11. During the past 24 hours, how . imaginable
\ oozing oozing
bad was your worst skin
oozing due to AD? 0 1 2 3 4 5 6 7 8 9 10
O o o o o o oo o o O

AD Symptoms Scale (ADerm-S5)-English-USA-V2
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3.4 ATOPIC DERMATITIS IMPACT SCALE (ADERM-IS) QUESTIONNAIRE

EXAMPLE

Instructions: The following questions are about your AD, also known as eczema. For each question,
please select the box ((J) below the number that best describes your experience with AD during the

past 24 hours. There are no right or wrong answers.

Not Extremely
1. During your sleep hours, how difficult difficult
difficult was it for you to fall
asleep due to AD? 0 1 ) 3 4 > 6 / 8 9 10
O O O o o0oooo0o o o o
2. During your sleep hours, how Not at all Extremely
much did your AD impact your 0 1 2 3 a 5 6 7 8 9 10
sleep?
O O oo o0 o0oo0oo0o o 0o o
Not Extremely
3. During your sleep hours, how bothersome bothersome
bothersome was waking up at
night due to AD? - 1 2 - . - : - - . L
O 0 0000 oo o o O

Instructions: The following questions are about your AD, also known as eczema. For each question,
please select the box ([J) below the number that best describes your experience with AD during the

past 7 days. There are no right or wrong answers.
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4. During the past 7 days, how
much did your AD limit your Not Extremely
household activities (e.g., limited limited
wa.shlng dishes, sweeping, 0 1 2 3 4 5 6 7 3 9 10
doing laundry)?
O O O 0O o o o o o o o
5. During t.he past 7 dfly&“:, how Not Extremely
much did your AD limit your . .
. . . limited limited
physical activities (e.g.,
walking, exercising)? 0 1 2 3 4 5 6 7 8 9 10
O O O oo o0 oo o o o
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Not Extremely
6. During the past 7 days, how limited liniced
much did your AD limit your
social activities? 0 1 5 6 8 9 10
o 0O O 0O O O 0O
Not Extremely
7. During the past 7 days, how difficult difficult
difficult was it for you to
concentrate due to AD? 0 1 5 6 8 9 10
O 0O O O O O 0O
Not Extremely
8. During the past 7 days, how self-conscious self-conscious
self-conscious did you feel due
0 AD? 0o 1 5 6 8 9 10
o 0O o 0O O 0O 0O
) Not Extremely
9. During the past 7 days, how embarrassed embarrassed
embarrassed did you feel due
0 AD? 0o 1 5 6 8 9 10
O 0O O O O O 0Od
Not Extremely
10. During the past 7 days, how sad sad
sad did you feel due to AD? 0 1 5 6 2 9 10
o 0O o O O O 0Od
AD Impact Scale (ADerm-IS)-English-USA-V2
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3.5 DERMATOLOGY LIFE QUALITY (DLQI) EXAMPLE

The aim of this guestionnaire is to measure how much your skin problem has affected your life
OVER THE LAST WEEK. Please tick &l one box for each question.

1.

10.

Crver the last weele, how itchy, sore,
painful or stinging has your skin
been?

Crver the last weelt, how embarrassed

or self conscions have vou been because

of your skan?

Crver the last weelr, how much has your
slon interfered with you going
shopping or lockoing after your home or
garden?

Crwver the last week, how much has your
slon influenced the clothes
Vo wWear?

Crwver the last week, how much has your
skon affected any social or
leisure activities?

Ower the last week, how much has your
slon made 1t difficult for
you to do any sport?

Cwer the last weelk, has your slan prevented

you from working or studying?

If "No", over the last week how much has
your skin been a problem at

work or studying?

Ower the last weelr, how much has your
skon created proklems with your
partner or any of your close friends

or relatives?

Ower the last weel, how much has your
skon caused any sexual
difficulties?

Crver the last weele, how much of a
problem has the treatment for your
skin been, for example by malking

your home messy, or by taling up time?

Very much
Alot

A little

Not at all

Very much
Alot

A little

Hot at all

Very much
Alot

A little

Hot at all

Very much
Alot

A little

HNot at all

Very much
Alot

A little

Mot at all

Very much
Alot

A little

Mot at all

Yes
HNo

Alot
A little
Mot at all

Very much
Alot

A little

Not at all

Very much
Alot

A little

HNot at all

Very much
Alet

A little

Naot at all

oooo 0Oooo Oobod Ood oo oooo oooo bobooo oodo oooo oodo

Mot relevant [

Mot relevant [

Mot relevant [

Mot relevant [

Mot relevant [

Mot relevant [

Mot relevant []

Mot relevant [

Please check you have answered EVERY gquestion. Thank you.

