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» Ami spoke to
her doctor about
ACTEMRA for

her rheumatoid

arthritis (RA).

WHAT COULD ACTEMRA
DO FOR YOUR RA?

ACTEMRA may be able to treat your RA
with or without methotrexate (MTX).
See inside for more information.

WHAT DOES ACTEMRA TREAT?

ACTEMRA is a prescription medicine called an
interleukin-6 (IL-6) receptor antagonist.

ACTEMRA is used to treat adults with moderately
to severely active rheumatoid arthritis (RA) after at
least one other medicine called a disease modifying
antirheumatic drug (DMARD) has been used and did
not work well.

IMPORTANT SIDE EFFECT INFORMATION
ACTEMRA can cause serious side effects

Serious Infections

ACTEMRA changes the way your immune system
works. This can make you more likely to get infections
or make any current infection worse. Some people
have died from these infections. Your healthcare
provider should assess you for TB before starting,
during, and after treatment with ACTEMRA.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.




COULD ACTEMRA BE
RIGHT FOR YOU?

Managing your moderate to severe rheumatoid
arthritis (RA) can be challenging. If your last
treatment didn't give you the results you were
looking for, this brochure will give you important
information about ACTEMRA, a possible next
step for you that could help.

You may be able to see results
on ACTEMRA with or without
disease-modifying antirheumatic
drugs (DMARDs) like MTX.

Please see pages 16-17 for information on the
ACTEMRA clinical trial results.

In this brochure, you'll learn about:

e How ACTEMRA may help ease
your symptoms
e How ACTEMRA is taken (infusion
or injection)
e How to use the ACTPen® autoinjector
e Clinical trial results
e What to expect with treatment
¢ Important Side Effect Information
¢ Options to help you pay for ACTEMRA

Important Side Effect Information (continued)

Serious Infections

ACTEMRA changes the way your immune
system works. This can make you more likely
to get infections or make any current infection
worse. Some people have died from these
infections. Your healthcare provider should
assess you for TB before starting, during, and
after treatment with ACTEMRA.

2

If your RA treatment isn't

working, talk to your
healthcare professional
about the risks and benefits
of taking ACTEMRA.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.




HOW COULD ACTEMRA
HELP EASE RA SYMPTOMS?

What kind of results could you see?

Treating your moderate to severe RA with
ACTEMRA could help you:

Reduce the signs and symptoms of RA

Reduce swollen and tender joints

;‘2 Decrease the progression of joint
‘Y damage when taken with DMARDs

Ease some daily living activities for some
people with RA

Please see pages 16-17 for information on the
ACTEMRA clinical trial results.

Important Side Effect Information (continued)

Before starting ACTEMRA, tell your healthcare
provider if you have:

e an infection, think you may have an infection,
are being treated for an infection, or get a
lot of infections that return. Symptoms of
an infection, with or without a fever, include
sweating or chills; shortness of breath;
warm, red or painful skin or sores on
your body; feeling very tired; muscle
aches; blood in phlegm; diarrhea
or stomach pain; cough; weight
loss; burning when you urinate
or urinating more than normal

<* ACTEMRA

tocilizumab
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"I had been dealing with swelling and
painful joints, and after being on
ACTEMRA for a couple of months | actually

noticed a reduction in the swelling.

ViW3.LOV LNOAV

“I found that, while before | couldn’t really
bend my fingers, | could bend them
again...so that really encouraged me,
particularly seeing those effects early in
the treatment.

"It really gave me hope as to what | would
be able to continue to see by taking
ACTEMRA." .

AML has treated her RA with ACTEMRA.

Individual results may vary.



ABOUT ACTEMRA

TARGETING A KEY DRIVER 7.» ACTEMRA
OF INFLAMMATION tocilizumab
WITH ACTEMRA

Without ACTEMRA

IL-6 connects to immune cells and tells them to

activate. When these cells activate, this may
To understand how ACTEMRA is believed contribute to the signs and symptoms of RA.

to work, let's start with learning what
interleukin-6 (IL-6) is. @

How is ACTEMRA believed
to work?

IL-6 is a messenger that tells the immune
system to attack harmful bacteria and
viruses. When your body produces too
much IL-6, it causes the immune system to
attack healthy cells and may contribute to
the signs and symptoms of RA.

ACTEMRA is designed to block IL-6 from <
activating the immune system to attack.

Receptor

Signal activates immune cell and may
contribute to the signs and symptoms of RA

ACTEMRA targets a key source of
inflammation called IL-6.

CELL
Important Side Effect Information (continued)
Before starting ACTEMRA, tell your healthcare .
provider if you have (continued): With ACTEMRA
e any of the following conditions that may give ACTEMRA blocks IL-6 from connecting to the cell.

you a higher chance of getting infections:
diabetes, HIV, or a weak immune system

¢ tuberculosis (TB), or have been in close contact
with someone with TB

¢ |ive or have lived, or have traveled to certain
parts of the United States where there is an
increased chance of getting fungal infections.
These parts include the Ohio and Mississippi
River valleys and the Southwest

® hepatitis B or have had hepatitis B

Receptor

CELL

Please see Important Side Effect Information on
pages 23-27. For additional safety information,

please see the full Prescribing Information and
Medication Guide enclosed. The way ACTEMRA is believed to work was suggested in early
research. It is not known exactly how it works in the body.
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WHAT ARE THE DIFFERENT
WAYS I CAN TAKE
ACTEMRA?

ACTEMRA offers several options for your
moderate to severe RA symptoms. These options
give you the ability to take your medicine in a way
that works best for you.

ACTEMRA is available as:

An intravenous (IV)
infusion

This medicine is a liquid solution placed
into your vein with a needle. It is given at
your healthcare professional’s office or an
infusion center.

ﬂﬁ A subcutaneous (SC)
ll injection

This medicine is injected under your skin.
It is given at home by you or a caregiver.
ACTEMRA SC is available in a prefilled
syringe or the ACTEMRA ACTPen®
autoinjector.

* The ACTEMRA prefilled syringe is a single-
dose needle that is manually injected

® The ACTPen autoinjector is a prefilled,
single-dose, pen-like autoinjector that
keeps the needle tip shielded before the
injection, allowing you to inject by holding
down a button

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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Whichever SC injection device you
prefer, the ACTEMRA you take is
the same

Prefilled syringe

7 =y = 1
Ioe | —
=t T
P 2o oo o —

|

i

Not actual size.

ACTPen autoinjector

Actemra® ACTPen®
(wciizumab) Injection  Rewr
|

Not actual size.

Cap (covers  Window Activation
needle shield) area button

Your healthcare professional will train you on how
to properly inject ACTEMRA. You may also refer
to the Instructions for Use step-by-step guidance
on how to use your prefilled syringe or ACTPen
autoinjector.

To watch a step-by-step video

o -

E |__1 E guide to the ACTPen autoinjector,
E&u{ scan the QR code.

LA

For a quick reference guide on
how to use ACTPen autoinjector,
please see pages 10-13.

Oy

Important Side Effect Information (continued)
Who should not take ACTEMRA?

Do not take ACTEMRA if you are allergic to
tocilizumab, or any of the ingredients in ACTEMRA.

9




ACTPen® AUTOINJECTOR

QUICK REFERENCE GUIDE

Once you have become comfortable with the steps
shown in the Instructions for Use, you may use this
summary as a quick reference before injecting.

’ (1
Prepare for
your injection

Remove the ACTPen autoinjector from the
refrigerator and let it warm up for 45 minutes until
it reaches room temperature. Inspect the device.
The liquid should be clear and colorless to pale
yellow. Do not use the ACTPen autoinjector if it
appears to be damaged or if it has accidentally
been dropped.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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Twist and
pull off cap

Remove the cap when you are ready to inject.
The ACTPen autoinjector should be used within
3 minutes or thrown away. The needle will be
hidden until you begin your injection.

Important Side Effect Information (continued)
Be sure to talk to your healthcare provider if you
see any signs of these serious side effects:

Tears (perforation) of the Stomach or Intestines

If you have diverticulitis (inflammation in parts of
the large intestine), talk to your healthcare provider
before taking ACTEMRA. Some people taking
ACTEMRA may develop a hole in the wall of their
stomach or intestines (also known as a perforation).
This happens most often in people who also take
nonsteroidal anti-inflammatory drugs (NSAIDs),
corticosteroids, or methotrexate.

Tell your healthcare provider right away if you see
any of these side effects: fever, new onset stomach-
area pain that does not go away, or if you see a
change in your bowel habits.

11




ACTPen® AUTOINJECTOR

QUICK REFERENCE GUIDE
(CONTINUED)

90°

¥ O

Pinch skin

Choose an area of the body where you will inject
ACTEMRA. This is known as the injection site (refer
to Step 2, Figure D in the Instructions for Use for
recommended injection sites). Gently pinch the
skin in this area. Place the ACTPen autoinjector
against your pinched skin at a 90° angle. Do not
press the Activation button until you get to Step 5.
When you're ready to inject, remember to
continue to pinch your skin as you go.

NEEDLE

SHIELD Compress

to unlock

Without holding the Activation button, push
the ACTPen autoinjector down until the needle
shield is fully compressed against your pinched
skin. This will unlock the Activation button. Hold
the ACTPen autoinjector firmly in this position.

Important Side Effect Information (continued)
Liver problems (Hepatotoxicity)

Some people have experienced serious
life-threatening liver problems, which required liver
transplant or led to death.

12
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CLICK

Y-

Inject
ACTEMRA SC

Press the Activation button. A “click” sound
indicates the start of the injection. Keep the
button pressed throughout the injection. The
injection may take up to 10 seconds to complete.

.

(
INDICATOR
(“Injection
complete”)

6

Watch and
release

Hold the ACTPen autoinjector in place until the
indicator in the window area has stopped moving,
even if you hear a second “click.” Lift the device
straight off your skin and release the Activation
button. The needle shield will move down to
cover the needle.

0 Discard

Once finished, throw away the ACTPen
autoinjector in a sharps container. Do not put
the cap back on the ACTPen autoinjector.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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ACTPen® AUTOINJECTOR s >
ADMINISTRATION & Aez::ﬁlz%n’?aAb

DO’S AND DON'TS

The tips below will help clarify how you should
use the ACTPen autoinjector. For full details about

administration, please refer to the Instructions for Use.

DO choose a different
injection site each time you
inject. Each new site should
be at least 1 inch (2.5 cm)
away from the area you

last injected.

DO hold the upper part of
the ACTPen autoinjector
comfortably in one hand
so that you can see the
window area.

DO place the needle shield
of the ACTPen autoinjector
firmly against your pinched
skin at a 90° angle until the
needle shield is completely
pushed in. This will unlock
the Activation button.

DO press the Activation
button once the ACTPen
autoinjector is firmly held
in place against your skin.
Hold the device still until
the indicator stops moving.

Important Side Effect Information (continued)
Liver problems (Hepatotoxicity) (continued)

Your healthcare provider may tell you to stop
taking ACTEMRA if you develop new or worsening
liver problems during treatment with ACTEMRA.

14

DO NOT inject into moles,
scars, bruises, or areas
where the skin is tender,
red, hard, or not intact.

DO NOT push down from
the top of the device or on
the Activation button when
you are positioning the
device against your skin.

DO NOT push the Activation
button until the needle shield
is fully pressed against your
pinched skin.

DO NOT lift the needle
shield from your skin before
you inject, otherwise

the Activation button will
not work.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.




IS THERE PROOF
ACTEMRA CAN WORK?

In a clinical study, people with moderate to
severe RA were given either ACTEMRA IV OR
MTX (a DMARD) to compare how well each
treatment reduced symptoms.

ACTEMRA IV was proven to ease
RA symptoms

7 out of 10 people on ACTEMRA IV saw at
least a 20% improvement in their RA symptoms
(also known as an ACR20 response), including
the number of tender and swollen joints.

About 5 out of 10 people on MTX saw at least
a 20% improvement in their tender and swollen
joint counts and other RA symptoms.

Individual results may vary.

Important Side Effect Information (continued)
Liver problems (Hepatotoxicity) (continued)

Tell your healthcare provider right away if you have
any of the following symptoms:

e feeling tired (fatigue)

® lack of appetite for several days or longer
(anorexia)

e yellowing of your skin or the whites of your
eyes (jaundice)

® abdominal swelling and pain on the right side
of the stomach-area

e light colored stools

* weakness

® nausea and vomiting

e confusion

e dark “tea-colored” urine

16
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ACTEMRA may improve
symptoms quickly

weeks

ACTEMRA SC was proven to be as
effective as ACTEMRA IV

Some people taking
ACTEMRA |V started to
see an improvement in
as little as 2 weeks.

In another study, people taking ACTEMRA SC
along with DMARDs experienced a reduction of
symptoms similar to those taking ACTEMRA IV
along with DMARD:s.

® About 7 out of 10 people in both study
groups saw a 20% improvement in their
RA symptoms

ACTEMRA was also proven to
work in patients who have been
on previous biologics.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.

SLINS3d
TVILL TVIINITO




=
s
g un
£5
<2
Om
S
=3
(O]

UNDERSTANDING YOUR
DOSE

If you and your healthcare professional decide
on ACTEMRA, it's important to understand
how much ACTEMRA you will receive, and how
often you will receive it.

What's the recommended
ACTEMRA dosage?

ACTEMRA 1V infusions

The recommended starting
dose of ACTEMRA is
4 mg/kg* once a month

Based on your response to
treatment, your dose may
be increased to 8 mg/kg*
once a month

*1kg=2.2 Ib.

Your IV infusion will last about 1 hour.

Your ACTEMRA IV dose is based on
your weight

It's up to your healthcare professional to
determine what dose is right for you.

Important Side Effect Information (continued)
Changes in Blood Test Results

Your healthcare provider should do blood tests
before you start receiving ACTEMRA. If you have
rheumatoid arthritis (RA) your healthcare provider
should do blood tests 4 to 8 weeks after you start
receiving ACTEMRA for the first 6 months and
then every 3 months after that.

18
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ACTEMRA SC injections - *_

If you weigh less than 220 b

(100 kg): 1 prefilled syringe or
ACTEMRA ACTPen® autoinjector
every 2 weeks (162 mg)

If you weigh 220 Ib (100 kg) or
1x more: 1 prefilled syringe or
"< ' ACTPen autoinjector once a

week (162 mg)

For patients starting on 1 prefilled syringe or ACTPen
autoinjector every 2 weeks, you and your healthcare
professional may decide to change your dose to 1
prefilled syringe or ACTPen autoinjector every week if
you aren't getting the results you need.

What if my signs and symptoms
persist?

If you feel like you aren’t getting the level

of relief you want, talk to your healthcare
professional about adjusting your dose. Your
healthcare professional will monitor your
symptoms and lab test results to see how you're
responding to treatment. There is no set time
for dose adjustment. Depending on your lab test
results, your doctor may change your dosage

of ACTEMRA.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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WHAT TO EXPECT WITH
TREATMENT

If you've never had an infusion or injection
therapy before, you may be wondering what to
expect. Here are a few things that will happen
before, during, and after your treatment.

© Routine blood tests during treatment

To check for changes in your liver function tests,
your healthcare professional will take blood
tests every 4 to 8 weeks for the first 6 months
following the start of treatment and then every
3 months after. They will also take blood tests

4 to 8 weeks after the start of treatment and
every 3 months after to check for changes in
neutrophil and platelet counts. Your healthcare
professional should also do blood tests to check
your cholesterol levels 4 to 8 weeks after your first
ACTEMRA infusion or injection.

@ Getting to know your treatment

Before you start on ACTEMRA [V infusions or
ACTEMRA SC injections, it's important to know
all the facts. Make sure you review the ACTEMRA
Medication Guide, available at ACTEMRA.com.
Especially take note of the “What is the most
important information | should know about
ACTEMRA?" and “Before you receive ACTEMRA,
tell your healthcare professional about all of your
medical conditions” sections.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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@ Weighing in before appointments

Your ACTEMRA IV infusion dose is based on

your weight, so before every infusion, you'll be
weighed. If taking ACTEMRA by SC injection, your
healthcare professional should weigh you at each
in-office appointment. If your weight changes, you
and your healthcare professional will decide if a
change in dose is necessary.

@ If you are on ACTEMRA IV

When it's time for your infusion, you will sit or
recline in a comfortable chair. The infusion will last
about an hour.

Important Side Effect Information (continued)
Changes in Blood Test Results (continued)

These blood tests are to check for the following
side effects of ACTEMRA:

* Low neutrophil count: neutrophils are white
blood cells that help the body fight infection

¢ Low platelet count: platelets are blood cells that
help with clotting, which stops bleeding

e Increase in liver function test levels

e Increase in blood cholesterol levels: your
cholesterol levels should be checked 4 to 8
weeks after you start receiving ACTEMRA.

Your healthcare provider will determine how often
you will have follow-up blood tests. Make sure you
get all your follow-up blood tests done as ordered
by your healthcare provider.

21




WHAT TO EXPECT WITH
TREATMENT (CONTINUED)

@ If you are on ACTEMRA SC

Your healthcare professional or nurse should train
you or your caregiver on how to properly inject
ACTEMRA SC with either the prefilled syringe

or the ACTEMRA ACTPen® autoinjector. During
this training session, you or your caregiver should
inject ACTEMRA SC for the first time. Only
patients or caregivers who have been properly
trained should use the ACTEMRA prefilled syringe
or ACTPen autoinjector.

@ Monitoring for side effects

While receiving your treatment by infusion, a
healthcare professional or nurse will monitor

you. If you are injecting ACTEMRA SC, make
sure to keep an eye out for possible side
effects. ACTEMRA may lead to allergic reactions,
including death. These events may happen with
any treatment, even if they have not happened
before. If you had hives, rash, or flushing after an
injection, tell your healthcare professional before
your next dose. Let your healthcare professional
or nurse know right away, or contact 911
immediately, if you're experiencing:

e Shortness of breath
or trouble breathing

e Feeling dizzy or faint
* Moderate or severe
abdominal pain
or vomiting

e Swelling of the lips,
tongue, or face

e Chest pain

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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IMPORTANT SIDE EFFECT
INFORMATION

What does ACTEMRA treat?

ACTEMRA is a prescription medicine called an
interleukin-6 (IL-6) receptor antagonist.
ACTEMRA is used to treat adults with moderately
to severely active rheumatoid arthritis (RA) after
at least one other medicine called a disease
modifying antirheumatic drug (DMARD) has been
used and did not work well.

ACTEMRA can cause serious side effects

Serious Infections

ACTEMRA changes the way your immune
system works. This can make you more likely
to get infections or make any current infection
worse. Some people have died from these
infections. Your healthcare provider should
assess you for TB before starting, during, and
after treatment with ACTEMRA.

Before starting ACTEMRA, tell your healthcare
provider if you have:

¢ an infection, think you may have an infection,
are being treated for an infection, or get a lot of
infections that return. Symptoms of an infection,
with or without a fever, include sweating or chills;
shortness of breath; warm, red or painful skin or
sores on your body; feeling very tired; muscle
aches; blood in phlegm; diarrhea or stomach
pain; cough; weight loss; burning when you
urinate or urinating more than normal

any of the following conditions that may give you
a higher chance of getting infections: diabetes,
HIV, or a weak immune system

tuberculosis (TB), or have been in close contact
with someone with TB

live or have lived, or have traveled to certain
parts of the United States where there is an
increased chance of getting fungal infections.
These parts include the Ohio and Mississippi
River valleys and the Southwest

e hepatitis B or have had hepatitis B

* ACTEMRA
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IMPORTANT SIDE EFFECT
INFORMATION (CONTINUED)

Who should not take ACTEMRA?

Do not take ACTEMRA if you are allergic to
tocilizumab, or any of the ingredients
in ACTEMRA.

Be sure to talk to your healthcare provider if you
see any signs of these serious side effects:

Tears (perforation) of the Stomach or Intestines

If you have diverticulitis (inflammation in parts of
the large intestine), talk to your healthcare provider
before taking ACTEMRA. Some people taking
ACTEMRA may develop a hole in the wall of their
stomach or intestines (also known as a perforation).
This happens most often in people who also take
nonsteroidal anti-inflammatory drugs (NSAIDs),
corticosteroids, or methotrexate.

Tell your healthcare provider right away if you

see any of these side effects: fever, new onset
stomach-area pain that does not go away, or if you
see a change in your bowel habits.

Liver problems (Hepatotoxicity)

Some people have experienced serious
life-threatening liver problems, which required liver
transplant or led to death. Your healthcare provider
may tell you to stop taking ACTEMRA if you
develop new or worsening liver problems during
treatment with ACTEMRA. Tell your healthcare
provider right away if you have any of the

following symptoms:

e feeling tired (fatigue)

® lack of appetite for several days or longer
(anorexia)

* yellowing of your skin or the whites of your
eyes (jaundice)

* abdominal swelling and pain on the right side
of the stomach-area

* light colored stools

* weakness

® nausea and vomiting

® confusion

e dark “tea-colored” urine
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Changes in Blood Test Results

Your healthcare provider should do blood tests
before you start receiving ACTEMRA. If you have
rheumatoid arthritis (RA) your healthcare provider
should do blood tests 4 to 8 weeks after you start
receiving ACTEMRA for the first 6 months and
then every 3 months after that. These blood tests
are to check for the following side effects

of ACTEMRA:

¢ Low neutrophil count: neutrophils are white
blood cells that help the body fight infection

¢ Low platelet count: platelets are blood cells that
help with clotting, which stops bleeding

e Increase in liver function test levels

e Increase in blood cholesterol levels: your
cholesterol levels should be checked 4 to 8
weeks after you start receiving ACTEMRA.

Your healthcare provider will determine how often
you will have follow-up blood tests. Make sure you
get all your follow-up blood tests done as ordered
by your healthcare provider.

You should not receive ACTEMRA if your neutrophil
and platelet counts are too low or your liver function
test levels are too high. Changes in blood test
results may cause your healthcare provider to stop
your ACTEMRA treatment for a time or change
your dose.

Cancer

ACTEMRA may increase your risk of certain
cancers by changing the way your immune
system works.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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IMPORTANT SIDE EFFECT
INFORMATION (CONTINUED)

Hepatitis B Infection

If you have or are a carrier of the hepatitis B virus
(a virus that affects the liver), the virus may become
active while you use ACTEMRA. Your healthcare
provider may do blood tests before you start
treatment with ACTEMRA and while you are using
ACTEMRA. Tell your healthcare provider if you
have any signs of these symptoms:

o feel very tired

e skin or eyes look yellow
e little or no appetite

® vomiting

* clay-colored bowel movements
e fevers

e chills

e stomach discomfort

* muscle aches

e dark urine

e skin rash

Serious Allergic Reactions

Serious allergic reactions, including death,

can happen with ACTEMRA. These reactions

can happen with any infusion or injection of
ACTEMRA, even if they did not occur with

an earlier infusion or injection. Stop taking
ACTEMRA, contact your healthcare provider, and
get emergency help right away if you have any of
the following signs of a serious allergic reaction:

* swelling of the face, lips, mouth, or tongue

® trouble breathing

* wheezing

® severe itching

e skin rash, hives, redness, or swelling outside
of the injection site area

e dizziness or fainting

e fast heartbeat or pounding in your chest
(tachycardia)

® sweating
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Nervous System Problems

While rare, Multiple Sclerosis has been diagnosed
in people who take ACTEMRA.

The most common side effects of
ACTEMRA include:

® upper respiratory tract infections (common cold,
sinus infections)

e headache

e increased blood pressure (hypertension)

® injection site reactions

Tell your healthcare provider about any side effect
that bothers you or does not go away. These are
not all the possible side effects of ACTEMRA.

ACTEMRA & Pregnancy

Tell your healthcare provider if you are planning
to become pregnant, are pregnant, plan to
breast-feed, or are breast-feeding. You and your
healthcare provider should decide if you will
take ACTEMRA or breast-feed. You should not
do both.

Tell your healthcare provider if you have any side
effects. You may report side effects to the FDA at
1-800-FDA-1088. You may also report side effects
to Genentech at 1-888-835-2555.

Please see full Prescribing Information and the
Medication Guide, including Serious Side Effects,
for more Important Safety Information.
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HELP PAYING FOR
ACTEMRA

ACTEMRA Access Solutions is dedicated to
helping you understand your insurance coverage
and assistance options.*' This can help you get
the ACTEMRA your doctor prescribed.

n ACTEMRA Co-pay Program

You pay as little as

S [[™ per prescription’

with up to $15,000 in co-pay
support annually for eligible,
commercially insured patients

*The final amount owed by patients may be as little as $5, but
may vary depending on the patient’s health insurance plan.
Eligible commercially insured patients who are prescribed
ACTEMRA for an FDA-approved use can receive up to $15,000
in assistance annually for drug costs. See terms and conditions
for each program. Program limits apply.

Please see page 30 for the ACTEMRA Co-pay
Program terms and conditions.

*You and your doctor are responsible for completing and submitting
all required paperwork to your health insurance plan. Genentech and
ACTEMRA cannot guarantee your plan will cover any treatments.

*Genentech provides coverage and reimbursement services to patients to
help them understand benefits, coverage and reimbursement. Genentech
provides these services to patients only after a healthcare provider has
prescribed a Genentech product.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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How to get started

Visit RACopay.com

Call 855-RA-COPAY
(855-722-6729)¢

How to know if you are eligible

You may be eligible if:

* You are taking ACTEMRA for moderate
to severe RA

* You are 18 years of age or older or
have a legal guardian over the age of
18 to manage the program

® You have commercial (private or non-
governmental) insurance?

¢ You do not use a federal or state health
insurance program. This includes, but
is not limited to, Medicare, Medicaid,
Medigap, VA, DoD or TRICARE

* You do not currently receive help for
ACTEMRA from the Genentech Patient
Foundation or any independent co-pay
assistance foundations

¢ You live and are treated in the United
States or U.S. Territories

¢ You do not live in any state where the
program is prohibited by law

$Monday through Friday, from 6 am - 5 pm PT, except major holidays.

*Commercial insurance is an insurance plan you get from a private
health insurance company. This can be insurance from your job, from
a plan you bought yourself or from a Health Insurance Marketplace
(for example, from HealthCare.gov). Medicare and Medicaid are not
considered commercial insurance.

The ACTEMRA Co-pay Program may help eligible commercially
insured patients with their drug costs. This program helps with the cost
of ACTEMRA only. It does not help with the cost of other medicines
the patient takes at the same time as ACTEMRA or with facility fees.
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HELP PAYING FOR
ACTEMRA (CONTINUED)

ACTEMRA Co-pay Program Terms
and Conditions

e The Co-pay Program is valid ONLY for patients
with commercial (private or non-governmental)
insurance who have a valid prescription for a
Food and Drug Administration (FDA)-approved
indication of a Genentech medicine. Patients
using Medicare, Medicaid or any other federal
or state government program (collectively,
“Government Programs”) to pay for their
Genentech medicine are not eligible.

e Under the Program, the patient may pay a
co-pay. The final amount owed by a patient
may be as little as $0 for the Genentech
medicine (see Program specific details). The
total patient out-of-pocket cost is dependent
on the patient’s health insurance plan. The
Program assists with the cost of the Genentech
medicine only. It does not assist with the cost of
other medicines, procedures or office visit fees.
After reaching the maximum annual Program
benefit amount, the patient will be responsible
for all remaining out-of-pocket expenses. The
Program benefit amount cannot exceed the
patient’s out-of-pocket expenses for the cost
associated with the Genentech medicine.

e All participants are responsible for reporting
the receipt of all Program benefits as required
by any insurer or by law. The Program is only
valid in the United States and U.S. Territories,
is void where prohibited by law and shall follow
state restrictions in relation to AB-rated generic
equivalents (e.g., MA, CA) where applicable. No
party may seek reimbursement for all or any part
of the benefit received through the Program.
The Program is intended for the patient. Only
the patient using the Program may receive the
funds made available through the Program. The
Program is not intended for third parties who
reduce the amount available to the patient or
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take a portion for their own purposes. Patients
with health plans that redirect Genentech
Program assistance intended for patient
out-of-pocket costs may be subject to alternate
Program benefit structures. Genentech reserves
the right to rescind, revoke or amend the
Program without notice at any time.

e Additional terms and conditions apply.
Please visit RAcopay.com for the full list of
Terms and Conditions.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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ACTEMRA (CONTINUED)

a Independent Co-pay Assistance
Foundations*

If you need help with the co-pay for your
ACTEMRA, ACTEMRA Access Solutions can
refer you to an independent co-pay assistance
foundation. Independent co-pay assistance
foundations help patients with public or
commercial health insurance.

a Genentech Patient Foundation'

The Genentech Patient Foundation gives free
ACTEMRA to people who don’t have insurance
coverage or who have financial concerns and
meet eligibility requirements.

To learn more:
Call 1-800-ACTEMRA
(1-800-228-3672)

Visit Genentech-Access.com/
ACTEMRA/patients

*Independent co-pay assistance foundations have their own rules for
eligibility. Genentech has no involvement or influence in independent
foundation decision-making or eligibility criteria and does not know
if a foundation will be able to help you. We can only refer you to
a foundation that supports your disease state. Genentech does
not endorse or show preference for any particular foundation. The
foundations we refer you to may not be the only ones that might be
able to help you. =

fIf you have health insurance, you should try to get other types of
financial assistance, if available. You also need to meet income
requirements. If you do not have insurance, or if your insurance does
not cover your Genentech medicine, you must meet a different set of
income requirements.

Please see Important Side Effect Information on -
pages 23-27. For additional safety information, .

please see the full Prescribing Information and -
Medication Guide enclosed.
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GET YOUR FREE ACTEMRA | &*ACTEMRA

——

TRAVEL PACK AND tocilizumab
SHARPS CONTAINER BY
CALLING 1-800-ACTEMRA

P e e
| (1-800-228-3672) S JOUT RO OF aboL L Ane

treatment option with over a
decade of experience

The Travel Pack includes
a freezable ice pack and
a TSA card, which may ACTEMRA has been studied for over a decade
be helpful when you take in thousands of people taking ACTEMRA for

ACTEMRA with you when multiple FDA-approved uses.
you travel.

YEARS OF
STUDIES

KEY CLINICAL
STUDIES*

PEOPLE TREATED
WORLDWIDE?

*Includes FDA-approved uses for conditions other than RA.
TAccording to the tocilizumab Periodic Benefit-Risk Evaluation Report
(PBRER). The 1,600,000+ number includes patients treated during
clinical trials and in market setting through April 10, 2020. Patients
treated in the market setting is estimated based on the volume of
product sold.

