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RNA-=ribonucleic acid.

INDICATION

DAWNZERA (donidalorsen) is indicated for prophylaxis to prevent attacks of hereditary angioedema (HAE) in adult
and pediatric patients 12 years of age and older.

SELECT IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS
DAWNZERA is contraindicated in patients with a history of serious hypersensitivity reactions, including
anaphylaxis, to donidalorsen or any of the excipients in DAWNZERA.

Please see Important Safety Information throughout and accompanying full Prescribing Information for DAWNZERA.



The physical and mental burden of

BREAKTHROUGH ATTACKS

may be greater than what your patients report*>

In a survey of 110 patients with HAE taking long-term prophylaxis,
NEARLY HALF said they didn’t tell their physician about every attack**

Many patients are still living with undesirable trade-offs*¢:

0O O

Burder.lsome Breakthrough Gl side effects’
dosing?® attacks’

In a survey of
patients with HAE **

~50%wiiss SUT

ON SOCIAL EVENTS DUE TO HAE ATTACKS

Living with trade-offs may not be the only option

Are you discussing changing HAE therapies with your patients? ‘
B e

Gl=gastrointestinal.

*These findings are a result of an online survey conducted by the Harris Poll, sponsored by lonis, of 150 US adults diagnosed
with HAE by a health care provider.}



§ Thefirstand only RNA-TARGETED
IF TREATMENT for HAE"

DAWNZERA is an antisense oligonucleotide (ASO) that binds to prekallikrein
(PKK) mRNA to limit plasma protein production at the source—in the liver,

where it’s made'®

4 )
DAWNZERA reduces

the production of PKK
protein, reducing the
release of bradykinin.
This prevents the vascular
leakage that characterizes
HAE attacks"*’

DAWNZERA is selectively
targeted to the liver'?’

Liver-specific
receptor
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DAWNZERA binds to PKK mRNA @
and directs its degradation'*’
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DAWNZERA has the selectivity of RNA technology and )i

_ does not irreversibly edit DNA*"° ‘, /
= ____~————= - - @ —

DNA=deoxyribonucleic acid; mMRNA=messenger ribonucleic acid.

SELECT IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Hypersensitivity Reactions

Hypersensitivity reactions, including anaphylaxis, have been reported in patients treated with DAWNZERA.
If signs and symptoms of serious hypersensitivity reactions occur, discontinue DAWNZERA and institute
appropriate therapy.

ADVERSE REACTIONS
Most common adverse reactions (incidence = 5%) are injection site reactions, upper respiratory tract infection,
urinary tract infection, and abdominal discomfort.

DAWNZERA has the LONGEST DOSING
OPTION for HAFE

DAWNZERA can give patients control without added complexity

=

At-home dosing every Convenient and
4 or 8 weeks' easy-to-store autoinjector”

Recommended dose:
DAWNZERA 80 mg SC every 4 weeks.

* DAWNZERA 80 mg SC every 8 weeks
may also be considered

Refrigeration is recomended.

» Can be stored at room
temperature up to 86 °F (30 °C)
in the original carton for up
to 6 weeks

/ DAWNZERA contains no citric acid— \‘\ ‘

\ = which is associated with injection-site pain"™’ A

y—

If a dose is missed, advise patients to take DAWNZERA as soon as possible
and then take their next dose 4 or 8 weeks later, as prescribed.!

14-day protocol to switch to DAWNZERA"'

Berotralstat or C1-INH Lanadelumab

1 Start DAWNZERA 1 Stop taking lanadelumab

2 Continue taking the current dose of

2 Wait 14 days before starting DAWNZERA
berotralstat or the CI-INH for 14 days

C1-INH=Cl-inhibitor; SC=subcutaneously.
*In clinical studies, injection-site reactions, including injection-site pain,
were the most frequently reported adverse reactions with DAWNZERA.'
1Switch protocol used in the OASISplus study.”

DAWNZERA)

(donidalorsen) 8mg/08mt

Please see Important Safety Information throughout and
accompanying full Prescribing Information for DAWNZERA.



Studied in patients STARTING OR
SWITCHING HAE prophylactic therapy

OASIS-HAE: Phase 3, randomized, OASISplus: Ongoing, open-label, long-term safety (primary
double-blind, placebo-controlled endpoint) and efficacy (secondary endpoint) study of patients
6-month trial of patients aged with HAE type 1 or 2 (N=147)%"

212 years with HAE type 1 or 2 (N=90) ' = ) 3 ;
» 94% of eligible patients opted to continue in the

* At baseline, 69% of patients had open-label study™
>2 monthly attacks'

OASIS-HAE (24 weeks)' OASISplus (up to 3 years)**

Open-label extension cohort
(interim analysis at Week 52)

Placebo-controlled phase

DAWNZERA 80 mg
every 4 weeks (n=45)

