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COMNTACT INTHE EVENT OF AN EMERGENCY

Any ceath, lire-thrzatzning event. or other serious adverse event expericnced by a patient during
the course of the tral. whether or not judged drug-related. must be reported within 24 hours of
knowiedge of the cvent by entenng the information into the electronic case report form (eCRF).
If anable to access the eCRF, the event must be reported by submitting the completed Serious
Adverze Evert Form via email or [ax to the contacts provided below.

Fax:
Erail:
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Version; 5.0, Amendment 4.0

Protocol Title: A Phase 4, Randomized, Double-masked, Placebo-controlled, Multicenter
Trial to Evaluate the Efficacy and Safety of TEPEZZA™ in Treating
Patients with Chronic (Inactive) Thyroid Eye Disease

Vers.on Duate; 16 May 2023

['agree to corduct the trial according to the protocol named above. 1 (ully understand that any
changes instituted by the Principal Investigator without previous discussion with the Sponsor

constitute a violation of the protocol, unless necessary to eliminatc an immediate hazard to the

safety or well-being of @ patient.

Lackaowledge thar Thase read and uoderstand the protocol named above and agree (o carty out
Al of s terms inaccordance with applicable regulations and laws,

Lassure that the trial doag supplicd by the Sponsot will be used only as deseribed in the protocol
naned above,

Stguatue:

Name Date
Tral Center

Address

City State Courdry
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SIIMMARY OF CHANGES
Protocel HZNP-TEP-403
VYersion 5.0, Amendment 4.0

Key revisions and clarifications to Version 5.0, Amendment 4.0 of the protocol include:

» DPerarccent Investigator’s Brochure update (Ed. 14), revisions were made to satety and
AESI language around hyperglycemia/diabetic complications, muscle spasins, infusion-
related reactions, inflammatory bowel disease and bearing loss.

» In-text references were added to Section 7.1.1 Thyroid Eye Disease and Section 7.1.2
TEPEZZA.

¢ Addition of new reference (Marcovecchio, L. (2017)) 1o Section 16. References.
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TEPEZZA® (teprommumab-trbw; HZN-001)

SUMMARY TABLE OF CHANGES

Protocol: HANP-TEP-103
Version 3.0, Amendment 4

Text
Administrative Change 1 to Version 4.0,
Amendment 3.0
15 December 2022

Amended Text
Version 5.0, Amendment 4.0
19 May 2023

Reason for Change

Section 7.1.1 Thyroid Eve Discase

The ennual incidence rate o TED in the
7S has been estimated tu e 16 cases per
190,000 nenptz for women and 2 9 cases
per LA peopls for men The incidonce
appezrs o be comparahlz ir. Europe.
Patients agad between 30 and 50 years are
mast frecuently affccted, with severe cases
rare frequencin inose over 30 vears. The
ozeurrenee and seventy of TR ate
azsuctalted with smokimg

A maunzing body of evidence 1= the
scientifte lHteraoure indicates that the
pathophyvsilozy vf active TED tvolves
acteimmune azrivarion and prosiferation of
orbital Chroblzsts. The activation af
ttaroblasts inggers release of inflammatory
crtokines, inftranon of immnae cells inw
otz sodl tssue ymuscle, interstitial and
adipose”, gxcessive svnthass of
sutraceluler matex and tssee expansion
and fibeotie remodeling (bid). During the
nact.ve phase. intlatumation is absen: and
the disense plateaus, »ut significant
rerwedeling of orbital tisswe remains znd
rareln does the patiert return 1o Baseline

Chimzal features of TED :nelude ordinal
piin, swelling, drv eye, redress and
diseemfort of'the lds and ocular surlface,
thickaning and retraction of tae evelids and
propiusis (exophthalmos: due to the
cxpansion of ussuz bshind the sve.
Although TED 15 materogensus and
variable and 1n presentation. proptosis is
onz of the mos! prevalen: and widely
kown symptons of TED, 71D has hiuh
morbidioy . Morbicity takes the furm of
orbitz: pain, tozether with a number of
senoss, visien or sight threatening
cond:iion, imcluding dialapia fdue ta
inabihity o corvectly diign the evel. corneal

Section 7.1.1 Thyroid Eve Disease

[ha a=nuilinciderce rate of TR in the
'S hus been eshimared to be 16 vases per
10000 revale for women and 2.9 cases

on
AU ACE DU YEATS ATC OST ITequently
aifected. with severe cases more freaucnt
rohaes o der than 30 vears
The coeurrence and severity o1
© e ra ssenaioind wich gmoking

A moentng body of evidence in the
sclzebnie hiterature ndicases that the
nathaphysiolagy ot active TED involves
Fatiimmtne actrvatior and nroliferation

O ULOUIAN L ITZECTS TelEdst ol
nfam matoeny oytokines, infiltration of
e cells imo orbital sofr tissues
vmisc.e, interstitial and adipese),
exe2aeive synthesis ol extracellular
matrix. ard tssue expansion and fibrotic
remndeling ((bid). During the inactive
ohese, :nfammatios is absent and the
disgasz plateans, but signizicant
remodeling of orbital tissue remains and
rare.v does the patiend retern to Baseline.

Clinical teatures of TED include urbital
pann, swelling, dry eye, redness and
discomlont of the Lids and ocular surface,
thickening and retraction ol the evelids,
and orontosis fexanhthalmas) doe ro the

S arame s ems sesisawe RSl R LA RLATddy

P

Updated to include missing
in-text references
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ulceration (due to inability 1o close lids)
and dysthyroid optic neuropathy (due to
proptosis, tissue crowding, and stress on
the optic nerve). These combioe to
produce marked reductions in quality of
lite {(2.g., physical functioning, rolc
functiomng, social functioning, mental
health, health perceptions and pain), 'TED
can also produce prolound psychosocial
problems, in particular anxXiely and
depression, due o the alarming and
disfigurng changes in appearance. Taken
together, these data show that TEDD s a
physically and emotionally debilitating
condition {Figure 7.13.

proptosts 1 one of the most prevalent and
widely known symiptoms of TED.
Thurodd eve disease has hivh marhidity

topethar with a number of serious,
vision- or sight-threatening conditions,
including diplopia {due to mability to
correctly alipn the eyesh corneal
ulcerazion {due 1o inability to clese lids)
and dysihiviond optic neuropathy (doe o
pruptosis, tssue ctowding, and stress on
the aptic nerve). These combine to
praduce marked reductions in qualirty of
life (cg, physical functioning, role
functioning, social functioning, mental
hezlth health norecntinng and naing

prafound psychosocial problems, 1n
particular anxicty and depression, duc to

the alarmin e and dicfimirine chanees in

physically and emottonally debihtating
condition

Section 7.1.2 TEPEZZA

Previous teprotumumaly clinical trials for
the TED indication irclude 2 imdependent,
randonuzed, double-masked, placebo-
controlled, parallel-group, multicenter
trials { Phase 2 Trial and Phase 3 Trial
HZNP-TEP-301 :

Section 9.5.3.1.1.5 Adverse Events of

Scction 7.1.2 TEPLZZA

Previous teprotumumab clinical trials for
the TED indication include

2 independent, randomized, double-
masked, placebo-controlled, parallel-
group, multicenter trials {Phase 2 Trial
TEDOGIRYV and Mhase
T Trial HZive=1 o=yl

J.

Updated to include missing
In-lexl reterences

Section 9.5.3.1.1.5 Adverse Events of

Special Interest

Based on previous clinical experience in
TED, the following will be AESIs for this

{rial:

= Infusion reactions {c.g.. transient

increase in hleod pressure, feeling hot,

tachveardia, dvspnea. headache and
muscular pain)

»  Hyperglycemia

e Hearing impammnent

Special [nterest
Based on previous clinical experience in

TED, the following will be AESis for (this
utal:

= TInfusion reactions feg—transient
. in-blosd _jael:

»  Hyperglycemia

¢+ Muscle spasms

Per a recent Investigator’s
Brochure {edition 14}
update, revisions were niade
to the safety language and
AFEST sections aronnd
diahetic complications,
infusion related reactions,
[BD and ltearing loss.
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¢ New onset inflammatory bowel
diseasc and exacerbatior of
mflammatory bowel Jiszase

Management of infusion rcactions and
hyperzlycemia is desenibed in
Section 9.4.6.3.2,

Patienls experencing heattag mpannent
stotd coniact the un estigational sie tor
evaliation and assesstents Py aluation
muay neiude an andiogram.

»  Hearing impainment

»  New onset ieflammatony bowel
disease and exacerbation ot
intflammatory bowel diseasc

Risk of Hypersensitivity (Infusion-
related events)

Administration of mAbs may cause
infusion-related symproms, such as fever,
chills, hvpaotension. shartness of breath,
skin rash ard headache, Such reactions
typically occur during or shortly arter the
infusion of maAbs and are usually
associated with the first infusion, Their
incudence and severity typically decrease
with subsecuent nfusrons. Severe
infusion-related reactions might be
clinically indisiinguishable fiom
anaphbvlactic reactions

Intusion-telated events abserved wath
teprorumumab (o date have not heen
anaphylactic m namre. However, because
ot the profein nawre of protumunib
and the potenual for infusion-related
teactions ard hypersensitivity icactions,
teprotumumab shoeuld be administered in
a sening with crnergency cquipment and
staff who are traincd o monitor medical
situations and respond to emergencies.
For the Frst 3 infusions, patients should
be moenitored for any evenls during
infision and for 60 winutes after
vempletion ot inlusion. For suhsequent
infusions {the fourth dose and beyond),
patients who have not previeusly
experienced an infusion reactinn should
be monitored during the infusion and for
at least 30 minurtes after the infusion.

Patients who exhibit immediate
hvperseositivity reactions or infusion-
relatzd rzactions during an infusion of
teprotumumah should have the infusion
interruptzd or the infusion rate slowed.
Symptomaiic treatment, ¢.g., antipyretics,
antihistamines and or corticosteronds,
oxygsn. beta agonists and IV {luids,
shouid be administerad to the patient.
Following an immediate hyaersenaitivity

SRUVATH AND CONFIDENTIAL INFORMATION OF HORIZON THERAPELTIOS US.A., INC.
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reaction or infusion-associated reaction,
vital signs {temperature, blood pressure,
pulse and respiratory rate) will be
monitared every 5 minutes until stable,
and then every 15 minutes for 2
additional determinations. The intusion
may be restarted upen complete
resolution of symptoms cxcopt in the case
of patients who experience an
anaphylactic reaction of life-threatening
intensity: these patients should be
removed from the trial.

In general, the decision w keep a patient
on trial treatment with teprofumumab
should take into consideration potential
nisks and benefits to the patient. Prior to
future infusions of teprotumumab, these
patients may be premedicated with IV
diphenhydraming 1 to 1.25 mg/kg
(oaxarmgen S mg), TV ramtdime M mg,
IV lamotdime (05 mpfkp, IV
dexametlisone O 4 mpdky fneecemaen 20
mg} and‘ar acetaminophen SO0 ng In
addrtion, all fiuure infusions showuld be
admumistered aver Ui minutes. Vital sipms
should be taken every 15 minutes during
the infusion through 60 minutes alter
inluston completion.

Puticnts whe expenienee delayed-lype
hypersensitivity reactions (e, skin vashy
may remain in the trial at the discretion of
the Investipator and. prior to all furure
infuginns of teprommumah, may be
premedicated with the above medications
{diphenhydraming, ranitidine, tamotidine,
dexamethasone and aceturmunophen}.
However, it a rash worsens following
repeated dosing or other signs of serum
sickness {e.g., delayed fover, myalpias,
arthralgias) are present, trial drug dosing
will be permanently discontinned

Risk of New Onset or Exacerbation of

IBD

In Phase 2 TEDGIRY, 2 teprotumumab-
treated patients with a history of IBD3
reported serious TEAESs (Diarrhioea in |
patient and faflaminatory bowel disease
in | patient) that led to discontinuation of

PRIVATE AND CONFIDENTIAL INFORMATION OF HORIZON THERAPEUTICS VLS A INC.
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trial drug. Based on these serious events
ard the fact that a placebo patient with
Croha’s disease did not experience these
types of evants, patients with a history of
1BD are either excluded from currend
tnals or must be in clinical temission.

Patients who experience progressive and
persistent diarrhiea or other IBD
symptoms, such as bloody stoals or
abdomnnal pain, should undergo prompt
evaluation  exclude new onset or
cxacerbation of preexisting IBD or otlier
serious conditions. If possible,
medications known to cause diarrhea,
such as laxatives and magnesiurm sha.l be
avoided. If new onset or exacerbation of
IBD is suspected, icprotumumab shall be
discontinued.

Risk of Hyperglycemia

In nonclinical studies, thare was na i
vitro crass-reactivity of icproumumab
with the insulin recepror. Clinical trials in
Active TED have shown a higher
incidence of hyperglveemia in patients
trzated with teprotumumab corpared to
placcbo, Patients with pre-exisiing
diabeies mellitus (who were under
appropriate glycemic contrel upon trial
entry) or impaired glucose tolerance were
more likely to experience an cvent of
hvperglveemia aficr exposure to
Leprommumab,

Manzgemcnt of Patients with Diabetes

Mellitus

Patients with known conirolled diabetes
mellitus are allowed to participate in trials
with teprotumumab, HbA l¢ levels should
be monitored every 6 weeks in these
patierts.

Investigatars are soongly encouraged to
adjust their patients” diabetes
umagement © maintain HhAlc levels
=80, In the event a patient’s 1IbA ¢ level
rses 1o 8%, while in the wial, the
Investigator must assess the risk versus
benetfit [or the patient to retnain in the

PRIVATT aND CONFIDENT AL INFORMATION OF HORIZON THERAPELUTICS US.A., TNC. Page 10 of 95
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inial. dizemzs with spongor’s medical
monitor or designee, and document the
decision.

Management of Hyperglveemia

Fastng glucose levels should be tested sl
Bascline. Nandom non-fasting glucase
levels should be monitored at a mintmum
as per visit schedule.

Patients with recurrent hyperglycemia,
defined as a fasting glucose =120 my/dL,
will requirg evaluation for disbetes
mellitus {¢.g., Tasting glucose, glucose
wleranee and HbA I ¢ tests) and
appropriate medical management, at the
discretion nf the Investigator.

Management of Severe Diabetic
Complicatigns

Hypur plycenoa can cause serious acule
complications, preseating as endocrine
cmerpencics, such as Dahelic
kctoacidnais (DK A) and hyperglycemic
hyperosmaolar state (HHR ) Roth these
conditions are caused by relative or
absolute insulin deficiency assoclaied
with ¢xeessive counter-regulatory
hormones (glucagon. growth hoermone,
cortisol, catecholamines) (Mareovecghio
2017, Both DK A and HHS are usually
triggered by an underlying illness or
event such ag acute infection, infarction.
non-compliance with diet and skipped
insulin doses or insulin pump failure.
DKA and HHS are life-threatening
emerpencics. Prompl elinical suspicion
and confimmation of these diagnoses is
very important. The goal of treatment for
DKA and HELS is to corroet volume
deficits. hyperglycemia, and electrolyle
ahnormalities which will mclude, but i
not limited to, I'V Muid resuscitation, TV
insubin, and IV potassium, Every effort
should be made to identify the cause. 50
that future preventive measures can be
taken. Marticipants experiencing DK A or
HHS should be discontinued from study
treatment. Management of infusion

PRIVATE AND CONFIDENTIAL INFORMATION OF TIORIZON THERAPEUTICS U.5.A,, TNC.

Page [ of 99




Henmzon Theraprutos U8 A Lne, FFPHAZAY (teprotumuniab-trbw; NZN-00T)
Dt 1My o5 Pratocal, HANPF-TLET 403
Vorsion 500 Amendnent -

reactiens and hvoers lveemia is also
Jdescribed ir

Risk of Muscle Spasms

Amuong wproiumumab-treated patients,
Muscole spasme was the most conmwnly
repatted TEAF inclindeal wials o7 Aviive
TED (Double Muasked Treaiment Period:
20,270 teprofmmnnab compared to 7.0%
placebo; Oper-Label Extension Tral:
41.3%0) All events were non-senicus and
the mayjorin were mild in mtensity.

IT possible. avold medications kKnown to
walise musele spasms or musele xdeity,
such as diuretics or statins, I musele
Epasm aceurs, evaluate for other enuses of
muscle snasm, such as elecrrolvie
abnormalitics and dehyération.

Risk of Hearing Impairment

Adverse reachions of widdie- to tugh-
range sensurineural heanng loss have
been repurted in both healthy voluntecrs
and patients with maliprancies whe
recened ax itle as | dose o various

IGE-1R mAbs.

Ciglteen events associated with: hearing
impairnient buve beert observed in

14 teproturmab weated patients i the
TED uials, wilt no reporis observed @
placebo treated patients. Each of fwese
events were nonserions, mild or moderate
n tnensity and nocie led o premanre
d:scontinuation of trial drug, these events
usually improved or reseived. 1t possible,
pattents shoulé avoid ototoxie drugs
while recoiving teprotumumab.

A review of the pest-narhering Jdita v a
larger patient population shows that whils
the reporting rate of heanng impairment
related to AFs in 4 post-marketing seming
and the incidence in clinizal trizls appears
similar. there are some post-marketing
cases suggestive of greater increased
severity teg, severe or, rarely. permanent
hearnng impairment) than what was secn

PRIVATE AND CONFIDENTIAL INFORR ATION OF HORIZON THERAPELTICS U.S.A4., INC. Page 12 of 39



Horizon Therapeutics US. AL, Inc. TEPFZZA" (teprotumumab-trbw; HZN-001)
Date: 19 May 2023 Protocol: HZNP-TEP-403
Version 5.0, Amendment 4

in clinical trials. Wo risk factors were
identificd based on current availabie data.

In addition, paticnts experiencing hearing
impainment should contact the
investigational site for cvaluation and
asscssiments. Fvaluation may include an
audiogram, The audiogram rcport will
include the following:

a Pure tone

The following tests may also be included:

® Speech Recognition

¢ Dislortion product otoacoustic cmission
inner ear hair cell lunction test

¢ Evaluation ol Lustachian tube fction

Paticnts cxpericncing complete or
profound hearing loss should be
discontinued from stady treatment,

Section Lo Reterences Section 16 References Lipdaled to melude missing
Marcovecchin, L. {20173, Complications lc;lcrcnuc {Marcoveseno

. . . liayt [ Y
of acute and chronic hyperglycema. US (20173, Section 9.3.3.1.1.5)
Endocrmology, 13 (L), 17-21.
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Honzon Therapeurtics U.S AL Ine. TEPEZZA™ (teprotumumab-trbw; HZN-001)
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2 SYNOPSIS

lemml Title: A Phase 4, Randonuzed, Double-masked, Placebo-controlled, Multicenter Trial to Evaluate the
Fificacy and Satery o TEPEZZA® in Trearing Patients with Chronic {Inactive) Thyroid Eve Discase

Protocol Number: HZNP-TEP-403 Phase: 4

Protacol Version: 5.0, Amendsuent 4.0

Test Drug: TEPEZZA (reprotumumab-trbw) Indication: Chronic (Inactive) Thyroid Eye Discase
ITED)

Number and Country of Sites: Approximately 10 trial centers in the United States,

Objectives:

The overall ob-eetive 18 w investigate the efticacy, safety and telerabitity of TEPEZZAY {teprolumtmah-trbw,
hereafter reforred to as I'EPEZZA) in comparison to placebo in treating patients with chronic (inactive) TED.
Primary Objective

The p:imary ohjective i3 to eveluate the effect of TEPEZZA versus placebo on the change of proptosis
measurgments 1 the study eve from Baseline at Week 24 1 patients with chronic (inactive) TED.