L

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.
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Ask your doctor today if
ACTEMRA could help ease
your RA symptoms

To learn more about ACTEMRA, visit
ACTEMRA.com, or call 1-800-ACTEMRA.

IMPORTANT SIDE EFFECT INFORMATION

ACTEMRA can cause serious side effects

Serious Infections

ACTEMRA changes the way your immune system
works. This can make you more likely to get infections
or make any current infection worse. Some people
have died from these infections. Your healthcare
provider should assess you for TB before starting,
during, and after treatment with ACTEMRA.

Please see Important Side Effect Information on
pages 23-27. For additional safety information,
please see the full Prescribing Information and
Medication Guide enclosed.

ACTEMRA and ACTPen are registered trademarks of Chugai Seiyaku Kabushiki Kaisha Corp., a
member of the Roche Group.

The Access Solutions logo is a registered trademark of Genentech, Inc.

Genentech © 2024 Genentech USA, Inc. All rights reserved.
A Member of the Roche Group M-US-00007196(v5.0) 10/24
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WIS B A4 & (ECMO) 1 76 R 78 596 1 B BUAE He

2 NEESY

21 —REHEREM
A5 4EY) DMARDs BES 24

2% FE RIS FH 25 mT BE 3G I G g PR AU gL XU, AR 471 ACTEMRA 544 DMARDs Bc& H 25 (f]
1 TNF #E Pl IL-1IR #8057 $T CD20 B o B A4 A sk 6 vE S0 5 5770 B 90 . 1 28 A
ACTEMRA 5% DMARDs Bx& 2.




I8 IT HT IS 2L S0 5 Pl
IRITHTRBUT PP 2 e 42 i 4 714 (CBC) AT ThfER B ai A .

RA. GCA. SSc-ILD- PJIA Tl SJIA 3 — @A PRI A 140 (ANC) KT 2000/mm?. i/
THUR T 100,000/mm® 5 ALT 8¢ AST #id i(EHE FR (ULN) 1.5 #5108 # A 2452 ACTEMRA iR
J7 [Z WS FEREIT (5.3, 5.4)] -
CRS 3 — BAHHEISE AT CRS 1) 538 45 Rk L4 g FE vk P 4k 7 5 CRS 1 H B 240 P 9k
/bEC ALT 8 AST Ftir. 1T ACTEMRA 25 24511 g N a7 CRS FIIEFE s At 518 ACTEMRA
TR TT B AU
COVID-19 3 — st PRI A T2 (ANC) fK T 1000/mm?. i/ THEUIK T 50,000/mm? B ALT
B{ AST /& T ULN 10 {51 B AR 2452 ACTEMRA JAIT [ WAL RNEZFIN (5.3, 5.4)]

2.2 BRABHERTREOHEENE

ACTEMRA "] L257597, tHn] 55 B tnd s Hfh 3125 %) DMARDs J8 i # fikcid 808 RS Bc & 2.

i bk 4 24 IR 7 58«
N B ACTEMRA [FHEEFIE N 4 mg/kg, 4 A—K, FREKMEDE 60 428, & HEIRIG KR Z
G nE 8 mg/kg, & 4 F—K.

N T Ab R R R AT S I SO AR AR AL, RS BT . ok 4 B 9D RE A I /AR D i
BV IR 8 mg/kg B2 4 mg/kg/Z WHIE S G Z5777% (2.11), ZBEMERSFI (5.3, 5.4), FA
R (6.1)]

ANEW RA B FH BRIV R8T 800 mg/Z WIGIRZGEEY: (12.3)].

B R TR T %
B RE <100 kg 162 mg, Y, WK, B AARIG RS
e L8 A — 1
‘%%Mg@ElOOkg 162 mg, B, ER

M ACTEMRA i#likeh 259097 i B B R A 253097 R, AR E IR N A5, e T —ANHUE i
k25 257 & o

B MIGTT BOK R A 2R N 45 SO BB A 45 2, DUALER Rl 55 501 B A O 1) SE IS = FR AR AR 4L,
BLAE B S, A R 2 A s AN MR E 2 R S 4R 25 (2.11), ZEEREERD (5.3, 5.4)
AR KR (6.2)] -

2.3 Egifushik R OHEERE

ke A HERE R

FE B/ B R s R BN, R B #E ACTEMRA HIHEFFIE N 6 mgkg, &4 F—Wk, SIKE
kRETE 60 705t

FILERE B R 15 5 1% 52 ACTEMRA 24516597

A fE 75 B TR T DA B 5 AR A DG 5000 5 S, CLE B s PR g e E AN N AR DR
RE[Z R E S5 (2.11)] .
ANHW GCA EE BRI 2T 600 mg/Z WIRKZE A (12.3)] .




R AR TR
FEZ TR0 W B R FE I ER, BN GCA i35 ACTEMRA [HEEFIE N 162 mg, K FES, &
JA—K.
AR R, RIEIZWI DN i s X = FEN, HEEFE N 162 mg, K FES, FEE—k.
AJLERE R A5 5 2% ACTEMRA H.257677 .
MM ACTEMRA #Ikes 251 2 Je A 260, NAFR &R % FA 2R, MEaE T —/NTE ke 28
&
B WIE T 8K N A AR N A OB 45 2, DAL SR RS2 e = 7w, BT
FrE, ARG B e AN LN s D RE [ IR S 4R 25 (2.11)] .
2.4  RGMHEEEACEEAE <A B R KRR &
BN SSc-ILD ## ACTEMRA [HEFEFIE N 162 mg, & FyES, ®E—XK.
A RE R B AR AT UG HE S ARSI = 5, EREATEE A = wR Pk 4 D A I NAR
WS WA E S 25 (2.11)]
MG SSc-ILD {8 F 1 78 20 ACTPen® H ZhiE 5T 883647 B2 N 44 2533470 92
Ei Ik 45 2 R AL HE T SSc-ILD Hi .

2.5 ZRFTEGFERFRERT RIOEEFE
ACTEMRA ] A bk anids sl Bz VR 1007 sBEAT L2536 7, B ARG IR G 2. B I8 2R E IR )%
Ehitk, ABEDURYE — RBUS I A B I B F b ok A 25

BRIk S 2 I HERE T 26
PJIA 3%, & 4 J—1K 60 735 ik ki E ACTEMRA HIHERE A=A -

PJIA BEE 4 ABRSANEENE
B ARE <30kg 10 mg/kg
BERE >30kg 8 mg/kg
BT ER I HERE T 5
PJIA BFE K THAKEEFE
BAERE <30kg 162 mg, &k 34—k
HEAE > 30 ke 162 mg, k24—

M ACTEMRA Hikes 253 B J T en 2, BAS FHE % R4 255005, TR N —NT0E ik es 24
bl

F e B BRI AR S IR ARG SLI0 = S, SRR s P R A R i A ISR ek R
[ZWHIEES Y] (2.11)].

2.6 EHRYFERFRERTROIEENE

ACTEMRA 1] DL ki 55 R R vE i 77 AT B30T, B80S U B G 25 . B8 SIR E 1k
PE, ARELUHRYE— U2 I 44 8 0 B 48 bk TR B &



BRIk S 2 I HERE T 6
SITA B4 2 A —Ik 60 4350 5 ki ki v ACTEMRA FIHERE &N

SJIA B¥FE 2 ARG A NEENE
BEWE <30kg 12 mg/kg
BERE >30kg 8 mg/kg
ANk e
SJIA B¥E K FEANEENE
BAERE <30kg 162 mg, &k 24—k
HHIAE >30 kg 162 mg, & —X

M ACTEMRA ik 25 251 B B T 245 250, SAEFIUE R — IRk 4 25 45 RN BEAT B TR T 45 24

A RE T R WA T AL R S5 E A S SE I = 55w, EREATEE A & A PR R D RE A N AR s
[ZRFNES5Y (2.11)].

2.7 YMEFREIBESEEE (CRS) HHEENE
AN R BRIk 25 2538123697 CRS B3 . LL 60 438 ikt 77 =067 CRS B 1) ACTEMRA &7 :

CRS BEBKS AT E
B ARE <30kg 12 mg/kg
BERE >30kg 8 mg/kg
BZGRYT S BT R B RE IR S 24

o WRERLGZ G CRS EENARMEAGERE A SRR SGE, WA ABSNG T 5 % 3 751k ACTEMRA.
HEER AR RN 8 /N,

o ANE CRS BB B BT 800 mg.

o BUNEZRIKMHER T CRS JRT .

2.8 2019 &RHEEFR (COVID-19)

S d i & ke 2T ACTEMRA VRYT .

ACTEMRA H T84T A COVID-19 #E& MHEHEFIE Ny 8 mg/kg, HL.IX 60 7Bk a2y, WA E ik

25 2 Ja AR MR AR E B IR BOR B3, ATE T E 8 /NI J5 FHiEAT — I ACTEMRA $ivti697

. REY COVID-19 A R IR EE B ) 800 mg,

o ST AZIARIRBEMEN TIR7 COVID-19,




2.9  FBKEERRH S RS AU
P Bk ) ACTEMRA R i BE 47 N B3 AE TC IR 26 AR 1 26T 1 R ke -

f5 FH G B AL SR AV S 28k il & ACTEMRA.

RE <30 kg (1) E: T 50 mL (12574 0.9% 5% 0.45% HISACENE S (USP) RIS smmom, 2%
JETEIE R A IR 1 A1 2 3474

RE 30 kg [EE: T 100 mL PRS0, AR T PIPER 1 F 2 T4 .

IR 1. NS ERBOR B S B T ACTEMRA VAT IR AHZEH) 0.9% B8 0.45% SALENE
W (USP) [Z R 54525 (2.2, 2.5, 2.6, 2.7)] -

PR KEN A B TUEER ACTEMRA EHBAR

HIE & NLAE BT RAEER
ACTEMRA VESE &
4mgkg | A RA B 0.2 mL/kg
6 mgkg | A GCA ¥ 0.3 mL/kg
8 mg/kg | B\ RA B 0.4 mL/kg

W\ COVID-19 ¥

SJIA. PJIA Fil CRS (fKH >30kg) H#&
10 mg/kg | PJIA 3% (AHE <30kg) 0.5 mL/kg
12 mg/kg | SJIA 1 CRS % (fKHE <30 kg) 0.6 mL/kg

U2, MZH R B T # ik ) ACTEMRA &, 221801 0.9% 5§ 0.45% SALENESHE (USP) %
WS EETOR . TR AR, ERRERES T, D,

5 0.9% SALENTE S (USP) 787> F &) ACTEMRA VAR I 7E 36°F & 46°F (2°C £ 8°C) H{= i
BB 24 /NI

15 1 0.45% SALENTE S (USP) 52 & F B ) ACTEMRA VAR AJ 7E 36°F & 46°F (2°C % 8°C) Rt
AL 24 /NI, BAE IR N EDEAE A KIE 4 /N .

ACTEMRA HEWA B IE; BG, B 8878 25 A AR AT (R 7= A B 4k 248 A

BV, SE MR ACTEMRA AW 5k %15 .

By By ) R IS 60 3%t HoA A F S A BEA TR E . 15 27 DR KA B A B 7 g 2
ACTEMRA AR 5 HoAth 25 9 75 [ — B8 Bk 28 v (R B e o 0 A 1R AT W 3 B A A0 AR 25 PR T 0 SR PR A
ACTEMRA 5 HAB Y B G 1697 77 Ko

RES AR DR FOVr, (RS 2500 NS B A0 20 2 A BORE AR . an SR BLORL Y AR ¢, )
ASRLAE HIZ R

SEAMRE) ACTEMRA RS RN R OMEARE LIRS UL RN R LIS B S5O i

e

7




2.10 R HESSRIRHSMA YA

o TR TES ACTEMRA AN FH T kv .
A EE R BES BRI TES, HEMEEES BT S BURBEIR, TETEN T —RE2 s
RPN G an FEEE HO™ S B SOERR, MOZEPEEEE . ACTEMRA B2 Ry S A1 N AE R4 N R
BF A, @dES R FEFEREIINE, WREPANGHESE, E&5TLETEY
ACTEMRA, B EHERLE 7] ATV ESS ACTEMRA . 7EEF N R/ E W A& &
FIEGL R, PIIA A1 STTA B35 7] LA ACTEMRA Tl 78 SyE S #5 8 ACTPen® H 3445 BT, 3K
BF IR o] DA ICE ST ACTEMRA [Z WHAFR AR 245 (8.4)] . Rite T 3 s MOk 23 g
47 (IFU), T HARGANEZHEAER.
YR PTG B I AN 2 R AT BRI AN AR 5. 15 20 A H BRI @@&EémAcmmeﬁ%
AES 28 (PFS) BT 78 X ACTPen® HEEY#8. H T B FiFESH ACTEMRA BoAZEH .. Bt ZR R
. WS PFS 8¢ ACTPen® H 34T A8 AL HAF BRI, 245 H
48 33T ACTEMRA F¢ N4 251 B FARYE IFU At ui B, 7873 8 8% thyd B 423 & (0.9 mL) 5%
1E ACTPen® H Ay ES 8% Aid 8F &3 & (0.9 mL), Z%id 4 25524t 162 mg ACTEMRA.,
BRRVES I N R S AL, VIS B TR B R vt KA. R EA TE R 1 X 38

211@?@@%&%%%%%%@%%%
7 JK

B I E R, 515 ACTEMRA J597, B2 YA

|

3B

41



SEUG % R

KRB HERTI R B sk KA 2R St A RE - 18] 57 P s
HEERESNEEMERENR (5.3, 5.4)]
e ={E &%t RA F1 SSc-ILD B3 R 5T GCA B RIEWN
KF1E3E | B EEEES 25 DMARDs 7§ P 1 R G g% 1 7 A O A =
ULN
W RAE S YE R N RE ST U SRAE M YE ] N R
o EXEIKES ACTEMRA EH, ks |« 2 EIKESN ACTEMRA ()B4,
FEE /D E 4 mgkg B {F ACTEMRA | F#{5% ACTEMRA A EHE ALT %,
YNZHE A ALT 8% AST K E IEH AST B IR
o S FF ACTEMRA 52511185, T8 |« %K% N ACTEMRA 441 B3,
VE SRR el /> 22 B ) — R e 5 VR T B R S AR > A R R R
£ ALT 8 AST KR IEH . WH | JJTESE ALT sk AST IR IEH . 1K
ACTEMRA 577, FEF—k, FEARIEIR 2 ACTEMRA 897, FBRE—k, I
AR I 2B 155 T A 25 188 1 2 5 ] — IR icE 7| S VRS T GO B S o) NESE B
—k
KF3251 | #1F ACTEMRA 2 H 21K T 3 f5 | B1¥ ACTEMRA 4 H 2T 3 1%
ULN ULN, =T 1 & 3 f% ULN i, 58 - U;N, f%j? 1 & 3 f% ULN I, iHEE
@asn | TN i I e i .
WESE) RS T g, B 3 5 ULN, WHEiE | i st e, #8id 3 5 ULN, NifE
ACTEMRA %4374 1 ACTEMRA %4574
KT 5 £ ULN | =1 ACTEMRA %524 =1 ACTEMRA %4574
285 o PR A T3 (ANC) K/ REEMEREIN (5.4)]
e ={E &%t RA F1 SSc-ILD B3 R 5 GCA B RIEN
(4 e E/mm?)
ANC KT 1000 | 4E57 & HEREST =
ANC 500 & #{= ACTEMRA 257 (= ACTEMRA 257
1000
24 ANC KT 1000/mm3 24 ANC KT 1000/mm?
. JEZEIK ACTEMRA 452508, |. %5k ACTEMRA 251 EE, &
i LA 4 mg/kg MK ACTEMRA P 6 mg/kg (57 &S ACTEMRA %
hZy, IR PRI PR L Z 1 L 38 0 2 b1
8 mg/kg ML . T F ACTEMRA 2% 085,
. BT ACTEMRA 452451 H#, SH 2 J—IRI ACTEMRA 4%, 3F
WHEE 2 — kK ACTEMRA %5 S B W A I 25 155 10, o A 26 348 i 242 4
24, JEAR I PR B 25 1 100 K A 26 1 —
&R —Ix
ANC X T 500 | {%1F ACTEMRA %4574 {21 ACTEMRA %574

10



MR ER 2 RE S HERFR (5.4)]

e ={E &%t RA FT SSc-ILD B3 R &% GCA B RIENL
(4 e E/mm?)
50,000 & #{= ACTEMRA %524 #7{= ACTEMRA %%
100,000
’ /MO T 100,000/mm? i M/ MRFECR T 100,000/mm? i

ik ACTEMRA A2 BE, |« %k ACTEMRA 45 % 11 &
PL 4 mg/kg MIFIEWE ACTEMRA % H, HLL 6 mgkg M EKE
25, JF AR HE R N 2 1 o &= ACTEMRA %424

k=
8 mg/kg )7 & . BTk T ACTEMRA 4 2 [ i
B2 2 T ACTEMRA 45251 B3, & #, WHEH 2 E—IkK ACTEMRA
S5 2 JHl— Ik ACTEMRA 4525, FFHR 2y, FFARIE IR PR B2 15 Dl K A
P11 R 25 1 D W A 2 3 2 e ) — I I A — )

/bF 50,000 {1 ACTEMRA 424 {1 ACTEMRA 424

ZRTMEZBRGFRFRERTTR

WARTE PJIA F1 SIIA B3# F 4T ACTEMRA FIE /D IR FT. ST FFBES 5 . TP PHRign i 2 A i
ARG PITA A STTIA B3, BT ACTEMRA 4%, HoKF5 ik RA 1 GCA HF /K FAHH
o AN TR, NG R SR B s 1 B R R e A 2B & 2, R ET1E ACTEMRA %524, H
ZHZIRARGRAA BT 7 PIIA F1 SHA E&EH, RS = 5515 1L ACTEMRA 25 211 i g v 3%
T BB T T VA T R

3 FIRAOREA

B ik S

TESH: 80 mg/4 mL. 200 mg/10 mL. 400 mg/20 mL JyiEH]. LEERFHOCHER, A 20 mg/mL H5)]
EUET, LK PR

B RS

S 162 mg/0.9 mL #E . TCE MBI, FAE AR E 7 e 2 B E i X ACTPen®
EEIPER N

4 BB

ST ACTEMRA I B 525 ] ACTEMRA/Z: W &5 AV = S I (5.6)] -

5 EE5FEFEN

51 JEERRY

BAEFR, #52 ACTEMRA F4iEilfiliiG T i S S HAE .. oW REHEE. W, JRR
s H A ML 2P S A T A ™ A A . B LR B R E A,  IRIIER G, ALk,
R, BWmR, @ER, WULEMAEERT 8/ WA RKMN (6.1)]. EPLSPEBGS, AIRER
ACTEMRA 5|# T £ . FRERER . MR SERER A TE SRR Im R 7 A A R 5 1 oA ™ &
L e R AE (BN SR ER . BRIETFHER . TRIFER) o BB RIS IR R,
I HH 55 F R RS B R 5 S [ B 4 S S R AU A, 3K e 2 W RN 28 XU 51 48 TT e 28 5 ) <2 Ik

.
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HNATEANVEIRGE CBIERMEG WEE T ACTEMRA 4%, {EX 5 & 1T ACTEMRA %4
245 2 i N2 RSV T I KU A 2 Ak -

AR B R

CEAZIR S L2

A7 L2 PRI G 2 5

ZERZ I B B X R AL BORAT B B
BT AT REAEANAT] 5 S IR G BT AE TR o

f£ ACTEMRA J677 I8 A6 7 e, N3 DI 0 A8 e 75 ARG AR AR, PR D Gk 98 AE AR AAE
AT RE B T4 Sk S S T A (2 AR S 45 45 (2.8), ANRIRN (6.1) MEEEREE (17)].

AR R L™ B ML MRS, M ACTEMRA 452, {E#EAT ACTEMRA 677 i[H]
HBLHT R B, RIS G R IR N S WA, TS LIEATT, AT
YT

COVID-19

T COVID-19 #5%, {EAT ACTEMRA ¥y7 WAIATT IS, R 5 2 75 Hh I A 0 A A
Ko AR COVID-19 £ RN BA I E™ BIEGN ] ACTEMRA FIfE AR RIPFA0IF A A
Y[t COVID-19 B ACTEMRA ¥877 HI R A3 4L o

Gm
FEREAT ACTEMRA 25252 Hif, NVTA G [ 45 R0 fa b R 3P AT AR e & . 4T COVID-19 &
&, {ERE1T ACTEMRA 877 Z R o 4% S i IR A 1

X BRAE AT P O B 3 1k 45 A% 0 S L TCVA I e 2 T P 32 il R T AR, DU IR TR 4l s el 9
PAH B SR fE R IR R B, EiHT ACTEMRA 2520, N#&EMATHSEIATT . BUCEH
A miay 7 AR R, A B e R Iiaiixin T2 fid & ol B

N2 D) N 63 5 7 IS AR AR, B0 AE T ARG YT BVE ARk S5 A SRR A I S B A ) S8

SERIERIT A H TP R AR RN 0.1%. IEIRVEG R0 & EHET ACTEMRA 4524 2 1 NA% 32 b
HEDL BT R TT -

RIS

AR, RN YTk R EUR R R EGE, JF HAE ACTEMRA Il R 78 L 21 s R 2 8%
RG] . 56 A LR B LR BT 8 B E AR s SR, IR A SRR 1 A R s
52 BBFA

I RIS H O 25 B i 5 AL F, 2R ACTEMRA YRYT I RS 5 AORE . X T B i
LRI I o, T IETEE A ACTEMRA. B VPAG IR RS H7 R B TR A HEE 45 S5 ) i
&, DMERIRG B iE 5 AL 2 WA R XN (6.1)]

53 HEH

2T IKE N ACTEMRA Y577 1) B v il 82 3] 7™ &5 BT ) Be 5450 5« b — B85 9 5 S5ORT A% f
T JFERFLERTUIRIT G, TR AN 10 A A BIEEARE . BAR K ZHUR B RPN E S E TS
(KT 515 ULN) , {HF 8855 5 R DA AT Shaebatg (AR MESOEIR, HEE R B E T 5.

TEREHLX HABT FOIE], 4T ACTEMRA V67T 5 2T i B K AR R MR (S WA R RBE (6.1, 6.2, 6.6,
6.8)] MIETERFREEZY) (B0 MTXD 5 ACTEMRA BA HIZGIT, T o (AR A0 #0244

12



RA. GCA F1 SSc-ILD H3# Ni{EFF AT ACTEMRA J8I7 2 B AT FFIERE & (jE N A IR E L 1
[ALT]. RITARARALELN [AST). WIEBRREEALGIHA R , EHEEIT R 6 MHMNE: 4 28
JEBAT IR, 258 3 MHMT IR AW ERE ALT 8¢ AST F&#Eid 1.5 5 ULN ] RA.
GCA B SSc-ILD ###:5% ACTEMRA J5J7. ALT 8, AST JhE#id 5 % ULN [, Mgk
ACTEMRA 877 . TSN ERE, SINE5%24 2.11).

COVID-19 {EF 3 ) ALT 20 AST /KT Al BT . RN 2 8 B 2 3E ) R EEZ COVID-19 1)
JRIEZ —. ACTEMRA 19425 P5E RIET-1AIT COVID-19 H/ERAL 5 ACTEMRA SEIAYT IE R
7. AR ALT 8L AST FHmiid 10 £% ULN [ COVID-19 ¥ 5% ACTEMRA 57 . 677 1R [
W ALT #1 AST.

R EE IS . KRB A LIEEAE. JREOREGHE S ] ReSem DR ek, Bz R4 T
MR . fEXAIRIRE 5N, R RIEZEHERAERE (W, ALT KTSHE0UE LR =46, @
BRI R KT HEE ERKPIME) , WK ACTEMRA J&YT, FF3E47H & DL 2 nl REf SR A
ACTEMRA X A 75 A FoAth 5 5] 5 S50 A 7 S o L ARG 7 1 £ o) B 3 3 s

fEH:5%2 ACTEMRA V&ITIF PITA Al SITA BA PRI T 2L BT S FE 28 IRER 2t W BT

JERE TSR, PIA EFNEER 4~ 8 BN 17k, SIHA BEIEE 2 ~4 BN 11X,

54 SLBWESHETH

KRB HERT R BEARIIKR . RGEEACEEA OB F R 2019 B @R B IR BE

P 2 ek

ACTEMRA V& 97 &3 inrb PRI 4 B gl e R AR R . fEKIAY R R A L G iRIRE R+, S5iairMx

AR H P T B el /i A R R IR e B b

—  ANERSCP MR A RO BRI CRIZE XS Hr R AT A TH 2 (ANC) KT 2000/mm? /) RA. GCA F1 SSc-ILD
BEH ACTEMRA JRYT o ANERW AT PRI THER T 500/mm® 1) & 252 ACTEMRA 7877

— WRITTRIG 4 & 8 B Rigni, IEEE 3 DA R/ B IIRIR G (12.2)]. #£F ANC
SRR AR E, SWHES5HY (2.11).

—  AEI ANC KT 1000/mm? #] COVID-19 F #3252 ACTEMRA V597 o NI 07 40 A 11 %4

IR R i

ACTEMRA V&7 BEME AR L /MR THE . i PRI 56 2 7 ¥8 7 A0 9% A L /N Bl sl 2> 5 7% & H i 44 Te 90 /2 L

ANRN (6.1, 6.2)]

—  AEBUMIRHERT 100,000/mm® [ RA. GCA 1 SSc-ILD ##4:5% ACTEMRA 877 . ASNEfL
IR T 50,000/mm? [ E 5% ACTEMRA 877 .

— VBITHR)S 4 £ 8 BNl — kR, e 3 AN Ik Tl MR R R
ZWHESLY (2.11).

— AR GTHEALT 50,000/mm?3 ) COVID-19 #3535 ACTEMRA Y897 . NI /MR

B T
B 53 NP KT HEA AR 2 WAL 525 (2.10)]

13



i 5 5

f#F ACTEMRA JRJ7REWS T MR B . o =g UG8 P A A 1 Aol e/ v 2% i g B 1 ] e 2
MAGZE[Z WA R RBL (6.1, 6.2)] -

— ACTEMRA V&7 HUREZ) 4 2 8 FTHE AR =2 .
— BJE, RIBIGKIERT [0S [ E S AH B B 2CE TR (NCEP)] X B2 3t 47 & s e 2 .
SRV MEGRYERFFRERTREE

fEH:% ACTEMRA J5I7 I PIIA Al STIA #3&d, WHI 7RO ATESE A . SRR g 5k, s
PR B AT IS = B L. 7E28 IR 250 I R P ERI 4R . /M. ALT A1 AST, UtJ5 PIIA 3%
4 & 8 WM —Ik; SHA BER 2 2 4 BN, Il S RS RORE M g /2 W7
w542 (2.11)].

5.5 il
ACTEMRA V577 1% g AR s e i ANTS 48, (B AE IR PRAIE 70 Fh 82 3135 BRd /AR BSOS (6.1)] o
ACTEMRA & — e JI 7, S il ia 7 ol 682 5 S5OmE Mg XU 18 i o

5.6 BEURN, ISR MNM

WFRIR S RO N, S N 5 ACTEMRA A%, HEIKEITE ACTEMRA TR 5 A S80S 5

PESF ARG R 5 R . EERIKESS ACTEMRA (1) 6 /N H GHHRIRIG A, 75 B 1L vA T A0 80 I B

HABFERR SR AERA 0.1% (3/2644), {EFIKESN &2 RA EH R LERNA 0.2% (8/4009), 1E 6

AN H B T VRS RIS R AE RN 0.7% (8/1068), FEJE T 4R B TR RKAEEN 0.7% (10/1465).
SIIA EEFNKIES ACTEMRA XIS, FEEIEEIT BRI AN 0.9% (1/112). PIA &

F KIS ACTEMRA [P RIS, 485 G T 7 25 IR T B BUR MR AEH R 0% (0/188). 7%

PSRRI IR AR S S A B RERE  ESEAL R B B RS WA R R (6)] -

biE, BARFEFKES ACTEMRA 18T (BRASECEIRTT) FIEEYRE VB SH, /8
R s S AIBET: . ARHT 24510 S 3 A G R AR R AR . U N, SR N R, EERAE
A IHEBU AN E E ACTEMRA BIE KA S WA RKMN(6.12)]. 1AL, E8H:5% ACTEMRA 697
P & RAEEm S, ARSI E RN, GRERERR TR M 2 & RS R 28
J%; (DRESS).

ACTEMRA EffikiE 25 25 R R R N R E A By OB 5 00 F 3647, DA it &t /e .. ACTEMRA
RS 20T, S B IR GBSO SRR, LR EE . R R AR N, BT R 4
ACTEMRA, Jf &I #EATI67 FIIEI, B 2AERIE K.

5.7  RBERSER

ACTEMRA V&7 % B BE BB 5 M ARTE 28, (B1E RA IRPRHTF 72 AR AR08 £ & MEREALRE AN S M 5 i
PERBERSE 2 A AR . W RS R 1 I BE S % VB AE AR AE RN IR oAb T [ AR AE 2 FE X BE AR AT
E BRI R ) i B R H B ACTEMRA B %

5.8 &SRR AR Sh RE IR 45

ANHEFFAE A I S W B0 Th e 545 s i ACTEMRA VRIS AR R (6.1), ¥k NEEH 24
(8.6)] «

5.9 EHEM

ZIEIGR 27 AR, NMi#E% S5 ACTEMRA [ G R .. HETWIER THREZE I B E %
ACTEMRA V&7 [ B 4k A S AL 18 1 B

14



H ATk T35 ACTEMRA 677 1) 838 R I e pps i 097 s . BT IL-6 0 nl ge =k #rbe
JERIEH e e b, T E B, #5al ) LEoCEERE, EIFhEE% ACTEMRA 4252 F,
SRR B 3% SR BAT S % 45 F AT BT A S e Fl . VR RIHF 48 ACTEMRA Y597 22 [8) F4D [a) g B 160 7 435
B BT AN & R FE R

6 ARRM

PRS0 A A R 7 PR R AN RN

o JPHEGZ WEEMERFIN (5.1)]
o BT[N EENT I (5.2)]
o SLIEBHZ WEE TR ED (5.4)]
o RIEHNHI/Z WEEFERFD (5.5)]
o BN, BFERIEUE RN S WE S AT R (5.6)]
o JRBEHIN S WE S FEREI (5.7)]
o IHBHIHRAH D Ee 4% /2 WE S A S S (5.8)]
BTG R TR AE R A T2 2 F 5 R AT 09, DRIUGAE—Fh 250 I PR 50 R B AN R R FEA

e ELRAS 73 — M AR R AT T O AS RSN R BEAT LA, IF VA TRINAE Im PR SC B AE 52 1
AT R A R R

6.1 #jik ACTEMRA (ACTEMRA-IV) AR5 R REBHERT R BE WIKR AR LK
KRBMEXRTTR (RA) [ ACTEMRA-IV it 5 HXWE . . 0. EXeidh, &%
P52 ACTEMRA-IV 8 mg/kg #2547 (n=288). ACTEMRA-IV 8 mg/kg 5 DMARDs (135 & I8 )
A 257697 (n=1582), i ACTEMRA-IV 4 mg/kg 5 MM LS FIZ5IRYT (n=774).