Sy Finlay, GK Khan, April 1552 www.dsrmatoiogy.org.uk, this must not ba copded without the parmission of the authors.
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3.6 CHILDREN'S DERMATOLOGY LIFE QUALITY (CDLQI) EXAMPLE

Heospital No

Name:
Ape

Dizgnosis:

Address: Date:

The aim of this questionnaire is to measure how much vour skin problem has
affected you OVER THE LAST WEEK. Please tick + one box for each question.

1.

10.

Ower the last week, how itchy, "scratchyv”,
sore of painful hzs vour skin been?

Orwer the last week, how embarrassed
ot self conscious, upset or sad have vou
besn because of your skin?

Crver the last week, how much has vour
skin affectad vour friendships?

Ower the last week, how much have you changed
ot worn different or special clothes/shoes
because of vour skin?

Ower the last week, how much has vour
skin trouble affected going out, plaving,
ot doing hobbies?

Crver the last week, how much have vou
aveided swimming or other sports because
of vour skin troubls?

Last week, %‘7 If school time: Ower the

was it last week, how much did

school time? vour skin problem affact vour
school work?

OR

was it If holiday time: How much

holiday time? ::> ovet the last wesk, has vour
skin problem mterfered with

vour enjoyvment of the holiday?

Crver the last week, how much troubls

hawve vouhad becauze of vour skin with

other people calling vou names, teasing,
bullving, asking questions or avoiding vou?

Ower the last week, how much has vour sleep
besn affectad by vour skin problem?

Orer the last week, how much of 2
problem has the treatment for vour
skin been?

Please check that vou have answered EVERY question. Thank vou.

EM.S. Lewis-Jones, A'Y. Finlay, May 1993, This must not ke copied without the permission of the authors.

CDLQI

SCORE:

Very much
Quits 2lot

Only 2 little
Notat 2l

Very much
Quite 2 lot

COnly 2 littls
Notat 2l

Very much
Quite 2 lot

Only a lite
Not at all

Very much
Quitz 2 lot
Only 2 litte
Not at all

Very much
Quite 2lot

Only 2 littls
Notat 21l

Very much
Quite 2lot

Culy 2 litls
Notat all

Preventad school
Very much

Quits 2lot

COnly 2 littls
Notat 2l

Very much
Quite 2 lot

COnly 2 littls
Not at all

Very much
CQuite 2 lot

Culy 2 litls
Not at all

Very much
CQuite 2 lot

Only 2 littls
Notat 2l

Very much
Quits 2 1ot

Only 2 littls
Notat 2l

ooono ooon

o000 Ooooo0 OooO0oo0 Ooooofd gooo Ooo0ooo0 oooo oooo

ooon
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3.7 PATIENT ORIENTED ECZEMA MEASURE (POEM) EXAMPLE

The University of
&' | Nottingham

Patlent-Orlented Eczema Meazure UMITED KINGDOM - CHINA, « MALAYSA

POEM for saif-completion

Patient Dietails:

Diate:

Please circle one response for each of the seven questions below about your eczema. Please leave blank
any questions you feel unable to answer.

1. Chver the last wesk, on how many days has your skin been itchy because of your eczema?

Mo days 1-2 days 3-4 days 5-6 days Every day
2 Ower the last week, on how many nights has your sleep been disturbed because of your acrema?

Mo days 1-Z days 34 days 5-G days Every day
3. Ower the last week, on how many days has your skin been bleeding because of your eczema?

Mo days 1-Zdays 34 days 5-6days Every day

4. Over the 1ast waek, on how many days has your skin been wizeping or oozing dear fiuid becausa of your
eczemal

Modays 1-2 days 34 days 56 days Every day
5. Ower the last week, on how many days has your skin been cracked because of your eczema?

Mo days 1-2 days 34 days 5-6 days Every day
6. Crver the last week, on how many days has your skin been flaking off bacause of your aczema?

Mo days 1-2 days 34 days 5-6days Every day
7. Ower the [ast week, on how many days has your skin feft dry or rough because of your eczema?

