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BACKG D | METHO Efgartigimod Mechanism of Action67 o MG i.sa rare, chronic, neu.romuscu\ar )
autoimmune disease mediated by pathogenic
. . . .. N . . | h f the NM
O Efgartigimod is a human IgG1 antibody Fc fragment that has o Efgartigimod and IgG are internalized ﬁ Efgartigimod g6 antibodies 8Gs that target components of the NMJ,
. . . 4 he cell resulting in reduced neuromuscular transmission
been engineered for increased affinity to FcRn compared to into t| e 5o
. . . and subsequent debilitating muscle weakness®"
endogenous IgG and is uniquely composed of the only part _ FcRn 1gG autoantibodies
of the 1gG antibody that normally binds FcRn'? o Efgartigimod outcompetes endogenous ~— O MG can manifest as focal weakness, with ocular
O By blocking FcRn, efgartigimod selectively reduces IgG antibodies and pathogenic symptoms being the most common focal
! \:’5 antibogdies alnd gath(g; enic autoantigodies and does P os s on oInE o Rl presentation, which can include fluctuating
& P 8 ’ due to increased affinity to FcRn. X ptosis, diplopia, and eye closure weakness with

so without:'3° When bound to FcRn, efgartigimod
and IgG escape lysosomal degradation

intact pupillary reflexes®12
Impacting antibody production (including other

" ) . -
Ig antibodies) or other parts of the immune system Of patients with MG who initially presented

Unbound IgG and efgartigimod are . \ \ / with ocular symptoms (either ptosis or diplopia),
Decreasing albumin levels degraded in the lysosome . ¥ up to 80% subsequently developed gMG*©
Increasing LDL cholesterol levels O Anti-AChR antibodies are found in 40% to 77%
FcRn-bound efgartigimod of patients with oMG?3

and fewer IgG are L
OBJECTIVE recycled back % Q ‘ O Treatments for patients with oMG
into circulation predominantly consist of off-label drug use,

and efficacy has not been proven for
immunosuppressive treatments such as
corticosteroids and NSISTs415

To evaluate the efficacy and safety of SC efgartigimod coformulated
with recombinant human hyaluronidase PH20 in participants with
ocular myasthenia gravis

UubD DESIGN
INCLUSION CRITERIA EXCLUSION CRITERIA
* Adult participants diagnosed with MG with consistent clinical features and confirmed by documentation and supported by: * Presence of other autoimmune  * Clinically significant disease, * Other diseases that lead to
diseases that would interfere recent major surgery (within eyelid drooping, peripheral
" L " ith an accurate assessment of 3 months of screening), or muscle weakness, or diplopia
S ey History of positive edrophonium wi 4 4
Seropositivity Abnormal neuromuscular transmission ) ini i i
for AChR-Ab @ (historical or during screening) AND dilliibis @y Flemon§trathed clinical symptoms of oMG Inte.ntlon to have surgery * Received a thymectomy
improvement in MG signs' . . N during the study; or any other .
* History of malignancy’ . o <3 months before screening
medical condition that would h | d
. « Clinically significant active confound the results of the or thymectomy planne
* MGFAclass | * Symptom onset <3 years before screening® h ) e during study
infection study or put the participant

* MGII (PRO) ocular score 26 with at least 2 ocular * No pupillary abnormality other than that from previous Total IgG levels <4 g/L at at undue risk in the

. . . K . * Total IgG levels <4 g/L a

items with a score of 22 at screening and baseline local disease or surger - i i g ini

8 gery screening investigator’s opinion

* On a stable dose of MG therapy prior to screening

(AChEI, CS, NSISTs; alone or in combination)

Evidenced by improvement in ptosis or diplopia. PDemonstrated improvement in MG signs with treatment such as oral AChEls, PLEX, IVIg, or CS. Unless evidence of MRI without Unless cancers were cured by adequate treatment with no evidence of recurrence for >3 years before the first dose of treatment. Adequately treated
fatty replacement in extraocular muscles or demonstrated response to treatment in the past year (ie, improvement in >1 oMG sign based on investigator judgment after treatment participants with basal cell or squamous cell skin cancer, carcinoma in situ of the cervix, carcinoma in situ of the breast, or incidental histological findings of
with Vg, PLEX, pyridostigmine, and/or steroids). prostate cancer (TNM stage T1a or T1b) can be included at any time.

Oculus PRIMARY ENDPOINT
Phase 3, Randomized, Double-Blinded, Placebo-Controlled, QdOpt
i i ioi i asthenia
Parallel-Group Trial With Efgartigimod PH20 SC in oMG Grhuis study MGII (PRO) ocular score change

from baseline to Day 29 in part A

Total anticipated enrollment:
Approximately 124 oMG participants with confirmed diagnosis

Reviewed by MG Diagnostic Adjudication Committee? SECONDARY ENDPOINTS

Key Secondary Endpoints (Hierarchical Testing)

* MGII (PRO+PE) ocular score change from baseline to

Part A Part B, OLE Day 29 in part A

YAVEES (SZ years) * MG-ADL ocular domain score change from baseline to
Day 29 in part A

Multiple cycles * MGII total score change from baseline to Day 29 in part A

Efgartigimod PH20 SC (PFS)®
Other Secondary Endpoints

_§ Efgartigimod PH20SC (PFS)b * MGll ocular scores (PRO, PRO+PE, and PE), generalized
© score, and total score; actual values and changes from
E A A A A baseline in part A and parts A+B
-S * MG-ADL total score, ocular domain score, and
5 Placebo (st)b . e generalized domain score; actual values and changes
from baseline in part A and parts A+B
ki A AANA A AANXN ) ) )
* Incidence and severity of AEs and SAEs in part A and
parts A+B
A A A A . « Clinically relevant changes in laboratory parameters, vital
Efgartigimod treatment signs, and ECGs in part A and parts A+B
r T T T T T T 1 " 4 once-weekly injections * MG-QolL15r total score actual values and changes from
. ine i +
Baseline 1 2 3 4 5 6 7 baseline in part A and parts A+B
Week * NEI VFQ-25 total score actual values and changes from
ee baseline in part A and parts A+B
L 1 ] « Actual values and percent changes from baseline in total
I I 1gG levels over time in part A and parts A+B
Efgartigimod dosing 4-week * Actual values and percent change from baseline in AChR-
(treatment cycle) follow-up period Ab levels in AChR-Ab seropositive participants over time

in part A and parts A+B

3AChR-Ab seropositive participants do not have to be reviewed by the adjudication committee. "Triangles indicate efgartigimod or placebo administration.

KEY TAKEAWAYS

ADAPT OCULUS is a randomized, double- This phase 3 trial will provide important

blind, placebo-controlled study evaluating data on the efficacy and safety of Recruitment Estimated primary
the efficacy and safety of SC efgartigimod efgartigimod PH20 SC prefilled syringe is ongoing completion date:
coformulated with recombinant human in the treatment of oMG, including Q42025
hyaluronidase PH20 in oM patients early in their disease course
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