A BT NIRRT 7T 352 22 /0 1 71 ACTEMRA-IV [IFFE B . 781% ANFER 4009 5] 3, 3577
B2 720 6 NMHBETT, 3309 BlH5% 7 2/0—FR1GIT; 2954 B35z 7 &0 2 AT, 2189 44
%27 3 ERRIT

X SRR ) T B Y A T R E VRS R R AR . RN P ER A 52 %, HA 82%
N, 74% AT

BBCH UL N B B T RS W S R R I (5.1)] . BRI 24 FRXHIERI T, B WL
AR N A FREGE G, BIRE . SR, mIEM ALT JiE (FE8:52 ACTEMRA-IV HLzh4h 2y
DMARDs BEE i EE T, 20 5% MEESHIIX AR RN .

TEXE « ZEFIIEHE 70, PUE AN R S S 1R a7 i B tefi o, #:5%2 ACTEMRA-IV [ E#
N 5%, R ZEFNEITINEEN 3%. FEEH ACTEMRA-IV 697 I WA RSN 2 2 B T+
OIS T REER) A EH R

S ARG R

T3 24 BRI IR IRBT AL, ACTEMRA-IV L2545 25 2 ) BB 3 B8 119/100 FBE 4, 5 &
14 BA 24 24 AEML. ACTEMRA-IV 4 mg/kg #1 8 mg/kg 5 DMARD 12 FH 25 4H (R L 3 514 133/100
BEEA 127/100 BEE, @S DMARD BEA 2G4 G RON 112/100 BEF. B W sk
(HEBEHET 5% 2 8%) & b PR JE YL A & 0K 58

5T N ACTEMRA-IV ) ARG R 51706 OV R e R AR — B

s =y
H
s =y
H
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-

a3
TE N 24 BRI IRIG R 70, ACTEMRA-IV FR24G25 2520 )7 B YL 0N 3.6/100 B4, i FR a0
440K 1.5/100 & 4E ., ACTEMRA-IV 4 mg/kg Al 8 mg/kg 5 DMARD BE& FH 24 40 1) 7™ B K G R4 il oA
4.4/100 B FH 5.3/100 FH T, 22575 DMARD Ba H 2408 3.9/100 B354

TEA R NFER, PR 1 S R R A S S RIE FU S RO ) (1) 2 AR AR e — 3. e LI 7™ E ek
% REGIEGL. WE ALK, EE . BIaK. BER. MUEMMEEXT %, oBilasE
IR 5 [ S TR R E I (5.1)] .

FEOIVE 45 R 7T WA25204 1, ACTEMRA IV # 4 Ji 8 mg/kg 16974, Lk %5 DMARD & H
2y, MEHBEFRAERN 45100 BFE; K SC &F 50 mg WBITH, MHEBEMKERN
3.2/100 EFHF [ZIIEIRIE T (14.1)] -

B E
TE N 24 BT IR R H, ACTEMRA-IV V&7 41 B 1718 7 LR K A3 0N 0.26/100 54,

R NTEY, BgiE g LRk A2 S50 UHE I R AR R R —2. B iE g LIk s £ 2
SR E R IR, B S IPEIERE R . NEE TSl BEE M. K2 H0k A B giE g fLI &
= A Il A R S AR R T 8 25 (NSAIDs) B R [l B el it e /2 WEHEMEFEZEFEI 5.2)]. 5
ACTEMRA-IV L, IXELICA 2500 B W38 28 FLI AR XS 5200 i ANTE 2E

e I N

£ 24 B IBIG R 7t , ACTEMRA-IV 4 mg/kg f1 ACTEMRA-IV 8 mg/kg 5 DMARD BES 124
M, DA 8% M 7% MEEME 7 5B CIIA RFA CRALERIUN R BTG 5 24 /NS
WD, TR E S DMARD BAA HZANE 5% MEEHRE THBARFI. HyEHE, 4 mgkg F
8 mg/kg FIEAH T R R F R mLE (PIFFIES N 1%) , TSR 24 /NP 5o s 53
Ptk (PIMRIE N 1%) RIS (PRI ESA 1%) , BIG RS REMSRIE . HKREHE
PEABRHEIT -

o R N

TEONHA 24 T IERIE T, 5 ACTEMRA-IV M7 EAE 1LG T B BUR N, (AR R K
K 0.1% (3/2644); (£ RT AT, 5 ACTEMRA-IV MK 75 E45 bV T U N K AE RN 0.2%
(8/4009), IXLE 7 N R AAESE IR EFHTUIR ACTEMRA-IV $vE e . a0 A A ™ 5 s U N,
ST RIS HOE Y IR ST VR T[22 W& FE I (5.6)] -

Dt

rp P 2 DR

1E A 24 B IGIRAF 7S, ACTEMRA-IV 4 mg/kg 5 8 mg/kg 5 DMARD & FHZ A, HEd
PR M EUK T 1000/mm3 ELI23 5108 1.8% A 3.4%, 1 228575 5 DMARD B HZG4 , X —Eufl
R 0.1%. RE)—FF) ANC KT 1000/mm? FPi il & =G )T JS 8 N« £ ACTEMRA-IV 4mg/kg
Al 8mg/kg 5 DMARD B & 2540, g b Mok 40 1 H0s b 28T 500/mm? 1 ELB) 73 51 0.4% A
0.3%, T Z@E75 DMARD BA&HZ4HF, X—BIA 0.1%. R g2 1000/mm® LR 5
T B R 1) R AE 2 TR TR R R

TEARGBNTE, R T 2ok > A R AR 2 24 B IR R 0 HP L8R 2 [ 1B ol — 85/ 2 L
BAERVERFEI(5.9)].

G it i
AL
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I /INBR 93D i

N 24 X IEIGRIEFTH, ACTEMRA-IV 4 mg/kg F1 8 mg/kg 5 DMARD BE& 25404, 1
AR T 100,000/mm3 §I L4 54 1.3% F11.7%, 122775 DMARD BES FHZG 4, X — L)
N 0.5%, TR R K AR A O i 34

RN, M/ROHEOR D> PR R AR S 24 J&%F IR RBI 70 oW B R — By 2 W&
AVERHI (5.4)]

T BT v

R 1ML TR FE O AR R EE S, FEEGIT TR, Wi DMARD G 25T
F117 ACTEMRA-IV 677 8J&/> ACTEMRA-IV 5, W JFE B CEk S E% /2 WA R 552
(2.11)] . RHEETHES EAAR LR M IR R A I INTE G, th 5 A 28 AT Zh BEAN 4 (0 i PR IE4 TE 5% [ WL 8
AFEZFI (5.3, 5.4)] -

1 FERH 24 RN IRBEA 1 285 v B, HEBRERRER
ACTEMRA FA LS A4CTEII\(/[RA A8CTEII\(/[RA R+
+ +
8 mg/kg 252 Dlr\nflgA/RgDs Dlr\nflgA/RgDs DMARDs
N =288 N =284 N =774 N = 1582 N=1170
(%) (%) (%) (%) (%)
AST (U/L)
>1-34% ULN 22 26 34 41 17
>3-54% ULN 0.3 2 1 2 0.3
> 5% ULN 0.7 0.4 0.1 0.2 <0.1
ALT (U/L)
>1-34%ULN 36 33 45 48 23
>3-54% ULN 1 4 5 5 1
> 5% ULN 0.7 1 1.3 1.5 0.3
ULN = 1% E[R
XL IR, TES A 14 37 Feilm KRBT,

FEABFE N, ALT 1 AST (75 24 Ja o i PR 6 A UL 4 21 i 1 DL — 2

£ WA25204 WHFiH, BBk PUIaITIN 1538 Bl E R EE RA BEF[S LKA (14.1)], 75

H 5.3% F12.2% ) HEFHI ALT 8¢ AST KT 3 fif ULN &M RS T ik S5 kPt e 25

W PE T 28 A i E AT 2% URE 7™ 4

Mg

TE 93 24 R RIG R RIG T, 464552 ACTEMRA-IV 2524 6 J& J5 & VA LIS S50 CafIH [

LDL. HDL. HM=H8) FIF =N, (EUn a S slK e, hafRerfae. R0 s)Him =
BN ZE 500 mg/dL BL ERIZKF . W ANFELR S5 24 J8 i Hofth M g S B AR B0 T T V-G, M4

— {E ACTEMRA 4 mg/kg + DMARD 41, ACTEMRA 8 mg/kg + DMARD 411 ACTEMRA 8 mg/kg H.%
BITHY, P LDL 43380 7 13 mg/dL. 20 mg/dL F1 25 mg/dL.

— {E ACTEMRA 4 mg/kg + DMARD #1. ACTEMRA 8 mg/kg + DMARD 411 ACTEMRA 8 mg/kg H.%
BITHY, P HDL 4350380 T 3 mg/dL. 5 mg/dL F1 4 mg/dL.

— f£ ACTEMRA 4 mg/kg + DMARD 4. ACTEMRA 8 mg/kg + DMARD 1 ACTEMRA 8 mg/kg H.%
BT, ¥ LDL/HDL HAE 450300 1 0.14. 0.15 £ 0.26.

— $%% ACTEMRA VAT &3, ApoB/ApoAl HU{HIEAEE 41k .
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ML AG 7K P e X B 250 SN
TEA e ga NRET, MESEEITHE S 24 JER B PG ARl 8 21 15 0 AR FF— 2
G Ik

SRR AR, AR R IR o UATR B Rsr I vt FEE R A8 A6l 7 ¥k F) SR BB AR
Yo BEAN, KRR SUA (B RAIGUA) BIVE AR EZR T RERZ 2 2 R R ORI, BLAEAS I 75 7%
FERDACEE . A SRS 0] FEREZG WA AR . TR LR A, R N IR R EER PPtk kAR S

oAt T T B AR i U R A R AT LA T RE 2 AR T

FEONY 24 J s BRI RAIT 7, AT 2876 Bl i 5 1 PIFEER B PUILIAATIN . 46 FIIEEH 2%) BT
IR PP R, Hoh 5 GLEE HMBARH . BAT R B @ N, SRk, 30 flEE
(1%) 724 17 AL .

N e
TE RN 24 ERIxHBAT R BANE], 252 ACTEMRA-IV 5251120 15 PR ig, SHRAZHH 8
. BREIEEEN RN EE ACTEMRA-IV 4 (1.32/100 £544) F2E55 DMARD B4 HZGAH

(1.37/100 BEED AL,
TEA g NBER, SBMERRE I K AR Y 24 F T BRI 82 20 1) & AR R AR — BV S AV E B E T (5.5)].

FoAh AN B e 8
R 2 045 T 5% ACTEMRA-IV 4 5 8mg/kg 5 DMARD Bt & 2 B E R, ARMNEERN 2% 5P
k2GS DMARD BCG 24510 8 PRI A R N R AE 25 1%

%2 ¥ ACTEMRA 4 B{ 8mg/kg 5 DMARD BEE R EE D, FRRMRERN 2%

U E, 22HZENYE DMARD BREHZ K EE P UEINA R MR ERR 1%

24 A 3 X RP AR
ACTEMRA A g ACTEMRA ACTEMRA 22 B51 + DMARDs
8 mg/kg HZHAZG 4 mg/kg + DMARDs | 8 mg/kg + DMARDs
N =774 N =1582 -
i N =288 N =284 (%) (%) N (0/1(370

HERE (%) (%)
R T 7 5 6 8 6
FIER 7 6 4 6 4
] 7 2 6 5 3
e UL 6 2 4 4 3
ALT J+i& 6 4 3 3 1
KE 3 1 2 3 2
RER 3 2 4 3 3
95 2 1 4 3 1
Byt 2 2 1 2 !
L ETRE R 2 2 3 3 2
R 1 2 1 2 1
RS 1 5 2 2 1
TEXT IR I ., 252 ACTEMRA-IV 697 RGBT R EEH, KAEFRIKT 2% MHALF W H KRS
FHRIIA B B AL HE

BY RRFRPIR: LR a2
BRES®R: HEX. Bt
KA REN, BB
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MEFME RG>

— R BIR AR LG ERALRDL:  HhE KB

WP . FERFORE B : PRI A A R

BRERRIN : 45

FREERR: A

W ARIE: R AR ) REIROE fE

6.2 FZF ACTEMRA (ACTEMRA-SC) 5 Z57657 RN o1 & B & HE R AR LK
ACTEMRA-SC XM (RA) FIREFE 2 DONE M. 20058, SC-1 M Ft 2 —WidES L
PEWEFE, 1E 1262 BB AR KIEHE R T R RN ZRE PR T 162 mg FLER R HUEEH T 45 25 A
8 mg/kg FERRBAIIAE 4 JH i ke 24 (K7 RO 2241k . SC-IT BF 97 2 — T 22 B S FRAR O MEWT 9%, 7E 656 1)
BHEPHE T 162 mg FLERSGURE N 44 25 82 B RIZA 25 1 e A PERT 2. PRI ¢ FR RO B 3 2
¥:52 7 4F 4% DMARDs V897 -

2N ACTEMRA-SC 2525 %2 3)(1) 24 5 ik ACTEMRA 452510 B 22 4V — 80 (HVES AL N
(ISR) F&:4h, 5227 SC S (IV 41) #Htt, ACTEMRA-SC 3 8 5B 5 S 5 5 I o

AT e

TEN 6 A~ H 1 SC-1 XA 7, ACTEMRA-SC & 422 &) SC (IV 4) & FHR ISR RAF Sy
N 10.1% (64/631) F1 2.4% (15/631) « 1E SC-II HFFH, ACTEMRA-SC & J& 2H A0 22 7 b B 41 ISR
KAEZFHN 71% (31/437) F1 4.1% (9/218). LIS ISRs CEFHLBE. HFE. FEIFAMPP) [ =HIEE
RNRERYE, REZHEELTAEMEITRIAER, LRFYH.

9% JE A

1N 6 A A ) SC-I1 4HEAF 5 H, ACTEMRA-SC 41 0.8% (5/625) A1 TV 41 0.8% (5/627) [ E7=4E T Bt
FERBGUR, I BEH# A T h APk, £ SC-I W7, ACTEMRA-SC 41 1.6% (7/434) Flz2 &7
H 1.4% (3/217) PIEE A T hifeEk e ipufk; H+, ACTEMRA-SC 4 1.4% (6/434) FlZ/E 54 0.5%

(17217) KB 4 7 gk,

fEafAT, K4 1454 ) ACTEMRA-SC HJ&HE (>99%) #4521 stk fpidiiaillal. 13 flEH
(0.9%) A= T PUFEERBGIPUAR, Horb 12 B3 (0.8%) 74 T iR AIHTAA

ZHH S 2 FTER KA 2 K AR — B AR M RIHUR =4 5 ) AR BRI PR N 253 2 1 AH e
SIS

e 248 i Yl /D i

TE NI 6 A A B AR B AR EE 1w =256 == WS AT, ACTEMRA-SC &AM E S 254, 75035 2.9%
N 3.7% B TRk 4 BN PR R AR T 1 x 10%/L.

HRR AT D 2 1 x 10%/L DA 5k AR P B e 2 TR IR &R o

ML /INAR el /D iE
12N 6 A H H) ACTEMRA-SC s R B8R 56 1) B S48 == WE DA R, AR 3 3 /o S R 2
f%F 50,000/mm?.

T =

E NI 6 A H Il PR X FEREE A i 3 I s256 = I HATE],  ACTEMRA-SC & EEHH T, 2 HfH 6.5%
1 1.4% [P EF HIL ALT 8% AST F+75 >3 £2 ULN; ACTEMRA-SC [ B4 254, 254 3.4% F1 0.7%
M L ALT 8¢ AST F s >3 % ULN,
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MAESE Tt &

TE N 6 1~ H ) ACTEMRA-SC Il AR I0E: 10 & WL s == Wa U HAHTE], 19% S E A 25 8, 19.6% [E %
i LK 10.2% EGRIZE 25 B LS I E BERF S = > 6.2 mmol/l (240 mg/dL), H A 73l H
9%+ 10.4% M1 5.1% W& . BRAMZEANAAGEERN TIREEREARFEASEE 4.1 mmol/l
(160 mg/dL).

6.3 FZF ACTEMRA (ACTEMRA-SC) 3257657 E 4 ah ik # B Kk R AR £ 16

X} 251 # GCA HBFH AT 7T ACTEMRA (FEZRHIL) 24251 LI HHZ MW 9E (WA28119) « 754
12 MARISE . 2B B e, 5 ACTEMRA-SC 44741 GCA H3#, &R BARREEE
FREEm A 138.5 B3 4. 7 ACTEMRA-SC ¥a )7 2+ M 2 21 i) s AR 22 4 5 ACTEMRA 2RI % 4
FAR—3. MHXT RA BE, GCA BE NG R AR B E . ACTEMRA-SC & 845 25 H AN B 45 24
o, Y™ E R YL R AR 0N 200.2/9.7/100 A 160.2/4.4/100 HE A, R + 26 JEIR
SRR R G N 22 50 + 52 IR JERA IR A 254, IR e F A R AR R N 156.0/4.2/100
HBEAE 210.2/12.5/100 H#H4F

6.4 #Fjik ACTEMRA (ACTEMRA-IV) 4253877 E40ush ik & B I IE R R A K

— I AR5 ) PK-PD fle &R T, X 24 6] GCA B#H 5% ACTEMRA-IV 41wt 7
Pl EES 4 A2 ACTEMRA 7 mg/kg 45245, #5420 Ji, BG4 4 452 6 mg/kg 457, ¥r4k 20
il BEEZIHRITMAEEEN 17.5 4. 7£ GCA BE T MM ACTEMRA ks 24 1) B2z 4k
5 ACTEMRA #5251 LA 2 41— 3.

6.5 KT ACTEMRA (ACTEMRA-SC) 4525877 RS BEALAEAR 5 18] 57 M B3 i I R e 2 5
EFHTNE  ZEATIE, 2005 (WA29767 1 WA27788) 1, X5 N ACTEMRA 45251 % 4
PEREAT T VFEA . 75 WA29767 19 3 BAWFFLH, 212 %1 SSc B # B AL 0 BL 28— IR 162 mg FEERFRPLRL
NEH BT, FES 48 J, Bl SR AT HBGRER S T, B — IR 162 mg FEEREIE T4,
FFel 48 Ji . 7 WA27788 1) 2/3 BRI, 87 Bl B BN /7 FL 2 5 Al — Ik 162 mg FEERIEPLL NEAZ
HB RN, Frak 48 B, MG T AR SR, B2 —IK 162 mg FEERFRPLT N A2, FFsk
48 .

£ WA29767 it 5+, ACTEMRA TE2f 48 JAR %4 X T SSc-ILD 1 SSc & Ak - BA R, FF
HEXF TR 5 ACTEMRA %4525 CLANMH 22 41— 34

G Ik

£ WA29767 F1 WA27788 IX P Iilllm RAE 5T, 26 96 JE I [KIva Y775 S 4t TCZ Bidk i) & B H K (3/169,
1.8%). XEEH 5Pk G R RE 11, B B AR R AU N .

6.6 ik ACTEMRA (ACTEMRA-IV) %5 #7597 2 X771 BRI EAE K M 01T R B MR IR 2K

T 50} PR I PR N2 A S BT 32 (1 188 9] 2 ~ 17 % PJIA B LT/ T ACTEMRA-IV [#)24VERT
Jto ACTEMRA-IV 2 2# A#F CE SN2 T 2/0—7 ACTEMRA-IV [FEF) HHEE S REEA
184.4 HHFFE, FRER, L6 — P EE DR FUEERE, T 80% & I HE . —&imns,
PIIA B MZAMA R NI E RA fil STIA B EH h W R KW R BRI —8/Z AR M (6.1
6.8)].

JE G :

ACTEMRA-IV 22 NFFIERGLE N 163.7/100 BEF . &0 WHAF2 200 &/ _E P IE gy, S5k
>30 kg, %5 8 mg/kg FLERHAPUAITHIEE ML (4.0/100 BHFE) , KHE <30 kg, 5% 10 mg/kg FLEk
BAHIGYT B R 1 AR T B R HO A B s (12.2/100 HREAE) o 5RE > 30 kg, %52 8 mg/kg FERRH
FORIT I B (8%) #HLL, 1AH <30 kg « #3210 mg/kg FEFREAHUIGIT 1Y 3 KA S H050 & b i) Jk g
A7 B (21%)
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B S

£ PIIA B35, HiEAH ISR N € O HE AR BT 5 24 /NN RAERI BT F44:. /£ ACTEMRA-IV
RGN, 1141 (6%) AR A R F4E, 38 ] (20.2%) fEHTE G 24 /Nt A B F4E
iy B ) o LR AR A R S S SO AR IR, i 24 /NI Y R LR AR B AR Sk AR L
— MRS, A B A B 24 /N SRR 23 R R BT B S RA A SITA B35 HoW g2 2 i AH ALk
[BZIARZRL(6.1F16.8)]

R HFEERRGUHICH) T 2P Wria 7 I ™ S BU Y .
G

10 mg/kg. R < 30 kg A —FEH WL 7 PUTERAPIHUARYE, (HARNIERUN, FRBRE T
W,

SO0

ep e 2 i Dk 2 i

TEXT ACTEMRA-IV 42 85 N BESAT 005 0 286 = W HATR], 3.7% B PR g it Eosb 2 < 1
10%/L.

PRI D 2 < 1 x 10%/L 5™ B GERY R L Z TR BRI O 2%

ML /INAR it/ i
EXF ACTEMRA-IV 4 % g5 N HEAT 1) % s oe = W A 1), 1% B9 2 3 M/ AR i S 2> &2
<50,000/mm?, {H&H L M

FFEEF =
TEXT ACTEMRA-IV 4% 88 NBEREAT I s == WA A E], 09 4% FIANE] 1% 1985 HIL ALT 5
AST J+&E % >3 £ ULN.

I Ag
TEXTFETR ER P A 50 B AN BFIEAT (1) AL S8 = IR WA ], — i (0.5%) (S IH S BE A =il 1.5-2 fi%
ULN, —##4 (0.5%) i LDL Ft it 1.5-2 f% ULN.

6.7 BT ACTEMRA (ACTEMRA-SC) 257877 2 X1 BIAh4ERe R MR R B E MIRRK AR AR

ot B MEE A I R N 25 AN /R BN 52 1) 52 91 1 ~ 17 % PIIA B& #4177 ACTEMRA-SC )% & VEE 7T
PJIA ACTEMRA-SC AR EE BT E 8 SUNEEX 7 2/0—75f ACTEMRA-SC #7867 H Wi )
BE) N495 BESE, MOk, N ACTEMRA 45 25082 31 1) 22 4V 5 i ik ACTEMRA 45 24 1) &40
A, BTSSR (ISR) A e ML 2 i sl /D RE B 4h

AT e B

NI 1 AERRE T, E3% ACTEMRA-SC 6971 PIIA B I ISR KAEZH N 28.8% (15/52). 5
RE <30 kg M (14.8%) ML, REE > 30 kg HIEFE (44.0%) KA ISR [ELEIE . Frf ISR 11
TEEMAEY N, WATEEFBHSEFEIAT. S RA 3 GCA BF ML, 5% ACTEMRA-SC
1697 B PIIA 3 ISR KA /S WA R (6.2 F1 6.3)] -

G Ik

36 (1 BIAEE <30 kg (1 EFE A 2 BIFAE >30 kg FIEE ) BT BAT A 1 HTHEER DT TR 4,
(ELR HYBI™ B BRAT i RS S U B . — 19 S8 il e AR H AT
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Hh R 2 D R

X ACTEMRA-SC 4> %k #5 NJHE 5 A0S 00 5= NI, FrvRi e vh 2os b 2 1 < 1090 MIRAEZRA
15.4%, FFHAERE <30 kg HEFEH (25.9%) BAAE >30 kg FIEFE (4.0%) 5 L. ki gm > 2
<1x 10%L 5™ B RGL R R A2 A AA RS R.

6.8 #ilik ACTEMRA (ACTEMRA-IV) £ HRIT & H B YER R EXT R EE N RRARE R
TR B BT —IEENL. WE . R IRIE R ACTEMRA-IV R, ZiRIKMAN T
112 1 2 2 17 % HFEE G = 57 R a3 S AP K 25 (NSAIDs) 557 5 23 [ LI R B 25 A 2 11 STTA L
HEH ., LN, A7 FREES LRI >0.3 meke B FRZEFRE, 41 70% 1 EE IR B2,
FLAFE NI 12 BRI AT PR 2SS I 728 12 BIRSUE X RIG IR e, 75 BB EEZ T
ACTEMRA-IV 697 CIEYEMAE, 2525 8 8k 12 mg/kg) o 12 o BRI s AL i G167 I, g AT
ARSI T ACTEMRA-IV 1577

TENHH 12 BRI IR 78, #2522 ACTEMRA-IV VaI7T I E &0 WA R N (B0 5%) &: LEFER
TEEGe, SLyf|. EWHRFIEE .

@2/
TENH 12 RIS IR, ACTEMRA-IV T A YR AN 345/100 &G, 252N 287/100 HE .
TEF N8 73 A RS R va T #iim], SRR 304/100 HHE 4,

TERIH 12 BT, ACTEMRA-IV 5% B RGN 11.5/100 EEF . £ 73 B
FRESY BTG BAA], P2 R MR R A %y 11.4/100 BBFAE . B WK E R s im 2. Bk
IR H 5

B s 2 B 25 AiE

TERM 12 BERXHIRBE S, B 167 4 A 10 BB # R AR 8252 45 g v6 7 S TR) H B s A e v A 28 B AiE
(MAS); & 112 Bl 3 1 (3%) £ ACTEMRA-IV FFiUha2Z8 67 {1 H B MAS. 2B 514 1) — 151 &
FHHT U E LRGN SS 2 B ACTEMRA-IV 12 mg/kg 1697, FFRALES 70 K LI MAS.
FANE B R B MAS. 3 B B EE R MAS 41 H i ACTEMRA-IV 24524 (n=2) Bi{%24
(n=1), FHJGHEZIGIT, MAS BRI%EM, LlEmiE. ETAREERHRP, £ ACTEMRA-IV SIIA kK
HREEKH, MAS FIRAEZRBLEH AT S (BES HHBRER .

IR a A

BERERZ AT HY, BRZHUEE RN R R FRIRERE, B4 SIA B RIRT 1 —i. e R
e SONHE BATE] B E JE 24 /N AR AE T E S FER R 12 ERXT R, ACTEMRA-IV 4 4%
IR, EFIH 0% 1 EE RS Dt Fr . Forp i v Kt A 2 ™ B i HAa J A s
Rl BB 1k TR 7IR 9T .

FEHVEG 24 /NP, ACTEMRA-IV {8974 16% M EFH M2 BFIH %M EHERE T AREMS,,
ACTEMRA-IV A K EMFHEIELRE . e, BiE. DEAE. RN EHEMEHE6AN
e FHA

VK5 (KA

TEXTHEAN bR PR 7 M1 #3252 ACTEMRA-IV Y097 1 112 B8, A 1 BB B s O
1%) [Z WAL EHE I (5.6)]

G Ik
112 ] 38 R FL 2RI 4232 7 HUARBR SR pTH ARl . PO 8 W BUFE BR S o oA S B b — 51t 3
5 O SN B RS AR PR K A5 AN RSN, DRI TAITTS s 55— BIERR R Hia T

L T E AR SRSk, DR Y T BT

I
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S0 R

Hp PR 4 ik D

TE R 12 FIXTRR R B i R s I BATE],  ACTEMRA-IV 2H 7% [F1 53, 224 0% (1) 5 d i ki g g
Wb R < 1x10%/L. {E~FXRHE 73 JE R bR 25y e it yr BT, ACTEMRA-IV 41 17% )82 Hh ki
b . AR R D E < 1 x 10%/L 57 E L 0 R AR 2 1A BRI IR O6 £

M/
TE 93 12 JE o AR B )i s I E], ACTEMRA-IV 4 1% B, Z2RFI4H 3% 098 /R4
/> E <100,000/mm? .

TEFIIN ] 73 BRI R 28 R ¥ 7 A,  ACTEMRA-IV 4 4% K3 /M- 80b,  HAR U
I AL o

JHH BT
I 12 JE R B I IE], ACTEMRA-IV 4 5% &A1 3% MHE KA T ALT 8t AST
Thei 2 >3 % ULN 15 0L, RGN 0%.

LESE35 980 73 I RS VAT HHIA], #5252 ACTEMRA-IV J877 S E R 251 13% 1 5% [ &
# ALT ¢ AST A& £ >3 1% ULN.

I fig

TE N 12 6 R By ) s B WA N A 5], ACTEMRA-IV 4 1.5% HIEBH, 22EFA 0% (1) 535 a8 [H
FrE#Et 1.5-2 5 ULN. ACTEMRA-IV 4 1.9% M&EE, ZEFNH 0% ) HEE LDL &l 1.5-2 1%
ULN.

FET- 930 73 A s 8 R iR, MRS HOT R AR AR RS 12 A IR o fR R — 2

6.9 KT ACTEMRA (ACTEMRA-SC) & 4i6T &S B RERTT R EF K ERKABRER

16 51 1 1 & 17 &% NSAID A7 B A BE G R N2 AS 2 19 STTA JLE B35+ T T ACTEMRA-SC [1)
GAEVER . — MR, WERIE N ACTEMRA 452511 %4Vt 55k ACTEMRA 432451 E 5024k
—&, H5 PIIA HEMRA RA 8 GCA HEHMLL, 5% ACTEMRA-SC 77 [ SIIA H# ISR KAEXR
EE[BAARKNG.2. 6.3 F16.7)]

TS A [ N (ISR)
3£ 41.2% (21/51) (9 SHA £3# H I ACTEMRA-SC #H5C ISR. f ULI ISR A2JEFNALL BT, 5RFE, &
SR . 5 IR ZH ISR 504 1 AT, ST ISR AT E, BFEILHFR I EHEGST .