Mo days 1-2days 34 days 5-6 days Every day

Total POEM Score (Maximum 28): . ..o,

p. 32 of 47
OPERATIONS MANUAL FOR CLINICAL STUDY PROTOCOL M18-891 Version 8.0
CONFIDENTIAL INFORMATION
No use or disclosure outside AbbVie is permitted without prior written authorization from AbbVie.
Page 130 of 147



aobbvie

POE7/

Patlent-Orlented Eczema Meazure

The University of

- Nottingham

JNITER KINMGDTH -

CHIMA - AaLAY IS

POEM for self-complation

How is the scoring done?

Each of the seven questions camies equal weight
and is scored from 0 to 4 as follows:

No days =0
1-2days =1
3-4days =2
5-6days =3
Everyday =4

Note:

- If one question is left unanswered this is scored
0 and the scores are summed and expressed as
usual out of 3 maximum of 28

= If two or more questions are left unanswered the
quastionnaine is not scorad

« If twio or more response options are selected, the

response option with the highest score should be
recorded

References

What does a poem score mean?

To help patients and dinicians to understand their
POEM scores, the following bandings have been
established (see references below):

«Oto2 = Chear or almost clear
«3to7 = Mild eczema

<810 156 = Moderate ezema
«17t024 =Sevemr eczema
+25MW028 =\ery savere eczema

Do | need permission to use the scale?

Whist the POEM scale is protected by copyright, it
is freely available for use and can be downloaded
from: wwnwnottingham.acuk/demmatology

We do however ask that you register your use of the
POEM by e-mailing cebd@nottinghamacuk with
details of how you would like to use the scale, and
which countries the scale will be used in.

Charman CR, Venn Al, Williams HC. The Patient-Oriented Eczemna Measure: Development and Initial
Walidation of a New Tool for Measuring Atopic Eczema Saverity From the Patients’ Perspective.

Arch Dermatol. 2004;140:1513-1519

Charman CR, Venn Al, Ravenscroft IC, Williams HC. Transiating Patient-Oriented Eczema Measure (POEM)
scores into clinical practice by suggesting severity strata derived using anchor-based methods.

Br ] Dermatol. Dec 2013; 16%E): 1326-1332.

@ The University of Nottingham. The Patient Oriented Eczema Measure (POEM] scale is free to use. Permission is
granted to reproduce andfor redistribute this material in its entirety without modification. Any wse which falls
outside this remit requires the express consent of the copyright cwner.
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3.8 HOSPITAL ANXIETY AND DEPRESS SCALE (HADS)
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g s
Hospital Anxiety and ‘v 6L
MNama: Data:
Clinicians are awarethat emotions playan important partin most illnesses. Ifyour clinician mowsabomt =
thesa fealings heor she will be ablato help youmore. e
This questiormaireis desienad to helpvourclinician to knowhowyoufeel. Eaad sach itern balow and =
underline the reply which comeas closest to how youhave bean fedling in the past week Ienorathe &=
numbers printed at the ades ofthe questiommaira. &
Don’ttake too long overyvouwr replies, vour immediate reaction to eachitem will probably bemors
accursts than a long, thousht-out response
A:D
I feel tense or “wound up’ A:D
3 Most of the time I feel asif] am slowed down
2 Alotofthe time Nearly all the time 3
1 From time to time. occasionally Verv often 2
0 Motatall Somatimes 1
1 still enjoy the things [ nsed to enjoy Not atall 0
0 Definitalv as much I get a sort of frightened feeling like
1 ot quite so much ‘butterflies’ in the stomach
il Onlv alittla Motatall 0
3 Hardlv atall Oecasionally 1
I get a sort of frightened feeling as if ?"‘_né_ th:n 3
something awfuol is about to happen e -
3 Wery definitelvand quite badly I have lost interest in my appearance
2 Yes, butnottoo badbr Drefinitaly 3
1 Alittle, butitdoesn’t womvme Tdon’ttake as muchecars asl should 2
0 Notatall I'mav nottake guite asmuch cers 1
I can lapgh and see the fonny side of things 1takce justas much care as ever J
i As much as I always could I feel restless asif I have to be on the move
1 Mot quite so much new Very much indsad 3
il Definitelv not somuchnow Chite a [ot p
3 Notatall Notvery much 1
Worryine thoughts go throngh my mind otetel .
3 A preat deal of the time I look forward with enjoyment to things
2 Alot of the tima As much as | sverdid i}
1 Mottoo oftan Bathar lzss than T usadto 1
0 WVary littla Diatinitely [assthan [usad to I
I feel cheerful Hardly atall e
3 Iawer I get sudden feelings of panic
2 Mot oftan Verv often indead 3
1 Sometimes it often 2
0 Llpst of the time l\l:-t'-'_ir_\' offen |
I can sit at eaze and feel relaxed Sotatad .
i Definitelv I can enjoy a good book orradic or
1 Usually television programme
2 Mot often C_L'ten (i
) Fiot atall sometimes 1
HNotoftan 2
Verv seldom 3
Now check that voun have answered all the guestions
p. 34 of 47
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A:D