Other Objectives

I. Toevaluaie the cffect of TEPEZZA versus placebo on the proptosis responder raie (i.c., the percentage of
patients with 3 =Z-mm reduction from Baseline in the study eye without detenoration [=2-mm increase]
of proptosis nthe fellow sver at Week 24,

2. Toevaluae the effect of TEPEZZ.A versus placcho on the change from Baseline at Week 24 in the
Graves' Ophthaimepathy Quality of Life  GO-QoL1 queationnaire appearance and visual functioning
subsca.es,

3 Toevaluaie the effect of TEFEZZA versus placebo on the _

4. Toevalucte the effect of TEPEZZA versts placebo on th

500 T e cluate the effect o f TEPEAZA ver

Phanmacokinetic and Anti-drug Antibody Objectives
1. Toevaluate the pharmacokinetics (PK} of TEPEZZA,
1. Tocvaluate tne :mmurdgenicly of TEPEZZA
Safcty and Tolcrability Objectives
Ty assess safew and wleratilics of TEPEZZA «ersus placcho based on:

I Adwverse events + AEs)
2 AF: ol spevizl interest ¢ AFSIs) (infusion reacrions. Eyperglycemia, hearing impairment, new onset
irflammatory bowel disease and exacerbation of inflammatory howel discase)

3 Vital signs
4. Visaal acuity
5. Clinges! safery laboratory evaluations (hematelogy, fasting chermistrs . thyroid function tests and g veated

heroglobin [HEA L)

PREVATE AND CONFIDENTIAL INFORM ATIOR OF HORTZON THERAPEUTICS U8 4, TNC, Page 14 of 90



Horezen Therapeutics LS AL Toe, IEPEZZA™ (teprotumumab trbw; HZAN-O0T )
D, 19 My 20t Motocal HZNP-TEREP-403
YVersion 5.0, Amendoen 4

Exploratary Ohjective

b Teevanuate e |

Tav el the

L]

3 T evaherte the

Trial Desipn:

This is g random’zed, double-masked, placcbo-controlled, parallel-group. multicenter wial. Patients will be
scresned for the tria. within 4 wecks prior to the Baseline (Day 1) Visit. Approximately 37 patients who meet the
trial eligibiliry criteria will be randonuzed on Day 1 in a 2:1 ratio (o receive 8 infusions of TEPEZZA (10 mg/kg
far the st infusion and 20 mg kg for the remacning 7 infusions) or placcbe once every 3 weeks (G3W), All
patients will encer a 24-week double-masked Treatment Period. during which trial drug wili be infused on Day |
(RBaseling) ard Wecks 2, 6,9, 12, 15, 18 and 21 (with a (inal visit at Week 24 of the 24-weex Treatment Period).

All trial drug dosing will be performed at the clinic or infusion center under adequate healthcare professional
supervision. At any schednled infision. the infusion rate may be reduced. or the duse may be interrapted ot held
based on wlerability (sce ‘or detailsy. On each dosing day, scheduled assessments {except for
AE and concomitant medication use monitoring, which will be monitored throughout the elinie visit) will be
fcompleted prior to dos'ng. After each of the first 2 infusions. patients will be contacted by phone/emeil the
following day for safey end tolerability assessments. An additiona] phorc/email contact and clinic visit may be
conducted for any patient experiencing an infusion-asiociated event.

At the end of the duuble-masked Treatment Period (Weck 24), all pat:ents will be assessed for treatment
response: proprosis responders (sudy eye has »2-mm reductior in proptosis from RBaszline witkout deterioration
[=2-min increase in proptosiz] in fellow eve) or proptosis non-responders (study eve has <2-men reductinn in
nroptosis). Proptosiz non-responders whe have completed the double-masked Treatment Period may choos: te
rece:ve 8 infuzions of TEPEZZA (10 mg kg Tor the first infusion and 20 mng/ke for the remnaining 7 infusions) in
an open-label fashion 33W at Weeks 24, 27,30, 33, 36, 39,42 and 45. Thesc paticats will return to the clinie at
Week 48 for End-or-Treatment assessments, and patients will be contacted by phone:emmail 30 days atter the
Week 48 Visit for safery zssessment. Proptosis responders, as well as non-responders who choasc no: to receive
TEPE/ZZA inan open-label fashion, will enter a 30-day Follow-up Period, during which trial drug will not be
Jadministered. These paticnts will be contacted by phonelemail 30 Jays after the Week 24 Visit for safety

4 SSCSSITICT L,

Patients who prematurcly Jiscontnue trial drug dosing prior to Week 21 of the Jouble-mashed Treaunent Period
for prier to Week 45 of the vpen-label Treatment Period will retarn to the clinic, undergo the scheduled End-of-
Treatment assessments {with the exception of the collection of blood samples for biomarker evaluations? and
enter the Follow-up Pericd, provided such continued participation will not detrimentally affect the health, safery
and we.fare of the patient per Investigator determination. An avervicw af the trial desiom is aresented tn the
schematic aelow, and detzils of trial activities are provided ir
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R B RIYH
Ikl reasked Dreatmsnl Perad pea=level Veeawsmert T wnl FL"‘“'\
Serevn HI TIPI-Z A4 o1 Placehn - {7 raptoss Non responders wle Chose (0 Riocive 0u:w-
24 Wrecks Upen-label TEPEZLAN .
P ! Period®
L] - + L ] - - o . * - - » * L] - '}
Twech. a1 WA WL W W W W W W e Wi W W e WS WD W W
pradose

Eam o catinn' < Tl Week —_

* wfior ol Uil drug (TEPEZZ A or placeba in doublesmasked Treatment Perind a0 noen labe” TEOFZZ 4 in epen-label Treatment Periodi
13L=Baseline: qIW-onee every 3 wieks: W=Week.

| atiennts wiall be candornnsed a1 nkion ooreeeiey
A, TTPFET A 10 =g
b Plicebs ipaicebo

Bt wondews Lire

kgom T | fellowwedd o4 20 me ke 3% far the remaiaing 7 infusions® or

W tee all s G tasiens)

st Woeks Ao 9 20 a0 108 and 2 of waublo=raskes T casment Peted ard Weeks 27, 30033, 3o, W42 wd 15 of
dPeriodare +7 days toe Week 2 of ol Te-masked Trealment Pensd, Wees 48 of open Label Treatment Terod amd - day

3

ocens ate Treaune

Foow-up Ferod.

B A pating win be coriaelnd by phane ama the day ader mtzson ot the st ond second intasicns duong Fre douhle masked Ureaiment Proog

amddieng the opes-label Trealment Penad, snd faereafies ss feemed appresniatz: anditional phancremail cantacts witlaerur the dos atter any

com v s whee 3 patiel ecper znees an mfusion stelared sdverse svert

4. Fatients W are propiosis s espesJers at Wees 24 of the doablz-mieshed Trzstment Penad will be oifered the aplom 1o receive § ntesions of
TEPEZZ A (160 mafkg un Day L -allowens by " imzka fortie 12ma ning ™ infusians) inoan gpen-labe Sashion.

5.0 AT pities will be contiened vis shecz e emal 30 days (=7 days) ollowing the Wees 74 (reapunidors ane norereapondes wlus Lhieose nog e
recerc open-label FEPEZZ A or Week 48 (non-respanders Who receive open-label TEPEZZA) Visi

Fatient Population:

Apprevatiely 57 nule oo wispregnant female patients at least 18 years old with chuenie practvet TFD will be
caralled

Inclusion Criteriua:

Jtgble panents must meet provide all the follown~g eritetia

I Wrnttzn ntarmed consent

2 dlate or female aceasi 18 years o1é at Sereening

Ao Imnabdiagnesis of TFD =2 veass but <10 years prive we Screening, Clinteal disgnosis of stable. chronic
anaceve! TR as determined by patient mediea] records indicating a Clinieal Activity Score (CAS) 71
inboth eves for at least 1 ve2ar prior to Soreening or all of the tollowing:

A N0 PIegTeEsen N proprosis for at least 1 oyear prior to Sceeenin

T

b if patient has history of diplopia due to TED. a0 progressivn i diplopia forat least | yean prion o
Screening
¢ ronew intlammatory TED svinptoms tor at least 1 vem prian w Screening,
+ CAS <L ar the Sereening and Baseline Visits,
=

30 Proptosis Z3-mm inerease from the paten:’s baseline (prior o diagnosis of TED), as estimated by
tresting physwian and or proplosia =3 mm above nermal for race and gender.

& Patients must be cuthoroid with the patent’s baseline disease under contro! or have mild hvpo- or

Iyveriyroidism (defined as ree thyrexine and fee wiiodothyronine levels ~50% above or below tie

normal iminst at Sereening. Every effors should be made to comrect the mild hy pe- e hyperthyroidism

aromptly and to maimam the euthyroid state for the full duration of the wial.

Dees notrequire immediate surgical ophthalmological intervention 2ad is nor planning corrective

surgerytrudiation curing the course of the trial.

5. Dizbetic patients must have HbAle =8.0% at Screening.

2. Paterts with 3 histary of :nfammatory bowe! dizease, uleerative colitis or Crohn's disease must be in
climedl ramession for at least 3 monchs, with oo istory of bowel surgery within ¢ months prior to
sereening ard no plunned surgery during the tal. Concomitant stab.e therepies for inflammatory bowel
disease without moditicahons in the 3 months prior to Screemng are allowed.
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10. Women of childbearing potential (including those with an onset of menopause <2 years prior o
Screening, non-therapy-indueed amenorthea Tor <12 months privr to Screening, or nnt surgically sterile
[absence of nvarics andfor uterus]} must have a negative scram pregnancy test at Screening and negative
urine pregonancy tests at all protocol-specified time points {i.c., prior to each dose and throughout
patient’s participation); paticnis who are scxually active with a non-vascctomized male partner st
agrec to use 2 reliable torms of contraception during the toal, 1 of which iy recommended to be
hormonal, such as an oral contraceptive. Hormonal contraception must be started at least 1 full cycle
prior to Baseling and continue for 180 days atter the last dose of trial drug. Highly effective
contraceptive metheds (failure rate <t1% per year), when used consistently and correctly, include
implants, injectables, combination ural contraceptives, some intrauterine devices, sexual abstinence and
vasectomized pariner.

I'1. Willing and ahle to comply with the prescribed treatment protocol and evaluations for the duration of
the trial.

Exclusion Criteria:
Patients will be ingligible for trial participation if they meet any of the following criteria:

1. Decreased best-corrected visual acuity due o oplic newropathy. defined by a decrease n vision of
2 lings on the Snellen chart, new visual ficld deteet or color defect secondary to optic nerve involvernent
witlnn the last 6 months.

Corneal decompensiion urnespengive te thcdical nuingpement i the sty eyve.

3 Deacase w proptosts ol 2o i the study eye between Sucenig and Haseline

40 oot nhetal madiaion or otbial decempresston i the study eye.

a0 Puur sirabisnus surgery

6. Alanme aomnetransterase or asparlale aminatransterase -3 # the upper limit of normal vt estimated
elomerular filtration rate =30 mL/muns 173 m* sl Sereening.

Use ot any steroid (intravenous, wral, sterond cye drops) toc the treatment o 'TLEIY or other condiions
within 3 weeks prior to Serecimg, Steronds caenol be mitisted duwning the nal, lixceptions mnclude
tapicil and mhaled sterods and steronds used to treat infusien reactions,

(=

Any treatment with nuximb {Riuxan™ or Mab Ukeea™) within 12 months prior o the hirst imtusion of

trial drug or tochzumab {(Actemrs™ or Roactemra” ) wohun 0 manths priot to the Gest inlusion of wial

drag. Use ol uny othe: non-sterotd immunosuppressive agent witlon 3 months prior to e {irst infusion

ul trial drag,

9. Any previous eattuenl with TFPEZZ A, including previous enrollment in tis trial or participation in a
prwy tepratumumaly trial.

10, Treauneat with any monaclonal antiboady within 3 months prior to Screcning

11, Identtied pre-cxisting ophtbalmic discase (hat, i the judgment of the Investigator, would preclude trial
participation or compricate interpretation of irial results.

12, Use ot an wvestigational agent for any condition within 60 days or & hall-lives, whichever is longer,
prior to Sereening or anticipated use during the course of the trial.

13. Malignant condiion in the past 12 months (except successfully reated basalfsguamous cell carcinonia
ol the skin ot cervical cancer in situ}.

14. Pregnant or lactating women.

15. Current drug or alcohol abuse or history of either within the previous 2 years, in the opinion of the
Investigator or as repoited by the patient.

16. Known hypersensitivity 1o any ol the components of TEPEZZA or prior hypersensitivity reactions to

monoclonal antibodies.
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17 Paors cantrolled huran wnmunodeficiency vitus imtection or untreated or pesitive viral load tor
hepantis C o7 hepatitis B infections

18 Anv ather condition that, in zhe opnien ot the Tnvestigator, would preclude inclusion 1n the mal

[Dose Regimen Route of Adiministration:

Allma’ drag Josing will be pertormied at the chime o mtvsien center under edequate healtheare protessional
supeysion i Ly 1ot he docble-masked Ticatmicnt Perwed, patients will berandomized in 2 201 catio to
ecewve IV ertusions of eithe

FEPEZ& A ithmg Kg or Day L fellowed by 20 mg ke QAW tor the renc:img ~ infusions ), or

-

oo Placene g W tor Al mtugionst

Formor wespeneats that reccive open Libel treatment follow ey completion of the deulie-mashaed Treatment
T‘;"n.\d. Al patients wil recen e X ntumions of TEPEZZ.8 {10 myg ke tor the tirst mfusion followed by 20 mig'ky
23 for the remaming T infnsions)

The titst 2 ifiesrons of the double-masied and open-label Treatment Teriods will be administered ot o
approximately @0 munutes (bur not ess than 80 muniitesy Al subsequent intusions will e administered over
anproximatele 60 minuzes  but nofizss than S einutes). For the firse 3 infusions, patents will be monitored for
anv AEs during e wnfision and for 6l mimutes atier completion of the intasion. For subsequent infusions (it no
previovs eusian reavbonst, patients well oe mosatered dunmng and for 3 minutes after completion of the
nresion. Atany schaduled intusion, the cfusion rate may be educed, or tie dose interrupted or held based on
LYoy (53 lor dztals).

Dosave Fornand Strenath Forondation:

TEPFZ7A SO0 mg will be provided i single-dose 20-mL glass vials as a tieese-dued powdar. Each vial of
TEPTZ7A will be reconstituted with 20 mL of sterile water fon sojeetion. The resulting salution swill bave o
concentzation ot 47 & mg ml tepretummab artibedy Reconstiuted TEPEZZA solution will b it diluted
i 9% w ) sodium chloride solution prior to administeation

DPeses less thaa 1300 mg will be administered i a total infusion volume of 100 L, and doses 1800 m and
above will ne administered i a 1ol wtusien volume of 250 ml To maintain a constant volume n the infusion
bags. a volume ccual w the volume of TEPFZZ A to be placed inro the inthsion hag will he first removed trom
the 1nfuston bag using a stenle sviiage and aeedle. The approprate volume of reconstiuted TEPEZZA solution
based on ke patient’s dose and budy wewght witl be withdrawn trom the reconstituted TEPEZZA vial(s) and
franstered o an it avenous bag containin g normal saboe (0.9% sodium chlonde) te prepare a diluted solution
with tata volume of [O0 mL for doses -~ (800 mgi o 2530 mL Cor doses 21800 mg).

Placebo will consist of 3 norma! saline (0.9 NaC) selution and will be admunistered w100 mi or 280 mL
ifustor hags, as appropeate, per weight-based dosing voluines.

Durartion of Treatment and Follow-up:
The planned durazion of the double-masked Treatment Period is 24 weeks. The plarned duration of the open-
fiabel Treatment Pened is 24 weeks.

Patients wi'l enter 4 30-day Follow-up Period at the end af erther the double-masked or open-label Treatment
Poried.
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Criteria for Evaluation:

At the Bascline (Day 1} Visit, the “scudy eye” (1.c.. the eye with most significant proptosis) will be identified. 1f
both eyes are affected equally, the Investigator will choose the “srudy cye.” Both cyes will be assessed for
efficacy, but the study eye will be used to assess the primary efticacy endpoint.

Efficacy will be asscssed by proptosis {measurcd as proptosis evaluation of the Clip™ ' * - i g Seyerily
i g Hertel instrument provided by the Sponsor for consistency 1o measurement)

uabity of [ife {using

the GO-Qul. questionnaire) anc
Safety will be assessed via AF (including AESTs) and concomitant medication use monitering, immunogenicity
testing, best-carrected visual acuity, vital signs, clinical satety laboratory evaluations (complete blood count and
fasting chemistry [ including thyroid panel and HbAlc]) and pregnancy testing {if applicable).

Patients experiencing hearing rmpairment should contact the investigational site for ¢valuation and assessments.
Evaluation may include an audiogram.

Statistical Analyses:
Primary Efficacy Endpoint

The primary etiicacy eodpeint is the change from Baseline at Week 24 i proplosis in the study eye.

Other Efficacy Endpoints

1. The proplests responden ate (pereentage of putients with a - 2-min reduction from Baselue in proplosis
m the study ey, withoutdetenonanon | -Z-mm marease | ol proptosis i thie fellow eye) ot Week 24,

2. The change from Baseline al Week 24 i the GO-QoL questionnaire appearance and visual functioning

it gl

5 ]
4- _
5- _

Pharmacokinetic and Anti-drug Antibody Endpoints
[.  The peak and trough concentrations of TEFPEZZA.

2 The anti drg antibody (ATIA) incidence and titers.

ISafety and Tolcrability Endpoints

. The iacidence of treatment-cmergent adverse cvents (TEALS), senous Afis (SAES), T LATS resulting in
premature discontinuation of treatment and AESIs (infusion reuctions, hyperglycemia, hearing
impairment, new onset inflammatory howel discase and exacerbation of inflammatory bowel discase).

2. The incidenve of -Grade 3 TEALS.

3, The change from Baseline to each scheduled visitin vital signs (bloed pressure, heart rale, respiratory
rate @nd tciperatare},

4. The results of best-corrected visual acuity.
5. Theincidence of =Grade 3 fasumg glucose values.

6. The change trom Buseline to each scheduled visit in lahoratory evaluations (hematology and fasting
chemistry [including thyroid panel and Hb AlcT).
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Exploratory Endpoints
l.
,

3.

Statlstical Analyses:
Statistical Analysis

Lificacy analyses will be perturmed on the infent-to-treat (ITT) set, consisting of patients who are randomized o
trial drug (either TEPTZZA ar placeba). Safety analyses wil. be performed on the safety set, consisting of
paticnts who receive at least 1 dose of trial drug. The PK analysis set will inelude all patients who receive al Jeast
| dose of trial ¢rug and have at least 1 post-dose PK sample,

Efficacy
Primary efficacy endpoint analysis:

The primary efficacy analysts will be conducted on the ITT set. A Mixed-Model for Repeated-Measures
[(MMRM) analvsis of covanance model fitting o the individual change from Bascline scores for the study cye
will be used for the analysis of change trom Baseline in proptosis. The mede. includes Baseline score, treatment
group, v:sit, visit-hy-freaiment and visit-by-Baselire score as covariates. The unstructured covariance will be
used. The reatmert difference ( TEPEZZA minus ptacebeo) based on the estimated least squares (LS) means at
Week 24 will be presented with associated stanéard eror (SE), 95% confidence interval Cland p-value.

The ather endpoints o7 the propiosis responder rate
il assess risk difference (auicience 1 TESPONSE TlEs ). A 2o CXACL L] Wil De provided
for each sk difference observed between the weatment groups. Paticrts whose Weel "4 evalualion is missin
hwill he roncidored reatment failuces (: - - e - <

Rermeining other or exploratory endpo:nts analyzing change trom Haseline (ic., GQ-Qul. _
B (1l usc the same MMBRM method specilicd for the primary ¢fficacy endpoint.