G Ik

TEFE LRI 22 BUFCER P TP I ) 51 BB T, 7 46 B (90.2%) B3 20 — TFE 28 J5 07 A A I 2
B RGP B A R BITTTER  BT TR M

6.10 #jk ACTEMRA (ACTEMRA-IV) %5657 4R FRILE S1E B KRR R 2 K

FEX6F 22 TG RAR I S 45 BB (0 (Bl 40 A v, 45 RS B2 4R Bk AT 8 me/kg (FRE /N T 30 ke (1
BN 12 mgkg) 16T, BCABORBCA BN R & R E R, H AT G A CAR T-
YNAIE S A CRS. ARIGA FHITER SR MFIEAN 1 7 GEREL, 1 ~4 7D . KRG SR AGH R
HIAS RSN/ I PRI FE(14.10)] o
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6.11 #Jk ACTEMRA (ACTEMRA-IV) £#j7877 COVID-19 BFE KR AKRZE 1

YN EMPACTA. COVACTA il REMDACTA H#FH A% 4 M N, X ACTEMRA £ COVID-
19 B B R e AT Tl . AR NI EFEEtE 974 #1852 ACTEMRA JR T EE . BE
$i% ACTEMRA 8 mg/kg 454, IR 60 7 8hifikianE (HR5fIE 800 mg) o WG ARAARNEECE MR G
WA SR, ATEEIRE )G 8-24 /N N EIRE 2, BN ACTEMRA 8 mg/kg.

R 3P EENAR KPR AR 3% H% ACTEMRA VYT BT, FEHAEIL A2t AR,
RAERET ZEGIHEE

3 MLEK COVID-19 ZEMANEEPRIBA B R ML !

FERM ACTEMRA F R
8 mg/kg

N=974 N =483
(%) (%)
JHe 2 Tt 10% 8%
fE A 9% 8%
PR PR G 5% 4%
e L 4% 1%
A i 4% 3%
FEE 4% 2%
75 4% 2%
SRR 4% 3%
By 3% 2%

PAEEAN R R N, BRI B Ik

TEVC R 22 NBER, ACTEMRA 4H 535 1R s ge /™ B R GL A A RN 30%/19%, 1 225720 0
32%/23%

SO0

f£. EMPACTA. COVACTA 1 REMDACTA L& 2 e PENHET, ACTEMRA 4H S ki 4n i i £k
<1000/mcl MIREZN 3.4%, THLBFNHEN 0.5%. ACTEMRA 4 B3 MM <50,000/mel [k 4E %
A 3.2%, TZEFNHEN1.5%. ACTEMRA 4% ALT 88 AST >5 £ ULN R AEZE N 11.7%, TR
204 9.9%.

6.12 FTHE&K
ACTEMRA FEHEHE G N AR R CL A RN o BT X 88 i 3 AN & O B B RS, RIEAR
— € REe n] AR TH L R AR R B ST 5 Y B EE I R R R .

o RN ATRERAE ST I B OB S SO - AR SR B AR DL AR E TR VR 4T 2 R AR
GVERERI 259 [N (DRESS)o /2 W& & FIE R H I (5.6)]

. JBRARR
o GWIVERRRAE . PR RFIDRERENE . BOE/Z IVES AL S FHI (5.3)]
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7 HYAHEAEA

7.1 BT RNERNIE R BEE R

7E RA B h, BEARZEN 750t AR 3 PR 2B (MTX) . JE S 25T 28 24 Bl Re ot S [ e ot 40 2k
PUBRRF AR . FBIEK ACTEMRA 10 mg/kg 45255 10-25 mg MTX BX& M2, &8 —Xk, X
MTX #8 LInREEHF . HMAX ACTEMRA 54 DMARDs 4l TNF 5 $i57B4 H 253470 50 /2 0L
FIES%525 (2.2)].

£ GCA BT, WA RIS B [ e & F 2506 FE 2R PR 2 B (152

7.2 5 CYP450 R M BEAEH

FFRE 4Bt 25 PAS0 232 BB S RE RIS (L3S IL-6 S84 7)) 1IN iR. EEZILERRIRTT
] RA B, 304 IL-6 {2 516 SR04 CYP450 1R 2 LL s A FERR BB 5 = K, T 5
BAEA CYP450 JEAZ5 AR . RSN AR B, FERR S PUA nT RERZIN 2 Fl CYP BEIRIE, B
CYPIA2. CYP2B6. CYP2C9. CYP2C19. CYP2D6 1 CYP3A4. FLERHIIXT CYP2CS nlid%ia 5 [ 1K) 5
MATERE . KNIFRER, %2 %55 E ACTEMRA —E 5, BE3EHRM: (1 CYP2CI9 1 CYP3A4 ARl A
FAAYT (B CYP3A4 AR MR ED DD T 28% Al 57%. FLEREHIXT CYP BRI Al fE 5 AT
FREEE CYP450 JEYI B A IRRAHOCHE, HAR S TR PR . IR MR AR T (M B E AR 4R BX
15 1E#252 ACTEMRA B, REfEAT 7 U Canfeyim) B2k B I CUnP AR B0 » FEEIIE A
BAMMIANEFE. ACTEMRA 5 CYP3A4 JRYIZ5%) (Blan O Il 2h . 38ARAMI T FTFBARAByTEE) e
E 2 VR, NIRRT 2. FERREAHINT CYPAS50 B & VE I B2 7] R AR 45 1367 JG B & 12 Wik
PRZGER: (12.3)] 5

73 EEH

G ACTEMRA BXGA8 RV 1 /2 W& S Z I (5.9)] .
8 WFHRAEHAY

8.1 IMEIRH

PR s 45

MAEYRFEFE S0 BB BA B 5T . 259078 me Al 2k 3R STk 3RS 10 ¢ ACTEMRA FELA £ A 2
DIS S 259 AH G B B R Y AR BB . IR B A AN R 2= I BiG ) LAS e KU 1 4518« IR SERiF 97 i b
A JRBRYE, QFEFERR iR AR RN, BB RE R, DU Z X LR i A% . $E2k
PP FLTE FEPUIRTE AR R B F AR g iR A, TRERS I T N B iR B LI RIE N B[S LI R
f&. TESIIAEEWT A, BT3B T AUHM & B E ke S F ek i e SR/ ARBET:, FIEN
1.25 5, mT5 2 ~4 FFIKEG ) 8 mg/kg Wi KIEFE NI E. shwt sk, ) IL-6 F51%& 500
Re T EIRNA. Tk TSN LE &S, N FEGEE N 2 iR /2 AR . R E s 5dE,
G )L AT B A7 LE T8 7E XU

N AR SRS AR I TS T S KU M ANTE 2 . T E M ORESE A SR G . = s Al A R JE R
B XS, 752 [ m NG RIS R A, ™5 AR SR Ba A E AR T s XAl 1717 N 2% ~
4% F1 15% ~ 20%.

i R S

LA LA R
BEEGEARAIEBERE, IR PURBORM 2 il iR i s, PR IRE IS E RO Ea T ENE
#x T ACTEMRA 922 ) Uit FH 7% 26 7m0 237 128 7 2 i 2 2% R KB A 2 Ak /2 L o AL R I0U(5.9)

PRI AH 5% B 2277 30 XS
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CRRIEHERY], RIERRTTR LMERIAS R AEYRES R KBS S RS sh BRI k. A RUEYRES R 4
P CElR 37 JHD IR AAE (KT 2500 560 22 LEL R A /N T iR ig L.

Al
ZYNEAE

FESEYRIY (GD) 20-50 KA B LGS RE Y, WHUEUR (BB AT RSB IR L bi4a 25, R HGEN 2. 10 3L
50 mg/kg, AT VIEIR-AR LR B SAEDT . R BCA UESRR WFEER A U AAT B/ i R R RON, (EFEER
FLGTRIEDN 1.25 (GRS /IREE AR A AN, P 10k es 25700809 10 mg/kg A1 50 mg/kg I ] MRHD
e AR/ HEHT RFE B R HR AR, AIEIRRY, MR (GD 6) 2=/ a8 21 H (Wil
3 Hifik4s 2 50 mg/kg MFEER yoaTAUE A TR IR B IR B aH . B IEERIERIAE
AT SR ERESIANAE & REIAT AR DI REREHS .

DS TEISMTEIVZT IL-6 FREEINE K. DR, il IL-6 5 5% 3R TS SR
Pk UL T E VRIS TESD, AT SEUEE R 2 HEER . SEAER/NL (l67) L, sh= IL-6 K1/
N6 ERIGRLNED MU TR . 45 167 BREE AL /N B EAT B AL TL-6 25 2] 1 52 15 1 0 W i [

8.2 MM

NSISE

H AT IC 8 T REFL 2 S A FEER AT 29000 BEFLIR IR 2 ) LIRS B2 00 LT 70 W B B2 i A5 )R o
BHAGIZIRE A G (1gG) AAAE T RFL T WARSTER PR BB 7L, 2L B 18 f i 2 Ee AN A2 1A
PR 4= 5 B FE I ANE 2 i T o= FUI IR PR B, Tkl € ACTEMRA X e L9128 LY
Pz BRI, A2 25 RS BEFLMRSR BB AME B R AR R RIS, BN 25 B BER X ACTEMRA IR 7T 3K, LA
LATER AU BESR I 0 BEFLPR IR 2 LIRTE LEAS R

8.4 JLEHYG
ACTEMRA Effikes 25@E H Tia97 A LN I ) LE B

o 2 UL EiEENE A B AR A IR RS
o 2% KUl EiEEN kL ST AR AR R R B
o 2% NI BB EEE KA CAR T 455 M40 N 5 B 45 S 1E (CRS) HIEF

ACTEMRA [ Feh25@EH Tiay7 A LMW LE B
o 2% KUl EIEANME L RATRIZN R R R B
o 2% KUl LVEBhE4 RIS R A VEICTT R

ACTEMRA 7 PJIA. SJIA 8¢ CRS PAANE )L B3 A i 22 HERTT ROW R i€ - ACTEMRA 1£ 2 %
LR PJIA. SJIA B{ CRS PJIA. SJIA 1 CRS 3 v ff 22 4 VR RNI7 20 4 A1 58
2 G GER R R R — kR 2

KHZ 0. FF. BB, WL T ACTEMRA 1597 2 $ LUF SIA B3 (N=11) 12 &1 PK. %
. RN PD MYTRL. BEEZ T ACTEMRA Fikeh 2y, &2 B—X, FIEN 12 mgkg. TS5
RS RE . MTX FI/ECAEIS [ BEPT R 266 F 2 TR B B JI697 - SERK 12 FVR YT JAI B 38 T gk 2t
ITANEMREK AT (L 52 Fakz 2 &, DIEKM—TUNE .

AHFFH ACTEMRA FaS FHIEE PK &4 (Cmaxs Crough Fl AUCoweeks) ITE 2~ 17 % STIA HE I L
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X2 BLLR SHA B ACTEMRA 597 122 A YER G R b 47 7 FR e VAl . 27.3%. 36.4% FlI
81.8% [MEFH 73 MIRE T SAE. FEUFZAH AE FUBGLE: AE. 6 1] (54.5%) HILEBU N, Hoe A%
FEHAA BT G 24 NN R BTE A R34, #0085 ACTEMRA 5 254H5¢, Horh =4 35 H L™
HIGEEBUR N IR AR . = BB B B LA Rgo e E R N R REETE T
BITHFPUEER R PThUR . MR 7 ZHE FIFRAE, 8 MAS Jsfil, (EYE Ravelli brdfE, H 2 1%L
MAS !

240t DR R TR R AT - bk 2 26

EXTH52 ACTEMRA JAJ7 CAR T 45 51 CRS I BT 45 AR HEAT BB YE 2> #T i, 25 ik
FRILE QEZE12%), 17 HEBEEEEDE (12 258 18 ) . JLEBEEMBAZ 6 R4 syT
A ZE 5

8.5 EFEBEHAYG

RS 1T BV V i, 352 ACTEMRA VAT 2644 6l g v 12 WIRIKTEFE (14)], 65 % M LA EHIZER
TP ORTT 28 BB et 435 45, Horp 75 & KU E B 50 ], 7E SC-1 A1 SC-II W5, $%% ACTEMRA-
SC ¥aI7 1) 1069 fil &b, 65 & &L LR EE It 295 61, Hp 75 & R PLEEE 41 6. 65 & &DL I
5% ACTEMRA 677 1520 E M B R G  R AR T 65 B LU 2 E . BT EFEEE R RER
W s, RIAEYR T 2 A N RO E A 25 .

ACTEMRA 17 CRS & WG R LB N WBHERR 65 2 MU EEFE, TiEE T 30E i 54
LENE R NEIR

£ EMPACTA. COVACTA 1 REMDACTA #f5tt, #:35 ACTEMRA 697 ) 974 5] COVID-19 £ &,
65 Z L EHE#H 375 B (39%). fEXEHIFT T 65 % MLl EEER 65 % UL T B 2 A% A W55
ACTEMRA %5 252 2B 8 SR 22 7 [ 2 WA R E (6.1) FHIG IR TT (14.11)] -

£ RECOVERY #f5t, 5% ACTEMRA 4971 2022 15 COVID-19 HEEFh, 65 L ELL FEE 930
(46%) o TEARMFTLH, 65 % KUL FEEA 65 % LLUN B Z (A1 A MEEE] ACTEMRA 45 2597 30 1) ek 22
S [ZWIRRTEFT (14.11)] -

8.6 HMrIhgedts

M ARTERF DY RER1G B (RLHE HBV A1 HCV LG FH M B %) T ACTEMRA [ %2 44 FY T 230/ Z I,
L FERSFI (5.8)]

8.7 'Bits

BEE S A HF AR R, MAREA T E TR A i TIE ACTEMRA #78/Z Wik K 24
B (12.3)]

9 259U A AR

M AXT ACTEMRA 5l Al GetERATHE T . SR, A EIREAIEHE R ACTEMRA 1HIT 25
M o

"' Ravelli A, Minoia F, Davi S 773X F JLE XTI EFRRIGH L. ILE IS TR AN XITIH A 72 EE
JLE XSRSV EAFZE s Pl R4t S5, 2016 BRGNS 2 AR & 25 BV Re A MG
RoTHERRME, 2016 FXIBFIFL ; 75:481-489,
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10 HASE

KT ACTEMRA AT HEAR AR AIERK, —012 kB i S5 525k ACTEMRA 4574
AT E, FIEN 40 mgkg, RMEREMA R RN EEZRFIRRIA 28 mg/kg FIMEEREEEH,
WA MR E A BN, (HTE 28 mg/kg fe & T, 5 6 B3 2 BT 7705 BR il b ok 4 B o
i

IR E G, RS R IR BSOS ARAE AR IR o BN RS I ) 3 N 42 A2 38 24 ) 6 RE VA
T o

11 #HR

FeER P —FhEANIFETIA B4R 6 (IL-6) 2R ek, BAMME HL, ZikEM, BT
G BRE A 1gGlx (gamma 1, kappa) WK, SN EEESHIH 214 D1 448 NEEERA L. TUN2
FkBE @S AR TN A2 TIEERE . ACTEMRA [ T 8E218 148 kDa. ZHUAER ALY (FE
BRIVE) gt =4,

0 ko SR

ACTEMRA (FEEREAPD VESIRE —MEH. B . LOEREO ., RNEDEAKER, b7k
WERTIE— R, pH LN 6.5, A BAFIEZIMPIK A+ /K-S B 4 — /K &R — SN0 iE
TRECHI TR, WFEA 20 mg/mL, &7 80 mg/4 mL. 200 mg/10 mL B 400 mg/20 mL ) ACTEMRA.
ZTHERSA R ILEEE 80 (0.5 mg) « FEFE (50 mg) AIVESHETR (USP).

SR

ACTEMRA (FEEREPD FSHRRZ —MILE. B, LOEMEG. NSVEFINHAREMISER, &
B, pHAEZIH 6.0,

CHE k72 E R AR 0.9 mL Fi7GFE S 28 (PFS) s AT 0.9 mL B 3hiF 4 288

ft, ZES T RAL 162 mg FEERHPT. L-EEERR (19 mg). L-HZEMR (1.52 mg). L -ZHEFR R —/K
(1.74 mg). L -FEZER(4.03 mg). FILFLEEES 80 (0.18 mg) FyF G AW (USP).

12 IGIREGHEZE

12.1 YEFIHLE

FERR LS IR PE IR ZE &7 1L-6 524K (SIL-6R F1 mIL-6R) £5&r, I Ok B ] DL i ix L6 52 44 k]
IL-6 /M FHE 515 F. IL-6 & —Fh Z R EAE R AN+, H 2P =4:, B4 T 41/ B 40
ML PR 4. IL-6 CHUE S S 2R A BERE, W T MMEGE. B SRERER
ayub A B E S B A A s DA S R I BT AR R s A AN Ak . TL-6 I AT P 2 gl e AR,
87 20 R T A A5 JORE I FE B2 (1) 915 R 3= A IL-6.

12.2 ¥

7E RA BEE PIIGIRIT T H, Hilik ACTEMRA 4 mg/kg Fl 8 mg/kg 25 24 B4 J& F1B% i &2 162 mg ACTEMRA

B2y, RILC MR (CRP) FLEZE 2 ST WA B 2 IE R Y0 . W82 30 25 30 2 Bt 71 12 1 284k
(EPEXIRF T LL4EMpifeE=e (ESR). MISTEMMEE A A A 4EiE A5 I FRARA 208 1 p)3s i

{HYE ACTEMRA 8 mg/kg 252520 HM LRI i Be Ko /£ GCA. SSc-ILD. PJIA Fil SIA 3 gL

ACTEMRA %525 RAZRFAA (CRP. ESR FERHIMALER B3G ) o XL 45 R 5Im RT3
[ R R AT 2
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EAEEZ R E T, ACTEMRA #2578 N 2 ~ 28 mg/kg, [ 425789 81 ~ 162 mg, Hikign i
73t HEE ACTEMRA A 24)5 3 ~ 5 RIEERAK A . )5, FREkigh i LR ki 7 sUM R 528K
o RRIRMERTIRA GCA HBEIE ACTEMRA 4525 5 32 I HH AR ACL AR 2 06t w8 A b 41 Bl 1T Bp =0/ 2 L
BEMEEEIN (5.4)]

12.3 ZRahh%¥

FERREAHT PK 4T AR LIS A Michaelis-Menten V4 B AHSE & AR RN . FERREAHTIN i AR A i)
ARLRME A SRR N, BEN0E B T ARG, FRER A RS S AR (R A k. BT
BIERR AR T FEER R PUMIE IR T, FEER AP I B IR B A, I AR i v FE /K 11 A2
tho 4 M1k, TERTH 252 MR 0 B B T AT IR 258N S22 TR W, ROTERR R 52 BA7E
PLAPURZ A 5 &

RIRIBHERTTR - KN THE
e 1 E A RA BE W20 122 45 RAR N, PR NI 29480 772 EL

BEAR PR BBk [ — DN e gs, 23RS FEm s 1. BF5T L. W95 TV FRFST VIR 1793 #il B ,
DL Sk I HEFE SC-T A1 SC- 11 [ TV A1 SC FdEAE 1 1759 Hl o F ] Cumean 188 AUChu 2B AN T-4524
BIREAFIRIE 2 %, 2RI E P 0T DALY AUCw, 545 R AE b 55 5% 75 ORFLE

FERIME RS, IR RPN BB R R LRMEIE R R O N, IRIERAS B THSIZ) 215 RINE
AR

4 Ji—k 4 mg/kg FLER PP IKEE 25, FRANHEER RPN Cmaxs Curough F1 Cnean FIE T A2EL (GEHD
535N 86.1 (44.8 ~ 202) meg/mL. 0.1 (0.0 ~ 14.6) mcg/mL A1 18.0 (8.9 ~ 50.7) mcg/mL. % 4 J&—X
8 mg/kg T%%ﬁ%ﬁ%%kéﬁ%ﬂ#y Cinax~  Ctrough A Cean 'fﬁfi‘qj'fjﬁ GuED 258 176 (75.4-557) mcg/mL.
13.4 (0.1-154) mcg/mL A1 54.0 (17-260) meg/mL. & 4 J&—KX 4-8 mg/kg FElkIE S A 25, Cumax HIIEIN S
ﬁU%EﬁEHﬁ, ﬁﬁ Cinean %n Ctrough E‘Jiﬂﬂfpggj(?ﬁu%ttwo *%;{L%Hj-’ 8 mg/kg El/‘] Cinean %n Ctrough ﬁj\%']%
4 mg/kg FF Y 3.0 5801 134 %,

4 mg/kg 1 8 mg/kg B 4 J—IREIKZ KA 2)5, AUC F Coax 1 RBUREK, 1 Cuougn M RBRE R

(3R 2.62 M1 2.47) o Comax TE25 1 RNk 51X 2R ASE ) 90% LA F o AUCuu M1 Cean 7E 4 mg/kg
A8 mg/kg FEBKENESS, EE 1 UCHIEE 3 Yt 5 Al A RIS AME 1) 90%, T Cuougn 7E5 4 UXEH K HTT 5
AR BIRSASE I 90% it

162 mg SC Q2W £ 2, FaASH FEER B HTH) Cmaxs Cuough M Cimean it A28 GEHED 225104 12.1
(0.4-49.3) mcg/mL. 4.1 (0.0-34.2) mcg/mL #19.2 (0.2-43.6) mcg/mL.

162 mg SC QW Z5 24, FRaSHTFEER AP Couaxs Cirough A Conean i THHAEL GEFED 435174 49.8 (3-150) meg/mL+
42.9 (1.3-144) mcg/mL F1 47.3 (2.4-147) meg/mL 5 162 mg SC Q2W 45255 Ak, 162 mg SC QW 4%
JE I ZFE BN T 5.1 (Cmean) £ 10.5 (Crrough) -

fE— SC HEZRGAFERZREY ST IV TRERERE, HA Crouen S (162 mg SC Q2W
F1 162 mg SC QW 4371124 6.02 F1 6.30) o MRIARAEEIS FIHAELAEIFRAEH, T Cuougn ) BRI B 5
Q2W F1 QW 4257, Cmax 2 HFESR 5 X SC FIEE 12 ¥R SC yF 5 Ja ik BIFAAME Y 90% LA L. 162 mg
SC Q2W Fl1 QW #5245 7%, AUCuy Al Cinean TE5 6 AN SR 12 V3T ST 5 23 53k B Fa Z4E 1 90%. 162 mg
SC Q2W Fl QW LA 77, Cuougn 27 HITESE 6 UCFIEE 12 IKVES fa 1R RIS IIZ) 90%.
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BEVR PK 5P HT 05 (6 TR BT B S U2 R 1) 2 B VS . 4 B kg R TRHEAT WO A 26
PR > 100 kg (AR TS9 R A B0 BOR 3 T B BRI T4 (0. PRk, REEIL RA BHAE AL
FEHOR TR 800 mg/Z WAV 54425 (2.2)]. i THERKAH SC LZRALG AR, BT %
LR HT IS

B4 fshbk R — T ka2

FEER BT SC 7E GCA B TR 254030 ) 5 R il X B — R B T VESS 162 mg 308 — IR & N4

162 mg ¥GIT 1 149 ] GCA F 25 2H Bl () E0 A S 3T BEAR 25 AR30 7 5 3 ke i s 1

162 mg }%Qyﬂ\ﬁ?éé\%lﬁ-’ *%ﬁﬂﬁ*%%ﬁiﬁﬂ/‘] Cmax ~ Ctrough %n Cmean ﬁﬁ‘*ﬁﬁﬁj\%’]?ﬂ 72.1
(12.2-151) meg/mL+ 67.2 (10.7-145) mcg/mL A1 70.6 (11.7-149) mcg/mL. Cumean B AUCuu~ Cirough A1 Crnax
) RIRZES N 109, 9.6 F1 8.9, 17 FlJaBEIfe kA 162 mg A —IRG AN, FRASHFEER P
Cmax~ Crough 1 Crmean fi tF AL E 23 5~ 17.2 (1.1-56.2) meg/mL . 7.7 (0.1-37.3) mcg/mL A1 13.7
(0.5-49) meg/mLo Cmean B AUCtu~ Cirough M Cmax BRI 50N 2.8, 5.6 F1 2.3, 14 58 FFE R
75

&y o

IR G AR 1 BT it GCA B3 W HEER ST IV BIZGRBN 15 AT T RAE, Z 0 HrE s 22 #1&
H, B4 UL 6 mg/kg Flken 2, FELE 20 . RIS FEER P Cmaxs Curough A1 Cimean ML (VU
D P48 4 598 178 (115-320) meg/mL. 22.7 (3.38-54.5) meg/mL Al 57.5 (32.9-110) meg/mL » GCA
HHZ 162 mg TCZ SC R A BBRIHS 2 )5, HIRSH IR WS B FTE RN .

IR ZEN 1127 255 LA RA il GCA B35 2 [AIAMEEYE, DL mg/kg AFEREIEAT Bk ST, A
GCA B R IEEFER YU 2T 600 mg/Z WA &5 L (2.3)].

RGEREREAR SR IA] B IES - R T8 %

FERR A PULE SSc-ILD H 3 R 248380 /) 5 i o Ji 45252 162 mg FEFREEHT SC ¥RIT Y 66 1l SSc-ILD
S 2H U B SR AT B AR 25 A3 J 5 A ke i 1

FRASHTFEER R P Cmaxs Curough A Crnean HIFRAIEL GEHD ~FH{E 554 52.5 (14.8-121) meg/mL. 47.2
(10.8-114) meg/mL 1 50.4 (13.4-119) meg/mL. Cumean B AUCtus Crough A1 Cinax [ BRI 35114 711,
6.56 F115.89, 13 R Rfa e RE.

ZRPBYFERRERTR- BN TES
FEER P (TCZ) 75 PIIA 35 R 25880 1 Fal i BEAR 25080 1% A AT 3R AE, 20 Hr B 4E 188 fil 4
% TCZ IV IGIT W B E 8 52 B35 TCZ SC a7 B .

4 J—IR 8 mg/kg FLERAPIEIKLA 250 (PRE > 30 kg IEE) , FRESFFLERBEIH Craxs Cuough A1
Conean (Rt TR ETTE Bl 23 34 181 (114-331) meg/mL. 3.28 (0.02-35.4) meg/mL Fl1 38.6 (22.2-83.8) meg/mL.
'TZIKE‘ >30 kg El/‘] ‘%%, 4 }%QW\ 10 mg/kg *%%ﬁ%ﬁ%%kéﬁ%ﬂ#y *%%&Hj-*%%ﬁiﬁﬂ/‘] Crnax~ Ctrough %n Cinean
(At R A B 43 3R 167 (125-220) meg/mL. 0.35 (0—11.8) meg/mL AT 30.8 (16.0-48.0) mcg/mL.

10 mg/kg (fAE < 30 kg) A1 8 mgkg (MKHE > 30 kg) FHIKZEZHIT,  AUCaweeks M RFES 4 1.05
1.16, Crrough PRI HIN 1.43 F1 222, WA MEER] Crax A RZF, 2 ~17 Z PIIA R 4 H—IK
TCZ IV 10 mg/kg 1 8 mg/kg 452 )5, FaAIKE (BMEAFIME)) ¥ITE 4 mg/kg F1 8 mg/kg 4524 fa RN
RA BEMREVGE N, PIA BEREIEEIRE SR RA BEE 4 F—IK 8 mg/kg 4524 Ja MIEAE IR
4,

'TZIKE‘ > 30 kg E/‘]A%%’ 2 }%QW\ 162mg *%%ﬁ%ﬁﬁ?éé\%ﬂﬁ’ *%%ﬁ%ﬁﬂ/‘] CmaX\ Ctrough %n Cmean E/‘]'TE
TR AT EGE A 29.7 (7.56-50.3) meg/mL. 12.7 (0.19-23.8) meg/mL 1 23.0 (3.86-36.9) meg/mL. 4
#H <30 kg Ff-Ec 33—k 162mg *%%ﬁ%ﬁﬁ?éé\%ﬂﬁ’ FEER P Crmaxs Cirough A Crean AT
b A7 8075 23 9N 62.4 (39.4-121) meg/mL. 13.4 (0.21-52.3) meg/mL A1 35.7 (17.4-91.8) mcg/mL.
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3 JH 162 mg (fRE <30kg) FIEF 2 A 162 mg (fAHE >30kg) K F4ZMT, AUCsweeks AL TN
1.46 F12.04, Cuougn 77519 2.08 F13.58, Cumax 73708 1.32 F1 1.72. K N4 25)E, MAMEREHEENRE
Cirough 124, TR <30 kg AR EE RS Crax 1 Comean =11 > 30 kg HEFH . FrE4% TCZ SC A
IT IR FH LR MA VG AR Cuouen WS T BUST TCZ IV KK o T 442 )5 38 BT 359K FE AN
BIRELERN RA EE T 45 25 HERE )7 RIGR B HIR EEYE LA

EHRGFERRERTR BN TEY
FEERFPL (TCZ) 7E SHA BFH F R8N )2 BEAR 28 J1 % W i AT RAE, HAP a4 89 il
TCZ 1V i8)7 B B 51 8252 TCZ SC IGIT I E 3 .

'TZIKE‘ >30 kg El/‘] ‘%%, 2 }%QW\ 8 mg/kg T%%ﬁ%ﬁ%%kéﬁ%ﬂﬁ’ T%%ﬁ%ﬁﬂ/‘] Chmax~ Ctrough %n Cinean E/‘]'TE
A A BEE 2 A 253 (120-404) meg/mL. 70.7 (5.26-127) meg/mL F1 117 (37.6-199) meg/mL . {4
<30 kg El/‘] ‘%%, 2 }%QW\ 12 mg/kg T%%ﬁ%ﬁ%%kéﬁ%ﬂﬁ’ T%%ﬁ%ﬁﬂ/‘] Crax~ Ctrough %n Chean E/‘]'TEH‘EP
A HGE 2 1 274 (149-444) meg/mL. 65.9 (19.0-135) meg/mL Al 124 (60-194) meg/mL.