TOTAL

AT Copyeisht 8 Y Snaih and A8 Hemond, THRE T 106
Record form items originally published in dcfa Prychiatrica Scandinavica, 67, 361-70,
copyright © Munkssaard Intemational Publishers Ltd, Copenhagen 1983,
This edition first published in 1994 by pfetielspn Poblishing Company Lid,
now GL Assessment, l'GFI]..um‘ Vantage London, Great West Road, Brentford TWE SAG

..... Rtk AR,

This form may not ke reproduced by any means withont first obtaining permission from the publisher.
Emzil: permissions @el-zssessment conk
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3.9 EUROQOL DIMENSIONS 5 LEVELS (EQ-5D-5L) QUESTIONNAIRE

( EQ-5D-5L

EQ-50-5L Tablet version

English (USA)
Health Questionnaire
English version for the USA

Country (Language}
Health Questionnaire
Version (Target Language)
Version (English)

Please tap the OME box that best describes your health TODAY Instruction
MOBILITY Mobility

| have no problems walking MB1

| have slight problems walking MB2

| have moderate problems walking MB3

| have severe problems walking MB4

| am unable to walk MBS
SELF-CARE Self-care
| have no problems washing or dressing myself SC1

| have slight problems washing or dressing myself SC2

| have moderate problems washing or dressing myself SC3

| have severe problems washing or dressing myself SC4

| am unable to wash or dress myself SCh
USUAL ACTIVITIES (e.g. work, study, housework, family or leisure activities) Usual Activities
| have no prablems doing my usual activities A1

| have slight problems doing my usual actiiiesmg, UAZ

| have moderate problems doing my usual &ctivitigs %, A3

| have severe problems doing my usual actilifies = LAd

| am unable to do my usual activities | Sl ey A5

PAIN / DISCOMFORT Vo’ Pain / Discomfort
| have no pain or discomfort PD1

| have slight pain or discomfort PD2

| have moderate pain or discomfort PD3

| have severe pain or discomfort PD4

| have extreme pain or discomfort PD5
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ANXIETY / DEPRESSION

Anxiety / Depression

The worst health
vou can imagine

| am not anxious or depressed ADA1

| am slightly anxious or depressed AD2

| am moderately anxious or depressed AD3

| am severely anxious or depressed AD4

| am extremely anxious or depressed ADA

We would like to know how good or bad your health is TODAY. Vas Line 1
This scale is numbered from 0 to 100. Vas Line 2
100 means the best health you can imagine. Was Line 3
0 means the worst health you can imagine. Was Line 4
Please tap on the scale to indicate how your health is TODAY. Was Line 5
The best health

you can imagine Top Scale

Bottom Scale

YOUR HEALTH TODAY Box Health
Mext button.next
Previous

button_previous

E@-50 instrument.

® EuroQol Research Foundation. EQ-50™ iz & trade mark of the EuroQol Research Foundation

Disclaimer: This is & preview of the EQ-5D instrument. It demonsirates the text, guestions and response options
included in this version. This preview does not reprezent the fing! product and should not be vzed 5z an official
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3.10 PATIENT GLOBAL IMPRESSION OF SEVERITY (PGIS)
QUESTIONNAIRE EXAMPLE

Seven point response scale
Please mark an "X" in the box () that best describes the severity of your AD symptoms right now.

1. Right now, my AD symptoms are:

[lo  Absent: No symptoms

4 Minimal: Can be easily ignored without effort

(1,  Mild: Can be ignored with effort

P Moderate: Cannot be ignored but does not influence my daily activities

L4 Moderately severe: Cannot be ignored and occasionally limits my daily activities

[ls  Severe: Cannot be ignored and often limits my concentration on daily activities

[le  Verysevere: Cannot be ignored and markedly limits my daily activities.