Il\r‘wf‘r’.pn\'e swinmaries fo

Safety and Tolerabili

The number and percentage of patients expericneing at least 1 occurrence of a TEAE. SAL, TEAE resulting in
premature discontinuation of treatnient and AESI for cach uniqus System Organ Class and Preferred Term will
be summarized by treatment group. TEAEs and SAEs will be summarized by severity and relationship to trial
drug, 13 assessed by the Investigator. Grade 3 and Figher TEAFs, as graded by the National Cancer Institue
Common Temunology Critenia for Adverse Events (NCI-CTCAE), will also be summerized for each unique
System Organ Class and Prefered Termn.

The numiver and pereentage of patients 10 cach teaunent group using concomitant medications will be
sumiarized by Anateinical Therapeutc Chemical Level 4 temt and Preferted Tern

Far best-cartectzd visual acity, shitt tables will be presented providing the count of patients 1n each treatment
group with each rype of finding inarmal, abnormal — not clin:cally significant, or abnormal — clmically
significant) at Buseline compared 0 each postbaseline visit,
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Descriptive summarias of observed and chunge from Bageline valucs will be presented for each vital sign
parameter by treatment group and visit. A shift table for vital signs by NCT-CTCAE grade and visit will be
gencraied by reatment group.

Safety laboratory (hematolugy and fasting chemistry [including thyroid panel and HbA I¢i) values and changz
from Baseline will be summarized by visit and (reatment group using descriptive statistics. The laboratory
assessment will be categorized as low, normal or high bascd on normal ranges and praded using the NCI-CTCAE
grading scale, when available. Shift tables using categories of low, normal and high from Baseline to each visit
will be generated by treatment group. Additionally, a shift table for glucose by NCI-CTCAE grade and visit will
|be generated by treatment group. Sumimarics will be provided separately for hyperglycemia.

The rate and titer of positive ADA samples will be summarized by visit and treatment group using descriptive
|statistics. Teprolomumab peak and trough (i.c., prior to dose) concentralions will also be summerized by visit
using descriptive statistics.

|Sample Size Estimate:

A total of 57 patients (38 in the TEPLEZZA group and 19 in the placcbo group) will be entolled in the trial to
detect at least a 2-mm mean difference between the 2 treatment groups in the change frotn Bascline of proplosis
values at Week 24 imorder to have 81% power al the 2-sided 0.05 level of significance. The sample size was
determined assuming that the mean difterence in proptosts change between the 2 groups is at least 2.0 mm
{clim.cally relevant) and the standard deviation of proptosis change values is 2.5 for both groups {larger than
observed in Phase 2 and Phage 3 active TED trials).
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2.1 Schedule of Assessments

Open-label Treatment Period
Double-musked Treatment Perind (Proptosis Non-responders who Choose to 30 days'
Receive Open-label TEPEZZA) \:;L"
Trial Visit | Screening? | 1 2l a s e [ 7] e [YEOTV g g [ a2l aa | e | s | 1s [VVEOTY| g
PW1 PW2 e
KOS/
Week (W) | -28 days “‘::'L“ W3 [we w9 wiz|wis win|wai| w24 |w27|w3e|was|wis|wie|waz|was] was Pw
Visit Window (+days) =3 t3 [ 3| +3 | £3 |43 [ 3 t7 43 | 43 | £3 | £3 | 43 | 43 | 43 =7 +7
Intormed consent L)
Review inclusion‘exclusion criteria AY X
Demographics A
e E
Weight' X N X X X
Randomization’ X
Efficacy assessments
Chinical Measures of Severity
mcliudes nroptosis snc [ | X X X X X X b X | X X X X
- X | X |x X X N[ XX X X X
Cloucal Acivity Score X X X N X X
GO-Qul Questionnaire X X N X X X X
Trearment response assessment® X
Safety assessments
Pregnancy test!* B X X NIxlx NN X X | X [ X | X ]| X X| X X
Visual acuity W X ¥ X X X X X X X
Vital signs * A X - L R R X | N X M X" X [ X [ X | X | x| X X
Climcal labotatory tests
Fusting chemustry X N N X X X X X X X
Thyroid function .
(FT..FT5, TSH)® * : * *
Hematology X N X X X X X X X X
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8 Pubients who have 2 -2-mim decrease tromn Sacening o proplasis in the study eye ure not ebgable for randomization

l} . _

10 Patients at | chinical investizative site will undern _nrmy Sereeming und at the Week 24 Visit and Week 48 Visit {proptusis non-responders who

cleet t receive open-label TEPEZZA) The Week will nol need to be pertormed un the same day as other Week 24 assessments ag long as 1t iy
nertarmed within the visibwindow and prier to the veeen - wsion {proptosts non-responders whe eleet to recerve upen-label TEPEZZA) The Week 4b _

.mll not need to be performed on the same day as olher Week 8 assessments as long as 101s performed within the visst windew

H. Clinical Activity Scare must be =1 i both eyes at the Sereentng and Rascling Visits,

2 Por women of childbearing potential (including those with an onsat of menopause <2 years prof o Sercening, non-therapy-induced amenorres for =32 months poor 1o
Sureeming, of dotsurgcally stenle [absence of ovaries andror ulerus ), a serum pregnancy tes will be perfurmed at Screening and unire pregnancy lests will be performed prier
to dosing al all eiber visits, as applicable. and at the Fud-of=Treatment Visn

3. Patients who have decreased best-corrected visual aemly due 1o optic neuropatlty (defined by a decrease i vision of 2 lines an the Snellen (ha:t, new visual field defect, or

color defect secondary to uptic nerve mvolvement within the last & months) are not eligible tor randunnzation,

L Vital sigms (blaod pressure, hearl rate, respiratory vate, temperature) will be measured at al! clinw visits, Vital signs will be measured pre- and post-infusion on Day 1 and
Week ¥ (all patients), pre- and post-infusion at Week 24 and Week 27 (proptosis non-respondere wh et by reggive open-label IEPEZZA) and pre-infusion on ol ather
iusion days. Additional vital signs will be moniored if infusion-assoviated AFs ocunr fse or detils)

I5. Panents must he euthyroid. with the Baseline disease under contral or have nalil hypo- o byperthyroidism (defined as FTs and Fa tevels - S8%, ghove or belew the nommal
limitx). Every effort should he made 1o correet the mild hypo- or hyperthyreidism promptly and to maintain the enthyroid state for the il curation of the trial,

o HbAle must he ~ 8.0% to be cligible tor the trial. 1f the HbATe a5 clevated mnd considered clinicully significant at any lime point afier Sereening, it witl be repeated
approxinialely every 90 days unbl it relurny e nermal or Baseline value,

17, ADA sample will be cullected prior to the infusion. 11 the ADA test 15 posiive alter contirmatory dand reactive titer testing, the sample will then be tested for NAD. It the palient
tests positive for NAh. the patient miay be tollowed until levels either retumn to Baseling or the patient’s level decteases or remans sihle. ADA samples will be collected
duning any visit triggered by suspected mmunologically telated Abs.

IR, Pharmacokinetc samples will be collected prior o, and at the end of. the miusion on Day t, Week 3 and Week 12 of the double-masked Treatment Peried (al! patients) und
Week 24, Week 27 and Week 30 of the open-label Treatment Period (proprosis nonresponders who elect e receive open-label TEPEAZAY, a sinple sample witl be collected at
Week 24 (proptosis respondets and proptosis non-responders wha elect not to receive open-label TEPEZZAY und Week 48 {proptosis non responders whe eleet to receve
upen-label TEPEZ ZAN.

1y

LSS

- For thuse patients who have consented, photographs of the patient’s cyes will be taken prior to the fiest intusion and at Week 24 (all patients) and Week 48 (non-responders
whue elect to recenve open-label TEPEZZAD.

. For non-responders who choose to receive vpen-lubel treatment. 1EPEZZA mtusion will he performed at Week 24 (first of 8 infusions), Al Week 24 assessments except AL
and conconutant medication monitoring, pest-infusion PR sample collection and 24-hour post-dose phoneiemail contact must by completed prior w TEPEZ ZA infusion,

b
2%

to
T

- Phone (or enaail) contagt by research statf focusing on safety and tolerabulity aspects will be made the day after intusion tor the Frst and second infusions dunng the
double-masked Treatment Penod and during the open-label Treatment Period. und thereatier as deemed wppropriate. In additon, patients who experience an
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infusion-associated event after sny subseguent miusion wall alse be contacted Yy phone (or emaily by research stalt the day atter the infusion, and theseatler as deemed
appropriate.
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Abbreviatinn Definition

ADA anti-drug antibody

AE adverse event

ALST adwerse event of spectal tnlerest

CAS Clinical Activity Score

CFR Code of Federal Regulations

i conftidence interval

CRO Coniract Rescarch Organizatiun

EDC clectronic data capture

eCRF electronic case report form

FDA Food and Drug Administration

GCP Good Clinicul Practice

GO-Col Graves” Ophthalmoepathy Quality of T.ife

HbAlc glycated hemaoglobin

ICF informed consent form

ICH Intemational Council for Harmonization of Technical Requirements for
Pharmaceuticals for Human Use

1GTF msulin-like growth factor

[GF-1R insulin-like growth factor-1 receptor

IRB Institutional Review Board

ITT intent-to-treat

v intravenaus(ly)

mAb inonoclonal antibody

MMERM Mixed-Model for Repeated-Measwres

NaCl sodinm chloride

NCI-CTCAE National Cancer Institute Common Terminelogy Criteria for Adverse Events
PK pharmacokinetic

PWw premature withdrawal

PW1 premature withdrawal during the double-masked Treatinent Period

PW2 prenuture withdiawal Juiug e open-Tabel Treatment Penod

giIw ance every 3 weeks

SAE serinus adverse event

TEAE treatment-emergent adverse event
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Abbreviation Drefinition
TED thytowl eve discase
TEPEZZ A teprotumumab-orbw: HZK-001

US (or 178 40

United States (T'nited Stares of Amerdea)

use

Abbrevianons that appear only in figures and tables are defined with the relevant figures and tables,

United States Phanmacopeia
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5 ETHICS
5.1 Imstitutional Review Board/Independent Ethics Committee

The Investigator, Sponsor and/or Contract Research Organization (CRO}) authorized by the
Sponsor will submit this protocol, any protocol modifications, the informed consent form (ICF)
and all applicable trial documentation to be used in this trial to the appropriate Institutional
Review Board (IRB) for review and approval/favorable opinion. A lctier confirming the IRB
approval/favorable opinion of the protocol, the patient ICF and applicable trial documentation, a
list of the IRB members involved in the vote, as well as a statcment that the TRB is organized and
operates according to Good Clinical Practice (GCP) and the applicable laws and regulations.
must be forwarded to the Sponsor or its designec prior to the enrollment ot patients inlo the trial,
A copy of the approved ICF will also be {orwarded to the Sponsor or its designee. Appropriatc
reports on the progress of the trial will be made to the IRB and the Sponsor or its designee by the
Tnvestigator in accordance with applicable governmental regulations and in agreement with the
policy established by the Sponsor.

5,2 Ethical Conduoct of the Trial

The Investigators will ensure that this trial s conducted ta manner that [ully conlorns with the
principles of the Declaration of Helsinki or with the laws and regulations of the Unted States
(UN}, whichever affords the greater protcction to the individual. The tnal must fully adhere to the
principles outlined in “Guideline for Good Clinical Practice™ International Council lor
Harmonization of Technical Requirements for Phanmaccuticals for Human Use (1C1) Tripartite
Guideling or with local law il 1t alfords greater protection to the patient. For trials conducted in
the United States of America (L1 S A ) or under UIS Investigational New Drug program, the
Investigator will additionally ensure adherence to the basic principles of GCP, as outlined in the
current version of 21 Code of Federal Regulations (CFR ), subchapter D, part 312,
“Respansibilities of Sponsors and Investigators,” part 50, “Protection of Human Subjects™ and
part 56, “Institutional Review Boards.™

5.3  Patient Information and Consent

It is the responsibility of the Tnvestigator, or a person designated by the Investigator (1f
acceptable by local regulations), to obtain a signed ICF from each patient prior to participating in
this triul after adequate cxplanation of the aims, methods, anticipated bencfits and potential
hazards ol the trial.

The Tnvestigator or designce must also explain that patients are completely free to refusc (o cnter
the tral or w withdraw from it al any time, for any reasoi.

Optional photographic analysis will only be performed if the patient has voluntarily signed and

dated the photographic informed consent, approved by an IRB, after the nature of the
photographs has been explained and the patient has had an opportunity to ask questions. The
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patient must provide consent to be photographed betore the procedure is performed. If the patient
does not consent to being photographed, it will not impact the patient’s participation in the trial.

The ICFs and any other written information peovided to patients will he revised if inportant new
ntormation becomes available thar may be relevant to the patient’s consent, or an amendment o
the protocol necessitates a change to the content of the paticnt mformation and or the wiilten
ICFs. The Investigator will inform the parient of chauges in a timely manner and will ask the
patient to confirm his her participation in the teial by signing the tevised ICFs. Any revised
written [CF and written information must teceive the TRB's approvali/favorable opinion in
advanee of use,

All signed ICFs are to remain in the Tnvestigator's site tile or, if locally required, in the patients’
nates fhies of the medical institution.

The ¢clectroniv case report forms (¢CRFs) for this trial contain a section for documenting all
patient inforeied consents, and this must be completed appropriately,

5.4 Compensation for Health Damage of Paticats Insuranee

The Spensor maintains clinical trial msurance coverage for this trial in accordance with the laws
amd reguliations of the US,

5.5 Confidentiality

Al reconds identifying the patient will be kept confidential and. to the extent permitted by the
applicable kaws and or regulations, will not be niade publicly available.

Matient names will not be supplied t the Sponsor. Only the patient number will be recorded in
the ¢CRE, and if the panent’s name appears on any other document, it must be obliterated before
a copy ot the document 1s supplied tw the Sponsor. Trial findings stored on a compater will be
stored 1 awcordance with local data protection laws. As part of the informed consent process. the
patents will be inforned i writing that representatives of the Sponsor, IRB, or regulatory
awhoaties may inspect their medical 1ecords to verity the mforination collected. and that all
personal information made available for inspection will be handled in strictest contidence and in
accurdance with local data protection laws.

It the results of the tnal are published, the patient’s identity will remain confidential.

The Invest gator will maintain a list to enable patients to be identified.
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& INVESTIGATORS AND TRIAL ADMINISTRATIVE STRUCTURE

The Sponser ot this trial is Horizon Therapeutics U.S.A | Inc. (Horizon). Honzon personncl will
serve as the Medical Monitor and the Sponsor’s regnlatory representative (see tor
dctails), The Sponsor will be responsible for timely reporting of serious adverse events (SAEs) to
regulatory authorities as required, The Sponsor will be responsible [or timely reporting of SALs
and any other new pertinent safety information to all Investigators as rcquired.

The trial will be conducted at approximately 10 sites in the US. Prior to initiation of the trial,
each Investigator will provide the Sponsor or its designee a fully exccuted and signed Food and
Drug Administration (FDA) Form 1572 {(or equivalent) and a Financial Disclosure Form.
Financial Disclosure Forms will also be completed by all sub-investigators. It is the
responsibilily of the Investigators or sub-investigators to advise the Sponsor of any change in the
relevant financial interests that occur during the trial and the 1-year period lollowing its
completion.

lists other organizations critical to the conduct of the trial:

Table 6.1 Table of Non-Sponsor Trial Responsibilities

Trial Responsibily Organizalion

Contract rescarch orpanization

Clinical drug supply and distribution

Centeal saflety laboratony
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7 INTRODUCTION
7.1  Background

7.1.1 Thyroid Eve Disease

Thyroid eye disease (TED), also termed Graves’ ophthalmopathy/orbitopathy and
thyroid-associated ophthalmopathy. is a serious, debilitating and painful autoimmune disease that
can, in severe cascs, lead to blindness. TED is commonly assoclated with Graves’
hyperthyroidismidisease, but also oceurs in a proportion of patients with other autoimmune
thyroid diseases. including Hashimoto's thyroiditis. The natural history involves an “active
TED.” which is an autoimmune inflammatory response targeting orbital sofi tissues, and
“inactive TED,” in which there is tissue expansion remodeling. Active TED typically lasts | to

3 years and then the inflammation spontaneously subsides to leave the pathology of inactive
TED

The annual incidence rate of TED in the US has been estimated to be 16 cases per
The

nd

<Y FLald dIS LIUDL LITUUGHILY @l iSLLEU, WILI JTYCIE Cdses IMOTE Ireguent 10 tnose olaer than
. The occurrence aud severity of TED are associated with smoking

A meuntng bocy ot evidence m the scientitic literature indicates that the pathophysiology of
active TED involves autoimmine gctivacion and proliteration of orbital fibroblasts

The activatien ot tibroblusts wiggers release of intlammatory
ey s s enes G218 0G0 orbital soft tissues (muscele, interstitial and adipose).
excessive synthesis of extracellular matrix, and tissue expansion and fibrotic remodeling (ibid).
During the inactive phase, inflammation (s absent and the discase plateaus, but significant
remodeling ot ovbital tissue remams and rarcly docs the patient retuen to Baseline.

Chnieal reamures of TED include orbital pain. swelling, diy eye, 1edness a uJ discomtort of the

Tide amd saalar criefas s thialioeienr aend eoarin bl was i"al T S P S BS B| »

STUTULLE Y GRS LIS LULIT GL iU P, LOECUIET WD d NPT O SeTous, vision- or st ght-
threatening conditions. including diplepia (due to inability to correctly align the eves), cormeal
uleeratien (due to inabihity o close lids) and dysthyroid eptic neuropathy (due to proptosia, tissue
ctowding, and stress on the opm nervel, lh:‘m comwme to produce marked veductions in qualicy
of life (eg, physica: tv--"- - v "7 ming. mental health, health
perceptions and pain) Thytowd cve discase can also
preduce protound psycnosoctal protiemms, n pacticular anxacty and depression, due to the
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and Phase 3 Trial HZNP-TEP-301 ). In these 2 trials,
teprotumumanb resulted in statistically signiticant and vivuvany s vau wuprovenients in
measures that assessed multiple facets of TED (proprosis, inflammation as measured by Clinical
Activity Score [CAS]. diplopia and quality of 1ife). Tn addition. the persistence of etfect was
demonstrared after approximatelv | year off treatment. Consistent results were shown across all
efticacy endpoints and all subpopulations.

In the Phasc 2 trial, the majority of reported adverse events (AEs) were mild, required no
treaumen: and resolved while patients remained on drug. Hyperglycemia, which was monitored
by assessing blood glucose and glycated hemoglobin (HbA 1c). was the only mechanism-based
anucipated AE clearly identified as related 1o trial drug.

In the Phase 3 trial, teprotumumab was well tolerated and demonsirated an acceptable sataty
profile, replicating the results of the Phase 2 trial.

7.2 Rationale for this Trial

IGE-1R plays a key cole i TED and inhibition of this target blocks the underlying
nemunopathogenests that drives the orbital mtlammation, excessive synthesis of extracellular
matrix and assue proliteration thatare the hallimarks of TED, #n vitro studies demonstrating the
signiticances of IGF-1R and phamavcologic effects ot anti-1GF-1R were performed with human
orbital Bibroblasts obtained mamly from patients with inactive TED post-decompression
surgeries, Thus, TEPEZZA may have the potential to reverse the symiptomatology and pathology
in patients with mactive TFD.

Admunistering TEPLZZA for the treatment of chronic (inactive) TED may have a beneficial
ellect in reducing the need tor corrective surgeries. Previous clinical experience indicates that, at
Juses that are pharmacologically relevant for blocking [GF-1R, TEPEZZA produced statistically
significant and clinically relevant improvements in measures that assessed multiple facets of
active TED (proptosis, intlammation ag measured by CAS, diplopia and quality of life). Tn
addition, TFPEZZA has an ucceptable satetv profile following intravenous (TV) infusion and s,
theretorz, a suitable drug eandidate 1o be investigated in a chronic (inactive) TED paticnt
ponulation.