12 mg/kg (JAHE < 30 kg) A1 8 mgkg (MKHE > 30 kg) FHIKLE 2T,  AUCaweeks M RFES N 1.95
2.01, Cuougn [ EFHZFSF 54 3.41 F13.20. 12 mg/kg (AH <30 kg) A1 8 mg/kg (MAEE >30kg) Hfikd:
2}, Cmax RAEER 0N 1.37 A1 1.42. BRJEE FHFEEREEPU IV 5205, W/ MAEAIIE 8 FNE R
EARAS . HARE 2 SN A 2 (R P S5 A5 THFE BR R P 2 2 S AU

fREE >30 kg WG, B —IR 162 mg FEERBIUL FAZAN, FEEREPUN Cmaxs  Cirough 1 Cnean T
WA A TE B4 B0~ 89.8 (26.4-190) meg/mL. 72.4 (19.5-158) meg/mL Al 82.4 (23.9-169) mcg/mL. A=
<30 kg MEE, 28—k 162mg FEEREPLL FE AR, FEIREHIH Cuaxs  Curough A Crnean FIAHTHHAL
G2 9N 127 (51.7-266) meg/mL. 64.2 (16.6-136) meg/mL 1 92.7 (38.5-199) meg/mL.

2 Ji 162mg (fEHE <30kg) M 162mg (FRHE >30kg) B FEAZH, AUCaweeks RARLLSM 5N 2.27
F14.28, Cuough 73 A 3.21 F114.39, Cumax 7054 1.88 1 3.66. ¢ N&25)E, PIAMEELLIAE 12 HHNIL
FFRRTES . FrA 2 FEER YT SC IRIT IR E RN E VI N IIARES Cna WK TFEEREST IV HIK
Vo BTG B AR IR FE AT S FE SHEER bt IV AR BT ak 2 B9 FEAR L o

COVID-19 - #4524
COVID-19 HZ IR LI 25403 )1 R E S 65) COVACTA W55 /2 Wk R 95 (14.11)] R 5 — T 5% o
380 Wil 52 Smg/kg FLERFPTIFHIKEE 25 (IV) BN BB s S5 BE AT BRI 251030 J1 22 0 i A3 HU 1K)

TR 8 mg/kg FEEREEYL IV 5 2510), FERR BB TH A (GEFED Cmax F Caayas 737008 151 (77.5-319)
mcg/mL F1 0.229 (0.00119-19.4) meg/mL. [HFEE/> 8 /NEHIFNIK 8 mg/kg FEER T IV LAZARS, FLERH
FOHIAE AL (FEED) Cmax A1 Caayas 754 290 (152-604) meg/mL F1 7.04 (0.00474-54.8) mcg/mL .
RECOVERY #F50H K H R HE 43 2057 & /K >90kg [ #E N 800mg, A >65 H <90kg & & A
600mg, 1A >40 H <65kg fI&# A 400mg, A <40kg [ HE N 8me/kg, Fiit5 8 mg/kg & E A
(PNRE-378 = 8

MR
RA Fl GCA HEH [ A% )n, WICEEZ N4 K, SSc-ILD HFH MISCERZIAZ N 3 K. L RHIFIH)
A N 80% .

PIIA B NG, WIEZEIZ N 2 K, PITA S B2 NHIFI A YR F A 96%.
SITA BH R 2y)E, ISCEERIZI N 2 K, SC HIFI7E STIA BE TR AR HE N 95%.
RA BB R FLER AP 2580 08 B FEER FA BT 25 S5 1) Tanax AZAE 2> 51K 2.8 KA 4.7 Ko
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GCA B35 5 LRk P4 25 AR A FLER AP 25 )5 1 Tomax "PALAE AN 3 KAT4.5 K.

SSc-ILD H#H B LB FAPILE 25 5 1 Tmax HIHAAE N 2.8 Ko

A

kA 20, FLERBPUNIE IR A BT XCH TS BR « B RERE T5 28 BRE IFR O A AR 3.5 L, AME S
AR 29 L, RSN 6.4 L.

GCA BEHIH LA AAEBN 4.09 L, AMES I 3370, SBAESAMAR)y 7.46 L.
SSc-ILD S L AR Ry 4.16 L, AME AR 2.58 L, FERS 2 AAERN 6.74 L.
PIIA JLE EHE KO AN 1.98 L, SMNE AN 2.1 L, RS AMAEIRY 4.08 L.

SHA JLEEE PO AN 1.87 L, AMNEAD AR 2.14 L, RS AAAEERY 4.01 L.

COVID-19 f3 6]k 8 /NI i ik darvE — B IXFE R T 8 mg/kg, fhivHH LA f iy 4.52 L, fhit4MAE
IAERUN 4.23 L, RS okl 8.75 Lo

THER

ACTEMRA s 38 i 25 P [8] B RN =JE 28 P V8 B A 45 5 10 77 SORTE B 1 o R BB A0 i A 1 28 14 Y PR 7 (R AT Bk o
PUKEE MERFEEH. —HAERMRREM, EREFEHRAIIRE T, BRI ERHEMEERERE.
A28V B ) A AN 5 2 B BR OB B S = LE . ACTEMRA 1) 258) 1124 S BUANBE R (8] 224,

124 NIk, FERTAT H ) B E BRI R 2 AT MR 25 B D122 R, RAINBER R 5 R SAFEIE
PURZ A KA

BEARZGR BN J1 2 0 I P R METE BR R A5 11 RA BN 12.5 mL/h, GCA 3N 6.7 mL/h, SSc-ILD &
# N 8.8mL/h, PIA JLEEFH N 5.8 mL/h, PIIA JLEA 5.7 mL/he COVID-19 &35 #likfid: 8 mg/kg #&
BRI 1 RJE, P 35 RIGIMIEKRERT € &R BRI 155 i () I e B BR A5 T F -
FLLGER TR 3 REHE (OS 3, TEMBMENEE) N 17.6 mL/h, L OS4 3 (FEERESR
JTECAES A N 22.5 mL/h, F2E OS5 i3 (FENMESREE) N 29 mL/h. H4 0S6
P (5 BRSNS & B UG SR LA 28 B S RE D) N 35.4 mL/h,

BT B R R AKH T ACTEMRA M5, ACTEMRA [958 #Ath B R B, I BARYE M5k
FE KT AS AL o

RA B35 45 4 o 4mg/kg F1 8mg/kg kA 2R, FRZSHT MR BRI R t1/2 43 HIHIE 11 KA 13 K,
RA BEEEANGE 162 mg [ FAZGNE, FaSuE R E R IER It 20 58Kk 13 KA1 S5 K.

GCA HE B AMBRIE 162 mg B P47 EH, FEIREYUE It BITEEI 7108 18.3 ~ 18.9 KUK 4.2 ~
7.9 K. GCA HHH 4 J 6 mg/kg HHIkG 2405, TCZ WEEHMBIMERM 61, N 13.2 K.

SSc-ILD HEEH 162 mg i FAA T RY, FREHICERRIUA R te 75 12.1 & 13.0 K245k,

PAMAELH (AE >30 kg MEE N 8 mg/kg, AE <30 kg MEE N 10 mg/ke) FaSHT2525a 8, £
BRHPULE PIIA JLE ) i KN 17 Ko WMEESH (RE >30 kg FEFRASGY), AHE <30kg 1Y
BET 3 FGA—R ARG R, FEERRIEIKG N, PIIA EEM 1 &K 10 K.
PAMAE L (R >30kg FIHEE N 8me/ke, KE <30kg I HEE NIERE 12mg/kg) FaiSi4a25 a0,
FERR B UE A 250, SITA JLEHRE tp KN 16 K. WiMEAEA (AE >30 kg FHEEERE 162,
IRE <30 kg EEF NEE 2 JH 162 mg/) FaASAZGRIEIH, FEERRPIE TAHAN, SHA BE A s &
KN 14 K.
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IR N\ B

FRNZERGEPE T R B A GCA BB MR 5 R B, e R AR EA 22k 51
2R BN F12F . R B 8] Bt 6 A S8 A B i 3. 7F RA B3, R E i 45 255752 (8 me/kg)
fEfRE > 100 kg FIEEMEZEREILAE <60 kg MEHE L 86%. HENER FAATRT, LT
PURFR SR E 2 8] A%

1E4:5%2 ACTEMRA-SC ¥697 ) GCA EFHH, AEEKMEENZRE SN RER. B 162 mg ¥ 4
ZiEF, RE <60 kg MEE T Cmean [EHLRESE 60 2 100 kg Z B EHE 51%. FEFA 162 mg
KRG H RS, RE <60 kg FIEE I Cmean HHARELE 60 2 100 kg Z (B EEE 129%. AHE
I 100 2 T B EE EAE AR (n=7).

7E COVID-19 &, REFIKSZ (8 mgkeg FEERHPL, &AFIEN 800 mg, AREAIL 100 kg)
J& 1) 1 DU T AR E R JE i S5 3R (OS) VAR I M E AR . 7E OS K, S5 FIikEN
80 kg MIEEAHLL, 1AH <60 kg MEEMREEIR 20%. AREBIL 100 kg 195 F 15 EGH 5 FH1k
HoN 80 kg M EH M RBEUEAME. X T1AE 80 kg ML, BEENEE OS MM nmm /b, A
In—AE0, BOREE 2> 13%.

HrohReditn B4
W AR HEAT FF DD e 0 0 FEER S P 25 A3l 77 22 52 M 1) 1 3 7T
P

[ AR HEAT B 4 05 X T PR B 2480 1 SR i) 1 S 7

BERZGREN S M K23 RA. GCA 1 SSc-ILD 23 B ohe IE W 82 i B4 . B S (E1E
Cockcroft-Gault A =0 f iHULEHE R KT 80 mL/min HZ T 805 T 50 mL/min) A<M FEEk B PT 24
R 115,

ACTEMRA-SC GCA InRAIEH KA =2 — B EERLR AP EEHmG (i UUEE R RN
30-59 mL/min) . X468 THBE RIS FEER PT R R 1R .

B2 R S 5 B e TR R & .

25 A HAE 5T

RANEHE R B, 1L-6 BEK T JLA CYP450 [F LEFF mRNA £iA, B3 CYPIA2. CYP2B6. CYP2C9.
CYP2C19. CYP2D6 1 CYP3A4, I Hid i 5l PRAH S B FEER P08 & T W R X M BRAIR R IA
Rk, FFEERBRPUATT I RA B35 T IL-6 {5 548 RIS AT 582K CYP450 35 PEVK 2 21 LL A ¥R Bk .t
IS S KT, A FEUE N CYP450 JEMI 2GR n . eX CYP2C8 Bifziz e (i P-gp)
IR AN 28 . X EEIR R F ERIT 8BS A 1) CYP450 WIAESE, HdHEF B, 616 H
ACTEMRA J5, X TIEAEERZ X Be M 25 Wa T i B, NHT 20 (Blanteybm) sizd Wik ()

AR R BRI BRI I, JFAR Y RS B R 2 R MATT . 24 ACTEMRA 5 25 3R I 254
(I AGEEZ2 25 (CYP3A4 YD) O BRE 2 NAE T/ Z WAV EAEH (7.2)]
AT

FAAMYT & CYP3A4 F1 OATPIBI JI&H. 1E 12 R #:52 ACTEMRA 697, 1HIES 40 mg FARAMTTIEIT
1] RA B, FARMMTT S HARE ) AR AT T R 1) 2 25 70 ) LU AR (R 2 il P L 2 B I B2 5 =1 4-10 %
A2 5. BIREITE ACTEMRA (10 mg/kg) 4525— )G, “FARAMTT A=A AT T BR 1) 52 25 70l b 57% Al
39%, S{EEZE T WER KRB . RA BE{SEH ACTEMRA J5, EMyT M= iT iR
FIZFEIE . N RA BEEF LARMIT R ERIERN, N R ACTEMRA %5255 7] 58 3 SR
MIEFE (HT CYP3A4 IEH4L) 8141k ACTEMRA 4524 )5 nl R S80S = I B i .
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B f

BERIMZ CYP2CL9 F1 CYP3A4 Y. TEHE5Z 10 mg BRI MEAITI RA B, BSERIME 25 &
b RS2 B LSRRI = 2 2 £ FE4%32 10 mg BESEH MR YT 1) RA S 7, ACTEMRA %aiid: 5 A4
EJE 1 (8 mg/kg), X FARAME (N=5) MIHRMCHE (N=5) , BSEHME AUCK: NFF 12%, XFF5eit
W (N=8), BLERIME AUCinr ~FE 28%, Wk e T-{d FE 2k oW SR B /K P

fRIbIF

AR5 CYP2D6 Al CYP3A4 M. 1E 13 Hil4552 30 mg ARV ITIAITHI RA B, ARIDITH
R SRR AE M. R, R E TSR] — /N HACE A RS (CYP3A4 RV 1)
BE R, I ACTEMRA (8 mg/kg) Ji— 8, HEIDIFRIERMAL 5%. ST, 76 ACTEMRA %
VEE, A MEGE KT IR T B (29%).

13 JEimIREEE

13.1 BUEME. BRTBHENET 12H

W A AT K S I 70 R e FEER BT CE S0 E . SCBRFR W, TL-6 3845 AT LU o i 304 56 72 2011 g

Xof B R A 52 B IS IR A S PR S Do ARTHT, B EUR RISt FRE 1L-6 Z24AH) 1L-6 15 5%

SRS 5T SEMRAAERNERE. BATWMAE R ITER PSRN 1L-6 MG 518 S PUAS A%

P e R 4D RS o

B = REFKIE ST 50 mg/kg 7B IOFEER 5k B 2t RTMEYE /N BRI 2R B e A AE T MR BE R 32

14 IGRBET

14.1 BRBHERTT R —BIKEH

FIAFEHL. E . 2 RO T 5 KEST ACTEMRA 7 80 224, B 905 GO 3R 25 (B XS

44 (ACR) FrEiZi) 18 2 LA EIES SRR IE G & . R BB 200 8 AN RTEmM 6

ANKTTHK . ACTEMRA % 4 J&—IREIKGES A2, ENREGRHZ R D, 805 R (MTX)
CBFSE 11 A0 T  BHARR 2 iRt XIE 2540 (DMARDs) (BF9E IV)  BE& F 25A 07 R SR 25 R & AN
BB, 55 MTX BLE 296 7 0 TNF HEH IR AR L HEE BFR V) .

WFFC 1 (NCT00109408) VP-4 7 7EREAL /27T 24 F N R#Z320d MTX J897, 303 B A 2T KRR
i PR S PR P B0 N2 1T 52 1k ) vp i 3 o g Bl PR SR KGR A G R . TEIX I H, 67% 1)
BB R MTX 5%, BT 40% 19838 BA R KRS AR 2 4, BEHZ ACTEMRA 8 mg/kg
PGS TR MTX 252575 GRIRAE 8 FINMEE 75 mg W EER AN 20 mg) » FEA SRS 24 ik
F] ACR 20 MNZ ) ACTEMRA & LA

W FT 11 (NCT00106535) s — i A A 104 BT, HAPFEeEnr 156 BRI, PG MTX G RN
AR E R RV AR KR G R B . A2 ACTEMRA 8 mg/kg. ACTEMRA 4 mg/kg
B BFS MTX (B 10 2 25mg) BREHZAEIT, 84—k 2 4R )G, B35 ACTEMRA
8 mg/kg T BFRZEIGIT H 2 104 F, BUE W SR A/ R 05 THEUR R T 70% s, AhAimr DU $E
GELWEIRTT . (58 24 JARIEE 52 AT TR Pseie e MR it . 28 24 JE 0 2246 55215 %) ACR
20 NA B L. FE2E 52 JAAEE 104, F LSRR Sharp-Genant T4 AH 5 FE 284 E A5 1k
PLE HAQ-DI ¥4 #H 5 T I £ AR 4k iy Bh 28 R T AR (AUC).

WHFE 111 (NCT00106548) TFAR 17X MTX I R BEZAS A2 1) 5 BF 28 3 BEVE B M SR KB P o R i . i
% ACTEMRA 8 mg/kg. ACTEMRA 4 mg/kg 828555 MTX (58 10 & 25 mg) BEAHZGRYT, &4
Ji— R F B LRI 24 HIAF] ACR 20 M) BB Lhf

WEF IV (NCT00106574) vFA% T X HIAITE CEIEE—FEiZ i DMARDs) MEAEREE . BEREN
JA$25 ACTEMRA 8 mg/kg 2287, 552 1 DMARDs BEA VAT . EEA& SR AES 24 JHiAF] ACR
20 BB B L
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WS ¥ (NCT00106522) PFAd 1 % —Fhok 2 Fh TNF F5P0575097 3210 PR BB A L BN A2 1) A 25 R 3% s 1 2%
WIBAESCTT % 8% . TNF fEHiNa 7 RN AT 1. 83548252 ACTEMRA 8 mg/kg. ACTEMRA
4 mg/kg ZRANE MTX (B 10 £ 25 mg) BCAEHZEIT, B4 F—IK. FILSRIEE 24 L3
ACR 20 2 ) 83 Hul

I PR 2

Hilik ACTEMRA %5241 5515 5] ACR 20, 50 A1 70 ML E 43 EL R 4. LT Bk 7E . 56 24 14
i, 5 MTX sl ma 7 it B Mtl, H 8 mg/kg ACTEMRA ¥AY7 [ &3 B % &1 ACR 20, ACR
50 f ACR 70 [ %%,

EREFE 1 BV K 24 FSTHIEEE 2 #E], %5 DMARDs 8% TNF #% 559697 & N AS 2 1) 83 5
ACTEMRA 75 4 mg/kg 377 I H3#% 5 H ACTEMRA 8 mg/kg 677 I H 3 M EL AT AR I SN K
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—_ . 2 .
x4 Eilik ACTEMRA %425 193Xt HRIAIS A1 2 BT IR RIS 28 24 AR 52 AMIERMNE (BEE S
BEESH
i | A 10 BRI B IV RV
MTX ACTEMRA | g% ACTEMRA ACTEMRA | #zB3% ACTEMRA ACTEMRA 2R ACTEMRA 2B ACTEMRA ACTEMRA
8 mg/kg +MTX 4 mg/kg 8 mg/kg +MTX 4 mg/kg 8 mg/kg + DMARDs 8 mg/kg +MTX 4 mg/kg 8 mg/kg
+ MTX + MTX + MTX + MTX + DMARDs + MTX + MTX
N=284 N=286 N=393 N=399 N=398 N=204 N=213 N=205 N=413 N=803 N=158 N=161 N=170
g2 (95% CI)? (95% CI)? (95% CI)? (95% CI)? (95% CI)? (95% CI)? (95% CI)? (95% CI)?
ACR 20
Ho4 | 53% 70% 27% 51% 56% 27% 48% 59% 24% 61% 10% 30% 50%
(0.11,0.27) (0.17,029)  (0.23,0.35) (0.15,032)  (0.23,0.41) (0.30, 0.40) (0.15,036)  (0.36,0.56)
B2 | ANiEH AiEH 25% 47% 56% AiEH AiEH AiEH AiEH AiEH AiEH AidEH AiEH
(0.15,028)  (0.25,0.38)
ACR 50
Ho4 | 34% 44% 10% 25% 32% 11% 32% 44% 9% 38% 4% 17% 29%
(0.04,0.20) (0.09,020)  (0.16,0.28) (0.13,029)  (0.25,0.41) (0.23,0.33) (0.05,025)  (0.21,0.41)
B2 | ANEH AiEH 10% 29% 36% AiEH AiEH AiEH AiEH AiEH AiEH AiEH AiEH
0.14,025)  (0.21,0.32)
ACR 70
#oaE | 15% 28% 2% 1% 13% 2% 12% 22% 3% 21% 1% 5% 12%
(0.07,0.22) (0.03,0.13)  (0.05,0.15) (0.04,0.18)  (0.12,0.27) (0.13,0.21) (-0.06,0.14)  (0.03,0.22)
B2 | ANiEH AidEH 4% 16% 20% AiE A AiEH AidEH AiEH AiEH AiEH AiEH AiEH
(0.08,0.17)  (0.12,0.21)
EE IR °
w2 m| AEH AEA 1% 4% 7% A& &S &N &S &S A& A& A&
(0.01,0.06)  (0.03,0.09)

¢ CLEFXTHFFT RO IUFA T AR TREE 5 5 B INB 51 95% BEAS X 18]
b = B PR N B 5 ORNESE 24 JEiA %] ACR 70 M
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TER ST 1, 532 2B+ MTX WGIT B A AL, #:52 4 mg/kg 1 8 mg/kg ACTEMRA + MTX JAJ7 [ B 3 1,
A KB B TEEE 52 BTG 8 BEA B FK K (BL DAS 28-ESR /NT 2.6 SkffiifE) W5 I 1, #:%
ACTEMRA 877 J5 SEEL DAS 28-ESR /T 2.6 1) 8 LU A7 DL R 3 B 3 285 3 TR 38 R sl SR 1 B WL 3R 5.

xS FEfk ACTEMRA 2525556 » DAS 28-ESR /T 2.6 FEF LA RRRTEFIRTTEE
sl
R + MTX ACTEMRA 4 mg/kg + ACTEMRA 8 mg/kg +
MTX MTX
N =393 N =399 N =398
DAS28-ESR /v T 2.6
5 52 JA B B EA) (n) 3% (12) 18% (70) 32% (127)
95% 5 = [X ] 0.10,0.19 0.24, 0.34
R FEH, TGS 0 LA (n) 33% (4 27% (19) 21% (27)
R FEH, KRGS EAN 1 A (n) 8% (1) 19% (13) 13% (16)
R FEH, KRGS EAN 2 LA (n) 25% 3) 13% (9) 20% (25)
RIEHE R, RAEEN S 3 8L B EHSI (n) 33% @ 41% (29) 47% (59)

0 BRI A W T o Jy RHER RITAIT ABE. JF IR 8% fE 55 52 R #5352 7 DAS28 Wi
2 6 511 T HFST AN ST V 19 ACR N2 RIEEAELIGR A 045 L. BFIT L TLRTTV USRS 59 11 AbL 5

x6 FEfk ACTEMRA 452535 » 585 24 i ACR NERIHRKER Y
BFSE 11T RV
ACTEMRA 4 mg/kg + | ACTEMRA 8 mg/kg + 2B + MTX ACTEMRA 4 mg/kg + ACTEMRA 8 mg/kg + B + MTX
MTX MTX MTX MTX
N=213 N=205 N=204 N=161 N=170 N=158
H RS CFY -3 F24pH> -3 F24pH> L | FuF| E&R F2ap -3 F24H> -3 F24H
=9
T i 3 K 33 19 32 14.5 33 25 31 21 32 17 30 30
(0-68) -7.0 9.6 -10.8 -15.1
(-10.0,-4.1) (-12.6,-6.7) (-14.6,-7.1) (-18.8,-11.4)
il e 4 K 20 10 19.5 8 21 15 19.5 13 19 11 19 18
(0-66) -4.2 -6.2 -6.2 -7.2
(-6.1,-2.3) (-8.1,-4.2) (9.0, -3.5) (9.9, -4.5)
pogg b 61 33 60 30 57 43 63.5 43 65 33 64 48
) -11.0 -15.8 -12.4 -23.9
(-17.0,-5.0) (-21.7,-9.9) (-22.1,-2.1) (-337,-14.1)
s b 66 34 65 31 64 45 70 46 70 36 71 51
e SN
FRASTHE -10.9 -149 -10.0 -17.4
(-17.1,-4.8) (-209,-8.9) (-203,0.3) (-27.8,-7.0)
ey 64 26 64 23 64 32 66.5 39 66 28 67.5 43
[ i A
B P15 5.6 9.0 -10.5 -18.2
(-10.5,-0.8) (-13.8,-4.2) (-18.6,-2.5) (-26.3,-10.0)
St (HAQ | 1:64 1.01 1.55 0.96 1.55 121 1.67 139 1.75 134 1.70 1.58
RA(HAQ 0.18 021 0.25 0.34
(-0.34,-0.02) (-0.37,-0.05) (-0.42,-0.09) (-0.51,-0.17)
CRP (mg/dL) 2.79 1.17 261 0.25 236 1.89 3.11 1.77 2.80 0.28 3.705 3.06
-1.30 -2.156 -1.34 252
(-2.0,-0.59) (-2.86, -1.46) (-2.5,-0.15) (-3.72,-1.32)

CPREAE O 24 FIRHTBIME L 5 24 A 5 R + MTX AL, AN TR IE G 2L 2 R, DAURAZZE R 95%
BHAEXE

PRI E R 0= IAF, 100 = fE

CARREVEAL FIE: 0=l 3=82E 200 8. B ELGR. EH. Wi, k. DA i VER . BN
Zlj
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HRIGHETT IR TTRRER, ACR 20 BEH I A2 LW 1 Fose BEFT TS T IV A1V AR RIS UK B
B h 2k
1 WIBHFIE I ITTRE R, ACR 20 MEFRESH OF MTX MERR) *

40 —

ACR20 R E#EMEDLE (%) (+/- SE)

35—

b

piing:| -——0- LR + MTX (N=204) —&—#&—&—  ACTEMRA 8 mg/kg + MTX (N=205) —t=—t—t3~ ACTEMRA 4 mg/kg + MTX (N=213)

* [ R AT REAE ARSI ) i TE R 2

sl

JEOH S

TEREFE I A, X g i3t AT 1 U 24Pt , 3R Sharp-Genant S PF43 S FH A B o AR TR
IR E] BB B VR AR R KR . o AIAEREZ . 24 . 52 JBIAD 104 B3R T3/ s A w2 i X ok
Fr FFEA TREEIT AR S T e AT VRS . MIRZRBIEE 52 RS SRR 7 R, 5 52 FR,
L2z 5M + MTX fHEL, ACTEMRA 4 mg/kg W& (HXTHRZAHLL, 612K T 75%) g5t it
J&, T ACTEMRA 8 mg/kg nl i C(5XFHEZLARLL, $hZ 5/ IE 3] 75%) S5tdnifn it
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RT RN FNERLEE 52 AP 4FRL

2R + ACTEMRA ACTEMRA
MTX 4 mg/kg + MTX 8 mg/kg + MTX
N=294 N=343 N=353
52 >
Sharp-Genant & P45, I (SD) 1.17 0.33 0.25
(3.14) (1.30) (0.98)
TR 5 W 2 ** -0.83 -0.90
(95%CI) (-1.13, -0.52) (-1.20, -0.59)
RohE, “FH{E (SD) 0.76 0.20 0.15
(2.14) (0.83) (0.77)
TR 5 Wy 2 == -0.55 -0.60
(95%CI) (-0.76, -0.34) (-0.80, -0.39)
KB ESE, FHME (SD) 0.41 0.13 0.10
(1.71) (0.72) (0.49)
TR 5 P 22 == -0.28 -0.30
(95%CI) (-0.44, -0.11) (-0.46, -0.14)

* 5 52 JEBT oM R e, 3B H B B A 2R A MR
sk EHE S SEAE 2 TR 2 5% (ACTEMRA + MTX - 2851 + MTX)
SD = trifE %

7£ ACTEMRA 4 mg/kg 7= 8 mg/kg I+, Sharp-Genant S 7F70 MIEZE A5 104 F 1357484k
435749 0.47 (SD = 1.47) 1 0.34 (SD = 1.24). #5104 K, SFHRA CZEF) +MTX) k2 HuE
H O RNBRNRTT, RIS RN L. W25 ) B vl e X B HAb IS T2 s B, 45
Fo R S A BE ML R 4 R

fEZEREF, B 52 B 66% 1 EE R HI 214273 E (Sharp-Genant £ 24814k < 0) , TM{E
ACTEMRA 4 mg/kg 7= H M 8 mg/kg 77l w4l 11IX — b5 43 51N 78% 1 83%. JGIT 104 fil)G, EAIHE
W35 ACTEMRA 4 mg/kg Fl 8 mg/kg 1697 I E D HH 75% M 83% KRB GBI RE, Mg
AT AL X — BN 66%.

i R AH DG 45

WE 0 1L K F A FE DA 1R 8 7 e Ta 3 (HAQ-DI) VAl Sy R D RE A . AR 52 8, 7 HAQ-DI FHX T
FLLAFL ) AUC 77T, ACTEMRA FIW/N AR AL 2R KNS E. /£ HAQ-DI 1, MIHELRE
% 52 JAKEA L E ACTEMRA 8 mg/kg 4. ACTEMRA 4 mg/kg 4124120514 0.6, 0.5 A
0.4, fE%5 52 AIF, ACTEMRA 8 mg/kg Al ACTEMRA 4 mg/kg 16I7 40 WA H 0281 = (63%) FlE
25T (60%) HIEE HAQ-DI B 2] T HAIGKZE Lo CHXTFRZLRZ >0.3 NMALD , 1%
REFGITH N 53%.

A A R AH O Rl R

WL 1 -V R W RAg B A 2 (SF-36) PP — M Bkl 522 BRIAHEL, 4252 ACTEMRA 597 1 B 1E
R RSy ie 45 (PCS)s KA R/ 45 (MCS) Fl SF-36 43 8 /M4Uidak 1t 2 28 o4 35 s 52 7 K

INIIN=RZES

W9 WA25204 (NCTO1331837) & —Hifi#l. FHBha%s (RAAEFE « WETTH. 240, IEHH

PO (CV) RS, ZlE NIZH P EREE RA B3 X0 CV 22T 5 ENT TS TNF
HHIFIBR R IT (RISVEE ) AHEE, HEBRMEH] ACTEMRA JRJT I E N CV Hp B XU IR AT Rt
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AN T 3,080 I35 FHE VGBI PE RA B, XL 00 AP R AN B AR, Fig
>50 %, HPFx RA SFEDHE—AMME CV R FEZER. B#H% 1:1 BEYLACE ACTEMRA IV 8 mg/kg
Q4W ALK AR TE I SC 50 mg QW AiRyy, PRV 3.2 4. FELLZMEREKRCVARFH (MACE;
SR O ZE ., JEEBEEAFE CV 2T B REAEM— MR R E IR ERNE, HEMER
BIT TR T ST B H R A S1FH i RIE 161 BIFRi2 CV 3 (ACTEMRA A4 83/1538 [5.4%];
KA TGy 78/1542 [5.1%]) -

FEO L RS 77T, ACTEMRA SIS AH L (1) 4 25 2t 2 @it HEBR MACE XU ARSI >80% >k
W€ ). ACTEMRA S54KHAEPEEAHLL, MACE KU B vH XU b (HR) 24 1.055 95% CI1(0.77, 1.43).