DAWNZERA 80 mg
every 4 weeks (n=69)

DAWNZERA 80 mg
every 8 weeks (n=23) /

DAWNZERA 80 mg
every 8 weeks (n=14)

Open-label switch cohort®
(interim analysis at Week 16)

Prior therapies:
lanadelumab (n=31), DAWNZERA 80 mg

berotralstat (n=11), every 4 weeks (n=64)
or CI-INH (n=22)

« Enrolled patients had to have at least « Enrolled patients on a stable dose of HAE prophylactic
two investigator-confirmed attacks therapy for =12 weeks. Patients started taking DAWNZERA
during the 8-week run-in period' every 4 weeks on Day 1, following the 14-day switch protocol

*Pooled placebo every 4 and 8 weeks!!

SELECT IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS
DAWNZERA is contraindicated in patients with a history of serious hypersensitivity reactions, including
anaphylaxis, to donidalorsen or any of the excipients in DAWNZERA.

WARNINGS AND PRECAUTIONS
Hypersensitivity Reactions
Hypersensitivity reactions, including anaphylaxis, have been reported in patients treated with DAWNZERA. If signs

and symptoms of serious hypersensitivity reactions occur, discontinue DAWNZERA and institute appropriate therapy.

. .

AN ATTACK-FREE YEAR is possible
with DAWNZERA?3

SUBSTANTIAL and SUSTAINED reductions in HAE attack rates'*¢

e Mean monthly HAE attack rate at Week 24 with DAWNZERA every 4 weeks was
0.44 vs 2.26 for placebo, an 81% reduction (primary endpoint, P<0.001) increasing
to an 87% reduction when measured from the second dose (0.30 vs 2.25 for placebo,
secondary endpoint, P<0.001)"¢

Reductions in mean monthly HAE attack rate (investigator-confirmed) from baseline®

Open-label extension!

Placebo-controlled study

0
.g 5 Placebo
£ REDUCTION
S at 1 year in the open-label study
g 0 — DAWNZERA every 4 weeks across both DAWNZERA arms
uq-) DAWNZERA every 8 weeks
e
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0 4 8 12 16 20 24 4 8 12 16 20 24 28 32 36 40 44 48 52
Weeks
DAWNZERA Q4W n=45 69 61
DAWNZERA Q8W n=23 14 14
Placebo n=22

Data cut-off: January 27, 2025.2

Placebo-controlled study results:

* 53% of patients were attack free on DAWNZERA every 4 weeks (P=0.003 vs 9% with placebo)"¢

* DAWNZERA every 8 weeks reduced HAE attacks by 55% vs placebo (P=0.004)'

» ~90% fewer moderate-to-severe HAE attacks with DAWNZERA every 4 weeks (P<0.001) and 41% fewer
when taken every 8 weeks'*

» DAWNZERA significantly reduced HAE attacks requiring acute therapy by 92% and 67% when taken
every 4 or 8 weeks, respectively (P<0.001 and P=0.004)"¢*

s DAWNZER D

Please see Important Safety Information throughout and

. 80mg/0.8mL
accompanying full Prescribing Information for DAWNZERA. (domdalorsen injection
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In the open-label study

prior treatment

an interim analysis at Week 16"*

Exploratory endpoint: reductions in mean monthly HAE attack rate with DAWNZERA"

SWITCHING TO DAWNZERA
reduced mean HAE attack rate by 62% from

Results in patients who switched to DAWNZERA every 4 weeks from
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Prior Prior Prior
lanadelumab CI-INH berotralstat All patients
n= 3] 22 1 64
Baseline mean= 0.69 0.61 1.80 0.85
DAWNZERA Q4W mean= 0.24 0.36 048 0.33

*Baseline monthly HAE attack rate established in the 10-week screening period.”

* These are not head-to-head data. Findings are from an open-label, uncontrolled safety study in patients who
wanted to switch to DAWNZERA, and was not powered for any comparisons between prior treatment groups;
thus, these observations cannot be generalized to other patients on prior long-term prophylactic treatments

» The majority of adverse events were mild to moderate and consistent with the placebo-controlled study

113

In the open-label study

Majority of patients who switched reported they
PREFERRED DAWNZERA

Patients successfully transitioned to DAWNZERA every 4 weeks from lanadelumab,
berotralstat, or a CI-INH with no mean loss of efficacy, and no new safety signals®

Exploratory endpoint: patient preference in an interim analysis at Week 16 (n=55)"

of patients surveyed who switched

84% PREFERRED DAWNZERA, most

saying it worked better to control
their HAE"

Reasons patients chose for preferring DAWNZERA"":
* 63% chose “it works better to control my HAE”
» 65% chose “less time to administer”

* 50% chose “less injection-site pain or reaction”

"More than 1reason was permitted.”