Data on natural history of proptesis change were taken from the TEPEZZA Phase 2 and Phasc 3
irials. I the Phase 2 and Phasc 3 trials. paticnts entered the trials with TED diagnosis a mean of
S months prier ta enrollment. These patients were followed for 72 weeks. In addition, the
majonity o the placebo patients (67 87) had a CAS score of less than or equal to 3 out of 7
(defines chronse [inactive] TED for these trials) in the fellow-cye during the treatment period.
The findings with regards to preptosis in this patient population are the following: mean change
froem bascline 1n proprosis at Week 72 (n=35) for the study eyc was -1.2 mm with 95%
confidence interval (CI) 1-1.84, -0.67). whilc the non-smdy cye change from baseline for n—35
was (.42 witk 93% CI (-1.07, 0.21). The mcan change in proptosis for the inactive TED
nopu'ation identified above (n=31) was -0.48 with 95% CI (-1.14, 0.17). It is thercfore concluded
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that patients with TED, who have CAS less than or equal to 3 and were diagnosed with TED at
least 2 years prior, will have a decrease from baseling in proptosis of less than | mm, on average,
without treatment.

7.3 Rationale for Dose Selection

The US FDA-approved dosing duration for TEPEZZA is 10 mg/kg for the first dose followed by
20 mg/kg administered IV once every 3 weeks (q3W) for 7 additional intusions.

Since there is no cxpected difference in TEPEZZA pharmacokinetic (PK) between active and
chronic (inactive) TEID patients, the same dose regimen will be used in this trial.
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8 TRIAL OBJECTIVES

The overall objective is to investigate the efficacy, safety and tolerability of TEPEZZA® in
comparison to placebo in treating paticurs with chrenic (inactive) TETD.

8.1 Primary Objective

The primary objective is to evaluate the effect of TEPEZZA versus placebo on the change of
proptosis measurements in the study cye from Bascline at Week 24 in patients with chronic
{inactive) TED.

8.2 Other Objectives

. To evaluate the effect of TEPEZZA versus placcbo on the proptosis responder rate
{1.e., the percentage of patients with a >2-mm reduction from Baseline in the study eye
without deterioration [>2-mm increase} of proptosis in the fellow eye) at Week 24.

2. To evaluate the effect of TEPEZZA versus placcbo on the change from Baseline at
Week 24 i the Graves' Ophthalmopathy Quality of Life (GO-QoL) questionnaire
appearance and visual functioning subscales.

To =valuate the eifect of TEPEZZA versus placebo on the _
4. Toevaluate the effect of TEPEZZA versus placebe on the ]

[P

5. To evaluate the effect of TEPEZZA versus placebo on the I

8.3 Pharmacokinetic and Anti-drug Antibody ODbjectives

l. Toevaluate the PK of TEPEZZA.
2. To evaluate the immunogenicity of TEPEZZA.
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8.4 Safety and Tolerability Objectives
To assess safety and tolerability of TEPEZZA versus placebo based on:

1. AEs

2. AEs of special interest {AESs) (infusion reactions, hyperglycemia, hearing impairment,

ncw onsct inflammatory bowel disease and exacerbation of inflammatory bowel discase)

Vital signs

Visual acuity

5. Clinical safety laboratory evaluations (hematology, fasting chemistry, thyroid functinn
tests and HbAlc)

B

8.5 Exploratory Objective

1. Toecvaluate the [

2 Toevaluate b [
3 Toevatuate th [
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9 INVFSTIGATIONAL PIAN
9.1 Overall Trial Design and Plan

This 1s a randomized. double-masked, placebo-controlled, parallel-group, multicenter trial.
Pauents will be screened for the trial within 4 weeks prier to the Baseline {Day 1) Visit.
Approximately 37 patents who meet the trial eligibility criteria will be randomized on Day 1 in a
211 rano to receive 8 intusions of TEPEZZA (10 mg'kg for the first infusion and 20 mg/kg for
the rematning 7 infusions) or placebo q3W. Al patients will cnter a 24-week double-masked
Treatment Period, during which trial drug will be infused on Day 1 (Baseline) and Weeks 3, 6. 9,
12,1518 and 21 (with a final visit at Week 24 of the 24-week Treatment Period).

All tral drug dosing will be performed at the clinic or infusion center under adequate healtheare
professional supervision. At any scheduled infusion. the infusion rate mav be reduced, or the
dose mav he intermuptad or held based on tolerability (see for details). On each
dosing day. scheduled assessments (except for AE and concomitant medication use monitoring,
which will be monitared throughout the clinic visit) will be completed prior to dosing. After each
of the first 2 infusions. patients will be contacted by phone/email the following day for safety
and tolerability assessments. An additional phone/email contact and clinic visit may be
conducted for any patient experiencing an infusion-associated event,

At the end of the double-masked Treatment Period (Week 24), all patients will be assessed for
treatment response: proplosis responders (study eye has >2-mm reduction in proptosis from
Baseline witkout deterioration [=2-mm increase in proptosis] in fellow eye) or proplosis
nen-resporders {study eve has <2-mm reduction in proptosis). Proptosis non-responders who
have completed the double-mashed Treatment Period may choose to receive 8 infusions of
TEPEZZA (10 my kg for the first infusion and 20 mg/kg for the remaining 7 infusions) in an
open-label fashion q3W at Weeks 24, 27, 30, 33, 36, 39, 42 and 45. These patients will retum to
the chnie 2t Week 48 tor End-of-Treatment assessments, and patients will be contacted by
phong email 30 davs atter the Week 48 Visit for safety assessment. Proptosis responders, as well
as non-responders who choose not to receive TEPEZZ A in an open-label fashion, will enter a 20-
dav Follow-up Pertod. during which trial drug will not be administered. These patients will be
contactec by phoneemail 30 days atter the Week 24 Visit for safety assessment,

Patients who prematurely discontinuc trial drug dosing prior to Week 21 of the double-masked
Treatment Period or prior to Week 45 of the open-label Treatment Period will return to the
clinic, undergo the scheduled End-of-Treatment assessments (with the exception of the

and enter the Follow-up Period, provided such
contwed narticipation will not detrinentally atfect the health. safety and weltare of the patient
per Investigator determination.

A ovenview of the tnal desien s oresented m Fooure 9.1, and details of trial activities are
presented 1n
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Figure 9.1 Schematic of Trial Design
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e

9.2 Discussion of Trial Design

The trial population is well-defined and consistent with the 1TS FDA-approved mdication (for the
trcatment of TEED) in the TEPEZZA prescnbing information.

This trial is a randemized, double masked. placebo-controlled, parallel-group, multicenter trial
desigmed according to standard principles for adequate and well-controlled trnials. The
mieasurements used in this trial for the efficacy endpoints (proptosis.

and GO-QoL guestiouiaiie) we established endpeints in TED clinical trials that have been
shown to correlate sipnificantly with TED.

The sample size for this trial was determined assuming that the mean difference in proptosis
change between the 2 groups is at lcast 2.0 mm (clinically relevant) and the standard deviation of
proplosis change values is 2.5 [or both groups (larger than observed in Phase 2 and Phase 3
active TED trials). A total of 57 paticnts (38 in the TEPEZZA group and 1Y in the placebo
aroup) will be enrolled in the trial to detect at least a 2-mm mean ditference between the

2 treatment groups in the change [rom Baseline of proptosis values at Week 24 1n order to have
81% power at the 2-sided 0.05 level of significance.

Given the teratogenic effects of TEPEZZA noted in animal repreduction studics and its
mechanism of action {see the current edition of the TEPEZZA Investigator’s Brochure), women
of childbearing potential who are sexually active with a non-vascclomized male partner are
required to use adequate contraception and report any pregnancies for at [east 6 months after the
last dose of trial drug, Six months after the last dose, the estimated plasma concentration (0.2
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HE mb) of teprofumumab iz considered reasonably safe with a low risk of teratogenicity and is
consistent with the TFPEZZA US Prescribing Information.

i)‘3

2.3.1

Selection of Trial Mopulation

[n¢lusion Criteria

Eligible patients must meet provide all the following criteria;

1.

4
-

s

9.

Wriiten informed consent.
Male or female at least I8 vears old at Screening.
Imittal diagnesis of TED =2 years but <10 vears prior to Screening. Clinical diagnosis of
stable, chronic (inactive) TED., as determined by patient niedical records indicating a CAS
<1 in both eyes for at least 1 ycar prior to Screening or all of the following;

a. 1w progression in proptosis tor at least | year prior to Screening

b. it patient has history of diplopia due to TED, no progression in diplopia for at least

1 vear prior to Screening

¢ nonew inflammatery TED symptoms Totat Teast T vear prion 1o Sereening,
CAN = atthe Screenmg and Bascline Visits.
Proptosis ~3-mum merzase trom the patient’s baseline (prior to diagnosis of TED), ag
estiimated by treating physician and/or proptosis =3 mm above normal tor race and gender.
Patients must be euthyroid with the patient's baseline discase under control or have mild
haypo or hyperthyrondism (defined as free thytoaine and fee titedothivronine levels =507,
above or below the noumal Umits) ot Sereening. Every efiont shauld be made to cotrect the
mild hypo- ot hyperthyvtoidism promptly and to maintain the euthyroid state for the full
dutation of the trial.
Does not 1equire immediate surgical ophthalmological intervention and is not planning
cortective surgeryirradiation during the course of the trial.
Diabetic patients must have HbAle <R.0% at Screening.
Panients with a history of inflammatory bowel disease, ulcerative colitis or Crohn's discase
must be in clinical remission for at least 3 months, with no history of bowel surgery within
6 months prior to screening and no planned surgery during the trial. Concomitant stable
therapies for inflammatory bowel disease without modifications in the 3 months prior to
Screening are allowed.

PRIVATE AN CONFIDENT AL INFORMATION OF HORIZON THERAPEUTICS US4 NG, Puge 44 of 99



Horizon Therapeutics U.8.A., Tnc. TEPFZZA® (teprotumumab-trbw; HZN-001)

Date: 1

10.

11

9.3.2

9 May 2023 Protocel: HZNP-TEP-403
Version 5.0, Amendment 4

Women of childbearing potential (including those with an onset of menopause <2 years
prior to Scrcening, non-therapy-induced amenorthea for <12 mouaths prior to Screening, or
not surgically sterile [absence of ovaries and/or uterus]) must have a negative serum
pregnancy test at Screening and negative urine pregnancy tests at all protocol-specified
time points (i.e., prior 1o each dose and throughout patient's participation); patients who arc
sexually active with a non-vasectomized male partner must agree to use 2 reliable forms of
contraception during the trial, 1 of which is recommended to be hormonat, such as an oral
contraceptive, Hormonal contraception must be started at least 1 full ¢ycle prior to
Baseline and continuc for 180 days after the last dose of trial drug. Highly effective
contraceptive methods ([ailare rate <1% per year), when uscd consistently and correctly,
include implants, injectables, combination oral contraceplives, some intrautering devices,
sexual abstinence and vasectomized partner.

Willing and able to comply with the prescribed treatment protocol and evaluations for the
duration of the trial.

Exclusion Criteria

Patients will be ineligible for trial participation if they meet any of the following criteria;

A

Decreased best-corrected visual acuity due to optic neuropathy, defined by a decrease in
vision of 2 lincs on the Snellen chart, new visual field defect or color defect secondary 1o
optic nerve involvement within the last 6 months.

Comeal decompensation unresponsive to medical management in the study eye.
Decrease in proptosis of =2 mm i the study eye between Screening and Bascline.

Prior orbital irradiation or orbital decompression in the study eye.

Prior strabismus surgery.

Alanine aminotransferase or aspartute aminotransferase >3 x the upper lirmit of normal or
estimated glomerular filtration rate <30 mL/min/1.73 m’ at Screening,

Use of any steroid (IV, oral, steroid eye drops) for the treatment of TED or other
conditions within 3 weeks prior to Screening. Steroids cannot be initiated during the trial.
Exceptions include topical and inhaled steroids and steroids used to treat inlusion
reactions.

Any treatment with rituximab (Rifuxan® or MabThera®) within 12 months prior to the
first infusion of trial drug or tecilizumab (Actemra® or Roactemra®) within 6 months
prior to the first infusion of trial drug. Use of any other non-steroid immunosuppressive
agent within 3 months prior to the first infusion of trial drug.

Any previous treatment with TEPEZZA, including previous enrellment i this trial or
participation in a prior tsprofmurnab trial.

10, Treatment with any mAb within 3 months prior to Screening.

1.

Identified pre-existing ophthalmic disease that, in the judgment of the Investigator, would
preclude trial participation or complicate interpretation of trial results.

PRIVATE AND CONFIDENTIAL INFURMATION OF HORIZON THFRAPTUTICS LS.A, INC. Pape 45 of 99



Horzon Therapeutics U.S. AL Inc. TEPEZZAY (teprotumamab-trbw; HZN-001)
Datz; 19 May 2023 Protocol: HZNP-TEP-403
Yersion 5.0, Amendment 4

12. Use of an investigational agent for any condition within 60 days or 5 half-lives,
whichever is Jonger, prior to Screening or anticipated use during the course of the trial.

13. Malignant condition in the past 12 months (except successfully treated basal/squamous
cell carcinoma of the skin or cervical cancer in situ).

14, Pregnant or lactating women.

15, Current drug or alcohol abuse or history of either within the previous 2 years, in the
opmion of the Irvestigator or as reported by the paticnt.

16. Known hypersensitiviry to any of the components of TEPEZZA or prior hypersensitivity
reactions to mAbs.

17. Poorly controlled human immunodeficiency virus infection or untreated or positive viral
load for hepatitis C or hepatitis B infections.

18. Any other condiiion that. in the opinion of the Investigator, would preciude inclusion in
the trial.

9.3.3 Removal of Patients from Treatment or the Trial

ATl patients are tree to withdraw from trial participation at any time for any reason aud witheut
prejudice (o thewr turther medieal care. In addivon, the Investgator may terminate a patient trom
treatiment or trom the r1al atany ume, it further participation in the trial is not in the best interest
of the patient.

92.3.3.1 Discontinuation of Patients from Treatment

The primary reason for discontinuation (ront teial drug showdd be recorded on the ¢CRF using

L ofthe folow ing catcgorics:

* AE. The patient experiences an AE that impeses an unaceeptable risk to the patients
health. er the patient 1s unwilling to continue because of an AE. Patients who discontnue
r1al drug due to an AE will remain in the ial unless they withdraw trom the trial for
anather reason AFs requiring permanent trial drug discontinuation per the protocol
e lude:

< Adrug-related anaphylactic reaction as defined by Sampson eriteria {see
lor clinical cnitenta).
< Duagrosed or suspected inflanunatoty bowel discase (e.g., diarrhes witl or
without bleod or rectal bleeding associated with abdominal pain or
cramping colic, urgency, tenesmus or incontinence for more than 4 weeks without
a conzirmed alternative diagnosis OR endoscopic or radiologic evidence of
enteritis. colitis without a contirmed altemative diagnosis).

o Lack of Efficacy. Discontinuation of trial drug due to lack of efficacy is at the discretion
of the Investigator or patient and may oceur if the Imestigator determines that trnal drug
admuinistration 1s not benefiting the patient. Patients who discontinue trial drug due to
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lack of efficacy will remain in the trial unless they withdraw from the trial for another
reason.

¢ Lost to Follow-up. The patient docs not return to the clinic for scheduled assessments and
does not respond to the site’s attempts to contact the patient.

e Withdrawal by Patient/Guardian. The patient wishes to withdraw from trial drug. The
clinical site should attempt to determinc the underlying reason for the voluntary
withdrawal and document it on the eCRF

e Trial Terminated by Sponsor. The Sponsor, IRB or regulatory agency terminates the trial.

¢ Pregnancy.
¢ Death.
¢ Completed. The patient completed treatment.

Patients who prematurely discontinue trial drug prior to Week 21 of the double-masked
Treatment Peried or who enter the open-label Treatment Perniod and discontinue trial drug prior
o Week 45 of the open-label T'reatment Period will returm 1o ihe chinie, undergo the scheduled
Fnd-of-Treatment assessments (with the exception of the

m and enter the Follow-up Period. Patients who discontinue due to an AL
should he tollowed until resolution or stabilization of the AE, or an adequate explanatien lor the
event s obtained.

Patients who experience an infusion-assaciated event after any infusion will be contacted via
phone’/email the day after the infusion.

9.3.3.2 Rcmoval of Patients from the Trial
The primary reason for discontinuation from the trial should be recorded on the CCRI using 1 of
the followimng catcpones:
¢ Lost 1o Follow-up. The patient dees not return to the clinic for scheduled assessments and
does not respond to the site's attempts to contact the patient,

¢ Withdrawal by Patient/Guardian. The patient wishes to withdraw from the trial. The
clinical site should attcmpt to determine the underlying reason for the voluntary
withdrawal and document 1t on the ¢CRF,

¢ Trial Terminated by Sponsor, The Sponsor, IR or regulatory agency terminates the trial.
e Death.
e Completed. The patient completed the trial.
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9.3.4 Replacement Policy
9.3.4.1 Patients

[n general, patients prematurely discontinued from the trial for any reason may be replaced at the
discretion of the Sponsor. Reasons for patient replacement include, but are not limited to,
unevaliability due to the impact of an event, {for exaruple. a pandemic or a natural disaster. and
associated restrictions on movement and work,

This may result im more patients being enrolled into the trial to allow for the planned number to
be evaluable for the primary efficacy and safcty analyses.

59.3.42 Centers

A center may be closed and/or replaced for the following administrative reasans:

e Lxcessively slow recrultment.
¢ DPoor protocol adherence.

9.3.4.3 Screen Failures

Pazients whe do not meet o1l the inclusion criteria or meet any of the exclusion ecriteria will be
considered sereen tailuees, Screen failures may be allowed to tesereen tor the trial i both the
[ovestigaor and Sponser we it agreement regading tescreening,

2.4 Treatments

9.4.1 Treatments Administered

The firs: 2 infusions of the double-masked and open-label Treatment Periods will be
adnunistered over approximazely 90 minutes (but not less than 80 minutes). All subsequent
miusions wil, be administered over approximately 60 minutes (but not less than 50 minutes), For
the first 3 infusions. patients will be monitored for any AEs during the infusion and for

60 mnvtes after completion of the infusion. For subseguent infusions (if no previous infusion
reactians), patents will 2 monitorzd during and for 30 minutes after completion of the infusion.
Atany scheduled infusion. the infusion rate may be reduced or the dose interrupted or held based
on tolerability (see lor details).

94.1.1 Double-masked Treatment Period

All nal drug dosing will be performed art the clinic or infusion center under adequate healtheare
prafessional supervision. On Day 1 of the double-masked Treatment Period. patients will be
randemized in a 2:1 ratio to receive infusions of either:

1. TEPEZZA (10 mg'kg on Dayv 1 followed by 20 mg'kg q3W for the remaining 7
infusionsi, or
2. Placebo (g3W tor all 8 infusions).
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9.4.1.2 QOpen-label Treatment Period

At the cnd of the double-masked Trecatment Period {Week 24), proptosis non-responders who
have completed the double-masked Treatment Period may choose to receive 8 infusions of
TEPEZZA (10 mg'kg for the first infusion followed by 20 mg/kg q3W for the remaining

7 infusions) in an open-label fashion,

9.4.2 Identity of Investigational Product

9.4.2.1 TEPEZZA

TEPEZZA (teprotumumab-trow; HZN-001) is a tully human anti-IGF-1R mAb, TEPLZZA will
be provided in single-dose 20-mL glass vials as a freeze-dried nowder containing, i addition to
the drug subsrance mol/T. histidine-histidine chloride nmol/L trehalose and B
polysorbate 20 {w/v}.

Prior to administration, each vial containing 500 mg TEPEZZA freeze-dried powder will be
reconstituted with 10 mL of sterile water for infection. The resulting selution will have a
voncentration of 47.6 mg/mL teprotwnumab antibody. Reconstituted TEPEZZA solution will be
further diluted in 0.9% (w/v) sodium chloride (NaCl) solution prior to adminisiration {(see

for details),

9.4.2.2 Placcho

Placebo will consist of a normal saline (0.9% NuCl) solution and will be admimistered in 100 ml.
or 250 mL intusion bags. as appropriate, per weight-based dosing velumes.