14.2 KAEBHERTR—ETEY

TEIUERXEZNPE RA BHPINE ML 290 FH, PG TR~ ACTEMRA 45 24 (197 30F 42 42
P£. SC-1 (NCTO01194414) #ff 502 —OidE S AW 7L,  Leie 74 H X~ ACTEMRA 162 mg 452554 DU
ik 8 mg/kg L 25T AR 2241 . SC-IT (NCTO01232569) FfF 97 & — T 22 F 700t FRAR RO ERE 9T, 1Al T FR
Jil 2 ACTEMRA 162 mg %5255 & BGRAIAH LT 80 2 4. SC-1 A SC-IT i FE 38 BER A3 AF 8 >18
%, BAMRYE ACR bRt 2 B2 R B g R RIB R G 4, SR 20 4 DN RRM 4 A
KA (SC-T) BUEELRRT 2 /04 8 AN KT ESEA 6 NI K (SC-1T), I HXTELA DMARD JR77 W2
AR, HAZ) 20% 182 FIN0 50 —F TNF #6752 E . P SC B () B 8% 7 5+
LA p157) DMARD VAJT

SC-I WFFeH, 1262 Bl&EF UL 1:1 BFILLEIENLIES2 & H — Ik ACTEMRA-SC 162 mg 597 LAY i — Ik i
ik ACTEMRA 8 mg/kg Bt& DMARD 597 . SC-II WF7EH, 656 il LA 2:1 i LLBIBENL 32 R5 E — Ik
ACTEMRA-SC 162 mg 5L 2B & DMARD 897 . P I 70 10 32 B4 5 35 8 58 24 RIS 3] ACR20
E i B Ll

R 8 IR [ 24 Ji] ACTEMRA-SC 697 IR &AL . SC-LIFFH, FE L RiEhs 25 24 FIlT ACR20.
TR AE S BFE N 12% )T 25 1ZWE7CIE ACTEMRA 1E 26 24 FIRAHXT ACR20 B AEH XK

P£; ACRS50. ACR70 fl DAS28 MZ1E MM B/R{ESR 8 . 7E SC-I1 H, HeBa T miEE ML,

JE ¢ RiEST ACTEMRA 162 mg JA97 I B g FK—#84r 3573 T ACR20. ACRS0 Al ACR70 W& (%

8) o M4, SHZEANEITEEML, BB K FES ACTEMRA 162 mg 597 1 &35 HAa 58 K LU 11

BB TR BB IR IE S (In%s 24 B DAS28-ESR MlE/N T 2.6) (£ 8) .
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xS BT ACTEMRA £25% 58 24 AR MNME (BEE D

SC-I? SC-II°
TCZ SC 162 mg TCZ IV TCZ SC 162 mg SR ]
B 8mg/kg B A — X + DMARD
+ DMARD + DMARD + DMARD
N=558 N=537 N=437 N=219
ACR20
5 24 69% | 73.4% 61% | 32%
HIALZE (95% CI) -4% (9.2, 1.2) 30% (22.0, 37.0)
ACR50
5 24 JH 47% | 49% 40% | 12%
TIALE (95% CT) 2% (-7.5, 4.0) 28% (21.5, 34.4)
ACR70
5 24 JH 24% | 28% 20% | 5%
BIALZE (95% CI) -4% (9.0, 1.3) 15% (9.8, 19.9)
DAS28 74k [V % ) 1~ F381E ]
55 24 3.5 | 3.5 3.1 | -1.7
RS F°F ) 2 (95% CI) 0(-0.2,0.1) -1.4 (-1.7; -1.1)
DAS28 < 2.6
5 24 JH 38.4% | 36.9% 32.0% | 4.0%
BIALZE (95% CI) 0.9 (-5.0, 6.8) 28.6 (22.0, 35.2)
TCZ = ¥EER HL41
AW EIN
b AT NBE

fE SC-1 F1 SC-II W 7¢H, ACTEMRA-SC f] ACR & e FI 4L RS 43l ACR20 NEH H b R S
ACTEMRA-IV A &2 21 1) 45 F— 5

JBUH 2

1E SC-IL WA, X T g5 M P40 7 I i3k e 1 L AT 1780 2 9FAd, A van der Heijde 4 R Sharp =95
(mTSS) HEELAH LRI BN RK R 5B 24 AR, 5255 + DMARD 4AHLL, B%JE—ikX ACTEMRA-SC
+ DMARD 4B 545 2 B0 mTSS AN THR2 1044814k 2 5 0.6281 1.23, R IEJE K
P ZE RN -0.60 (-1.1, -0.1), IXEELE R 57EH ik ACTEMRA %5 2453477 It B 35 vh L 2 31 () 45 S — 3

e A S 25 3

£ SC-I1 A1 SC-II i 7t 7, HAQ-DI MIELZL 22 24 i (1)~ F-3 FEME 73518 0.6 0.6, 0.4 A1 0.3, HAQ-DI i&
Pl RA e (5Ll > 0.3 A WEELLBIERE K FAZ. BIkE ) 8 mg/ke. WBJE K N4
2R e 252 3 08 65% 67%- 58% Fl 47%.

At fa R AH 0 Rl

7E SC-1 #1 SC-II W5t H, —fefid BRI SF-36 #EAT VAl . fEWFFL SC-I1 1, [ i 452 ACTEMRA [ &
FHZEANMEL, £ PCS. MCS 1 SF-36 143 8 AN 328 B IR 58 K. 78 SC-1 #F 5,
ACTEMRA-SC 4} JE 411 ACTEMRA-IV 8 mg/kg #H ff)ixX LE ¥ 73 Br 5 5 vl A AR o

14.3 BE4iffushfik & —K T4%

—IUEFXE S PE GCA BE IR —. BENL. AEH. 2900 AR 7 BT ACTEMRA 45 25197 30 % 42
M. TEWFF WA28119 (NCT01791153) H, 251 BI& L ik 1#H KB E & GCA BE#FEHL /B RIIANE
JPHZ —. ¥MA ACTEMRA B2 FAIEAL (55 162 mg MFEJE 162 mg) 5 AN [F) 718 ) 22 R 7 o)
HO(PRREER 26 JAA 52 JRJERARE TS #EATHRES, BENLELEI N 2:1:1:1. WA EHE 52 S
B, BHJE R 104 B ARY EH
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Py BB R GRJERR) B HIAIT. B4 ACTEMRA V6 Y7 4L — > 22 BGHG 7 4L 25 0
TR E IR IZIIRETT 5, HAr22 26 FIEH] 0 mg, M5 A BNGYT H I IR TG 4R € 1
RIERRZHTIERTT %, HbrRfE 52 I NIER] 0mg, B £ EASFrEscBfEil.

FEYT AL RN 12 J RIS 52 JASCIFF S e i) B LUl . FrBR i i) s O B NS 12 A 25
52 JAFFELF]: (1) & GCA RAMEMSEIR: (2) ZLAUMIYTFE = (ESR) Ik IEH (F£% <30 mm/hr, H GCA
B AL B 4T 40 I P 2 A TS 2 > 30 mm/hr) .« (3) C RNEEH (CRP) RE IEH (FEZ <1 mg/dL, H¥%
AESETEE > 1 mg/dL) s LUK (4) FF80kEmmETr %, R ERERAEDT 100 mg. 52E5H +
26 JEk e EAH L, B ACTEMRA 162 mg A A 162 mg + 26 JETR JEFA I B35 Wos HAE AR 12 ~
52 IR BRSO B Bon B (R 9) o HEA + 52 FiR e EMLEL, P4 ACTEMRA
BT AW R R R (K9 .

£9 WA28119 FFFRKIT RS R

PBO + PBO + TCZ 162mg TCZTCZ 162 mg
26 EREMRE | 52 AREBIMEE | SCQW+26 AiRE | SC Q2w+ 26 AiRE
R E R E
N=50 N=51 N=100 N=49
R e
R, n (%) 7 (14.0%) 9 (17.6%) 56 (56.0%) 26 (53.1%)
RIHEERI LI 2 5 vs PBO + 26 JARE: ANEH ANEH 42.0% 39.1%
(99.5% CI) (18.0, 66.0) (12.5, 65.7)
RIHEERIEL I 2 5 vs PBO + 52 JARE: ANEH ANEH 38.4% 35.4%
(99.5% CI) (14.4, 62.3) (8.6, 62.2)
Fr SRR A0 AR o
R 2 GCA MAERTEEIR b, n (%) 20 (40.0%) 23 (45.1%) 69 (69.0%) 28 (57.1%)
4 ESR<30 mm/hr®, n (%)
4t CRP IEHAL 9 n (%) 20 (40.0%) 22 (43.1%) 83 (83.0%) 37 (75.5%)
WBFARE B ¢, n (%) 17 (34.0%) 13 (25.5%) 72 (72.0%) 34 (69.4%)
10 (20.0%) 20 (39.2%) 60 (60.0%) 28 (57.1%)

YRR AR BB W L IR BT % 1F: & GCA fRMEREAR b. ESR IE® AL ¢, CRP IEHfk 4 LA L4k R A i 77 52 <.
b MG 12 B BIEE 52 R HBUEAT GCA RAFEEIR I B

CNER 12 RS 52, ARHIUEZN GCA L 4i iR % T & >30 mm/h B .

dNEE 12 I BIEE 52 A PIREF IR LA - 3%4E CRP > Img/dL (1 i o

CTESR 12 JAZEE 52 FIMAN, K H D 2R iG T HIRIR 4252 < 100 mg FUMNE AR I B3 .

TEZE 52 JAZ AR 5 O 700 2B 3 e 2B T R GBS AT B TSRO TE R 3 . PBO+26: 6 (12.0%), PBO+52: 5 (9.8%), TCZ QW:
15 (15.0%), TCZ Q2W: 9 (18.4%).

CRP =C M EH

ESR = £ 4 ik

PBO = /&5l

Q2W = &3 I &

QW = R A&

TCZ = {LER T

S5 RGN, CRE + 26 FIRIERL, 2B + 52 FIRJERN & 1 Th A2 800 1) 09 3804 mg Al

3902 mg) , M ACTEMRA F&E4 (ACTEMRA QW 1 Q2W [ fi7 %75~ 1887 mg A1 2207 mg)
Pt THR B AT R R EUK.
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144 E4fuzhikx - ke
WP41152 (NCT03923738) & — T ikr%: PK-PD M4 VEWI 5, X GCA H#EH ik ACTEMRA %5243
17 7 VFAl, DAfiE ACTEMRA HI&&EifIKFIE, LLSEIlS ACTEMRA-SC J7 4041 PK-PD Hh4:.

NARS, B (n=24) 3572 ACTEMRA-IV 87 53 BN 2. £ 1 B, A B8 4 B2 TR
P5% ACTEMRA-IV 7 mg/kg 1697, #5220 JH. FERCEE 1 HIFRFSR AR 58 (n=22) A A HENEE 2 1,
[F N5 4 J352 11825 ACTEMRA-IV 6 mg/kg VAT, Hr4E 20 .

#tlik ACTEMRA 6 mg/kg 45 25%F GCA AN 38 17 BUE 3 T 4R E0 1 = R B FXT GCA BEET
ACTEMRA 45 2597 50 AW /2 WL IR 2538 (12.3) FAGIRAIFFE (14.3)]

14.5  RGMEBEALEER KB R MR - R TH%

ACTEMRA {1l PRIT R AE — Wikt %t SSc B 1 3 M vt FENL. WE . ZRFIX BT (WFR
WA29767) AT T i, — IR SSc &1 2/3 AL At BENL. WE . LERATEITR (W
WA27788) AL T M SR WHF WA29767 (NCT02453256) 4N T 2013 4F 35 [H R IH 2 2/ BRI T
KRR R SSc 73 FehnitE e X SSe N3, Kl E) CEIRAEHF EEIR) <5 4, K Rodnan ¢
JEVP4> (mRSS) fiiiEly > 10 H < 35, SAEARCY (BUi/MO T HEDRFS LN — IS sh g
Wi FEIRFFSEIT ] <18 N H . mRSS 7£ 6 ™ H WM >3 ANHAL . w6 & —F1HT B3 SR T AR mRSS 78
6 NMHWIHIN =2, BAER 6 NHWWEWAFN SR X, sSFERDb—NMUIBERS. i
WA27788 (NCT01532869) NN | &JHNFIH] <5 4. JHEN mRSS > 15 H <40, B TIE3IH. RAETR
PRI/ T BN Sse B3 . P IIATE 70 H 1 B SR RV B AR Can TNF F5508D « kefk
FIBIA LN -

FEREFE WA29767 1, 212 GIEE DL 1:1 BIELBIBENLABC, (£ 48 JENUE 22 s HE I 8] 4 Je 4632 J T
%) ACTEMRA 162 mg 822/ 5. 16 )5, it FVC (ppFVC) N 10%, 5524 FJ5, Rpker4eil
WAk, RVFEIRIT AR T IR BUE YT . FE BT L RS 48 A mRSS AN T AL L. 2B 48 RS
FVC A% T FE28 128 A A2 JC B 1 IR B4 i

TEWFF WA29767 Wk NBEd, S522@RML, 5% ACTEMRA 25251 B34 1) mRSS (FE& L) M
LR 48 A PHBHMER GG I EEER (E5: -1.73; 95% CI: -3.78, 0.32) . fE
WA27788 it 55, X} mRSS £ HZ S HIsm A Gt 2= Yo

TERFTT WA29767 HIEK N EF, S2@RnI7 B, % ACTEMRA 577 1B E W %3] ppFVC
AR R R, FRAE 48 IR WRZE R FVC. W5 WA27788 I FVC 45 AL,

FEWFTE WA29767 FBENLBCH) 212 5], ACTEMRA 41 68 Il 8 #(65%) Al @4 68
B (64%) TEIEENT A SSc-ILD, £ 4 FFa v S E 8 1M S BGIE S2(HRCT)  H 5 V2 51
U BHE AT . 1@IE HRCT #i7E 1) SSc-ILD &35 134 F3 ppFVC N 79.6% (A%l 80.5%) o it
17 7T H G o i CAVHE B A AR BB SSc-ILD B WA s 3

R 10 BR T WA29767 i 5E1E B AR NBERI3E T3 28 SSc-ILD FSEZH A, WEEEf) FVC Al mRSS MIEZE
B 48 FBIAB . SR ANEEF ) ppFVC FLZL R FVC 25 R FE 2l SSc-ILD WA K45 RIKkEh . &
SSc-ILD WeH 1, H2eRskt, ACTEMRA ¥ ppEVC FIMIZE R FVC MILLL 35 48 KT 384k,
ZERRN 6.47% F1 241 mL. B2 i T SSc-ILD 3 W EL 31 FVC MILLL 4 48 & T84k

9T WA29767 (15558 FVC IRELL L5 11 ACTEMRA £ R 78 A FEM Sh e E 471tk 3% 2k 22 5 TH 1)
BRI SR, EIRIBA TRA T B S A R IR dE ARSI , A 2 5 AR A T35 e R B N
VETHAARE, 53R WA 45 R T LR AT B e AR 1R T
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£ 10 WA29767 FFAKIIT S R

LSM. TCZ-ZRIH|H2%5
(95% CI)

BB T SSe-ILD [IE4H * SSc-ILD TE4H *
TCZ 162 mg TCZ 162 mg TCZ 162 mg
PBO QW QW PBO QW QW PBO QW QW
BEHE 106 104 36 34 68 68
% 48 J mRSS HXTT 3L
N4
LSM 441 -6.14 -6.16 -8.56 -3.77 -5.88

-1.73 (-3.78, 0.32)

-2.40 (-5.59, 0.79)

2.11 (-4.89, 0.67)

% 48 I ppFVC XT3
LR AL

LSM

LSM. TCZ-ZRIF|H2%5
(95% CI)

-4.58

-0.38

-0.82

-0.32

-6.40

0.07

4.20 (2.00, 6.40)

0.50 (-2.27, 3.27)

6.47 (3.43, 9.50)

% 48 FIMEZRH] FVC (mL)
AR T ELR 1L

LSM

LSM. TCZ-ZRIH|H2%5
(95% CI)

-190

24

-53

-11

-255

-14

167

(83, 250)

43 (-60, 145)

241 (124, 358)

PBO=%R); TCZ=+FEEk¥Pt; ppFVC = T H HtiiE = H 40t LSM=f/h —F&){EH; mRSS = &K

J5i i Rodnan JiZ JHEPF47

N VIR RS AER 4 BB (RS ERRT ILD IRASE K.

& 2

0.10
-0.00 4
-0.10

-0.20

FVC X FBEMER (L)

-0.30 4

-0.40 4

CI=E 15 X [q]

BT A-A-A PBO162mgqwSC
©®9®e® TCZ162mgqwSC

PBO = %/E5; TCZ=3EkHH; QW =&H7A=

WA29767 BFFLH SSc-ILD BEME RN S1iEEMNEL T 48 F KP4
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14.6 ZRVEYFRFRBERTIR — FKEH

— 544 WA19977 (NCT00988221) HIWFFT % ACTEMRA HII7 24T 7 3FAh, W B =0 4Lk,
HAP B —D RS R FT, BT G B 2 IS A R BT 5211 2 2 17 B iEahE 2 %
RIGERF R R (PIIA) B)L. BEBEEED 6 MHMTESIMEERR CPYHREN 42 £3.7 4,
2/ 5 ANRTTATESNMERTT R MIKEBGEZIZIR, R mAEURR) Az b 3 MESICTTES %
B CPYMEZIRTTN 20 £ 14 ) o BBITHEE BA A WA, K05 i AL HE 288 KGR DR 7 FH 4 35 R 14
ZRH A, BRI JTA. ABFR RV R E R E I B & e TRy, (HAERT . o
FCHAS FR VIR ESHASE F i AR B RA DLAR 19560 22 ittt R 265 (DMARDSs) B AR AP 71 (B0 TNF 44
PUAIE T 240 B R 7D .

B EIE NI 16 T ES) ACTEMRA 697 S A (n=188), 28 3432 NIHH 24 I HIBENLN S 28t
FINHE(E 253, =30 N 64 TR, 7R > 30 kg IFF & 410 B 3 4 A Ik 56—
X ACTEMRA 8 mg/kg. A <30 kg HEF4% 1:1 FHLAC, & 4 JEEKES —IX ACTEMRA 8 mg/kg
5 10 mg/kg. EFFBARZEEE 1 H4r 45 R, HILMIL, 91% BZFLERAPHMTX & SR T I EE
83% FZ LR PLRZIRIT B E RS 16 FARTIAE] ACR 30 W&, FFEN TR B RS GF 116
93 o FERE—FRH, EREZIEHRBEHHMTX HiGTEEH, JIA ACR 50/70 W2 13 Ees 53 )
) 84.0% 1 64%, FEFEZFLERBHLRLIGT RIS, RG22 7 8 80% F1 55% .

EE I ad, BE (ITT, n=163) 1% 1:1 M LLEIRENLE R ACTEMRA (55— #8258 AHED B
GIFNETT , FEMIE R 75 [ e A FR M A A 15 R A R PR B B AT 4 )2 . Tl R 4k a5 51
U 4y, BRI 40 JEBG B 2] L JIA ACR 30 flare brifE CFEHXT T55 16 J&) FHA54 ki 444

TEA SR 40 AT 16 B H I JIA ACR 30 flare (5% HLfi], JIA ACR 30 flare #%52 XK 6 Tit%
DERTBEF T/ 3 TUE KT 30%, 555 16 FML, EATEHELH 1 kBt 30%.

5 /\RNa T BEAMLL, #5% ACTEMRA 1RI7T B3 BB KA B8 (26% [21/82] X LE 48% [39/81];
VARG L Z R -21%. 95% CI: -35%- -8% ) o

TEIEAN B (B ) , SEHEZEAIEEMIL, 5% ACTEMRA 57T BB &1L 40 FBRfIA
ZI| JIA ACR 30/50/70 NA B E¥ %2,

14.7 BRFBYERRERTR— K TEH

WA28117 (NCT01904279) A& — Wiy M 52 . sz Z 90 PK-PD MMM 5, &EFE
ACTEMRA B FiESEEFE, LA3K13 5 ACTEMRA-IV J5 £ 241 PK/PD #h4k. Fi N1 £ 17 %
X MTX REA EEORTE 32 [ PIIA B, 454852 ACTEMRA-IV A7 5 B2 il B 4 () 23 Ao s
B EERI 1) ACTEMRA-naive 5, MRIEARERZ TS ACTEMRA 597 .

1A EE > 30 kg [ (n=25) & 2 4% 162 mg ACTEMRA-SC V&7, 1AH <30kg EEH (n=27) & 3
$i%2 162 mg ACTEMRA-SC, £F4k 52 Ji]. 7R1X 52 iz, 37 # (71%) MK 1E ACTEMRA JG9T,
15 % (29%) D852 ACTEMRA-IV ¥, FHAEIEZ I ACTEMRA-SC 1597 -

RS ACTEMRA %) 2 2 17 % ) L3 KT 808 36 T 254080 /1 5 85 DL B ik 5 ACTEMRA X £ %71
JIA B 1 BE 2 7 ROR1 B2 RIS ACTEMRA Xf RA H3 (1) B 8 97 ROHEWT 15t 1 /2 Wl IR 2538 (12.3) Filfs
RIFFC (14.2 F1 14.6)] -
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14.8 EHRIGERRERT R —BKES

— T4 WA18221 (NCT00642460), A 12 FIIBENL. XE . 2RI, SPATAL SUE R FL0FAS T
ACTEMRA J&ITiE3N1E SHA EFH TR BOHEUAECH MTX 697 1 B B BENL i (ACTEMRA: %
B =2:1) BEPMNEITHZ —: 75 GlEBE M EE%Z ACTEMRA BVEIRIT, 1AE >30 kg 1, #
B9 8 me/kg; PRI < 30 kg FUHE, FIEJY 12 mgkg: 37 (1 BN 40 P E — AT . %
TIEE] JIA ACR 70 N& B, He B 2R M T RE 2 NS /S R UG o 12 7 )G 37 50 S AL i
B DR A& A BT 25 Y 8 BA#:52 ACTEMRA VA7 .

FHA S RAES 12 FIKE, JIA ACR #0386 (JIA ACR 30 M) MEZE/D 30%, HIEKRH (Rf 7 Kik
BA®ETEET 37.5°C) MIEE. JIA ACR CGEERNEBHZS) MEME Z: SHEREMI, 6 Tl
GERAEThE/D 3 WA EA A SEE (W30%. 50%. 70%) , HHATEFHEZL 1 HEBLKT 30%.
g AR B R4 BRIV, . B R KBRS TEEE ST RIS EE . 1EAIZ IR
. AETTRESR (BSR) MThReRe /1 OJLEARRE VY M 5-CHAQ)

FEAE GRS 12 A1 JIA ACR ML E 11 fix.
x11 F 12 AKITHER

ACTEMRA LR
N=75 N=37
EEL A JIA ACR30 NE + RREE
& 85% 24%
i E 62 )
(95% CI) (45,78)
%5 12 AR JIA ACR MEHR
JIA ACR 30
V== 91% 24%
bz @ 67 -
(95% CI)° (51, 83)
ACR de 50 para la A1J
V== 85% 11%
hoAZ @ 74 -
(95% CIy° (58, 90)
ACR de 70 para la A1J
IRy 71% 8%
bz @ 63 -
(95% CI)® (46, 80)
I E R RFERIE B R R ORE, JRFE IR 5SS B A F RS 4 251500 R 5, ACTEMRA Fl2 @7 N %2
[ P 22 5o

°Cl: IR EAE X T8 o

ACTEMRA {097 H(7E TIA ACR RS2 408 B IR0 B4 4L 20 o 45— 8. T RUPREED RS o 0 JIA
ACR T4 AR RAR BL S RHEBF L5 (44 JEATORURD —3X.

4 SRR

ERLI IR B R EE T, 3% ACTEMRA JGIT B H &SRR, 41 Fliesz

ACTEMRA J5IT I EE A 35 6] (85%) AR R (GE% 14 RWEAIExE] 37.5°C 5L EIARED

M2 ZBFNAITI 24 BIEE DA 5 B (21%) HILRBER, 22 #1335 ACTEMRA AT EE A
14 5 (64 %) To292, 2EFNEITH) 18 Bl E ) 2 B (11%) TRE . TR & o i) SN 2 — )
(EfmnT et s 44 D
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B TS [ 0 ek >

PRI 52 T B T R [l i () JB 3, 31 el R JB 3 A 1) 8 461 (26%) AT 70 91 22 FEL 77 H (1) 48 141 (69%),
ACTEMRA HBFELELE 6 JHEEE 8 JEiLF] T JIA ACR 70 Ry, KAl /b iR FEmEFIE. 17 4 (24%)
ACTEMRA HE& 5 1 H1(3%) ZEAEEFLL, 7555 12 FZar, KFSEREERFEE DD T 20%, £
HILBE f5 1 JIA ACR 30 flare 504 EPAER . R FL I H IBOPR 2S5, 256 44 HB, 103 il ACTEMRA
BEAA 44 B (43%) 15 1L IR B R IE . fEIX 44 Bl EEEH, 50% 5 R KA RE >18 .

{g R AH R &5 R

15 F ) L A B VPAL 0] B 9% 5 F8 20 (CHAQ-DI) vl 1 AT REFN L% . ACTEMRA 6974 77% (58/75)
(R E LS 12 B CHAQ-DI (5IEZAHLLARML > 0.13 DML TA3) T /bR & ek, 11 2B ANG
JTHRA 19% (7/37) NEZIES] T fe/MmRE L EE

149 &R RGERRERTR—ETEY
WA28118 (NCT01904292) =& —Ti M 52 & k%, £ PK-PD M09, BAEME
ACTEMRA J7 FiESRMEERE, LIRS ACTEMRA-IV 77 R4 41 PK/PD ik,

FFE R B E R AE 52 ACTEMRA J F45%), HAAE >30 kg EE (n=26) BF% T 162 mg
ACTEMRA, A <30 kg HEH (n=25) & 10 K (n=8) 5&F 2 i (n=17) 44T 162 mg ACTEMRA, FF4k
52 Ji. fEIX 51 FlEE A, 26 ] (51%) MAREEZIE B2 N ACTEMRA 697, 25 il (49%) ¥4 4252 ik
ACTEMRA 497, HAEFLLLI N T ACTEMRA J677 .

N ACTEMRA Z525%) 2 2 17 % LB KT SURHE 2518380 1124 Z FE Fif ik ACTEMRA 25 255 4= 514 JIA
B I BE e 7 ROGEWT A /2 IR IR 2528 (12.3) AR T (14.8)] -

14.10 A FREBSZEME — BIKE A

X CAR T 4B 97 v 96 7 M0 3 58 1 i 8 i PR X 56 10 7 A &5 SR B0 3k A7 Rl B 1k 20 dr, VR4S T
ACTEMRA V&7 CRS W73 #2 FLEk Pt 8 mg/kg (RE/NT 30 kg (I HBE N 12 mg/kg) VEITHIA]
PEAL B3 8 DA™ B B e S AR A CRS 252 BUAR 32 52 B R R 7 o K2 o 2R I v )T s A P A B e
RKRAER] CRS. W NFEELHE 24 41 T PEAN 21 Bl 4cbE (et 45 Bl , AFER 12 2 Gull: 3-23
) s 82% eHN. M CRS HEA 2 E R HFEER Pt AL a9 4 K (JEFE: 0-18 XD - CRS HIH
IBIE XCNED 24 /N NANE R HAS I INEZ) . Wi B E 1 CRS fERA E AHEERRPUE 14 RN
SRR, ATEERRAEL 2 AFEERE DT, I AR SRR TR AR A R G ER BT B SR LM 254, )
PR ZE . 31 BlEHE (69%; 95% CI: 53%-82%) A MNE. EH I, 15 # (Juf: 9-75
%) CAR-T 4ifflifs S/ CRS BETE 14 KRN3R T CRS 22t

14.11 COVID-19 - #k%25

ACTEMRA 477 COVID-19 {7 %3%F RECOVERY (NCT04381936) W7, X&—TiFaHL. XHE. TPk
WEHIF G, 3155 7 EMPACTA (NCT04372186) X —FbL. XUH . 227N A 77 45 B0 S04
AN, EREE T HARBIEENL. XE . <A L COVACTA (NCT04320615) 1 REMDACTA
(NCT04409262) fI£5 5L, XU 7E 0Pl 7 ACTEMRA V597 COVID-19 BT 2.

/LN COVID-19 WERBE RN B I B I RECOVERY (COVID-19 V897 HIBENLIEAL ) BMEHT 5%
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RECOVERY & —Ii{E Je[EFEATHIRENL. XTHR. FFBUR2sE. 2905, BEHRIEAERIT 7120 B
N ELE COVID-19 fii 98 35 197 R 2 . AW 50 ACTEMRA #7077 A AN A FRiE 1) B B A kIR
BEALB SIS 12 1) SARS-CoV-2 &4, TCALMIRIT MR EAETiE, AR COVID-19 [ R

CE SUNWIN % N 2SS 8 3% 2 BT I EB A E N 92%, JFH CRP>75 mg/L) . FfjG, S&EWEEHL
BCHz 52 bRAES B (SoC) BiFfik ACTEMRA 4574, R E 59, SHEFERIEA 2/Z DI IR 25 3 5
(12.3)] -

ST TE R AVE YT (TT) ANBEHR AT, BERVET ABEEHE 4116 B N B3, A8 BE AL 2 i 2
ACTEMRA + SoC #8772 (2022 %) % SoC J&I74 (2094 1)) . ZH5EHKIFHER N 64 % (JEHE: 20
10D , BEF67% NP, 76% NEAN, 11% NN, 3% NENSFAEFELEN, 1% ARIMLIL.
FELRIT, 0.2% B E AR HFBIIEE, 45% MEEFEMMEME, 41% WEETFELAESEER
LA, 14% MEEFEGONGES; R, 82% MM FH IEIEE2 4 5 VE B TR E BEVRTT -

FEYT R RS 28 RISLTC H]. 3R 12 B4 1 BENL 7 4L 5 32 BOR 2 52 4 B 1 e 2K [ B vy 7
AR N B AL 45 R

12 KREHE 28 RFET-R

ACTEMRA + SoC SoC fER R 2 7
N=2022 N=2094 (95% Cl) (95% Cl)
n (%)’ n (%)!
A 621 (30.7%) 729 (34.9%) 0.85 (0.76, 0.94) -4.1% (-7.0, -1.3)
p=0.0028'

AR B Joit A ] I o P P S £ 0

BENL 2L 1252 4 B M B T 21 | 482/1664 (29.0%) | 600/1721 (34.9%) | 0.79 (0.70,0.89) | -5.9% (-9.1, -2.8)
B YR IT ) A AR T 2R 2

BEAL /> LA AR5 4 B M 2 | 139/357 (39.0%) | 127/367 (34.6%) | 1.16(0.91,1.48) | 4.4% (-2.6, 11.5)
] B T 1) SR BB T e 2

'P {H#&7% RECOVERY 5% 1) 3 B4 Hir 48 AL U B 3£ AKCF 0=0.05 PTG 27 X
2 J#id Kaplan-Meier 77745 5058 28 REFHIZET-HEZR

EMPACTA

EMPACTA 2 —TiBiHL. WE . ZEFIXEKZ hOomis, BAEEFK ACTEMRA 8 mg/kg 5 SoC Ik
“4525, AEHUMEE T COVID-19 U ERE B . fFakFEEFEREDN 18 &, MRl
BB SN (RT-PCR) 45 K112 8 SARS-CoV-2 J&Hy, R JEUR 2 BAHIESE oA I, JF B34
SpO2 < 94%.