SELECT IMPORTANT SAFETY INFORMATION

ADVERSE REACTIONS
Most common adverse reactions (incidence = 5%) are injection site reactions, upper respiratory tract infection,
urinary tract infection, and abdominal discomfort.

CONTRAINDICATIONS

DAWNZERA is contraindicated in patients with a history
of serious hypersensitivity reactions, including anaphylaxis,
to donidalorsen or any of the excipients in DAWNZERA.

DAWNZERA)

(donidalorsen) 8mg/08mt

Please see Important Safety Information throughout and
accompanying full Prescribing Information for DAWNZERA.
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In the 6-month placebo-controlled study

Patients reported IMPROVED QoL
with DAWNZERA

DAWNZERA every 4 weeks significantly improved Angioedema Quality of Life
(AE-Qol) scores—a validated measure in patients with angioedema®™'

Improvements from baseline in LS mean AE-QoL score with DAWNZERA at Week 24¢

25

(P<0.001 vs placebo)

30

N
ol

20

(P=NR) DAWNZERA
improved patient QoL
MORE THAN 3X

beyond the minimum

N
o

clinically important
difference (>6 points)

)

LSM change in AE-QoL score from baseline
w G

\_ (n=22)

Placebo DAWNZERA DAWNZERA
every 4 weeks every 8 weeks

LSM=least squares mean; NR=not reported; QoL=quality of life.

SELECT IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Hypersensitivity Reactions

Hypersensitivity reactions, including anaphylaxis, have been reported in patients treated with DAWNZERA.
If signs and symptoms of serious hypersensitivity reactions occur, discontinue DAWNZERA and institute
appropriate therapy.

ADVERSE REACTIONS
Most common adverse reactions (incidence = 5%) are injection site reactions, upper respiratory tract infection,
urinary tract infection, and abdominal discomfort.

ARE YOU READY TO FLIP THE SWITCH
ON YOUR EXPECTATIONS of HAE
prophylaxis with DAWNZERA?

The long-term prophylactic with fewer doses than
ever before—one injection every 4 or 8 weeks.

Please see Important Safety Information throughout and
accompanying full Prescribing Information for DAWNZERA.

DAWNZERA)

(donidalorsen

80mg/0.8mL
injection




I >90% of patients reported they were
} WELL-CONTROLLED with DAWNZERA

Disease control was self-reported by patients using the Angioedema
£ Control Test (AECT)"

In the open-label study, 93% of patients who switched to DAWNZERA
reported they were well-controlled”

Mean proportion of patients well-controlled on DAWNZERA (AECT)

Placebo-controlled study: Week 24¢ Open-label cohort at Week 24°
6)
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25
0\ (n=9) (n=41)
Placebo ~ DAWNZERA DAWNZERA
every 4 weeks every 4 weeks

12

" Well-controlled was defined as 210 out of 16 possible points on the AECT.*
K Scores of 0 to 9 equated to poorly-controlled angioedema”

|

*The AECT was validated in 81 patients with recurrent angioedema, including 25 with HAE or acquired angioedema due to CI-INH deficiency.
It was not specifically validated for HAE.”

SELECT IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS

DAWNZERA is contraindicated in patients with a history of serious hypersensitivity reactions, including
anaphylaxis, to donidalorsen or any of the excipients in DAWNZERA.

WARNINGS AND PRECAUTIONS

Hypersensitivity Reactions

Hypersensitivity reactions, including anaphylaxis, have been reported in patients treated with DAWNZERA. If signs

and symptoms of serious hypersensitivity reactions occur, discontinue DAWNZERA and institute appropriate therapy.

Mean proportion of patients well-controlled on DAWNZERA (AECT)"

Open-label switch cohort interim analysis at Week 16
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g %0 )
25
0 \_ (n=20) (n=13) (n=5)
Baseline Baseline Baseline DAWNZERA
on prior on prior ong)rior every 4 weeks
lanadelumab Cl-INH berotralstat
AECT: patients answer 4 questions about their disease control over the past 4 weeks™: |
1 How often have you 3 How much has the unpredictability

had angioedema? of your angioedema bothered you?

2 How much has your quality of life 4 How well has your angioedema
been affected by angioedema? been controlled by your therapy?

These are not head-to-head data. Findings are from an open-label, uncontrolled safety study in patients who
wanted to switch to DAWNZERA, and was not powered for any comparisons between prior treatment groups;
thus, these observations cannot be generalized to other patients on prior long-term prophylactic treatments.

| DAWNZ ERA>
Please see Important Safety Information throughout and

F 80mg/0.8mL
accompanying full Prescribing Information for DAWNZERA. (domdalorsen injection
13
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SAFETY AND TOLERABILITY
established in clinical trials

The safety of DAWNZERA reflects an average duration of exposure of
14 months in 171 adult and pediatric patients aged =12 across 3 clinical trials'

Adverse reactions (25% with DAWNZERA and
more common than placebo) in OASIS-HAE at Week 24/

Adverse reaction, n (%) DAWNZERA DAWNZERA Placebo
every 4 weeks (N=45) every 8 weeks (N=23) (N=22)
Injection-site reactions™ 11(24) 1(4) 1(5)
Il:;:;: ::spiratory tract 4(9) 209) 1(5)
Urinary tract infection 4(9) 2(9) 0
Abdominal discomfort 3(7) 0 0

*Injection-site reactions: erythema, discoloration, pain, pruritus, induration, bruising, hematoma, hypersensitivity, swelling, reaction, and urticaria.