© AbbVie Inc., 190ctober2016 V1
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3.11 PATIENT GLOBAL IMPRESSION OF CHANGE (PGIC)
QUESTIONNAIRE EXAMPLE

Seven-point response scale

Please mark an "X" in the box ([) that best describes the severity of your AD symptoms right now.

2. Compared to before your study treatment began, how would you rate the overall change in

0,
O,
O3
(P
Os
O
Ly

your AD symptoms?:

Very much improved
Much improved
Minimally improved
No change
Minimally worse
Much worse

Very much worse

© AbbVie Inc., 190ctober2017 V1
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3.12 PATIENT GLOBAL IMPRESSION OF TREATMENT (PGIT)
QUESTIONNAIRE EXAMPLE

Seven-point response scale

Please mark an "X" in the box (XI) that best describes how satisfied or dissatisfied you are overall with
your current treatment for AD.

1. Overall, how satisfied or dissatisfied are you with your current treatment for AD?:

, Extremely dissatisfied

1, Very dissatisfied

s Somewhat dissatisfied
1,4 Neither dissatisfied nor satisfied
s Somewhat satisfied

Cle Very satisfied

Ol Extremely satisfied

© AbbVie Inc., 190ctober2017 V1
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3.13 SCORING ATOPIC DERMATITIS (SCORAD) EXAMPLE

Subject Number:

4.5% A.5%
i
18% | |
o - [}
n, o of 18% >
- - @ a3
- <
i%
T { } A } »
a9, | | o ‘
9% | 9%

8. Intensity of Symptoms: A representative area of eczema is selected.
nthis area, the intensity of each of the 6 specific symptoms is assessed
as:none (0), mild (1), moderate (2) or severe (3).

L. Subjective Symptoms
See Study M18-891 electronic tablet for scoring of subjective symptoms.
The SCORAD is calculated as: [A/5 + 7B/2+C].

M18-891: SCORing Atopic Dermatitis (SCORAD) Worksheet

Visit Date:

{Do-MMM-TYYY)

A. Body Area Affected: Thescore for each areais added up. The total areais 'A," which has a possible maximum of 100%.

Body Area

Percentage (%) Affected
(Use rule of 9's for each body area

Head and neck (0% - 9%)

Upper Limbs (0% - 18%)

Trunk (0% - 36%)

Genitals (0% - 1%)

LowerLimbs (0% - 36%)

A. Total

Total area will be calculated by the
eCRF automatically.

Criteria

Intensity (0-3)

Erythema

Edema/Papulation

Scabs/Oozing

Excoriation

Lichenification

Skin Dryness®

B. Total

Total will be calculated by
the eCRF automatically.

*Skin Drynessis assessed inan area where there isno inflammation.

... Assessor [Print Name)

Signature

Date (dd-mmm-yyyy)
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3.14 VALIDATED INVESTIGATOR'S GLOBAL ASSESSMENT FOR ATOPIC
DERMATITIS (VIGA-AD) EXAMPLE

Instructions:

The IGA score is selected using the descriptors below that best describe the overall appearance of the
lesions at a given time point. It is not necessary that all characteristics under Morphological Description
be present.

Score Morphological Description

0 - Clear No inflammatory signs of atopic dermatitis (no erythema, no induration/papulation, no
lichenification, no oozing/crusting). Post-inflammatory hyperpigmentation and/or
hypopigmentation may be present.

1 - Almost Clear Barely perceptible erythema, barely perceptible induration/papulation, and/or minimal
lichenification. No oozing or crusting.

2 - Mild Slight but definite erythema (pink), slight but definite induration/papulation, and/or
slight but definite lichenification. No oozing or crusting.

3 - Moderate Clearly perceptible erythema (dull red), clearly perceptible induration/papulation,
and/or clearly perceptible lichenification. Oozing and crusting may be present.

4 - Severe Marked erythema (deep or bright red), marked induration/papulation, and/or marked
lichenification. Disease is widespread in extent. Qozing or crusting may be present.

Notes:

1. Inindeterminate cases, pledase use extent to differentiate between scores.

For example:

e Patient with marked erythema (deep or bright red), marked papulation and/or marked
lichenification that is limited in extent, will be considered "3 - Moderate."