9.4.3 Labeling

Trial drug packaging will be in comphance with Sponsor standard procedurcs and will meet all
locul tequirements.

Upon arrival of investigational products at the site, the investigational unmasked pharmacist (or
designee in accordance with stitutional poelicies and local regulations) should inspect them for
damage and verily proper wdentity, quantity, integrity of scals and temperature conditions and
report any deviations or product complaints (o the unmasked monitor/Sponsor upon discovery.

94.4 Storage

Recommended storage conditions for the freeze-dried TEPEZ7.A dmg product are between 2°C
and 8°C (36°F to 46°F), protected {rom light.

The combined storage time of reconstituted TEPEZZA solution in the vial and the diluted
solution in the infusion bag containing 0.9% Sodium Chloride Injection, United States
Pharmacopeia (USP) is a total of 4 hours at room temperature 20°C ta 25°C (68°F to 777F) or up
to 48 hours under refrigerated conditions 2°C to 8°C (36°F to 46°F) protected from light. If
refrigerated prior to administration, allow the diluted solution to reach room temperature prior to
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urrusion. An Investigational Product Manual will be provided to all sites to further describe these
processcs 1 detail.

At the chimig, all TEPEZZA must be stored in a secure arca with limited access, and a daily
termperanire log of the drug storage retrigerator{s) will be maintained every working dav:
deviations from the specified temiperature range will be reported as protocal deviations.

9.4.5 Drug Accountahility

The Priacipal Ievestiator at cavhusite 1s responsible for the conteol of all trial drags and
delegating intuston bag preparation and drug accountability cesponsibilities to an unmasked
phannacist (or designee i aecordunce with institunonal policies and local regulations). whe
must mantai adequate records of the receipt and disposition of all trial drugs shipped to the site.
Recerds will include receipt dates, condinion at time ot receipt, quantines received. quantitics
dispensad, quanmties returned or destroyved and the identitication numbers of the patients who
received tral drug.

Ag permitted by site poliey., all empty. partially empty and tull vials of trial drug must be
reratred by the site under locked storage until drug accountability has becn completed.
Pertedically tiroughout the trial and s the conclusion of the trial, inventory checks and
aecountability of trial materials will be conducted by an unmasked representative of the Spensor,
Oree accounzability s completed, the Spousor’s representatve will cither authorize onsite
destruction or the return of trial druy (all used, partially used and unusead vials) to PCI Clinical
Services. The completed Druz Accountability and Drug Retunm Destruction Records) will be
refurned to the unmasked Sponser’s representative, The Investigator’s copy of the Drug
Acccumability and Drug Return Destruetion Record(s) must document accurately the return

and o7 cestiction of all trial drig and be maintained by the unmasked pharmacist or designee.

9.4.6 Trial Drug Administration and Timing of Dose for Each Patient

9.4.0.1 Description of Clinical Supplies

-\'ill supply trial drug to clinical sites. Ancillary supplics (or dosing

(i.e., infusion bags containing normal saline, infusion administration sets. syringes, needles,
aleohol swabs, gauze pads, baudages und biohuzard containers for sale storage of used needles.
sytinges. wifusion bags and nfusion adinimstration sets) will be providad by the site.

92.4,6.2 Determination of Dose Yolume

The volume of mal drug e be administered will be determined by the electronic data capture
(EDCY system and will be based on the patient’s dose and body weight. The first dose of
doub’c-masked rreanment and open-label treatment will be 10 me kg, and subsequent doses will
e 20 mg kg, Weight will be measured as desceribed ir The dose on Day 1 and
Weeks 506 and @ of the double-masked Treatment Period will be based on the Screening weight;
weight measured af Week 9 will be used in dose caleulations at Weeks 12, 15, 18 and 21. The
dose on Weeks 24, 27, 30 and 33 of the open-label Treatment Period will be based on the
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Week M4 weight, weight measured at Week 33 will he used in dose calculations at Weeks 36, 30,
42 and 45,

9.4.6.3 Details Concerning Timing and Dose Administration

9.4.6.3.1 Preparation and Administration of TEPEZZA

TEPEZZA will be prepared by the site pharmacist (or designee in accordance with mstitutional
policy and local regulations) who 1s not masked to the wentity ot the trial drug. Lach vial of
TEPEZZA will be reconstituted with 10 mL of stenle water for injection. The resulting solution
will have a concentration of 47.6 mg/mL teprotumumab antibody. Prior to administration, the
reconstituted TEPEZZA solution must be further diluted in 0.9% (w/v) NaCl solution by the sitc
pharmacist or designee.

Doses less than 1800 mg will be admimistered 1n a total infusion volume of 100 ml, and doses
1800 mg and ahove will be administered in a total infusion volume of 250 ml.. To maintain a
constant volume in the infusion bhags, a volume equal to the volume of TEPEZZA to be placed
into the infusion bag will he first removed from the infusion hag using a stenle syringe and
needle. The appropriate volume of reconstituted TEFPEZZ A solution hased on the patient’s dose
and body weight will be withdrawn from the reconstituted TEPEZZA vial(s) and transferred into
an TV hag containing normal saline (0.9% NaCl},

The infusion is to he administered at room temperanire {20°C ta 25°C [6R°F to 77°F|).

The combined storage time of reconstituted TEPEZZA solution in the vial and the diluted
solution in the infusion bag containing 0.9% Sodium Chlondc Injcction, USP is a total of 4 hours
at room temperature 20°C 1o 25°C (68°F to 77°F) or up to 48 hours under refrigerated conditions
2°C 1o 8°C (36T o 46°T) protected from light. If refrigerated prior to administration, allow the
Jdiluted solution to teach toom temperatute paor o infusion.

No incompaltibilities between TEPEZZA and polycthylene, polyvinyl chloride, polyarcthanc or
polyolefin bags and TV administration sets have been observed. Exposure of the solubion to direct
sunlight should be avoided.

Parcnteral druyg products should be inspected visually for particulate matter and discoloration
prior to administration, whenever solution and container pernit. Upon reconslitution, TEPEZZA

is a colorless or slightly brown, clear io opalescent solutton that 1s {ree of foreign particulate
matter. Discard the solution if any particulate matter or discoloration s observed.

Do not freeze the reconstituted or diluted solution.
Partially used vials should not be re-uscd.

The first 2 infusions of the double-masked and open-label Treatment Periods will be
administered over approximatcly 90 minutes (but not less than 80 minutes). All subseguent
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msistons will be administered over approximately 60 minutes (but not less than 50 minutes) in
the absence of uny intusion-assoctated events. Forthe first 3 intusions. patients will be
nonitored for any AFs during the intusion and for 60 minvtes after completion of the infusion.
For subsequent infusions (if no previeus infusion reactions), patien(s will be monitored during
and for 30 munutes after completion of the infusion.

9.4.6.3.2 Dose Modifications, Interruptions and Delays
All dosing tstructions are applicable for TEPEZZA and placebo adnanistiation,

Parients will be evaluated ror satety throughout the tnal. For the first 3 infusions, patients will be
monitored for any AFs duning the infusion and for 60 munutes after vompletion of the infusion
for immediate mfusion-assoctated events (e.g.. transient increase in blood pressure, feeling hot,
rachycardia, dyspoea. headache and muscular pain) and delayed infusion-associated events

te.g., rash). For sudsequen: intusions (1Mo previous intusion reactions), patients will be
monitored during and for at least 30 minutes atter completion of the intusion.

[Timmedicte mfusiov-associated events are noted, the infuston rate may be slowed or interrupted
and symptomatie treatmen? (e.g.. antipyretics, antthistamines, beta-agonists, glucovortivoids,
exvgen, IV {ludy may be adoimstered, as necessany. Vil signs (temperature, blood pressure,
pulse and resprratory rate) will be monttored every £ minutes untl stable and then cvery

13 nunuies for 2 addibonal determinations. The mtusion may be restarted upon complete
resolution of sympoms: however, TEPEZZ A dosing will be permanently discontinued if the
cvent 1s an araphvlactic reaction,

[t delayed infus-on-associated events are noted, patients may continue dosing al the Tnvestigator's
Jiscreton: however. it a rash wursens following repeated dosing ur other signs of serum sickness
(¢.2., Jelaved fever, myalguas. arthralgias) are present, TFPEZZ A dosing will be penmanently
discontinued. If an infhsion-associated exent is experienced after patients are discharged from
the site, the Investiga:or i3 to be contacted as soon as possible.

Following the appearance of either immediate or delayed intusion-associated events, patients
who receive subsequent doses may be pre-treated with diphenhydramine (1 to 1.28 mg kg [V:
maximum of 30 my), ranttidine {30 mg IV). famotidine (0.5 me/kg TV, dexamethasone

(0.4 mg ke IV, maximum of 20 mg) and or acetaminophen (300 mg). All subsequent infusions
will be admimistered ever approximately 90 minutes (but not less than 80 minutes) with vital
signs monitored every 13 minutes from the start of die infusion through 60 minutes after
completion of the infusion.

[u general, the decision o continue dositg should take into consideration the potential benefit
and sk 10 a patent.

Increase in blood glucose is a known AE ohserved in previous clinical trials with TEPEZZA and
ather ICF-1R artagorists and is known to respond to treatment. Since a referral for treatment of
hvperglvcenia may take some time, if the Investigator considers it appropriate to continue the
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patient in the trinl, the nexi scheduled infusion visit may be skipped to allow modified
anti-diabetic treatment to take cffect and hyperglycemia to return to mild/moderate level before
dosing. The paticar would then be dosed at the next scheduled visit (i.c.. 6 wecks after the
previous infusion). Fasting blood glucose levels must return to mild’‘mnderate severity before the
next scheduled infusion. The above process of withholding a scheduted infusion is recommended
to occur al most twice during the trial for a single patient. after which dosing should continue
only if the beaelit ol receiving continued treatment clearly outweighs the risk.

Any changes 1o the scheduled desing interval {g3W) ot adjustiments in the infusion rate should
be reported to the Sponsor/CRO).

9.4.7 Method of Assigning I"atients to Treatment Groups

A randomization schedule will be generated by the CR(Q) prior to shipment of any trial drug to
the clinical sites. On Dav | of the double-masked Treatment Period. once all Baseline procedures
other than administration of trial drug have heen completed, the authornized site personnel will
use the EDC system to randomize the paticnt. The unmasked pharmacist or designece will then
usc the FDC system fo ebtain desing information and dispense the appropriate trial drug,

9.4.8 Masking

The pharmacists or designees responsible for preparing the TEPEZZA or placebo solutions for
[V admimstration will not be masked to the identity of the trial drug. Pharmacists/designecs will
provide trial drug in infusion bags (fully diluted tor admnustration) lo site personnel with
appropriate masked labels. The patient, Investigator, and all other site personnel will be masked
to the treatment being adminstered.

The trial mask should be broken only if the safely of a paticnt 15 at risk and the treatment plan
depends on which trial drug he or she received. Unless the patient 1s at immediate nisk, the
Investigatnr must make diligent attempts to contact the Sponsor or Sponsor’s designee betore
unmasking the patient’s data. The Investigator must use the Randomization and Trial Supply
Management (RTSM) application to unmask the patient’s data. If a patient’s data are unmasked
without prior knowledge of the Sponsor, the Investigator must notify the Sponsor as soon as
possible and no later than the next business day. All circumstances surrounding the event must
be clearly documented,

The Spousor or designee will unmask the identity of the trial drug for an uncxpecled,

drug -rclated SAE [ot subinission to health authoritics and IRB/Independent Cthics Commtice
according to applicable regulatory requirements. Howcever, the results will not be shared with
other Sponsor representatives or staff at investigative sites. Details of patients who are unmasked
during the trial will be included in the clinical study report.

Unmasking (or independent pharmacological analysis of biological samples or SAE reporting
will be performed according to procedures in place to ensure integrity of the data.
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All investigative site statt directly involved in this frial, except for nunmasked pharmacy
personnel, will remam masked from Screening through analysis ot the open-label treatment data
ard all site close-cut visits The Sponsor and its designees may be unmasked after the
deuble-masked Treatment Period database lock.

9.4.9 Concomitant Therapy and Restricted Medications

Local supporuve measures for TED. simple analgesics (¢.g.. acetaminophen, non-steroidal
anti-inflamatery theraptes) and medications, supplements for conditions other than TED are
permitted during the trial,

9.4.9.1 Concomitant Therapy

Topical and inhaled conivostetoids for conditions other than TED are allowed; however, oral
corticosterond use during the (rial is resiricled to patients who experience infusion-associated
AEs.

SYIMPomatic treatnient {e.g., antipyrenics, antihistamines. beta-agonists, glucocorticoids, oxygen,
IV tluid) may be adininistered to patients who experience immediate infusion-associated AEs.
Following the appearance of either immediate or delayed infusion-associated events. during
subsequent dosing of mnal drug patients may be pre-treated with diphenhvdramine

{1 to 1.25 mg kg 1V: maximum of 50 mg), ranitidine (30 mg V), famotidine (0.5 mgikg V).
dexamethasone ({14 mg/kg IV maximum of 20 mg) and/or acetaminophen {300 mg).

9.4.9.2 Restrieted Therapy and Medications

Patients with a previous orbital irracdiation, orbital decompression ot strabismus surgery or who
have a planned orbital irradiation or surgery for TED during this trial are not eligible for the trial.
In addition, oral corticosteroids, immunosuporessive agents, investigational agents and illicit
drug/alcohol use are restricted, as shown ir
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Restricted Medications and Therapies

Restricted Dose or Time Perind

Orbital imadiation, orbital decompression or
strabismus surgery

Steroids

Nomn-steroid eye diops

Rituximab [Riuxan® or MabThera™)
Tocilizumab {Actemra®™ or Roactemra™)

TEPEZZA

Moncclonal antibody

Non-steroid immunosuppressn e agent (olher than
rinuxnnab or toellizamab)

Investigational agenl

Weonatal Fec receptor (FeRn) agents

e drogfaleohol use

Any history or plunned irmadiation or swpery during the trial.

Steruids (intravenous or oral) and sterowd eye drops within
3 weeks pnor o Screening. Systemic sterald use
(intravenous or oraly and steroid eye drops are not to be
initiaced durnig the trnial; however, lopical and inhaled
steroids are allowed. Steroids for the treatment of infusion
recaction arc allowed.

Non-steroid drops, such as salme or methyleellulose,
antihistamines and vasoconstriclors are allowed bat must not
be used on the day of a clinic visit.

Within [2 months prior to the tirst infusion ¢f trial doug and
during the trial.

Within 6 months prior to the tirst infusion of trial drug and
during the trial.

Any previons treatment with TEPEZZA or teprommumab,
including, but not limited to enrollinent in this trral o
participation in a prior TEPEZZA trial or program.

Within 3 months prior to Screemng.

Wittun 3 months prios to the ficstmfasion ol tal divg and
during the trial.

Within 60 days or 5 halt-lives, wluchever 1s longer prior to
Screening or anticipated use during he tral.

During the trial.

History of abuse within the past 2 years or abuse during the
trial.

It 1s recommended to avoid ototoxic medications and medications that may cause muscle

spasm/cramps dunng the tnal.

All concomitant treatment (for TED and other conditions) must be documented in the eCRF.

9.4.10 Treatment Compliance

The Principal Investigator is responsible for ensuring that dosing is administered in compliance
with the protocoel. Delcgation of this task must be clearly documented and approved by the

Investigator.
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Allmtusions of trial drug will be administered at the clinic or infusion ecenter under adequate
healtheare professional supervision. Caleulated tria! drug dosce and start and stop times of the
inTusions will be recorded in the ¢cCRF.

An inventory of the trial drug supplies will be performed by the authorized site designee and
recorded onte the Drug Accountability T og in the paticut’s source docutmient records or
cquivalent

9.5 Efficacy, Pharmacokinetic, Safety and - Variables
Lhe dehiecule of Assessments is provided

9.5.1 Efficacy Variables

At the Baseline | Day 1) Visit, the “study eye™ (i.e.. the eye with most sipniticant proptosis) will
be identified. If both eyes are affected equally, the Investigator will choose the “'study eve.” Both
eyes will be assessed for efficacy, but the studv eve will be used to assess the primary efficacy
endpoint.

Efficacy will be assessed by proptosis (measured as proptosis evaluation of the C]Il]](.d
Measures of Sev~ntv using a Hertel instrument provided b
measurgment’

, quality of life (using the GO-QoL guestionnaire) and.

9.5.1.1 Proptosis

Proptosis assessments will be performed using a Hertel exophthalmometer provided by the
Sponsor for consistency in measurement and {except when strictly unavoidable), the samue Hertel
mstrument and same observer should be used at each evaluation for the duration of the tnal.
Addiuonally, the same intercanthal distance must be used on cach occasion. [nstructions for the
measurement of proptosis are included ir

Proptosis will bz measured for each eve at Screening, Day [ and Weeks 3. 6, 12, 18 and 24 (or
premarure withdrawal 1 [PW17) (all patients) and Weeks 27, 30, 36. 42 and 48 (or premarure
withcrawal 2 [PW2]) (proprosis non-responders who elect to reeeive open-label TEPEZZ A (sec

. Patieats wao have a >2-mm decrease in proptosts fom Screening to Baseline in the
study eye are not eligible for randomization. Measurements will be recorded on the Clinical
Mzasures of Sevenity eCRF under exophthalmos.

o512

Rased n~ rhe European Group on Graves' Ophthalmopathy

Consensus Statement
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Table 9.2 Clinical Mcasures of Severity

9.5.1.3

_on Day | and Weeks 3, 6. 12, 18 and 24 (or PW1) (all
paticnts) and at Weeks 27, 30, 36, 42 and 48 (or PW2) (proptosis non-resnonders who ¢lect to

reccive open-label TEPEZZA) (see . Patients will be asked tc s

I s udcd i

9.5.1.5 Clinical Activity Score

The CAS assessment will be completed at Screening, Day | and Weeks 12 and 24 (or
PW1) (all patients} and Weeks 36 and 48 (or PW2) (proptosis non-responders who elect to
receive open-label TEPEZZA) nsing the 7-item European Group on Graves’ Ophthalmopathy
amended CAS (sec 3
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e

Item' Description

Fack i is scored _ and scores for sach item are summed for total score.

To promote consistency in data collection acroess sites. all Investigators will be provided with
training and coptes of the Clinical Manifestations chapter m Graves " Orditopathy: A
Meudodiscplman Approact — Questions and Answets. Except when strictly unavoidable, the
same abserver should conduet cach CAS evaluation tor the duration of the trial,

The English

verson ol the questionnatre 18 included i

9.5.2 Pharmacokinetic Measurements

Blood samples will be collected tn 3-mL serum separator collection tubes to evaluate PK at the
tollowing visits: pre- and post-infusion on Day 1, Weeks 3 and 12 of the double-masked
Treatment Period (all patients) and at Weeks 24, 27 and 36 (non-responders who elect to receive
open-label TEPEZZAY; a single sample will also be collected at Week 24 (ot PW1) of the
double-masked Treatment Period (proptosis responders and proptosis non-responders who clect
not to reccive open-label TEPEZZA) and Week 48 (or PW2) of the open-label Treatment Period
(nen-responders who elect to receive open-label TEPEZZA) (see

PK samiples will be collected, processed and stored at =-70°C at the site until shipment to the
. The central laboratory will store the sarnples at

coni eboratory D
2-70"C until shipment to the appropriate laboratory for testing.

Instructions for processing, handling, storing and shipping of PK sumples will be detailed in a
laboratory manual that will be provided to each site prior to site initiation.
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9.5.3 Saflety Variables

Satety will be assessed via AL (including ALSIS) and concomutunt medigation use menitoring,
immunoegenicity testing, best-corrected visual acuity, vital signs, cliical safety laboratory
evaluations (complete blood count and fasting chemistry [including thyroid panel and HbA L))
and pregnancy lesling (it applicable).