1E 389 HIFENL A BC B E R, AR E AT (mITT) AR 3T TIrRodr, HAaa$s 377 BN
BCH sz Wt FL 25 % (ACTEMRA 41 249 %5 el 128 ) «» 2 5FHRIFFER A 56 & (a
Fl: 20 2 95) 5 59% MIEBE AT, 56% NI ESS TH, 53% NEAN, 20% NEMEFE LN/
B[ B i JEAE RS, 15% NENAEREE AN, 2% ATMAN. FELE, 9% MEELTFRHILE, 64% 1
BHETERMEREA, 27% WEEFE M ERE, 73% 158358 H R o 28 [ i .
BT R VAL T A 28 Rt N IE S BSE TR Al . ACTEMRA 522 B R LN 0.56 (95%
Cl, 033 £0.97) , HAGIARERLR GIEEL, p H =0.036) . ACTEMRA Z1H55 28 Kifi 24l
MBS EAE T B B N 12.0% (95% CI, 8.5% £ 16.9%) , ZEFIAAN 19.3% (95% CI, 13.3%
% 27.4%) .
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ACTEMRA ZH%6 28 RHIFET-ZE N 10.4%, ZRIFIAN 8.6% (I ZESF (ACTEMRA 4 - ZEFI4H) -
2.0% [95% CI, -5.2% % 7.8%]) -

COVACTA
COVACTA s&— AL XNE. ZEFIE, 20005, 8 ET S KES ACTEMRA 8 mgkg 5
SoC B i6Y7 K™ HE COVID-19 fifi 8 B N B . 1ZF F0K 452 Bl B B4, XEL B EH R R
/> 18 %, RT-PCR %552 HME, #1128 SARS-CoV-2 &Yy, 4 X LMEHIL NIR, HiEsSh A
MIRIEE g 93% B AR . FNIKAE D E EWM N A E 300 mmHg BUEAG . FELRIT, 3% M8 R4 Bh At 4,
28% FEZARMER A, 30% #2 LABSE S MEREA, 38% G AINMIES, 22% 52 [ )i 2L [#H
g, EEIT LTS 28 RIGARIRA, FZIRMH B 25810 7 RIF £ RET I S
ACTEMRA A5 FIAR, 2 28 K 7 RFHERIIGIKRE A EAMER R LR EEZER.

ACTEMRA 208 28 KIFET-F N 19.7%, ZEFNH N 19.4% N ER (ACTEMRA 4 - ZEFI4H) -
0.3% [95% CI, -7.6 to 8.2])-

REMDACTA
REMDACTA &AL, XWH. ZEFIXR. 29005, BETAEKES ACTEMRA 8 mg/kg Bk
Ao S EETE S (RDV) 200 mg (3B—K) , SRJEHRR—IR 100 mg, Jt 10 RAEFEIHIT HAE COVID-
19 i B . ZWF7EE 649 Bl N BERNL A, XEEELRAEER XM (PCR) 4R RHiE N
SARS-CoV-2 &%y, & X &tu&ifiie A, HHTFE > 6 Limin FiBIHLALYERF SpO2 > 93%., JELHNT,
7% BIEE AR ER A, 80% MEEEZLAES M SRMERE, 14% KEFEZHUNMES,
84% 1 B35 B 52 B T R E BE VAR TT o

YT R S NBENL R 2 HH e e “ HER B FORTTE], B 28 K. fEHBEok A H B "2 5 28
KR 5, FiRTHZ B ER TG L.

ACTEMRA+ RDV 45 28 KRINILT %K 18.1%, 1ML EH] +RDV 44 19.5% (I ZESR (ACTEMRA
H - EFNAD ¢ -1.3% [95% CI, -7.8% & 5.2%]) .

H I P52 B R B RG TT B SR TR

% EMPACTA. COVACTA. REMDACTA 1 RECOVERY ®5CiAT T WF Rt 9 226 041 . fEDU TR 5T,
U 7E#S K F Kaplan-Meier 754 5 T 3252 3628 i i 2R B BE V697 O 4 BB B 7R 58 28 R 1 XU 22 5%
DL 3. KEH RECOVERY RIGMEE HARREZASHTHEHEARER 78.8%. ZARNKERERN, 5
SoC (n=2034) #HLt, ACTEMRA 577 (n=2261) 155 28 RIFET RS 4aNHE FEAR T 4.61% XU 22 Fp=-
4.6%; 95% Cl: -7.3%%-1.9%) .
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& 3 RECOVERY. EMPACTA. COVACTA 1 REMDACTA H 5t Hr 225 {5 FH Bz o K [ g 0 %

TR 28 R XK Z 7
SocC Actemra + SOC R REEES
y 5 Actemra + SOC SOC ) :
COVACTA 97 41 12(335%) 56 14 (205% H 4.1[-247,16.6)
EMPACTA 274 91 10(11.4%) 183 23(13.3% N D 1.8[-6.6,10.2]
REMDACTA 539 181 39(21.8%) 358 69 (19.5% ——i—t 23[-96, 50)
RECOVERY 3385 1721 600 (34.9%) 1664 482 (29.0%) —.— 59[-9.1,-28)
it - 46[73,-19)
T T i T ]
200 10.0 0.0 10.0 200
REEZE R (95% CI)

16 BRMEFMLEE R
LEdinRILY
ACTEMRA (FEZREPD) FHBL—MAEHIEHF. LE. EWH. LERIRBEERFER . ACTEMRA L
80 mg/4 mL (NDC 50242-135-01). 200 mg/10 mL (NDC 50242-136-01) #1 400 mg/20 mL (NDC 50242-137-
01) A7 A0 1) 20 mg/mL 57 S 25 AL R, ALf ik St it — P ke
B RS
ACTEMRA GGEZREPD FESFRUAEYIEF. LE. EH. LERREECHERIEASRME, HT K NE
BFo FRULDUT B AR E

o HRANFAFE TS IS #8 AT Hi% 162 mg/0.9 mL (NDC 50242-138-01).

o BANRFE ACTPen®H 3 4148 Al Hiii% 162 mg/0.9 mL (NDC 50242-143-01).

A T IEERS . B3, w8 a8 LR H 1 . ACTEMRA @
I 36°F & 46°F (2°C % 8°C) A fRAT. WA MHFPE 2. VRS0 B 307585 47 U R A
Rebts, JRFREN AR B AR AT WK G, PR S A8 A B ik S 48 vl 7E 86°F
(30°C) B LA IR E I ORAAKIA 2 F o Pi7e 0 B 28 A0 E 2033 0 28 L UG R AF e 4RFE o

17 RBEBHEBE

BUUEE 1 FDA #UEM B RS (HAfREAEHUH) .

e HLIR G
RS ACTEMRA ] BEFRARAMAT X BRI [ 2 WE S IR RIS )] 7 k8 1E H DURGYIE
RIS SZEDER SR B AR A B, DA DR DROs PP A M = YR T

BEis

S, —RE2i ACTEMRA VAT EE S HIER B SEIERH /2 W ESFEZEI (5.2)].
oS BE LB IUARE. ™ DL ACREEE T R IR DR A HEAE S5 A SRR BT R R A, DA AR PR
PG FE M4 HVAT o

50



FEE RS AN ™ E A U

TR, —HEZ T ACTEMRA 697 B S S B Bl B B, BRI B OB,  BLA™ B R FE
JR B NE (25 L 5 R R I (5.6) ]« FEVCERFE WER M BUE ™ E U MR (AIE2 . SRRZ . TR
WeJE . TSR BAMR AR, T SO B A R E ), NSTRIE A ACTEMRA Jf 57 Bt s o

FEHBEARIES

G EERBESERE FEN. R A GRS N7 E GEN . RS sk E R T E
Y ACTEMRA, MNi5SHyFN I IE I FiENEEST, DR FiES ACTEMRA [ IEAf4Z5 251
EEFKBEEH 2 WAT U] .

FEFHRT, MUKFER R Fie S 4 (PFS) BUE B3RS d%, AR S =10 FE 30 704 (PFS) B 45
e (AN , IR HTEUE ) LE AR )b 77 o 1620 AR HoAth 77 oin# ACTEMRA.

IR AR S T, R E RS N .

A FH B R 27 A R AL R S o VRS SR E Bl A, JFICE A L AR . 18 T RE IR
fEHIZBOR B B AL B AT Sk o VRS a8 M H SITEST 4, JFEE A EE M IX LY.

AR

HRIBALEFRAIM LSS ACTEMRA W BER XA LIERALE, I R0 AR Ty B2 0 B DL 4t Uk
[Z W5 E NFEF IR (8.1)],

ACTEMRA® (FEZk BHT)

& P - ACTEMRA 72 % KA A1 p 51 Al 24 ik o wE VR 0 R i
Genentech, Inc. © 2024 Genentech, Inc.
% IREH] T A

1 DNA Way

South San Francisco, CA 94080-4990

EEVFES: 1048
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EESE )

ACTEMRA® (AC-TEM-RA)
GEPREGD T kES 24
ACTEMRA® (AC-TEM-RA)
GEBRIHT) B MR HIZS

*XF ACTEMRA IRPii% T MR i EE A5 82

ACTEMRA T 8e&SBUZENEIEM, SH:

1. ZERY. ACTEMRA &M i 5E 241259 . ACTEMRA 1] BEEL 7 IE RS TEPURYIBE 1. AL AFERH
ACTEMRA HA[a] HBL™ E gy, BHEEZ (TB) DA . H#s0m 55 R A% 2] 4 5 G A AL TIX K
e, RS NRPNAETFIRE ACTEMRA AT Z AT IS B B A 45tz (BRAEE & COVID-19) .

WG HEA COVID-19, EESS A RNAE ACTEMRA 697 HHIA AIE T o Wi #4275 B 1 35 S G AR AE FREIR

B4 N NAE ACTEMRA Ay I8 LA IR YT Ja 5 U S I A8 2 75 B T 5 AZ 00 AR AE FIRE IR

o RS EEATATRAEY,, WARPEZ ACTEMRA V577, BRIEEES N RFERTLL.

fEf% ACTEMRA JRJTZHI, WA LAURIHN, 15 ES A G

o YN CURYLEE BYUER, Tieem kb Flh:

o HTEIRA o FEHEPY o MZUK

o AfE o NWIAEIHE o REWE

= N )4 BRI Y o o RHAFINL o /IMERARELIREIMERE 2
AR o MEISEEIE T IEH

IETE S IR YEYT o

R KBRS G AW R

BARERI . LR RGO IR BRI L2 T

BN, BUS8R BEAA S E Y.

JEAT B A AT B 2 % ] R e X (A9 (8 Z AR MR %5 PG 00 LT 2 DA R DE R ) 5 I et XL BE e Y f) L T
G (HLRRER . BRI ERECEERRD ML, wRBET ACTEMRA 4324, IXUEERGLTT fE & kA2 8l
AN E . REARE A RS R EGE WAX, & RES N5

o HBABYLEA LR,

B ACTEMRA JAJT )G, S BUEMERGSER, B BIEHES AR . ACTEMRA FJfig 2l 5 75 5 52 | B gL uk
A5 A8 BT IR P A7 0 AR A5 B P B

2. BEEmRER (F .
o IRBEARER CRIBE RAE) sSEHBIERE, WHEURES AR, AR ACTEMRA & 2> Il H 5
PR AR AR L o XA D B A AR AR S ARSI 26 25 (NSAID). R Joi X i e i U e 1) JE 3 v
o HWUREEHBUAR. B AR RREEANEIR HAME I A0, LRI kIR 55 A 0
3. FFRERRE CFFsth) o AU Bl fa LMK RSN, 8575 2T IR & S8, WREARR
ACTEMRA &7 3 1]t IR (1 55 7™ s A AP (v, P55 N AT RE ik 4 ] ACTEMRA. An A4 Y B LA M AR AE
Ry BRI VRER S5 A

o I M) o EHY

o JLRBUEKMEHZ & REAE) o LTI

o JRERIR A (BEED o EULEAL

o B R (AR R P AR AN o RM A IR

o JREFEMH

4., FEFidsWRERRERNH. ES N RNAEKTIGHEZ ACTEMRA 97 2 BT AR 2. Wi Ba et
FKA % (RA). EAIMEBINKA (GCA) BLARS MR- FPEIi% (SSc-ILD), 45 A 5 RiAE 1S TP U2
ACTEMRA MJET 6 MHER 4 & 8 T —kiigite s, WER 3 MH—IR. mREEA 2 T MLFR R
KA (PJIA), EBERITINEE 4 £ 8 AT IR .. REBGSIA), WEERTMNEG 2 £ 4
& G RVGER R M S SR AT — RIS A . X R 2 o TR A ACTEMRA (1 UL FEI/EH -
o RVERIAHARTI AR FP R G R T B B AR B B Y T 4
o IM/NBHEUR . /NG AT BT it i [ AR 1 i ) 40
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o IEELFTHREIIE I
o IMIEAHFEIREAF- by o S0 AR SIS A Bt a] Re e A4, o an iR A (IR S B 55 N 03 NAE S TF o 452
ACTEMRA JRJ7fE 4 & 8 FMHTIAG A, DI A 18 1 BE [ i /K
%55 N DU 58 S 3EAT I B2 LR B (A 2E o i ORI IR R 55 N0 ) SR 58 IOV i 48 IR 5
n S A R R M BTN T OB P BF D e K i, A RS2 ACTEMRA VRYT .
BH T X 26 BRI &5 R AR A, BR55 N R AT RE e — Beif ] N 4% 15 ACTEMRA 45 2 B 15 1 4 71 &
5. JEAE. ACTEMRA T]BESE AR () S s R AR E T2, BI04 FR Iy i iy XU o 55 445 8 420 BB A A A 28 0 e
WHEFES AL .

HZ i “ACTEMRA FIREHERLLEIER?” 1A REIEHIKEZEH.

ACTEMRA Ef+4°2
ACTEMRA & —fFh a6 (IL-6) ZikdEHi A4t 725, ACTEMRA & T

o HITHERBEEIENMERNEHERTIL (RA) RAERE, bzl &0 —ME N R REmiRE4Y”
(DMARD) 254, HACRAE.
T Efush k& (GCA) A& .
VLR AT R G PR AL AR G 1) B PR (SSc-ILD) (HFR AR E A OE ILDD ARG IIfE N FE
T 2 % KU ETEEIE PJIA B
T 2 % KU ETEEIE SIIA B
ITTER S PURZR (CAR) T 4HARIGYT 5 L™ B alifa A dr A R PRI ZE & 1E (CRS) 1 2 % KDL E&EH .
T 2019 FEIRAERR (COVID-19). #2524 B 7 S 6 T 6 75 B hl B L S sl UhGE S B N 3
ACTEMRA R#itt# I T CRS B COVID-19 H#E EF4h24.

HurMAE % ACTEMRA ST 2 SLLTFESA PJA. SJA 5 CRS HJLESEAR PJA. SJA 5 CRS LIAMERHRATJLE
PR o R

B3R ACTEMRA ¥BJT: InSEXHERR A HiE, ACTEMRA HRE(T it H% ACTEMRA AR5 y3%, iF
S R A ZWFE R A R

2 ACTEMRA ¥ByTZHI, EHEIREZARBHRRS, GFE:
REGHBEY. E2H “XT ACTEMRA RMNiZT BHREERNEBERHA2”
FE 15 A I e 3L
CHBES IEER) FIRE 2 R B E R S S IE R .
X FERREAHTEL ACTEMRA H ATl bl 23 A i [ B o
AT B 4 B A RGO, Bhn 2 R HEREALE .
A CE Rl R A
MR FE X 2EYT, BIMTEFMEHEZ ACTEMRA &7 R O 58 T S e .
% ACTEMRA 897 I AR R AEF I 1
B ACTEMRA JAJT I AT AN ARG 22 1
B RIEAT FAR B I T R
e RAe it R4, ACTEMRA FRsa i EE AR L. WHREL ACTEMRA 7 AR ZAS A E )
4, EERES AR,
o  RTEIFIERRFLMEFEIRIFFAMEFE ., HATMAE#E ACTEMRA S HENEIIREL. WS ERA ACTEMRA, 5
PR 55 N e R LT 0.
%ﬁ;&iﬁégmﬁﬂmﬁﬁéﬁ% WFEA T2y, AR 2. deE R R EZ 47875, ACTEMRA A A 254 v] G240 HL 50
, FEE .
WREARH LU R 254, 1545 5 A E S N G
o JBY7 RA HHTLMEARZGY). ACTEMRA 55X Lez4 4 T B2 i m g i KU .
o SUNMLUCHTEY AFEAE FNZ. B EATEERAEMERRTHh 2 —, IEEHES AL,
TIRIERARIZ3 . RE — g, DME LR IRAT B 250 ) 22 45 N G A2 70T o o

S

puund

Sz g
F B o

~

N

B HUFmO © © g\ Fo
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a2 ACTEMRA ¥BI7?
%‘Hﬂqazén‘ IV SR Eikia:) ﬁﬁ%ﬂtviﬁs@%ﬁ E%Eﬂéﬂﬂﬂ(ﬁ PJIA. SJIA., CRS B, COVID-19:
ﬁn;‘ﬁ@ﬂjuﬁﬂm ACTEMRA 72 kEnl At 7, #f MRS N L Ab3k1S ACTEMRA, 1% ACTEMRA K@it id A&+

R R T S AT VRS jtéﬁﬁﬁg 1 AN AR t—fﬁ%%i

;‘émﬁr@%ﬁ%ﬁ Efushik ek PJIA BEKKLE 4 %27 ACTEMRA.

SJIA BEW KL 2 B2 —57] ACTEMRA.

CRS H#¥32 K&E 1 ACTEMRA, [yl 822 8ish & .

COVID-19 HEH K2 e ACTEMRA, W15 AT 452 — 5

E4%5% ACTEMRA VA T HIFRIRS, fn] DA% BB 55 N R I FR 7R gk S0 &4 F oAt A Bh TR 7 KB HE ST 4 . PJIA,

SJIA 8% COVID-19 {254, %ﬁuﬁﬂw%w eSS AKHT 425 (NSAID) kb7 2K [ .

TR AT 5 S L I3 R B2 55 N D3 AR R B A T LA 7

&Wﬁzéﬂ (SC B S WIrRREERTR . E4HsIEkA . SSc-ILD. PJIA B SJIA:
ESREZGYEEARRRERRE, THEEEFESAES ACTEMRA FIIER A ERILH.

e ACTEMRA wJ1E )& T 7e At i #y Bp A £ 178 0 ACTPen® H 3l i asfii .

o IHILWILIERZ N ACTEMRA JESTAZG. WIREE S5 A vk e e R v AFE ST ACTEMRA, #8146 1 HERL 2 07
P RUERS AN ST ACTEMRA HIIER HiEMIE . 1EBE 45 N G 8 /s IEW VS vk 2 8, 1270 25
ACTEMRA.

o PJIA 5 SJIA EETLUEH iR RS 22878 ACTPen® [H 20y 5188 A 4TS, B S E % N R FIALRE /5
W MR A, R IERE /T LU ST ACTEMRA.

o EHKANRSEHIFEFEMHN ACTEMRA 75 DL g H i iH .

ACTEMRA 7] 886 HRELE]fEFH?

ACTEMRA T 8e&SBUZENEIEM, SH:

o iEZ “TFT ACTEMRA RN Z T ERMBREENEERH 42

o MR EII N ZBIFR . B2 ORI RRE (—Mem TR EE) s, 2“2 ACTEMRA G
I, 2RI AT RES AN, 45 N R AT RESEE T332 ACTEMRA 597 2 B FIVG Y7 WA 34T B RG  . 4n SR A&
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ACTEMRA® (tocilizumab) injection, for intravenous or subcutaneous use
Initial U.S. Approval: 2010

WARNING: RISK OF SERIOUS INFECTIONS
See full prescribing information for complete boxed warning.

e Serious infections leading to hospitalization or death including
tuberculosis (TB), bacterial, invasive fungal, viral, and other
opportunistic infections have occurred in patients receiving
ACTEMRA. (5.1)

e If aserious infection develops, interrupt ACTEMRA until the
infection is controlled. (5.1)

o Perform test for latent TB (except patients with COVID-19); if
positive, start treatment for TB prior to starting ACTEMRA. (5.1)

e Monitor all patients for active TB during treatment, even if initial
latent TB test is negative. (5.1)

RECENT MAJOR CHANGES-----------xemmmmeemm e
Warnings and Precautions (5.2, 5.6) 09/2024
INDICATIONS AND USAGE----------msemmmmemmeem-
ACTEMRA® (tocilizumab) is an interleukin-6 (IL-6) receptor antagonist
indicated for treatment of:

Rheumatoid Arthritis (RA) (1.1)

e Adult patients with moderately to severely active rheumatoid arthritis
who have had an inadequate response to one or more Disease-Modifying
Anti-Rheumatic Drugs (DMARDs).

Giant Cell Arteritis (GCA) (1.2)

e Adult patients with giant cell arteritis.

Systemic Sclerosis-Associated Interstitial Lung Disease (SSc-1LD) (1.3)

. Slowing the rate of decline in pulmonary function in adult patients with
systemic sclerosis-associated interstitial lung disease (SSc-ILD)

Polyarticular Juvenile Idiopathic Arthritis (PJIA) (1.4)

e  Patients 2 years of age and older with active polyarticular juvenile
idiopathic arthritis.

Systemic Juvenile Idiopathic Arthritis (SJ1A) (1.5)

. Patients 2 years of age and older with active systemic juvenile idiopathic
arthritis.

Cytokine Release Syndrome (CRS) (1.6)

e  Adults and pediatric patients 2 years of age and older with chimeric
antigen receptor (CAR) T cell-induced severe or life-threatening
cytokine release syndrome.

Coronavirus Disease 2019 (COVID-19) (1.7)

e  Hospitalized adult patients with coronavirus disease 2019 (COVID-19)
who are receiving systemic corticosteroids and require supplemental
oxygen, non-invasive or invasive mechanical ventilation, or
extracorporeal membrane oxygenation (ECMO).

For RA, pJIA and sJIA, ACTEMRA may be used alone or in combination
with methotrexate: and in RA, other non-hiologic DMARDs may be used. (2)

General Administration and Dosing Information (2.1)

. RA, GCA, SSc-ILD, PJIA and SJIA — It is recommended that
ACTEMRA not be initiated in patients with an absolute neutrophil count
(ANC) below 2000 per mm®, platelet count below 100,000 per mm?, or
ALT or AST above 1.5 times the upper limit of normal (ULN)(5.3, 5.4).

. COVID-19 - It is recommended that ACTEMRA not be initiated in
patients with an absolute neutrophil count (ANC) below 1000 per mm?,
platelet count below 50,000 mm?,or ALT or AST above 10 times ULN
(5.3,5.4).

. In RA, CRS or COVID-19 patients, ACTEMRA doses exceeding 800 mg
per infusion are not recommended. (2.2, 2.7, 12.3)

. In GCA patients, ACTEMRA doses exceeding 600 mg per infusion are
not recommended. (2.3, 12.3)

Rheumatoid Arthritis (2.2)
Recommended Adult Intravenous Dosage:

When used in combination with non-biologic DMARDs or as monotherapy
the recommended starting dose is 4 mg per kg every 4 weeks followed by an
increase to 8 mg per kg every 4 weeks based on clinical response.

Recommended Adult Subcutaneous Dosage:
Patients less than 100 kg | 162 mg administered subcutaneously every
weight other week, followed by an increase to
every week based on clinical response
Patients at or above 100 162 mg administered subcutaneously every
kg weight week

Giant Cell Arteritis (2.3)

Recommended Adult Intravenous Dosage:

The recommended dose is 6 mg per kg every 4 weeks in combination with a
tapering course of glucocorticoids. ACTEMRA can be used alone following
discontinuation of glucocorticoids.

Recommended Adult Subcutaneous Dosage:
The recommended dose is 162 mg given once every week as a subcutaneous
injection, in combination with a tapering course of glucocorticoids.

A dose of 162 mg given once every other week as a subcutaneous injection, in
combination with a tapering course of glucocorticoids, may be prescribed based
on clinical considerations.

ACTEMRA can be used alone following discontinuation of glucocorticoids.

Systemic Sclerosis-Associated Interstitial Lung Disease (SSc-1LD) (2.4)
Recommended Adult Subcutaneous Dosage:

The recommended dose of ACTEMRA for adult patients with SSc-ILD is 162
mg given once every week as a subcutaneous injection.

Polyarticular Juvenile Idiopathic Arthritis (2.5)
Recommended Intravenous PJIA Dosage Every 4 Weeks
Patients less than 30 kg weight 10 mg per kg
Patients at or above 30 kg 8 mg per kg
weight

Recommended Subcutaneous PJIA Dosage
Patients less than 30 kg weight 162 mg once every three weeks
Patients at or above 30 kg 162 mg once every two weeks
weight

(2]

stemic Juvenile Idiopathic Arthritis (2.6)
Recommended Intravenous SJIA Dosage Every 2 Weeks
Patients less than 30 kg weight 12 mg per kg
Patients at or above 30 kg 8 mg per kg
weight

Recommended Subcutaneous SJIA Dosage
Patients less than 30 kg weight 162 mg every two weeks
Patients at or above 30 kg 162 mg every week
weight

Cytokine Release Syndrome (2.7)
Recommended Intravenous CRS Dosage

Patients less than 30 kg weight 12 mg per kg

Patients at or above 30 kg 8 mg per kg

weight

Alone or in combination with corticosteroids.

Coronavirus Disease 2019 (2.8)
The recommended dosage of ACTEMRA for adult patients with COVID-19 is
8 mg per kg administered by a 60-minute intravenous infusion.

Administration of Intravenous formulation (2.9)

e  For patients with RA, GCA, COVID-19, CRS, PJIA, and SJIA patients
at or above 30 kg, dilute to 100 mL in 0.9% or 0.45% Sodium Chloride
Injection, USP for intravenous infusion using aseptic technique.

. For PJIA, SJIA and CRS patients less than 30 kg, dilute to 50 mL in
0.9% or 0.45% Sodium Chloride Injection, USP for intravenous infusion
using aseptic technique.



e Administer as a single intravenous drip infusion over 1 hour; do not
administer as bolus or push.

Administration of Subcutaneous formulation (2.10)
e  Follow the Instructions for Use for prefilled syringe and prefilled
ACTPen® autoinjector

Dose Modifications (2.11)

e  Recommended for management of certain dose-related laboratory
changes including elevated liver enzymes, neutropenia, and
thrombocytopenia.

Intravenous Infusion

Injection: 80 mg/4 mL (20 mg/mL), 200 mg/10 mL (20 mg/mL),

400 mg/20 mL (20 mg/mL) in single-dose vials for further dilution prior to
intravenous infusion (3)

Subcutaneous Injection

Injection: 162 mg/0.9 mL in a single-dose prefilled syringe or single-dose
prefilled ACTPen® autoinjector (3)

CONTRAINDICATIONS

Known hypersensitivity to ACTEMRA. (4)

e Serious Infections — do not administer ACTEMRA during an active
infection, including localized infections. If a serious infection develops,
interrupt ACTEMRA until the infection is controlled. (5.1)

e Gastrointestinal (Gl) perforation—use with caution in patients who may
be at increased risk. (5.2)

. Hepatotoxicity- Monitor patients for signs and symptoms of hepatic
injury. Modify or discontinue ACTEMRA if abnormal liver tests persist
or worsen or if clinical signs and symptoms of liver disease develop.
(2.10,5.3)

e  Laboratory monitoring—recommended due to potential consequences of
treatment-related changes in neutrophils, platelets, lipids, and liver
function tests. (2.10, 5.4)

. Hypersensitivity reactions, including anaphylaxis and death, and serious
cutaneous reactions including Drug Reaction with Eosinophilia and
Systemic Symptoms (DRESS) — discontinue ACTEMRA, treat
promptly, and monitor until reaction resolves. (5.6)

e  Live vaccines—Auvoid use with ACTEMRA. (5.9, 7.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence of at least 5%): upper respiratory
tract infections, nasopharyngitis, headache, hypertension, increased ALT,
injection site reactions. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Genentech at
1-888-835-2555 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch

e  Pregnancy: Based on animal data, may cause fetal harm. (8.1)
. Lactation: Discontinue drug or nursing taking into consideration
importance of drug to mother. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide
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FULL PRESCRIBING INFORMATION

WARNING: RISK OF SERIOUS INFECTIONS
Patients treated with ACTEMRA are at increased risk for developing serious infections that may lead
to hospitalization or death [see Warnings and Precautions (5.1), Adverse Reactions (6.1)]. Most patients
who developed these infections were taking concomitant immunosuppressants such as methotrexate or
corticosteroids.

If a serious infection develops, interrupt ACTEMRA until the infection is controlled.
Reported infections include:

e Active tuberculosis, which may present with pulmonary or extrapulmonary disease. Patients,
except those with COVID-19, should be tested for latent tuberculosis before ACTEMRA use and
during therapy. Treatment for latent infection should be initiated prior to ACTEMRA use.

e Invasive fungal infections, including candidiasis, aspergillosis, and pneumocystis. Patients with
invasive fungal infections may present with disseminated, rather than localized, disease.

e Bacterial, viral and other infections due to opportunistic pathogens.

The risks and benefits of treatment with ACTEMRA should be carefully considered prior to initiating
therapy in patients with chronic or recurrent infection.