2. Excoriations should not be considered when assessing disease severity.

Copyright ©2017 Eli Lilly and Company - Used with the permission of Eli Lilly and Company under a
Creative Commons Attribution-NoDerivatives 4.0 International License -
https://creativecommons.org/licenses/by-nd/4.0
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3.15 ECZEMA AREA AND SEVERITY INDEX (EASI) SCORING EXAMPLE

An EASI score is a tool used to measure the extent (area) and severity of atopic eczema (Eczema Area
and Severity Index). EASI score does not include a grade for dryness or scaling.

Assignments for the following body regions are as follows:

e Head and Neck
e Trunk: (including the genital area)
e Upper Extremities

e Lower Extremities (including the buttocks)

Area Score

Area score is recorded for each of the four regions of the body. The area score is the percentage of skin
affected by eczema.

Area score Percentage of skin affected by eczema in each region:

e 0=noeczema in this region

e 1=1%-9%

e 2=10%-29%

e 3=30%-49%

e 4=50%-69%

e 5=70%-89%

o 6=90%-100%: the entire region is affected by eczema

Severity Score

Severity score is recorded for each of the four regions of the body. The severity score is the sum of the
intensity scores for four signs.

The four signs are:

1. Redness (erythema, inflammation)
2. Thickness (induration, papulation, swelling — acute eczema)
3. Scratching (excoriation)

4. Lichenification (lined skin, prurigo nodules — chronic eczema)

The average intensity of each sign in each body region is assessed as: none (0), mild (1), moderate (2)
and severe (3).
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Score Intensity of redness, thickness/swelling, scratching, lichenification:

0 = None, absent

1=Mild
2 = Moderate
3 =Severe

For each region, record the intensity for each of four signs and calculate the severity score.
Severity score = redness intensity + thickness intensity + scratching intensity + lichenification intensity
For each region, multiply the severity score by the area score and by a multiplier.

e Head and neck: severity score x area score x 0.1
e Trunk: severity score x area score x 0.3
e Upper limbs: severity score x area score x 0.2

e Lower limbs: severity score x area score x 0.4

Add up the total scores for each region to determine the final EASI score. The minimum EASI score is 0
and the maximum EASI score is 72.
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3.16 TB RISK ASSESSMENT FORM EXAMPLE

1. Have you or an immediate family member or other close contact ever been diagnosed or
treated for tuberculosis?

2. Have you lived in or had prolonged travels to countries in the following regions:
o Africa
e Eastern Europe
e Asia
e latin America
e Caribbean Islands
e Russia

3. Have you lived or worked in a prison, homeless shelter/refugee camp, immigration center,
health care worker in a hospital or nursing home?

4. Have you, or an immediate family member, had any of the following problems for the past 3
weeks or longer:

e  Chronic Cough

e Chest pain, or pain with breathing or coughing
e Blood-Streaked Sputum (coughing up blood)

e Unexplained Weight Loss

e Fever

e Fatigue/Tiredness

e Night Sweats

e Shortness of Breath

From: http://www.mayoclinic.org/diseases-conditions/tuberculosis/symptoms-causes/dxc-20188557
http://www.in.gov/fssa/files/Tuberculosis_Questionnaire.pdf
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3.17 TANNER STAGING EXAMPLE

BOYS

Stage Pubic Hair

ol I

o2 Scanty, long, slightly pigmented

o3 Darker, starts to curl, small amount

o4 Resembles adult type, less in quantity; coarse, curly

o5 Adult distribution, spread to medial surface of thighs I I

Genitals

Stage Penis Testes

ol Preadolescent Preadolescent

o2 Slight enlargement Enlarged scrotum, pink I I I
texture altered

o3 Longer Larger

o4 Larger, glans and breadth Larger, scrotum dark IV

increase in size
o5 Adult Adult
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GIRLS

Stage Breasts ~

ol Preadolescent

o2 Breast and papilla elevated I ° °
as small mound, aureolar

diameter increased

\

@\

o3 Breast and areola enlarged.
No contour separation I I ) )
o4 Areola and papilla form

secondary mound

o5 Mature, nipple projects, f\

areola part of general breast l I I

— = —

contour
Stage Pubic Hair
ol None . —
o2 Sparse, lightly pigmented,
straight, medial border of IV ® ®
labia
o3 Darker, beginning to curl,

(

10
o, !
sy

e
—Qo,—go,_‘o)_%o%o

B e

increased amount
o4 Coarse, curly, abundant but
amount less than in adult
o5 Adult feminine triangle,

spread to medial surface of
thighs
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