9.5.3.1 Adverse Events
9.5,.3.1.1 DeNnitions

9.5.3.1.1.1 Adverse Event Definition

According to [CH, an AL 18 any untoward medical occurrence 1n a patient or chinical
investigation subject admnistered a pharnaceutical product and that does not necessarily have a
causal relationship with this treatment. An AE can, theretore, be any unfavorable and unintended
sign (including an abnormal laboratory finding), symptom or disease temporally associated with
the use of a medicinal {investigational) product, whether or not considered related to the
medicinal {investipational) product.

Pre-existing conditions that worsen during the trial are to be reported as ALs. New findimgs
repotted front the on-trial visual acuily assessments will not be reported as ALs 1f, according Lo
the Investigator, the abnormaldities are related to TED and not considered related to the trial drug.

Unchanged, chronic conditions arc NOT considered ALlis and should not be recorded on the AL
pages of the eC'RF unless there is a clear exacerbation ol a chronic condition.

Disease progression can be considered as a worsenimg of a patient’s condition attributable to the
disease for which the trial drug is heing studied {i.e., TED) and may be an increase n the
severity of the disease under srudy and/or increase in the symptoms of the disease. The
development of worsening proptosis may be considered as disease progression and not an AE.
Events that arc uncquivocally due to disease progression should only be reported as AFs if they
fulfill any of the SAF criteria or are the reason for discontinuation of trial drug.

9.5.3.1.1.2 Scrious Adverse Event Definition

A treatment-ernergent adverse event (TEALY), Baseline event, or suspecled adverse reaction 1s
considered serious if, in the view of cither the Investigalor or Sponsor, it resulls in any of the
following outcomes:

s Death. This includes any death thal occurs during the conduct of a chnical trial, including
deaths that appear to be completely unrelated to the tnal drug (e.g., due to car aceident).

o Life-threatening adverse experience. An AL or suspected adverse reaction s considered
life-threatening if, in the view of cither the Investigator or the Sponsor, its occurrence
places the patient at immediate risk of death. It does not include an AE or suspected
adverse reaction that, had it occurred in a more severe form, might have caused death.
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s Persistent or sigiificant disability or imcapacity.
¢ Inpatent hospitzlization or prolongation of an existing hospitalization,
e Congenital anomaly or birth defect.

e Apother medically important event that. according to appropriate medical judgment, mav
require medical ot surgical mtervention to prevent 1 of the outcomes listed above,

Surgica; procedures or other therapeutic interventions themselves are not AEs, but the condition
tor which the surgery intervention is required is an AE and should be documented accordingly.

Elective surgeriey that require hosprtabzation and treatment received at an emergency room or
similar tacility will not be considered as SAEs unless | of the definitions of an SAE listed above
15 met,

In addition. a hospitalization tor planned procedures is not considered an AE unless the
hosp:talization becomes prolongad. An emergency room visit less than 24 hours i~ guration is
not constdered a hospitalization,

9.5.3.1.1.3 Non-Serious Adverse Event Definition

A non-serious AF includes any AV that is not included in the SAT detiniton,

0.53.1.1.4 Unexpeeted Adverse Event Definition

A AL or suspected adverse reactivn 1s considered unexpected 11101 not listed 1 the Reference
Sately Taformation section of the Investiyator's Brochure or s not hsted with the specificity or
seventy that has been observed. Unexpected, as used m this definition, also refers to AEs or
suspected adverse reactions that are menuoned in the Reference Safety Information as occurring
with a c.ass ol drugs or as anticipated from the pharmacological properties ot the drug but are
a0t specttically mentioned as occuming with the particular drug under investigation.

9.5.3.1.1.5 Adverse Events of Special Interest
Based an previous clinical expetience in TED. the following will be AESTs for this trial:

e Infusion reactions

e Ilyperglheemia

e Muscle spasns

s earing unpainnent

* New onset inflammatory bowel disease and exacerbation of inflammatory bowel disease

Risk of Hypersensitivity (Infusion-related events

s Adminstanon of mAbs may cause infusion-related symptoms, such as fever, chills,
hypotension, shortness of breath, skin rash and headache. Such reactions typically oceur
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during or shortly after the infusion of mAbs and are usnally associated with the first
infusion. Their incidence and sevenity typically decrease with subscquent infusions.
Severe miusion-related reactions might be chimcally indistinguishable from anaphylactic
reactions.

e Infusion-related events observed with tepromimumab to date have not been anaphylactic
in nature. Towever, becausc of the protein nature of teprofumumab and the potential for
infusion-related reactions und hiypersensitivity reactions, teprotumumab should be
administered in a seruing with emergencey equipment and statt who are trained to monttor
medical situations and respond to emergencies. For the first 3 infusions, patients should
be monitored for any events during infusion and for 60 minutes after completion of
infusion. For subscquent infusions (the fourth dose and beyond), patients who have not
previously experienced an infusion reaction should be monitored during the infusion and
tor at least 30 minutes after the infusion.

e Paticnts who exhibit immediate hypercensitivity reactions or infusion-related reactions
during an infusion of tcprotumumab should have the infusion intcrrupted or the infusion
rate slowed. Symptomatic treatment, e.g., anupyretics, antihistamines andfor
corticosteroids, oxygen, beta agonists and 1V fluids, should be administered 1o the
patient. Following an immediate hypersensitivity reaclion or intusion-associated reaction,
vital signs {temperature, blood pressure, pulse and respiratory rate) will be monitored
every 5 minutes until stable, and then every 15 minutes for 2 additional detenminations.
The intusion may be restaried upon complete resolution of symploms except in the case
of patients who experience an anaphylactic reaction of life-threatening intensity; these
patients should be removed (rom the tnal.

e In general, the decision to keep a patient on tnal treatment with teprotumumab should
(ake into consideration potential risks and benefits to the patient. Prior to future infusions
of teprotumumab, these patients mnay be premedicated with [V diphenbydramine 1 to 1.25
mg'kg (maximum 50 mg), IV ranitidine 50 mg, 1V famotidine 0.5 mg/kg, TV
dexamethasone 0.4 mg/kg (maximum 20 mg) and/or acetaminophen 500 mg. In addition,
all future infusions should be administered over 90 minutes, Vital signs should be taken
every 15 minutes during the infusion through 60 minutes after infusion completion.

e Patients who experience delayed-type hypersensitivity reactions (g.g., skin rash) may
remain in the trizl at the discretion of the Investigator and, prior to all future infusions of
teprotumumab, may be premedicated with the above medications (diphenhydraming,
ranitidine, famotidine, dexamethasone and acetaminophen). Ilowever, if a rash worsens
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following repeated dosing or other signs of serum sickness (e.g., delayed fever, myalgias,
arthralgias) are present, trial drug dosing will be permancntly discontinued.

Risk of New Onset or Exacerbation of IBD

In Phase 2 TEDOIRV, 2 teprotumumab-treated patients with a history of IBD reported
serious TEAEs (Diarrhoea in | patient and nflammatory bowel disease in | patient) that
led to discontinuation of trial drug. Based on these serious events and the fact that a
placebo patient with Crohn’s disease did not experience these types ot events, patients
with a history of [BD are either excluded from current trials or must be in clinical
remission.

Palients who experience progressive and persistent diarrhea or other IRBTY syimptoms, such
as bloody stools or abdominal pain, should undergo prompt evaluation to exclude new
onset or exacerbation of preexisting IBD or other serious conditions. If possible,
medications known to cause diarrhea. such as laxatives and magnesium shall be avoided.
I new onset or exacerbation of TBD s suspected, eprotumumab shall be discontinued.

Risk of Hyperglycemia

lo nonclimieal stdies, there was no i virro cross-reactivity of teprotumumab wich the
insulin receptor. Clinical trals in Active TED have shown a higher incidence of
hyvperglveenua n patients treated with teprorimumab cornpared to placebo. Patients with
pre-existng diabetes mellicus (whoe were under appropriate glycemic conttol upon trial
entry) or impaired glucose tolerance were more likely W expericnce an event of
hyvperglycenia after exposure o teproumutnab.

Management of Patients with Diabetes Meliitus

Patients with known controlled diabetes mellitus are allowed to participate in trials with
tepromumumab. HbATe levels should be monitored every 6 weeks i these patients.
lavestigators are strongly envouraged o adjust their patients” diabetes management to
mamntain HbA L levels ~8Y¢. In the event a patient’s HbA lc level rises to >R%, while in
the trnual, the Investigator must assess the risk versus benefit for the patient to remain in

the trial, discuss with sponsor™s medical monitor or designee, and document the decision.

Management of Hyperglycemia

Fasting glucose levels should be tested at Baseline. Random non-fasting glucose levels
should be monitored at a minimum as per visit schedule.
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e Paticnts with recurrent hyperglycemia, defined as a fasting glucose ~126 mg/dl., will
require evaluation for diabetes mellitus (e, fasting glucose, glucose tolerance and
HbA ¢ tests) and appropriate medical management, at the discretion of the Investigator,

Management of Severe Diabetic Complications

Hyperglyeemia can cause serious acute complications, presenting as ¢ndocring Cimergeneics,
such as Diabetic ketoacidosis {DKA) and hyperglycemic hyperosmolar state (HIS). Both of
these conditions are caused by relative or absolute insulin deticiency assocrated with excessive
counter-regulatory hormones (glucagon, growth hormoune, cortisol, catecholamines)
(Marcovecchio 2017). Roth DK A and HHS arc usually trigpered bv an underlving tllness or
eveni such as acute inlection, infarction, non-compliance with diet and skipped insulin doses or
insulin pump failure. DKA and HHS are life-threatening emergencies. Prompt clinical suspicion
and confirmation of these diagnoses is very important. The goal of treatment for DKA and HHS
is 1o correct volume deficits, hyperglycemia, and clectrolyte abnormalitics which will include,
but is not limited to, TV fluid resuscitation, IV insulin, and I'V potassium. Every ellort should be
made 10 identify the cause, so that [uture preventive measures can be taken. Participants
experiencing DKA or HHS should be discontinued from studv treatmenl. Management of
mfusion reactions and hyperglycemia is also described 1

Risk of Muscle Spasms

Among teprotumumab-treated patients, duscle spasms was the most commonly reported TEAK
in clinical trials of Active TED (Double -Masked Treatment Period: 26.2% teprotumumab
compared w 7.0% placcbo; Open-Lahel Txtension Trial: 41.3%4). All events were nen-scrious
amd the negjority were mithd inintensity,

I possible, avoid medications known to cause muscle spasms or muscle toxicity, such as
diurctics or statins. TEmuscle spasi oceurs, evaluate for other causes of muscle spasm, such as
clectralyte abnormalitics and dehydration.

Risk of Hearing Impairment

Adverse reactions of middle- to high-range sensorineural hearing loss have been reported in both
healthy voluntcers and patients with malignancies who received as little as 1 dosc of various
1GF-1R mAbs.

Cichtcen cvents associated with hearing impairment have been observed in 14 teprotumumab
treated paticnts in the TED trials, with no reports observed in plaecbo treated patients. Eaeh of
these cvents were nonserious, mild or modcerate in intensity and none led to premature
discontinuation of trial drug; these events usually improved or resolved. I[ possible, patients
should avoid ototoxic drugs while receiving teprotumumab.
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A review of the post-marketing data in a larger patient population shows that while the reporting
rate of hearing impaimment related to AFs in a post-marketing sctting and the incidence in
clinieal mials appears similar, there are some post-marketing vases suggestive of greater
mereased severity (eg, severc or, rarely, permanent hearing impairmient) than what was scen in
clunical trials. Novisk tuctors were identified based on current available data.

I addinon, patienss expericacing hearing impairment should contact the investigational site for
eviluation ard assessments. Evaluation may include an audiogram. The audiogram report will
mwlude the following:

e Pure tone

The following tests mayv also be included:

® Speach Recognition
& Distorion product otoacoustic emission inner car hair ¢ell function test
e Frvaluztion of Fustachian tube function

Patients experiencing complete or profound hearing loss should be discontinued from study
treatment,

9.5,3.1.2 Daecumentation of Adverse Fyents

ALs that occur during Screening and prior to dosing on Day 1 will be considered pre-treatment
ALs. Tke TEAL reporting period begins with administration of the first dose of trial drug on
Day 1 and continues until 3 weeks after the last dose of trial drug. The Follow-up AE reporting
per1od begins 3 weeks after the last dose of trial drug through completion of the Follow-up
Pesed. All pre-treatment AEs. TEAEs and AEs during the Follow-up Period must be recorded in
the source documents ard on the patient’s eCRF.

[fthe Investigator observes an SAE after wial completion that he she belicves was possibly
caused bv tnal drug, the Investigator will report this SAE using the procedures describad in

Detailed informatien regarding all SAEs must also be recorded on the Serious Adverse Event
Reporting Form. Whenever possible, the Investigator should group together into a single term
the signs and symptoms that constitute a single diagnosis. For example, cough, rhinitis and
steezing nught be grouped together as “upper respirutory infection™ if the Investigator is
confident of the diagnosis, For diagnoeses of infusion-associated events or anaphylaxis, signs and
symptoms will be caprured scparately in the cCRF.
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9.5.3.1.3 I[ntensity of Adverse Fvents

All ATs occurring during the trial will be reported on the AE fonn of the ¢cCRF, Intensity of AEs
will be praded on a 5-point scale (mild, moderate, severe, life-threatening, death) and reported in
detail on the ¢CRT.

Cuorrespending National Cancer Institute-
Comimon Terminology Criteria for

Intensiry Definition Adverse Events (NCI-CTCAFE) Grade
Mild discomfort noticed but no disruption of normal daily }
activiry
Moderate discornfort suflicient to reduce or affect daiky 2
activity
Severe inability to work or perform normal daily activity 3
Life-Threatsning  represents an immediate threat wo life 4
Fatal results in death 5

9.5.3.1.4 Relationship to I'rial Drug

The relationship of trial drug to each AE will be detenmined by the Investegator and the Sponsor
based on the following detinttions:

e No reasonable causal relationship (not related): There 1s no plausible temporal
relationship or there is another explanation that uneguivocally provides a more plausible
explanation for the event.

¢ Reasonable causal relationship {related): There is evidence 1n favor ol a causal
retationship (i.c., there is a plausible time course) and at least 1 of the {ollowing criteria

apply:
= There is a reasenable pharmacalogical relationship (or known class effect).
=  There is no other mere plausible explanation.
» There is a positive de-challenge {without active treatment of the event).
= Thereis a positive re-challenge.
=  There is a distinguishable dose effect.

Within the reporting requirement under 21 CFR 312.32(c)(1)(1). the FDA provides the following
examples of types of evidence that would suggest a causal relationship between the drug and the
AFE.
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s Acsingle oecurrence of an event that is uncommon and known to be strongly associated
with drug exposure (¢.g.. angioedema, heparic injury, Stevens-JTohnsan Syndrome),

e Ore or more occurrences of an event that is not contmonly associated with drug exposure
bus 18 othenwise uncommaor i the population exposed o the drug (e.g., tendon rupture),

e Anaggregate analysis of speeific events observed ina clinical trial (such as known
consequences of the underlying discase or condition under investigation or other events
that commenly oceur in the trial population independent of druy therapy) that indicates
those events oceur more trequently in the drug treatment group than in a concurrent or
aastorical control group,

9.5.3.1.5 Reporting und Documenting Serious Adverse Events

All SAEs beginning with the time of signing of the IC¥ and continuing until 30 days after trial
Jdischarge must be reparted. The tollowing steps will be taken to report promptly and document
accurately anv SAE, whether or not it appears to be related to trial drug:

. Report ithe SAE to the Sponsor by entering the information in the eCRF within
24 hours after becoming aware that a patient has expericnced an SAFE, 1f unable to
access the cCRF . the event must he renorted hv submitiing the completed SAE form
by email t or via lax within 24 hours after
becoming L i e o B ae tor
contact infornmation).

2. Perform appropriate diagnostic tests and therapeutic measures. and submir all
tollow-up substannating data, such as diagnostic test reports. hospital discharge
summaries and autopsv repart to the Sponsor’s representative.

L]

Respond (1 a timely manner to any queries [rom Sponsor regarding the SAF.

4. Conduct appropriate corsultation and follow-up evaluation unril the SAFE is resolved.,
stabilized. ov otherwise explained by the Investigator.

L

Review each SAE repott and evaluate the relationship of the SAE to trial treatment.
The Sponsor will determine whether the SAE is unexpected in nature,

b. The Investigator must report to the IRB all AEs or SAEs that meet the criteria for
Unanticipated Problems Involving Risks to Human Subjects or Others.

5.53.1.6 Follow-up of Adverse Events

Ary ongoing trial drug-related AE, including 4 clinically significant laboratory test abnormality,
wi.l be followed until resolved or until the cvent stabilizes and the overall clinical outcome has
been ascertained.
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In the event of unexplained. trcatment-emergent, clinically signiticant abnormal laboratory test
results or ¢linically significant changes in laboratory test results, the tests should be repeated
imnediately and followed until the values have returned to within the reference range or to
Bascline for that patient,

9,5,3,1,7 Medication Error and Overdose

An overdosc is defined as a dcliberate or accidental administration of investigational drug to or
by a trial patient, ac a dosc equivalent 1o 27 wmgiky 43W or greater.

A medication error is defined as any unintended failure in the drug treatment process, such as
mistakes in the prescribing, dispensing, storing, preparing or administering of a medicine that
leads to. or has the potential to lead to, harm to the patient.

All cases of medicalion errors and overdose (with or wilhout associated AEs) will be
documented on the ¢CRF in order to capture this inportant safety information consistently in the
database. AEs associated with an overdose and SAEs ol overdose are to be reported according to
the procedures outlined ir in¢ respectively.

There is no antidote for TEPEZZA; theretore, in the event of drug overdose, the patient is to be
treated with symptomatic and supportive care as required,

9.5.3.1.8 Review of Adverse vents and Emerging New Safety Infermation

the Sponsor will perform an ongoing review of all ACs and all other emerging information
relevant to the salety of the drug, including periodic review and analyses ol their entire safcty
dartabasc.

9.5.3.1.9 Reporting of Investigational New Drug Safety Reports

The Sponsor will notity the US FDA and all Investigators regarding any new scrious risks
assoclated with the drug,

9.5.3.1.10 Development Safety Update Reports

The Sponsor will prepare and submit annual safety reports to competent authonties and
concerned ethics committees.

9.5.3.2 Pregnancy Reporting

Serum pregnancy testing will be performed for women of childbearing potential (including those
with an onset of menopause <2 years prior to Screening, non-therapy-induced amenorrhea for
<12 months prior to Screening or not surgically sterile [absence of ovaries and/or uterus]} at
Screening; urine pregrancy testing will be performed prior to dosing at all subsequent clinic
visits, as applicable, and at the End-of-Treatment Visit.
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Pattents should be instructed to continue contraception for 180 days after their last dosc of trial
drug.

It a female patient becomes pregnant during treatment, she should immediately notify the
[nvestigator, and tal drug desing should be permanently discontinued. Pregnancies occurring up
to 180 days arter the last dese must be reported (o the Investigator.

The Investigator should report presmanciac ta the Qrancar e cobemindies e completed

pragnancy report form by email t¢ w via fax within

24 hours afier becoming aware tha u PAULIU LTI A ISILAIT [J ULCL Ugy UECOME pregnant (see
tor contact information). The I[nvestigator should counsel the patient and discuss

tne possible nsks of continuing the pregnancy. If pregnancy continues and the patient signs the

pragnancy consent form. monitoring should continue to the conclusion of the pregnancy.