* All injection-site reactions were mild and nonserious, and the majority resolved without receiving any treatment’

— Erythema was the most common injection-site reaction®

In clinical trials, hypersensitivity reactions, including anaphylaxis, have occurred. Symptoms included
generalized rash, dyspnea, chest pain, and peri-oral swelling.!

4
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STEP BY STEP,
together with your patient
IONIS lonis Every Step™ is a support program dedicated
EVERY ST_:P to help your patient start and follow your prescribed

SUPPORT SERVICES treatment plan With DAWNZERA.

If your patient is new to DAWNZERA, they may be eligible to receive a one-time, one-dose supply of
DAWNZERA at no cost to see if DAWNZERA if right for them. Fill out the Free Trial Prescription on the

enrollment form or through DAWNZERA Direct to enroll your patient. For eligibility, see terms and conditions

at DAWNZERA.com/FreeTrialProgram.!

Patient Education Manager!

Your patient is connected with a dedicated Patient Education Manager from the start so you can feel

confident that they're supported at every step. Support includes how your patient receives DAWNZERA,

injection training, educational resources, and keeping your office updated throughout treatment.

©

Insurance Navigation$ Affordability Programs?’
Assistance with the insurance Programs to help eligible
approval process, including patients access their
prior authorizations, appeals, lonis medication, regardless
and reauthorizations. of their insurance.

DAWNZERA Direct

An online companion to
support your patient’s
treatment journey.

We have several options to make signing up easier for your patient:

1 sign the DAWNZERA Patient 2 Visit DAWNZERA.com/Enroll.

Authorization and Consent section
of the Patient Enrollment and
Prescription Form in your office.

3 Call lonis Every Step at
1-844-444-4305, Monday
to Friday, 8 am to 8 pm ET.

The Free Trial Program is meant to help your patient evaluate the tolerability of DAWNZERA and to assess the administration process prior

to prescription. See full terms and conditions at DAWNZERA.com/FreeTrialProgram. May not be billed back to the third-party payer or resold. Participating
in the program does not impose an obligation to purchase in the future. Terms and conditions apply. Programs subject to change or discontinue without notice,

including in specific states.

IPatient Education Managers do not provide clinical recommendations and will refer
patients back to their health care providers as necessary.

SInsurance approval is not guaranteed. lonis Every Step offers affordability programs for
people prescribed DAWNZERA.

ITerms and conditions apply. Programs subject to change or discontinue without notice,

including in specific states.

Please see Important Safety Information throughout and
accompanying full Prescribing Information for DAWNZERA.
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When your patients need long-term prevention,

(donidalrsen)

Flip the switch on your
expectations of HAE prophylaxis

e First-in-class mechanism of action selectively targets PKK'*
» The longest dosing option approved to prevent HAE attacks up to every 8 weeks'
» Well-tolerated safety profile’

DAWNZERA every 4 weeks:
» Reduced HAE attack rate at 6 months by 81% from the first dose, 87% when
measured from the second dose, and 94% at 1 year in an open-label study?**

| = Switching to DAWNZERA every 4 weeks*:
4 e Reduced mean HAE attack rate by 62% from prior therapy baseline®

» Preferred by 84% of patients surveyed, including those switching from oral therapy” F

— These are not head-to-head data. Findings are from an open-label, uncontrolled safety
study in patients who wanted to switch to DAWNZERA, and was not powered for any
comparisons between prior treatment groups; thus, these observations cannot be s .
generalized to other patients on prior long-term prophylactic treatments '

*Exploratory endpoint.”

INDICATION
DAWNZERA (donidalorsen) is indicated for prophylaxis to prevent attacks of hereditary angioedema (HAE) in adult

and pediatric patients 12 years of age and older.

SELECT IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS
DAWNZERA is contraindicated in patients with a history of serious hypersensitivity reactions, including
anaphylaxis, to donidalorsen or any of the excipients in DAWNZERA.

ADVERSE REACTIONS
Most common adverse reactions (incidence = 5%) are injection site reactions, upper respiratory tract infection, urinary
tract infection, and abdominal discomfort.

Please see Important Safety Information throughout
and accompanying full Prescribing Information for DAWNZERA.

oNis DAWNZERA)
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