9.5.3.3 Medical History

Medical history. including tobacco, alcohol and other substance use history and thyroid disease
history and trealment, will be captured at Screening. The initial diagnosis of TED must be

=2 years but <10 years prior to Screening for trial enrollment. Stable, chronic (inactive} TED
must be determined by medical records indicating a CAS <1 in both eyes for at least | year prior
t0 SCreening ar no progression in proptosis, no progression of diplopia {in those with a history of
diplopia due 0 TED) anc no new TED symptoms for at least | year prior to Screening,

9.5.3.4 Vital Signs and Weight

Deta:led timing of vital sign and weight measurements 1s described in

Vital signs (blood pressure, heart rate, respiratory rate, temperature) will be measured at all clinic
visits, Vital signs will be measured pre- and post-infusion on Day | and Week 3 (all paticnts).
pre- and post-infusion at Week 24 and Week 27 (proptosis non-responders who elect to receive
upen-label TEPEZZA) and pre-infusion on all other infusion days. Tn addition, if immediate
infusion-associated events arc noted during the infusion, vital signs will be monitored cvery

3 minutes until stable and then every 15 minutes for 2 additional determinations. Also, vital signs
will be monitored every 15 minutes from the start of the infusion through 60 minutes after
nfusion complenion for any subsequent infusions after the previous occurrence of immediate or
delayed infusion-associated events.

Blood pressure and pulse measurements will be obtained with the paticnt’s arm unconstrained by
clothing or other material and while the patient is sitting up. When possible, the same arm will be
uscd for measurements at all trial visits,

Weght will be measured at Serecning and Weeks 9 and 24 (or PW D (all paticnts) and Weeks 33
and 48 {or PW2) (proptusts non respondets who clect 1o recerve open-lubel TEPLEZZA). The
dose on Day | and Weeks 3, 0 and 9 of the double-masked Treatment Period will be based on the
Screening weight: weight measured at Week 9 will be used in dose calculations at Weeks 12, 15,
t¥ and 21. The dose on Weeks 24, 27, 30 and 33 of the open-label Treatment Period will be
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based on the Week 24 weipht; weight measured at Week 33 will be nsed 1in dose calculations at
Weeks 16, 39,47 and 45,

9.5.3.5 Photographs

For paticnts who provide written consent and taking photographs s part of site routing or
standard of care. photograpbs of patient’s eyes will be taken prior to the first infusion and at
Week 24 (or PW 1) (all patients) and st Week 4% (or PW2) (non-responders who clect 1o receive
open-label TEPEZZA).

9.5.3.6 Visual Acuity

Best-corrected visual acuity will be assessed at Screening, Day | and Weeks 6, 12 18, and 24 (or
PW1) and at Weeks 30, 36. 42 and 48 (or PW2) {non-responders who elect to receive apen-label
TEPEZZA) (sce .

1f sigmificant abnormalities arc notcd compared with previous visits, including a loss of 2 lines or
more of vision or other abnormalitics not otherwise specificd but of concemn to the
ophthalmologist, further investigations of visual function will be conducted according to the
ophthalmologist’s decision.

New findings reported from on-tria! visual acuity assessments will not be reported as AFEs if,
according to the Investigator, the abnormalities arc uncquivocally due to diseasc pregression and
should only be reported as AEs if they fulfill any of the SAE critena or are (he reasen for
discontinuation ol tnal drug.

9.5.3.7 Clinical Laboratory Safety Tests

With the exception of urine pregnancy tests. a central laboratory will be used for all
protoco -specified clinical Jaboratory parameters. Detuils of timing conceming the collection of
tagse samples are presented ir

[nstructions for the collection, handling and analysis of clinical laboratory samples will be
provided to the site prior to site initation.
9.5.3.8 Immunogenicity Testing

Blood samples will be collected in a 5-ml. serum separator collection tube for immunogenicity
testing (anti-drug antibody [ADA] and possibly neutralizing antibedies) from all paticnts prior to
dosing on Day 1, and Weeks 3, 12 and 24 (or PW1) (all palients) and Weeks 27, 36 and 43 (or
PW2) {non-responders who elect to reccive open-label TEPEZZA).

Detailed timing of sample collection for immunogenicity evaluations is described ir

Samples will be collected, processed and stored at >-70°C at the site until shipment to the central
laboratory . The central laboratory will store the samples at >-70°C
until shipmes oratory for testing. If a patient tests positive for ADA after
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contimmatery and reactive titer testing. the sample will be tested for neutralizing antibodics. Tf the
panient tests positive tor neutralizing antibodies, the paticnt may be followed until levels cither
rerurn o Boscline ot the patient’s level decreases of remuains stable. ADA samples will be
colleeted during any visit friggeced by suspected immunologically related ATs.

Tnstructions tor processing. handling, swring and shipping of immunogenicity samples will be
deraled e a Taboratory manual that will be provided to each site prior t site iniliation.

Instructzons for processing, handling, storing and shipping of samples will be detailed in a
laboratory manual thar will be provided (o each site prior (o site initiation.

9.5,5 Appropriateness of Measurements

This tmal. which s a randomized, double-masked. placebu-controlled, multicenter trial. is
designead accordng to standard principles for adequate and well-controlled trials.

[

The meascrements used in this tnal for the efficacy endpoints (proposis. I
U0-Qol cuestionnaire) are established and have been shown to correlate significantlv with
TED.

9.5.6  Trial Procedurcs
9.5.6.1 Screening

Due to the number of screening assessments, the Screening Visit may be completed in more than
1 Cay clinic visit provided consent is obtained first and all asscssments are completed within the
cesignated window. During the Screening Visit, potential trial patients will be informed fully
regarding the narure of the trial and possible AEs and will receive a copy of the ICF for review,
Potential mal petients must read the ICF and sign the document after the Investigator or designee
has answered al. questions to the trial candidate’s satisfaction. Further procedures can begin only
after the ICF has been signed. The original signed ICF will be retamed by the Investigator and a
copy will be given 1o the patient.
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Tral candidates will be evaluated tur toial entry according to the stated inclusion and exclusion
crireria , The Iavestigator will evaluate the results of all examinations, including
clinical laboratory tests, and will determine each candidate’s suitabilicy for the trial. The
Investigator rust raview the results of all sereening tests betorg determining that a candidaie is
¢ligible for trial drug rearment. The serun pregnancy fest performed ar Screening on all fetnale
candidazes of childbearing potential wmust be negative for those patients to be cligible for
nitiation of treaument. Al screening procedures must be completed within 28 days ptior to
Dav 1 {1z, the firs: dev of admicistration ot ral drag). The following procedurss will be
pertormed during Screering to establish zach candidate’s general health and eligibility for
znrollment into the tmal:

e  Obtain signed, written informed consent, including permission to use Protected Health
[nformatien {in accordance with the Health Insurance Portability and Accountability
Act), with an aptional consent to being photographed. Refusal to provide permission for
photegraphing does not exclude an individual trom eligibility tor trial participation
Record date and time informed consent was given and who conducted the process.

o (ollect medical history, including tobacco, aleohol and other substance wse history and
thyroid discase history and treatment. Ensure TED is stable, chronic (inactive} (not
progressing, non-sight-threarentng but with an appreciable impact on daily life} and
diagnosed =2 years but ~ 10 years prior to Screening,

e Determune trial cligibility through teview of the inchasion excluston eriteria (see

e Qbtain demographics.
e Inguire about prior medications (se¢ for restrictions regarding medications).

s Perform visual acuity assessment, Patients who have decreased best-corrected visual
acuity due to optic neuropathy (defined by a decrease in vision of 2 lines on the Snellen
chart, new visual field defect, or color defect secondury fo optic nerve involvement
within the last 6 months) are not ¢ligible (or randomization.

¢ Record vital signs (blood pressure, heart rate, respiratory rate and temperature) and
weight. These measurements will be performed according to standardized instructions.

s Comnolete the following efficacy assessments: proptosis ]

o  (Complete CAS,

o Query patients regarding signs and symptoms.
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Obtain blood samples for hematology and fasting chemistry (including thyroid and
HbAlc) analysis for all parients (see for details concemning rest results and
trial particzpation) and pregnancy testing tor temales of childbearing potential,

Fnter Screening Visit data in the FDC system.

Double-masked Treatment Period
1 Dav1

On Day 1, patients will retum to the ¢linic for Baseline assessments and the irst dosc of (rial

drug.

Determine trial eligibility through review of the inclusion/exclusion criteria {see

Review medical history.

Obtar signed, written intommied consent tor optienal photographic analysis it not
vbtained at Screening; the consent must be obtained prior w photographs being obtained.

Ubtain predose blood samples for hematology and fasting chemistry (including thyreid
and HbATOY analysis,

Cellect predose blood samples for PK analysis, immunogenicity and B csting.

Collect predose urine sample for a pregnancy test for females of childbearing potential;
“he pregnancy test must be negative for the patient to receive trial drug.

Inquire abeut AEs and prior medication use (sec for restrictions regarding
medicatons).

Perform predose visual acuity assessment.

Perform predose Baseline efticacy assessments (proptosis, _

[l :nd GO-QoL questionnaire).
Perform predese Bascline CAS.
Take predose photograph of the patient’s eyes for those patients who have consented.
Revord vital s1gns pnor to and at the end of the infusion. Additional vital sien monitaring

may be performed in the event of infusion-associated AEs (see ‘or
datatls).
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e Recgister enrollment in ENC in order for the unmasked site personnel to obtain
randomizalion assignment, caleulated nial drug dose. vial assignment (il applicable) and
volume ot trial drug o be administered.

e Administer trial drug and record date, volune and start/stop times of the infusion.
Moniter the patient for any ALs during the infusion and for 60 minules after the
completion of the infusion.

¢ Collect post-dose blood samples tor PK analyses tollowing the end of the mfusion.

o Enter visit data m the HDC system.

Patients will be discharged from the site after all Day 1 procedures have been compleled.
instructed to return (or a clinic visit in 3 weeks and contacted the following day to perlorm a
salety check following the first infusion,

9058622 Week3

e (“ollect predose urine tamiple for a pregnancy fest [or females of childbearing potential;
the pregnancy test must be negative for the patient 1o receive trial drug

e Inguire about AFs and concomitant medication use.
e Collect predose hlood samples for PK analysis. immunogenicity and _

¢ Perform efficacy assessments (proprosis —

» Record vital signs prior to and at the end of the mtusion. Additional vital sign monitoring
may be performed in the event of infusion-associated AEs (sac ‘or
details),

e Obrain caloulated trial drug dose, vial assignment (il applicable) and volumc of trial drug
10 be administered from the EDC systemn.

e Administer trial drug and record date, volume and start/stop times ol the infusion.
Monitor the patient for any AEs during the infusion and for 60 minutes afler the
completion of the infusion.

e (Collect post-dose blood samples for PK analyses following the cnd of the infusion.

e Enter visit data in the EDC system.
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Patients will be discharged trom the site after all procedures have been complered. instructed to
retum for a climic visit in 3 weeks and contacted the following day to pertorm a safety check
following the second intusion.

9.5.6.2.3 Weeks 6.12 and 18

* Collect predose urine sample for 2 pregnancy test for females of childbearing poteutial;
the pregnancy test must be negative Tor the patient to receive trial drug,

e Obtain predose blooad samples for hematelogy and fasting chemisiry (including thyroid
and HbA T at Week 12 only).

e Inguire about AEs and concomitant medication use.

e Perform predose visual acuity assessment.

e Perform predose efficacy assassments (proptosis. _

and GO-QoL quesitonmaire [Weeks 6 and 12 only]).
e Perform precose CAS at Week 12 only.

¢ Revord vital signs prior to the infusion. Additional vital sign monitoring rmav be
performed in the event of infusion-associated ACs (se¢ for details).

e Cellect predese blood samples for ¥R analysis, immunogenicity and -t
Week 12 enlyv.

¢ Obtawn calculated trial drug dose, vial assignment (if applicable) and volume of trial drug
0 be adnmunistered from the EDC system.

¢ Admuinister (nal drug and record date. volume and start stop times of the infusion.
Menitor the patient for any AEs during the infusion and for 60 minutes (Week 6) or

A0 munuzes (Week 12 and Week 1R) after the completion of the infusion.

» Collect past-dose blood samples tor PK analyses following the end of the infusion at
Week 12 onlv.

» Enter visit data in the EDC system.

Pauents w:ll be discharged from the site after all procedures have been completed and instructed
to return for a clinic visit in 3 wegks.
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9.5.6.2.4 Weeks 9, 15 and 21

(Collect predosc urine sample for a pregnancy test for females of childbearing potential;
the pregnancy test must be negative for the paticnt to reccive trial dmg,

Inguire about ATs and concomitant medication usc.
Mecasure predose weight (Week 9 only).

Record vital signs prior to the infusion. Additional vital sien monitoring tnay be
performed in the event of infusion-associated AEs (se¢ for detauls).

Obiain calculated trial drug dose, vial assignment (if applicable) and volume of trial drug
to be administered [rom the EDC system.

Administer trial drug and record date, volume and start/stop times ol the infusion.
Monitor the patient for any AEs during the mfusion and for 30 minules aller the

completion ol the infusion.

Enter visit daia in the LDC systen.

Patients will be discharged trom the site atter all procedures bave been completed and instructed
Lo return for a clinic visit in 3 weeks.

9.5.6.2.5 Week 24/End-of-Treatment 1/First Infusion of Open-label Treatment Period

Week 24 is the [inal visit of the double-masked Treatment Period. Tnal drug 1s not administered
for responders and non-responders who elect not to receive open-label TEPEZZA. For proptosis
non-responders who elect to receive open-label TEPEZZA, the infusion will be performed at
Week 24 (first of R infusions); all Week 24 procedures except AF and concomitant medication
monitoring. post-intusion PK sample collection and 24-hour post-dose phone/email contact must
be completed prior to TEPEZZA infusion.

povform eicncy ascessments (oo |
— and GO-Qol. questionnaire}. The Jill not need to be

performed on the samce day as other Weck 24 assessments as long as it is performed
withiu the visit window and prior to the first open-label infusion (proptosis
non-responders who elect to receive open-label TEPEZZA).

Perform CAS.

Perform treatment responsc asscssment, including whether the patient 1s a proptosis
responder or non-responder, and enter data in EDC.
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*  Obtam blood samples tor hematology and thsting chemistry (including thyraid and
HbA oY analysis,

e Collecturine sample for a pregmancy test for females of childbearing potential.

¢ Perform visual acuiny assessiment.

o Measure weght,

e Revord vital signs (prior o and at the end of the infusion for non-responders who elect to

recerve open-labe! TEPEZ ZA). Additional vital stan momnitoring may be pertformed in the
eveIl ot nfusion-associated Al s (see Sor detailk).

¢ Cellect Mlood samples for immunepenicity and “ {(NOTFE: Collection
should e prior ta dose for non-respenders who crectid recen e open-label TEPEZ77.A)

Cellect a single blood sample for PK analyses (proptosis tespotders =4 nroplosis nai-

respencers wha elect not (o receive open-label TEPEZZ A). NOTE

¢ Tncwire about AEs and concomizant medication use.
¢ Tuke photograph of the patient’s eves for those patients who have consentad.

¢ Obtain caleulated dose, vial assignment and volume of TFPEZ7 A to be administered
from the EDC system tor non-responders who elect to receive open-label TEPEZZ A
onlv.

e Uollzet blood samples for PK analyses prior to and at the end of the infision
nan-responders who elect to receive open-tabel TEPEZZA only).

¢ Administer TEPEZZA and record date. volume and start/stop times of the infusion
(nan-responders who ¢lect to receive open-label TEPEZZ.A only).

* Inter remaining visit data in the EDC swstem.

Patients w:ll be discharged from the sitc after all procedures have been completed. Patients who
are proptosis responders, as well as non-responders who clect nat 1o receive open-label
TEPEZZA. will enter the Follow-up Period and will be contacted via phone or email in 30 days.
Parients in the open-label Treatment Period will be instructed to return for a clinic visit in

3 weeks and will be contacted the following day to perform a safety cheek foilowing the first
open-label infusion.

PRTVATE AND CONFIDENTIAL INFCRMATION OF HORTZON TUERAFEUTICS U.S.A., TNG, Page 760 0f 99



Hovizon Therapeulios US & T TLPEZZA™ (teprotmnusnab-trhw, HZN-UOT )
Daate: 19 Muy 2023 fFrotwcol: FEEANP-TEP-403
Version 9.4, Ameudnent 4

9.5.6.3 Open-label Treatment Period Visits After Week 24 - Proptfosis Non-responders
Who Choose to Reccive Open-label TEPEZZ.A

Proptosis non-responders whe clect to receive open-label TEPLZZA during the open-label
Treatment Period will receive additional infusions at Weeks 27, 30, 33, 30, 39,42 and 45.

95631 Week 27

o Collect predose urine samplc for a pregnancy test tor termales of childbearing potential,
the pregnancy test must be negative tor the patient to receive TEPEZZA.

e Perform efficacy assessments (proplosis —
e Inquire about AFs and concomitant medication use.

e Collect blood samplcs for PK analyses prior to and at the end of the infusion.

» (Collect predese blood sample for immunogenicity testing,

e Record vital signs prior o and at the end of the infusion. Additional vital sign monitoring
may be performed n the event of infusion-associated AEs (se< ‘or
derails).

o Obtain calculated dose, vial assignment and volume of TEPEZZA to be administered
froan the EDC system,

e Administer TEPEZZA and record date, volume and start/stop times of the infusion.
Mouitor the patient for any AEs during the infusion and for 60 minutes afier the
completion of the mflusion.

+ Enter visit data in the EDC system.
Paticnts will be discharged from the site after all procedures have been compleied, mstructed to
return for a clinic visit in 3 weeks and contacted the [ollowing day to perform a safety check
tollowing the second open-label infusion.

9.5.6.3.2 Wereks 30, 36 and 42

e Collect predose urine sample for a pregnancy test for females of childbearing potential;
the pregnancy test inust be negative for the patient to recerve TEPEZZA.

¢ Obtain predose blood samples for hematology and fasting chemistry (including thyroid
and IbAlc at Week 36 only).

» Inquire about AFEs and concomitant medication use.
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Perform predose visual acuity assessment.

Pertanm predose eficacy assessments (proptosis.
‘ as well as GO-QoL questonnaire [Weeks 30 and 36 only)).

Perform predose CAS at Week 36 only.

Collect predese blood saraples for PK analysis and immunogenicity testing at Week 36
enly.

Record vital signs prior to the infusion. Additional vital sign monitoring may be
performed in the event of infusion-associated AFESs (see ‘or details).

Obtain calculated dose, vial assignment and volume of TEPEZZA to be administered
from the EDC system.

Adnumister TEPEZZA and record date, volume and start/stop times of the infusion.
Monitor the patient for any Abs duning the mtusion and for 60 minutes ¢ Week 30) or

30 munutes (Week 36 and Week 42) after the completion of the infusion.

Lnter vistt data m the FDC systen.

Patients w21l be discharged trom the site afler all procedures have been completed and instructed
o rem for a cime visit in 3 weeks,

9.5.0.3.3 Weeks 33,39 and 45

Collect predose urine sample for a pregnancy test for females of childbearing potential
“he pregnancy test must be negative for the patient 10 receive TEPFZZA.

Inquire about Aks and concamitant medication use.
Measure predose weight (Week 33 onlyl.

Record vital signs prior o the infusion. Additional vital sien monitoring may be
vertormed nthe event of infusion-associated AEx (sec for details).

Obrain caleulated dose, vial assignment and volume of TEPEZZA 1 be administered
Ztem che EFDC svstem,

Admruster TEFEZZA and record date, volume and start/stop times of the infusion.
Menitor the patient for any AFEs during the infusion and for 30 minutes after the
completion of the infusion.

PRIVATE aND CONFDENTIAL IWFCRMATION OF FIORIZON THERAPELTICS U.S.A., TNC. Page 78 of 99



Hanizon Therapeuties LS AL e, FEPEZZAY (teprotuniutiab-tubw; HZN-001)
Prate: T4 Ry 2024 Irotocol: HZNP-TEP-403
Vorston 5.0, Amcndmient 4

e tnter visit data in the EDC system.

Paticnts will be discharged from the site afier all procedures have been completed and instrieted
to return for a chinic visit in 3 wecks.

9.5.6.3.4 Week 48/End-of-Treatment 2
Woeek 4R is the final visit of the open-labet Treatment Period. Trial drug is not administered.

s Obtain blood samplces for hematology and fasting chemistry (including thyroid and
HLA1c) analysis.

¢ Collect urine sample for o pregnancy test (or [cinales of chuldbearing potential.
«  Perform visual acuily assessment,
e Measure weight.

e Perfopm efficacy assessments {proplosis

” and GO-QoL questionmaire). The |will not need to be
performed on the same day as other Week 48 assessments as long as it ts performed

within the visit window.

e Periomm CAS.
e Record vital signs.

o Collect blood samples for immunogenicity testing. Collect a single blevd sample for PK
analyses.

e Joquire about AEs und concomitant medication use.
¢ Take photograph of the patient’s eyes for those patients who have consented.
¢ Enter visit data in the EDC system.

Patients will be discharged from the stte after all procedures have been completed and enter the
Follow-up Pericd.
9.5.6.4 Follow-up Period (End-of-Study/Trial)

All patients will be contacted via phone or email 30 days after the Week 24 (responders and non-
responders who choosc not to receive open-label TEPEZZA) or Week 48 (non-respondets who
receive open-label TEPEZZA) Visit. Inquire about AEs and concomitant medicatton use.
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The end of the trial (s defired as the date ot the last parient confact at the cnd of the Follow-up
Pered.

9.6 Statistical Methods and Determination of Sample Size

9.6.1 FEndpoints
9.0.1.1 Primary Endpaoint

The primary etficacy endpoint is the change from Baseline at Week 24 in proptosis in the study
ye.

fu

9.6.1.2 Other Efficacy Endpoints

1. The proptosis responder rate (percentage of patients with a >2-mm reduction from
Baselineg in proprosis in the study eye. without deterioration [>2-mm increase] of
proptosis m the fellow eye) at Week 24,

2. The change from Bascline at Week 24 in the GO-QoL questionnaire appearance and
visual functioning subscales.

.

X

=

5

9.6.1.3 PharmacoKkinetic and Anti-drug Antibody Endpoints

—_—

The peak and (rough concentrations of TEPFZZA.
The ADA meidence and titers.

b3

9.6.1.4 Safety and Tolerability Endpoints

1. The mcidence of TEAEs. SAFs, TEAEs resulting in premature discontinuation of

treatment and AFSIs (infusion reactions, hyperglveemia, hearing impairment, new onset

mllammatory bewel disease and exacerbation of inflammatory bowel diseasc).

The cidence of »Grade 3 TEAEs.

3. The change trom Baseline to each scheduled visit in vital signs (blood pressure, heart

rate, respiratory rate and temperature).

The results of best-corrected visual acuity.

The incidence of =Grade 3 fasting plucose values.

6. The change from Baseline to cach scheduled visit in laboratory evaluations (hemartology
and fasting chemistry [including thyroid panel and HbA1c]).

L g*]

ok
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9.6.1.5 FExploratory Endpoint

9.6.2 Analysis Sels

Efticacy analyses will be performed on the inteni-to-treat (I'U'T) analysis set, consisting of
patients who are randomized to trial drug (either TEPEZZ A or placebo). Safety analyses will be
performed on the safety set. consisting of patients who receive at least 1 dose ot trial drug. The
PK analysis set will include all patients who receive at least 1 dose of trial drug and have at least
1 post-dose PK sample.

9.6.3 Primary Efficacy Endpoint Analysis

The primary efficacy analysis will be conducted on the ITT analysis set. A Mixed-Model for
Repeated-Measures (MMRM) analysis of covariance model fitting to the individual change from
Rascline scores Tor (he study cye will be used for the analysis of change from Bascline in
proptosis. The model imcludes Baseline score, treatment group, visit, visit-by-treatment and visit-
by-Baseline score as covariates. The unstructured covariance will be used. "The treatment
difterence (TEPEZZA minus placcbo) based on the estimated least squares (LS) means at Week
24 will be presented with associated standard error (SE), 95% confidence interval (C1) and p-
value.

9.0.4 Other Efficacy Endpoints Analyses

The other endpoints of the proplosis responder rate _

|. A 95% exact CI will be provided for each risk dilference observed between the treatment
aroups, Patients whose Week 24 evaluation is missing will be considered treatment failures
(non-responders) for the responder analysis.

—
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Remaining other or exploratory endpoines analyzing change from Bascline (such as in GO-QolL,
will use the same MMRM micthod specified for the primary

cfiicacy endpuoint,

Descrintve summaries for observed und change from Baseline values ir

9.6.5 Safety and Tolerability Analvses

Tle number and percentage of patients experiencing at least 1 occurrence of a TRAF, SAE,
TEAEF resulting in premature discontinuation of treatment and AFSI for each unique System
Organ (lass and Preferred Term will be summanzed by treatment group. TFAFEs and SAEs will
also e summanzed by severity and relationship to trial drug. as assesscd by the Investigator.
(Girade 2 and higher TEAFs, as graded by the National Cancer Institute Commeon Terminology
Cnrena for Adverse Fyents (INCL-CTCAFE), will also be summanized for cach unique Svstem

Organ Clazs and Preferred Term.

The number and percontage of paticnts in cach treatment group using concomitant medications
will be summarzed by Anatomical Therapeutic Chemical Level 4 term and Preferred Term.

For best-corrected visual acuiry, shiti tables will be presented providing the count of paticnts in
cach treatment group with each type of finding (norual, abnermal — not clinivally significant, or
sbnormal - chinally significant i Baseline compared to cach pusibaseline visit,

Descniptive summaries of observed and change from Baseline values will be presented for each
vital sigm parameter by treatment group and visit. A shift table for vital signs by NCI-CTCAE
arade and visit will be generated by treatment group.

Safety laboratory (hematology and fusting chemistrv [including thyroid pancl and HbAlc))
values and change frem Bascline will be summarized by visit and treatment group using
descriptive statistics. The laboratory assessment will be categorized as low, nommal or high based
on nermal ranges and graded using the NCI-CTCAE grading scale, when available. Shift tables
using categorias of low, normal and high trom Baseline to each visit will be generated by
reatment group. Additionally. a shuft table tor glucose by NCI-CTCAF grade and visit will be
generated by treatment group. Summaries will be provided separately for hyperglveemia.

The rate and titer of positive ADA samples will be summarized by visit and treatment group

asimg deseriprive sianisties. Teprotumumab peak and trough tice. | prior to dose) concentrations
wil alse be summarized by visit using descriptive statistics.
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9.6.6 Interim Analyses

No interim analyses are planned.

9.6.7 Sample Size and Power Considerations

A total of 57 patients (38 in the TEPEZZA group and 19 in the placebo group} will be enrolled in
the trial to detect at Icast a 2-mm mean difference between the 2 treatment groups in the change
from Bascline of proptosis values at Week 24 in order to have 81% power at the 2-sided

0.05 level of significance. The sample size was determined assuming that the mean difference in
propiosis change between the 2 groups is at least 2.0 rom {clinically relevant) and the standard
deviation of proptosis change values is 2.5 for both groups (larger than observed in Phase 2 and
Phase 3 active TED trials).

9.7 Changes in the Conduct of the Trial

[f any modifications in the trial design, dosages, paramelers, patient selection or any other
sections of the protocol are indicated or required, the Investigator will consult with the Sponsor
before any such changcs are instituted. Modifications will be accomplished through formal
amendments (o this protocol by the Sponsor that will be approved by the appropriate [RB.

The Sponsor’s Medical Monitor will consider any requests for exceptions to protocol entry
criteria on a case-by-case basis, The Investigator or other health professional in attendance must
contact the Sponsor as soon as possible. All protocol deviations and the reasons for such
deviations must be documented in the eCRF. In the event of a protocol deviation, the
Investigator and Sponsor’s Medieal Monitor will determine whether the patient should continue
participation in the trial.

The Sponsor has a lcgal respoensibility to report fully to regulatory authorities all results of
administration of investigational drugs to humans. No investigational procedures other than those
described in this protocol will be undertaken on the enrolled patients without the agreement of
the IRB and Sponsor.
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11 SOURCE DOCUMENTATION AND INVESTIGATOR FILLES

The Investigator must maintain adequate and accurate records to document tully the conduet of
the tnal and to ensure that tnal data can be subsequently verificd. These documents should be
classified in 2 separate categories: (1) Investigator trial file and (2) paticnt clinical source
documents that corroborate data collected in the eCRFs. Patient clinical svurce docunients
include, as applicable, original hospital/clinic patient records: physicians” and nurses” notes:
appoinnment book; original laboratery. electrocardiogran, electroencephalogram, radiology,
pathology and special assessment reports: dispensing records; signed 1CTs; consubtant letters;
ad patient sereening and envollnent logs.

[ order to comply with regulatory requirements, it s the policy of the Sponsor that, at a
minimum, the following be documented 1 source docurments at the site:

o Medical historyphysical condivton and diagnosis of the patient before involvement in the
irial sufficient to verify that the patient mects protocol eniry criteria.

¢ Inal number, assigned patient number and verification that written inforimed conscentis)
was{were) obtamed (each recorded in dated and signed progress notes).

e Progress notes or equivalent seurce documentation for each patient visit and contact
{cach dated and stgned).

¢ Rocords of each iral visit including each trial assessment and the identity of the staft
member pertormung the assessment.

¢ Tnal drug dispensing and retumn.
» Review bv the Investigator or qualified personnel of laboratory test results.

¢ AEs (start and stop datz, description, relationship to trial drug, action taken and
resolution).

* Investigator or sub-investigator’s signed assessment of eachh AE.
¢ (Concomitant medications (start and stop dates, reason for usc).

e Condition of patient upon completion of, or PW from, the trial.
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11 CASE REPORT FORMS

An eCRF is required for every patient who signs an ICF. Required data must be entered on the
c¢CRF within the required time period, which will be outlined within cach site agreement, after
dara collcction or the availability of test results. Scparate source records are required to support
all eCRF entries. Data captured on the ¢CRF and requested anonymized copics of supporting
documents will be transferred to the Sponsor at trial completion,

The Investigator will cnsure that the eCRFs are aceurate, compleie, legible and tincly and will
review and provide an electronic signature for the eCRF according to the standard operating
procedure of the Data Management Sysiem, Final ¢cCRFs will be provided to the Investigator and
Sponsor by Data Management,
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[2 TRIAL MONITORING

The Tevestigator will ensure that the trial is conducted in accordance with all regulations
governing the protection ot human subjects and will adhere to the basic principles of GCP as
outlined in. Title 21 of the CFR, Part 312, Subpart D, “Responsibilitics of Sponsors and
Investigators:” 21 CFR, Part 20, “Protection of Human Subjects;” 21 CFR, Purt 56, “Institutional
Review Beards:” 21 CFR. Part 54 “Financial Disclosure by Clinical Tnvestigators:™ and the ICTT
guideline entitled “Good Clinical Practice: Consolidated Guidunce,” Additionally, this trial will
be conducted in compliance with the Declaration of Helsinki and with all local laws and
regulations.

The Investigator will ensure that all work and services described in or associated with this
protecol are corducted in accordance with the investigational plan, applicable regulations and
the highest standards of medical and clinical research practice. The Investigator will provide
coptes of the mal protocol and Tnvestigator's Brochure to all sub-Investigators. pharmacists and
other statt responsible for trial conduct.

Allaspects ot the r1al will be mouitored by qualitied individuals designated by the Sponsor. The
Sponsor will ensure that the tnal 18 monitored adequately in accordance with GCP guidelines.

Prior to muinanon ot the trial. the Sponsor’s representatives will review with site personnel
mrormation regardmg the investigational drug. protocol requirements, monitoring requirements
and reporting of SAEs.

Atimtervals curiog the tnal. as well as after the completion of patient enrollment, the site will be
momntiorzd by the Sponsor or designee for compliance. During these visits, the monitor will
discuss al progress. verify adherence to the protocol and the completeness, consistency and
accuracy of the data being entered on the ¢eCRF (source data verification), oversee the resolution
of ouistanding data discrepancies and check on various aspects of trial conduct (2 g., drug
accountability, sample storage). The Investigator agrees to allow monitors access to the clinical
supplies. dispensing and storage areas and clinical records of the trial patients and, if requested,
agrees (0 assist the monnors. The Tnvestigator must cooperate with the monitors to ensure that
any problems detected in the course of these monitoring visits are resolved.

A secondary audit may be conducted by Quality Assurance designated by the Sponsor. The
Investigator will be informed if this is 1o take place and advised as to the nature of the audit.
Representatives of the US FDA and or representatives of other regulatory authonities may also
conduct an mspection uf the tnal at the site. If informed of such an inspection, the Investigator
should not:fy the Sponsor immediately,

Every effort will be miade to maintain the anonymity and confidentiality of patiens participating
i this tnal. However, the Investigator agrees to allow representatives of the Sponsor, its
Jdesignated agents and authonized employees of the appropriate regulatory agencies to inspect the
Zacilizies usec in this trial and o have direct access 1o inspect, for purposes of verification, the
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hospital or clinical records of all patients enrolled in this trial. A statcment to this effect should
be included in the ICF.

PRIVATE AND CONFIDENTIAL INFORMATION OF HORTZON THERAPEITICS 11.5.A,, TNC. Page 87 of 99



Honzon Therapeutics 1.5 AL Inc. TEPEZZA® {teproturmumab-trbw; HZN-001)
Date: 19 May 2023 Protocol: HZNP-TEP-103
Version 5.0, Amendment 4

13 DATA MANAGEMENT

Darta will be entered into a clinical database as specified in the data management plan. Quality
control and dara validation procedures will be applied to ensure the validity and accuracy of the
clini¢al database. Data will be reviewed and checked for omissions, apparent ervors and values
requiring further clarification using computerized and manual procedures. Data querics requiring
clarification will be communicated to the investigational site for resolution. Only authorized
personnel will make corrections to the clinical database, and all corrections will be documented
in an audirt trail.

The coding of AR, medical history and concomitant medication terms will be performed by a
qualified medical coder and reviewed and approved by the Sponsor. Concomitant medications
will be coded using the World Health Organization Drug Dictionary and AE/medical
hustory/surgery/non-drug therapy terms will be coded using the Medical Dictionary for
Regulatory Activitics.
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14 RETENTION OF RECORDS

No trial documents at the site should be destroyed without prior written agreement between the
Sponsor and the Investigator. All paticnt medical records, the [nvestigator’s copy of the eCRF,
other supporting data, records of drug dispensing and accountability, signed ICFs, [RB
correspondence and correspondence with the Sponsor must be kept by the Investigator for at
least 2 years or as required by local law following the date of the last approval of a marketing
application in an ICH region (including the US) and until there are no pending or contemplated
markcting applications in any other ICH region, The Sponsor must be notified prior to the
disposal of any trial-related files. If the Investigator leaves the practice or institution during the
required retention period, it is important that arrangements be made for continued record
retention. In that event, the records generally will be retained at the institution at which the trial
was conducted.
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15 PUBLICATION
To avoid disclosures thar could jeopardize proprietary rights, the institutien and/or the

Investigator agree to cerain restrictions on publications (¢.g.. abstracts. speeches, posters,
manuseripts and electronic communications) as detailed in the Clinical Trial Agreement.
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17.1 Administrative Appendix

This appendix provides names and contact information for the trial administrative structure. The
IRB must be netified of changes that ate made to this section, but IRB review or approval of
these charges 1s not required. Changes made in this section will be dated but will not be assigned
a protocol amendiment mumber.

Medical Monitor
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17.3 Sampson Criteria for Anaphylactic Reaction

Anaphylaxis © highty likely when any ong of the wlowing 3 orivania are fulfi bed:

1 Acate onset of n Uiness iminuies © severd hours) with mvelvement of Lhe skan, mucosal lissue, or both (cg, generalized hives, prurins of
rh.L\hmg_, swillon Ipa-lmguc-uvulm
ANV AT TEAST ONFE OF THE FOLTOWNG
4. Kespratory compromise ieg. dyspnca. wheeze-bronchospasn. smidar, mduced PEF, hypoxcmia)
b. Reduoed BY or asseciarnd symptoms of end-organ dysfunction (cg, by powmnia [collapsc], syncope, meontinense)
2 Twoormere of the following that secur mprdly after cxposire 1z @ fikefy @liergen for that pofiens Iminutes o several hours);
& lavehemen: of the Wkin-mucosal tissue g, gemrahiood fves, itch-Hush, swallen Ige-tongue-ivgks)
b Respiruory comprormse feg. dyspnen whetze-lronchespasm, sidir, nedueed PEF, hypoxemia)
< Reduced BP or associated symptoms (eg. hypotoma jcolypse], syncope, ingntinence |
d Fonistert mstromtestwal symptoms leg, vrunpy abdominal paim, vowiting)
. Reduved BF after expusue Lo &nowa offerven [ fud supient (minues 1o several huws):
2 Infants snd chidren: low sysaolic BP (age specilicy or greater than 30% docrease in systalic BP*
b Adulis. systelic BP of les han 90 mm Hp or grearer than 30% deereanse Bom thal porsan’s beschine

p)

feb. Pesk expirporn Jow 8P bhood presuse.
FLow avsto!ar Bhoad peesaire for chibieen @ delieed a5 b thin 70 ruen Hg feom | mowh 1o | yeor, s thas (70 mum He = 1" = ogel trown 1w 40 yemars,
alc ks than W omer Hg from LT 2 17 sers
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17.4 Proptosis (Exophthalmometry) Method

1. Choose a Herte] exophthalmometer provided by the 1rial Sponsor for consistency in
measurement with a snug mechanism and preferably a square angle where it sits against
the orbital rim (a).

2. Open it wider than required.

Lad

Sit opposite the pabient and at the same level.
4. Keep the patient relaxed. avoiding breath holding and excessive eyelid retraction.

,_(.a—»j

<«

move adjustable part to left side of
patient only when right size is
stabilised firmly in position

5. Puosition left foot of Hertel against the patient’s right lateral orbital rim, at level of lateral
canthus (b).
{1t should sit firmly us medially as possible, but outside lateral canthus and withou!
distorting position of globe.

6. Slide right foot medially into identical position on left vrbital rim (c). This will feel tight
and slightly uncomfortable, but minimizes potential side siippage of Hertel.

7. Ask patient to fix their right eye on your left eye while you occlude the patient’s left
visual axis with your right thumb. In this position, align the instrument such that the
vertical mark (or cone) s aligned with the manufacturer’s pre-marked position on the
ruler. Once aligned, rotate the instrument sfigfitly around the horizontal plane such as to
view the apex of the cormea in the mirror. Record the position of the comeal apex on the
ruler, This is Hertel value.

8. To record the lzft eye, hold the instrument stationary and move your head. Then use your
nght eve to record the patients left eye. Again, the opposite visual axis is occluded by
your left thumb, while the patient is asked to fix on your right eye. Ensure that the
comeal apex is measured by rotating the instrument slightly around the horizontal plane,
if required.
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9 The distance along the horizonal bar, as defined by the Tocation of the feet on the lateral
canthi, 1s also reconded as the base so that the carrlers will be set at the same base at
subsequent readings for comparison of the forward proteusion of each eye in relation to
the bony orbil.

PRTVATE ANT: CONFIDENTLAL INFORMATION OF HORIZON THERAPEUTICS 12.5.4., INC. Page 98 of 99



Horizon Therapeutics U.S. A, Inc. TEPEZZA® (tcprotumumab-trbw; HZN-01H )
Date: 1Y May 2023 Protocol; HZNP-TEP-403
Version 5.0, Amendment 4

s I

Directicns:

o The following questions deal specifically with your thyroid eye disease. Please focus on
the past week while answering these questions.
® Please tick only one box that matches your answer. The boxes correspond with the

answers above them.

The following questions deal with your thyroeid eye disease in general,
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