Patients should be closely monitored for the development of signs and symptoms of infection during
and after treatment with ACTEMRA, including the possible development of tuberculosis in patients
who tested negative for latent tuberculosis infection prior to initiating therapy [see Warnings and
Precautions (5.1)].

1 INDICATIONS AND USAGE
1.1 Rheumatoid Arthritis (RA)

ACTEMRA® (tocilizumab) is indicated for the treatment of adult patients with moderately to severely active
rheumatoid arthritis who have had an inadequate response to one or more Disease-Modifying Anti-Rheumatic
Drugs (DMARD:sS).

1.2 Giant Cell Arteritis (GCA)
ACTEMRA® (tocilizumab) is indicated for the treatment of giant cell arteritis (GCA) in adult patients.
1.3 Systemic Sclerosis-Associated Interstitial Lung Disease (SSc-1LD)

ACTEMRAZ® (tocilizumab) is indicated for slowing the rate of decline in pulmonary function in adult patients
with systemic sclerosis-associated interstitial lung disease.

1.4 Polyarticular Juvenile Idiopathic Arthritis (PJIA)

ACTEMRAZ® (tocilizumab) is indicated for the treatment of active polyarticular juvenile idiopathic arthritis in
patients 2 years of age and older.

1.5 Systemic Juvenile Idiopathic Arthritis (SJIA)

ACTEMRA® (tocilizumab) is indicated for the treatment of active systemic juvenile idiopathic arthritis in patients
2 years of age and older.



1.6 Cytokine Release Syndrome (CRS)

ACTEMRA® (tocilizumab) is indicated for the treatment of chimeric antigen receptor (CAR) T cell-induced
severe or life-threatening cytokine release syndrome in adults and pediatric patients 2 years of age and older.

1.7 Coronavirus Disease 2019 (COVID-19)

ACTEMRAZ® (tocilizumab) is indicated for the treatment of coronavirus disease 2019 (COVID-19) in hospitalized
adult patients who are receiving systemic corticosteroids and require supplemental oxygen, non-invasive or
invasive mechanical ventilation, or extracorporeal membrane oxygenation (ECMO).

2 DOSAGE AND ADMINISTRATION

2.1 General Considerations for Administration

Not Recommended for Concomitant Use with Biological DMARDs

ACTEMRA has not been studied in combination with biological DMARDs such as TNF antagonists, IL-1R
antagonists, anti-CD20 monoclonal antibodies and selective co-stimulation modulators because of the
possibility of increased immunosuppression and increased risk of infection. Avoid using ACTEMRA with
biological DMARDs.

Baseline Laboratory Evaluation Prior to Treatment

Obtain and assess baseline complete blood count (CBC) and liver function tests prior to treatment.

e RA, GCA, SSc-ILD, PJIA and SJIA — It is recommended that ACTEMRA not be initiated in patients with an
absolute neutrophil count (ANC) below 2000 per mm?, platelet count below 100,000 per mm?3, or ALT or
AST above 1.5 times the upper limit of normal (ULN) [see Warnings and Precautions (5.3, 5.4)].

e CRS — Patients with severe or life-threatening CRS frequently have cytopenias or elevated ALT or AST due
to the lymphodepleting chemotherapy or the CRS. The decision to administer ACTEMRA should take into
account the potential benefit of treating the CRS versus the risks of short-term treatment with ACTEMRA.

e COVID-19 — It is recommended that ACTEMRA not be initiated in patients with an absolute neutrophil
count (ANC) below 1000 per mm?, platelet count below 50,000 mm?3, or ALT or AST above 10 times ULN
[see Warnings and Precautions (5.3, 5.4)].

2.2 Recommended Dosage for Rheumatoid Arthritis

ACTEMRA may be used as monotherapy or concomitantly with methotrexate or other non-biologic DMARDs
as an intravenous infusion or as a subcutaneous injection.

Recommended Intravenous Dosage Regimen:

The recommended dosage of ACTEMRA for adult patients given as a 60-minute single intravenous drip infusion
is 4 mg per kg every 4 weeks followed by an increase to 8 mg per kg every 4 weeks based on clinical response.

e Reduction of dose from 8 mg per kg to 4 mg per kg is recommended for management of certain dose-related
laboratory changes including elevated liver enzymes, neutropenia, and thrombocytopenia [see Dosage and
Administration (2.11), Warnings and Precautions (5.3, 5.4), and Adverse Reactions (6.1)].

e Doses exceeding 800 mg per infusion are not recommended in RA patients [see Clinical Pharmacology
(12.3)].

Recommended Subcutaneous Dosage Regimen:




Patients less than 100 kg weight 162 mg administered subcutaneously every
other week, followed by an increase to every
week based on clinical response
Patients at or above 100 kg weight 162 mg administered subcutaneously every

week

When transitioning from ACTEMRA intravenous therapy to subcutaneous administration administer the first
subcutaneous dose instead of the next scheduled intravenous dose.

Interruption of dose or reduction in frequency of administration of subcutaneous dose from every week to every
other week dosing is recommended for management of certain dose-related laboratory changes including
elevated liver enzymes, neutropenia, and thrombocytopenia [see Dosage and Administration (2.11), Warnings
and Precautions (5.3, 5.4), and Adverse Reactions (6.2)].

2.3 Recommended Dosage for Giant Cell Arteritis
Recommended Intravenous Dosage Regimen:

The recommended dosage of ACTEMRA for adult patients given as a 60-minute single intravenous drip
infusion is 6 mg per kg every 4 weeks in combination with tapering course of glucocorticoids.

ACTEMRA can be used alone following discontinuation of glucocorticoids.

e Interruption of dosing may be needed for management of dose-related laboratory abnormalities including
elevated liver enzymes, neutropenia, and thrombocytopenia [see Dosage and Administration (2.11)].

e Doses exceeding 600 mg per infusion are not recommended in GCA patients [see Clinical Pharmacology
(12.3)].

Recommended Subcutaneous Dosage Regimen:

The recommended dose of ACTEMRA for adult patients with GCA is 162 mg given once every week as a
subcutaneous injection in combination with a tapering course of glucocorticoids.

A dose of 162 mg given once every other week as a subcutaneous injection in combination with a tapering
course of glucocorticoids may be prescribed based on clinical considerations.

ACTEMRA can be used alone following discontinuation of glucocorticoids.

When transitioning from ACTEMRA intravenous therapy to subcutaneous administration, administer the first
subcutaneous dose instead of the next scheduled intravenous dose.

Interruption of dose or reduction in frequency of administration of subcutaneous dose from every week to every
other week dosing may be needed for management of dose-related laboratory abnormalities including elevated
liver enzymes, neutropenia, and thrombocytopenia [see Dosage and Administration (2.11)].

2.4 Recommended Dosage for Systemic Sclerosis-Associated Interstitial Lung Disease
The recommended dose of ACTEMRA for adult patients with SSc-ILD is 162 mg given once every week as a
subcutaneous injection.

¢ Interruption of dosing may be needed for management of dose-related laboratory abnormalities including
elevated liver enzymes, neutropenia, and thrombocytopenia [see Dosage and Administration (2.11)].

e Subcutaneous administration with the prefilled ACTPen® autoinjector has not been studied in SSc-ILD.

e Intravenous administration is not approved for SSc-ILD.



2.5 Recommended Dosage for Polyarticular Juvenile Idiopathic Arthritis

ACTEMRA may be used as an intravenous infusion or as a subcutaneous injection alone or in combination with
methotrexate. Do not change dose based solely on a single visit body weight measurement, as weight may
fluctuate.

Recommended Intravenous Dosage Regimen:

The recommended dosage of ACTEMRA for PJIA patients given once every 4 weeks as a 60-minute single
intravenous drip infusion is:

Recommended Intravenous PJIA Dosage Every 4 Weeks
Patients less than 30 kg weight 10 mg per kg
Patients at or above 30 kg weight 8 mg per kg

Recommended Subcutaneous Dosage Regimen:

Recommended Subcutaneous PJIA Dosage
Patients less than 30 kg weight 162 mg once every 3 weeks
Patients at or above 30 kg weight 162 mg once every 2 weeks

When transitioning from ACTEMRA intravenous therapy to subcutaneous administration, administer the first
subcutaneous dose instead of the next scheduled intravenous dose.

Interruption of dosing may be needed for management of dose-related laboratory abnormalities including
elevated liver enzymes, neutropenia, and thrombocytopenia [see Dosage and Administration (2.11].

2.6 Recommended Dosage for Systemic Juvenile Idiopathic Arthritis

ACTEMRA may be used as an intravenous infusion or as a subcutaneous injection alone or in combination with
methotrexate. Do not change a dose based solely on a single visit body weight measurement, as weight may
fluctuate.

Recommended Intravenous Dosage Regimen:

The recommended dose of ACTEMRA for SJIA patients given once every 2 weeks as a 60-minute single
intravenous drip infusion is:

Recommended Intravenous SJIA Dosage Every 2 Weeks
Patients less than 30 kg weight 12 mg per kg
Patients at or above 30 kg weight 8 mg per kg

Recommended Subcutaneous Dosage Regimen:

Recommended Subcutaneous SJIA Dosage
Patients less than 30 kg weight 162 mg once every two weeks
Patients at or above 30 kg weight 162 mg once every week

When transitioning from ACTEMRA intravenous therapy to subcutaneous administration, administer the first
subcutaneous dose when the next scheduled intravenous dose is due.

Interruption of dosing may be needed for management of dose-related laboratory abnormalities including
elevated liver enzymes, neutropenia, and thrombocytopenia [see Dosage and Administration (2.11)].



2.7 Recommended Dosage for Cytokine Release Syndrome (CRS)
Use only the intravenous route for treatment of CRS. The recommended dose of ACTEMRA for treatment of
CRS given as a 60-minute intravenous infusion is:

Recommended Intravenous CRS Dosage
Patients less than 30 kg weight 12 mg per kg
Patients at or above 30 kg weight 8 mg per kg
Alone or in combination with corticosteroids

e If no clinical improvement in the signs and symptoms of CRS occurs after the first dose, up to 3 additional
doses of ACTEMRA may be administered. The interval between consecutive doses should be at least
8 hours.

e Doses exceeding 800 mg per infusion are not recommended in CRS patients.
e Subcutaneous administration is not approved for CRS.

2.8 Coronavirus Disease 2019 (COVID-19)
Administer ACTEMRA by intravenous infusion only.

The recommended dosage of ACTEMRA for treatment of adult patients with COVID-19 is 8 mg per kg
administered as a single 60-minute intravenous infusion. If clinical signs or symptoms worsen or do not
improve after the first dose, one additional infusion of ACTEMRA may be administered at least 8 hours after
the initial infusion.

e Doses exceeding 800 mg per infusion are not recommended in patients with COVID-109.
e Subcutaneous administration is not approved for COVID-19.

2.9 Preparation and Administration Instructions for Intravenous Infusion

ACTEMRA for intravenous infusion should be diluted by a healthcare professional using aseptic technique as
follows:

e Use a sterile needle and syringe to prepare ACTEMRA.

e Patients less than 30 kg: use a 50 mL infusion bag or bottle of 0.9% or 0.45% Sodium Chloride Injection,
USP, and then follow steps 1 and 2 below.

e Patients at or above 30 kg weight: use a 100 mL infusion bag or bottle, and then follow steps 1 and 2
below.

e Step 1. Withdraw a volume of 0.9% or 0.45% Sodium Chloride Injection, USP, equal to the volume of the
ACTEMRA injection required for the patient’s dose from the infusion bag or bottle [see Dosage and
Administration (2.2, 2.5, 2.6, 2.7)].



For Intravenous Use: Volume of ACTEMRA Injection per kg of Body Weight

Dosage Indication Volume of ACTEMRA injection per
kg of body weight
4 mg/kg Adult RA 0.2 mL/kg
6 mg/kg Adult GCA 0.3 mL/kg
8 mg/kg Adult RA 0.4 mL/kg

Adult COVID-19
SJIA, PJIA and CRS (greater than or equal to 30 kg

of body weight)
10 mg/kg PJIA (less than 30 kg of body weight) 0.5 mL/kg
12 mg/kg SJIA and CRS (less than 30 kg of body weight) 0.6 mL/kg

e Step 2. Withdraw the amount of ACTEMRA for intravenous infusion from the vial(s) and add slowly into
the 0.9% or 0.45% Sodium Chloride Injection, USP infusion bag or bottle. To mix the solution, gently invert
the bag to avoid foaming.

e The fully diluted ACTEMRA solutions for infusion using 0.9% Sodium Chloride Injection, USP may be
stored at 36°F to 46°F (2°C to 8°C) or room temperature for up to 24 hours and should be protected from
light.

e The fully diluted ACTEMRA solutions for infusion using 0.45% Sodium Chloride Injection, USP may be
stored at 36°F to 46°F (2°C to 8°C) for up to 24 hours or room temperature for up to 4 hours and should be
protected from light.

e ACTEMRA solutions do not contain preservatives; therefore, unused product remaining in the vials should
not be used.

e Allow the fully diluted ACTEMRA solution to reach room temperature prior to infusion.

e The infusion should be administered over 60 minutes, and must be administered with an infusion set. Do not
administer as an intravenous push or bolus.

e ACTEMRA should not be infused concomitantly in the same intravenous line with other drugs. No physical
or biochemical compatibility studies have been conducted to evaluate the co-administration of ACTEMRA
with other drugs.

e Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. If particulates and discolorations are noted, the
product should not be used.

e Fully diluted ACTEMRA solutions are compatible with polypropylene, polyethylene and polyvinyl chloride
infusion bags and polypropylene, polyethylene and glass infusion bottles.

2.10 Preparation and Administration Instructions for Subcutaneous Injection

e ACTEMRA for subcutaneous injection is not intended for intravenous drip infusion.

e Assess suitability of patient for subcutaneous home use and instruct patients to inform a healthcare
professional before administering the next dose if they experience any symptoms of allergic reaction.
Patients should seek immediate medical attention if they develop symptoms of serious allergic reactions.
ACTEMRA subcutaneous injection is intended for use under the guidance of a healthcare practitioner. After
proper training in subcutaneous injection technique, a patient may self-inject ACTEMRA or the patient’s
caregiver may administer ACTEMRA if a healthcare practitioner determines that it is appropriate. PJIA and
SJIA patients may self-inject with the ACTEMRA prefilled syringe or ACTPen® autoinjector, or the
patient’s caregiver may administer ACTEMRA if both the healthcare practitioner and the parent/legal
guardian determines it is appropriate [see Use in Specific Populations (8.4)]. Patients, or patient caregivers,



should be instructed to follow the directions provided in the Instructions for Use (IFU) for additional details
on medication administration.
e Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration. Do not use ACTEMRA prefilled syringes (PFS) or prefilled ACTPen® autoinjectors
exhibiting particulate matter, cloudiness, or discoloration. ACTEMRA for subcutaneous administration
should be clear and colorless to pale yellow. Do not use if any part of the PFS or ACTPen® autoinjector
appears to be damaged.
e Patients using ACTEMRA for subcutaneous administration should be instructed to inject the full amount in
the syringe (0.9 mL) or full amount in the ACTPen® autoinjector (0.9 mL), which provides 162 mg of
ACTEMRA, according to the directions provided in the IFU.
e Injection sites should be rotated with each injection and should never be given into moles, scars, or areas
where the skin is tender, bruised, red, hard, or not intact.

2.11 Dosage Modifications due to Serious Infections or Laboratory Abnormalities

Serious Infections

Hold ACTEMRA treatment if a patient develops a serious infection until the infection is controlled.

Laboratory Abnormalities

Rheumatoid Arthritis, Giant Cell Arteritis and Systemic Sclerosis-Associated Interstitial Lung Disease

Liver Enzyme Abnormalities [see Warnings and Precautions (5.3,5.4)]

Lab Value Recommendation for RA and SSc-ILD Recommendation for GCA
Greater than 1 | Dose modify concomitant DMARDs if | Dose modify immunomodulatory agents if
to 3x ULN appropriate appropriate

For persistent increases in this range:

e For patients receiving intravenous
ACTEMRA, reduce dose to 4 mg per
kg or hold ACTEMRA until ALT or
AST have normalized

e For patients receiving subcutaneous
ACTEMRA, reduce injection
frequency to every other week or
hold dosing until ALT or AST have
normalized. Resume ACTEMRA at
every other week and increase
frequency to every week as clinically
appropriate.

For persistent increases in this range:

e For patients receiving intravenous
ACTEMRA, hold ACTEMRA until
ALT or AST have normalized

e For patients receiving subcutaneous
ACTEMRA, reduce injection
frequency to every other week or
hold dosing until ALT or AST have
normalized. Resume ACTEMRA at
every other week and increase
frequency to every week as
clinically appropriate

Greater than 3
to 5x ULN

(confirmed by
repeat testing)

Hold ACTEMRA dosing until less than 3x
ULN and follow recommendations above for
greater than 1 to 3x ULN

For persistent increases greater than 3x ULN,
discontinue ACTEMRA

Hold ACTEMRA dosing until less than 3x
ULN and follow recommendations above for
greater than 1 to 3x ULN

For persistent increases greater than 3x
ULN, discontinue ACTEMRA

Greater than 5x
ULN

Discontinue ACTEMRA

Discontinue ACTEMRA
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Low Absolute Neutrophil Count (ANC) [see Warnings and Precautions (5.4)]

Lab Value
(cells per mm?)

Recommendation for RA and SSc-1LD

Recommendation for GCA

ANC greater than

1000

Maintain dose

Maintain dose

ANC 500 to 1000

Hold ACTEMRA dosing

When ANC greater than 1000 cells per
mm?:

e For patients receiving
intravenous ACTEMRA, resume
ACTEMRA at 4 mg per kg and
increase to 8 mg per kg as
clinically appropriate

e For patients receiving
subcutaneous ACTEMRA,
resume ACTEMRA at every
other week and increase
frequency to every week as
clinically appropriate

Hold ACTEMRA dosing
When ANC greater than 1000 cells per mm?:

e For patients receiving intravenous
ACTEMRA, resume ACTEMRA at
6 mg per kg

e For patients receiving subcutaneous
ACTEMRA, resume ACTEMRA at
every other week and increase
frequency to every week as
clinically appropriate

ANC less than 500

Discontinue ACTEMRA

Discontinue ACTEMRA

Low Platelet Count [see Warnings and Precautions (5.4)]

Lab Value Recommendation for RA and SSc-1LD Recommendation for GCA
(cells per
mm?)
50,000 to | Hold ACTEMRA dosing Hold ACTEMRA dosing
100,000 When platelet count is greater than 100,000 | When platelet count is greater than 100,000
cells per mm?: cells per mm®:
e For patients receiving intravenous e For patients receiving intravenous
ACTEMRA, resume ACTEMRA at ACTEMRA, resume ACTEMRA at
4 mg per kg and increase to 8 mg per 6 mg per kg
kg as clinically appropriate e For patients receiving subcutaneous
e For patients receiving subcutaneous ACTEMRA, resume ACTEMRA at
ACTEMRA, resume ACTEMRA at every other week and increase
every other week and increase frequency to every week as
frequency to every week as clinically clinically appropriate
appropriate
Less than | Discontinue ACTEMRA Discontinue ACTEMRA
50,000
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Polyarticular and Systemic Juvenile Idiopathic Arthritis

Dose reduction of ACTEMRA has not been studied in the PJIA and SJIA populations. Dose interruptions of
ACTEMRA are recommended for liver enzyme abnormalities, low neutrophil counts, and low platelet counts in
patients with PJIA and SJIA at levels similar to what is outlined above for patients with RA and GCA. If
appropriate, dose modify or stop concomitant methotrexate and/or other medications and hold ACTEMRA
dosing until the clinical situation has been evaluated. In PJIA and SJIA the decision to discontinue ACTEMRA
for a laboratory abnormality should be based upon the medical assessment of the individual patient.

3 DOSAGE FORMS AND STRENGTHS

Intravenous Infusion
Injection: 80 mg/4 mL, 200 mg/10 mL, 400 mg/20 mL as a clear, colorless to pale yellow solution in 20 mg/mL
single-dose vials for further dilution prior to intravenous infusion.

Subcutaneous Injection
Injection: 162 mg/0.9 mL clear, colorless to slightly yellowish solution in a single-dose prefilled syringe or
single-dose prefilled ACTPen® autoinjector.

4 CONTRAINDICATIONS

ACTEMRA is contraindicated in patients with known hypersensitivity to ACTEMRA [see Warnings and
Precautions (5.6)].

5 WARNINGS AND PRECAUTIONS

5.1 Serious Infections

Serious and sometimes fatal infections due to bacterial, mycobacterial, invasive fungal, viral, protozoal, or other
opportunistic pathogens have been reported in patients receiving immunosuppressive agents including
ACTEMRA. The most common serious infections included pneumonia, urinary tract infection, cellulitis, herpes
zoster, gastroenteritis, diverticulitis, sepsis and bacterial arthritis [see Adverse Reactions (6.1)]. Among
opportunistic infections, tuberculosis, cryptococcus, aspergillosis, candidiasis, and pneumocystosis were
reported with ACTEMRA. Other serious infections, not reported in clinical studies, may also occur (e.g.,
histoplasmosis, coccidioidomycosis, listeriosis). Patients have presented with disseminated rather than localized
disease, and were often taking concomitant immunosuppressants such as methotrexate or corticosteroids which
in addition to rheumatoid arthritis may predispose them to infections.

Do not administer ACTEMRA in patients with an active infection, including localized infections. The risks and
benefits of treatment should be considered prior to initiating ACTEMRA in patients:

with chronic or recurrent infection;

who have been exposed to tuberculosis;

with a history of serious or an opportunistic infection;

who have resided or traveled in areas of endemic tuberculosis or endemic mycoses; or
with underlying conditions that may predispose them to infection.

Closely monitor patients for the development of signs and symptoms of infection during and after treatment
with ACTEMRA, as signs and symptoms of acute inflammation may be lessened due to suppression of the
acute phase reactants [see Dosage and Administration (2.8), Adverse Reactions (6.1), and Patient Counseling
Information (17)].
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Hold ACTEMRA if a patient develops a serious infection, an opportunistic infection, or sepsis. A patient who
develops a new infection during treatment with ACTEMRA should undergo a prompt and complete diagnostic
workup appropriate for an immunocompromised patient, initiate appropriate antimicrobial therapy, and closely
monitor the patient.

COVID-19

In patients with COVID-19, monitor for signs and symptoms of new infections during and after treatment with
ACTEMRA. There is limited information regarding the use of ACTEMRA in patients with COVID-19 and
concomitant active serious infections. The risks and benefits of treatment with ACTEMRA in COVID-19
patients with other concurrent infections should be considered.

Tuberculosis

Evaluate patients for tuberculosis risk factors and test for latent infection prior to initiating ACTEMRA. In
patients with COVID-19, testing for latent infection is not necessary prior to initiating treatment with
ACTEMRA.

Consider anti-tuberculosis therapy prior to initiation of ACTEMRA in patients with a past history of latent or
active tuberculosis in whom an adequate course of treatment cannot be confirmed, and for patients with a
negative test for latent tuberculosis but having risk factors for tuberculosis infection. Consultation with a
physician with expertise in the treatment of tuberculosis is recommended to aid in the decision whether
initiating anti-tuberculosis therapy is appropriate for an individual patient.

Closely monitor patients for the development of signs and symptoms of tuberculosis including patients who
tested negative for latent tuberculosis infection prior to initiating therapy.

The incidence of tuberculosis in worldwide clinical development programs is 0.1%. Patients with latent
tuberculosis should be treated with standard antimycobacterial therapy before initiating ACTEMRA.

Viral Reactivation

Viral reactivation has been reported with immunosuppressive biologic therapies and cases of herpes zoster
exacerbation were observed in clinical studies with ACTEMRA. No cases of Hepatitis B reactivation were
observed in the trials; however patients who screened positive for hepatitis were excluded.

5.2 Gastrointestinal Perforations

Events of gastrointestinal perforation have been reported in clinical trials, primarily as complications of
diverticulitis in patients treated with ACTEMRA. Use ACTEMRA with caution in patients who may be at
increased risk for gastrointestinal perforation. Promptly evaluate patients presenting with fever, new onset
abdominal symptoms, and a change in bowel habits for early identification of gastrointestinal perforation [see
Adverse Reactions (6.1)].

5.3 Hepatotoxicity

Serious cases of hepatic injury have been observed in patients taking intravenous or subcutaneous ACTEMRA.
Some of these cases have resulted in liver transplant or death. Time to onset for cases ranged from months to
years after treatment initiation with tocilizumab. While most cases presented with marked elevations of
transaminases (> 5 times ULN), some cases presented with signs or symptoms of liver dysfunction and only
mildly elevated transaminases.

During randomized controlled studies, treatment with ACTEMRA was associated with a higher incidence of
transaminase elevations [see Adverse Reactions (6.1, 6.2, 6.6, 6.8)]. Increased frequency and magnitude of
these elevations was observed when potentially hepatotoxic drugs (e.g., MTX) were used in combination with
ACTEMRA.
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For RA, GCA and SSc-ILD patients, obtain a liver test panel (serum alanine aminotransferase [ALT], aspartate
aminotransferase [AST], alkaline phosphatase, and total bilirubin) before initiating ACTEMRA, every 4to 8
weeks after start of therapy for the first 6 months of treatment and every 3 months thereafter. It is not
recommended to initiate ACTEMRA treatment in RA, GCA or SSc-1LD patients with elevated transaminases
ALT or AST greater than 1.5x ULN. In patients who develop elevated ALT or AST greater than 5x ULN,
discontinue ACTEMRA. For recommended modifications based upon increase in transaminases see Dosage
and Administration (2.11).

Patients hospitalized with COVID-19 may have elevated ALT or AST levels. Multi-organ failure with
involvement of the liver is recognized as a complication of severe COVID-19. The decision to administer
ACTEMRA should balance the potential benefit of treating COVID-19 against the potential risks of acute
treatment with ACTEMRA. It is not recommended to initiate ACTEMRA treatment in COVID-19 patients with
elevated ALT or AST above 10 x ULN. Monitor ALT and AST during treatment.

Measure liver tests promptly in patients who report symptoms that may indicate liver injury, such as fatigue,
anorexia, right upper abdominal discomfort, dark urine or jaundice. In this clinical context, if the patient is
found to have abnormal liver tests (e.g., ALT greater than three times the upper limit of the reference range,
serum total bilirubin greater than two times the upper limit of the reference range), ACTEMRA treatment
should be interrupted and investigation done to establish the probable cause. ACTEMRA should only be
restarted in patients with another explanation for the liver test abnormalities after normalization of the liver
tests.

A similar pattern of liver enzyme elevation is noted with ACTEMRA treatment in the PJIA and SJIA
populations. Monitor liver test panel at the time of the second administration and thereafter every 4 to 8 weeks
for PJIA and every 2 to 4 weeks for SJIA.

5.4 Changes in Laboratory Parameters

Patients with Rheumatoid Arthritis, Giant Cell Arteritis, Systemic Sclerosis-Associated Interstitial Lung
Disease and Coronavirus Disease 2019

Neutropenia

Treatment with ACTEMRA was associated with a higher incidence of neutropenia. Infections have been
uncommonly reported in association with treatment-related neutropenia in long-term extension studies and
postmarketing clinical experience.

— Itis not recommended to initiate ACTEMRA treatment in RA, GCA and SSc-ILD patients with a low
neutrophil count, i.e., absolute neutrophil count (ANC) less than 2000 per mm3. In patients who develop an
absolute neutrophil count less than 500 per mm? treatment is not recommended.

— Monitor neutrophils 4 to 8 weeks after start of therapy and every 3 months thereafter [see Clinical
Pharmacology (12.2)]. For recommended modifications based on ANC results see Dosage and
Administration (2.11).

— Itis not recommended to initiate ACTEMRA treatment in COVID-19 patients with an ANC less than 1000
per mm?3. Neutrophils should be monitored.

Thrombocytopenia

Treatment with ACTEMRA was associated with a reduction in platelet counts. Treatment-related reduction in
platelets was not associated with serious bleeding events in clinical trials [see Adverse Reactions (6.1, 6.2)].
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— Itis not recommended to initiate ACTEMRA treatment in RA, GCA and SSc-ILD patients with a platelet
count below 100,000 per mm?3. In patients who develop a platelet count less than 50,000 per mm? treatment
is not recommended.

— Monitor platelets 4 to 8 weeks after start of therapy and every 3 months thereafter. For recommended
modifications based on platelet counts see Dosage and Administration (2.11).

— In COVID-19 patients with a platelet count less than 50,000 per mm?, treatment is not recommended.
Platelets should be monitored.

Elevated Liver Enzymes
Refer to 5.3 Hepatotoxicity. For recommended modifications [see Dosage and Administration (2.11)]

Lipid Abnormalities

Treatment with ACTEMRA was associated with increases in lipid parameters such as total cholesterol,
triglycerides, LDL cholesterol, and/or HDL cholesterol [see Adverse Reactions (6.1, 6.2)].

— Assess lipid parameters approximately 4 to 8 weeks following initiation of ACTEMRA therapy.

— Subsequently, manage patients according to clinical guidelines [e.g., National Cholesterol Educational
Program (NCEP)] for the management of hyperlipidemia.

Patients with Polyarticular and Systemic Juvenile Idiopathic Arthritis

A similar pattern of liver enzyme elevation, low neutrophil count, low platelet count and lipid elevations is
noted with ACTEMRA treatment in the PJIA and SJIA populations. Monitor neutrophils, platelets, ALT and
AST at the time of the second administration and thereafter every 4 to 8 weeks for PJIA and every 2 to 4 weeks
for SJIA. Monitor lipids as above for approved adult indications [see Dosage and Administration (2.11)].

5.5 Immunosuppression

The impact of treatment with ACTEMRA on the development of malignancies is not known but malignancies
were observed in clinical studies [see Adverse Reactions (6.1)]. ACTEMRA is an immunosuppressant, and
treatment with immunosuppressants may result in an increased risk of malignancies.

5.6 Hypersensitivity Reactions, Including Anaphylaxis

Hypersensitivity reactions, including anaphylaxis, have been reported in association with ACTEMRA and
anaphylactic events with a fatal outcome have been reported with intravenous infusion of ACTEMRA.
Anaphylaxis and other hypersensitivity reactions that required treatment discontinuation were reported in 0.1%
(3 out of 2644) of patients in the 6-month controlled trials of intravenous ACTEMRA, 0.2% (8 out of 4009) of
patients in the intravenous all-exposure RA population, 0.7% (8 out of 1068) in the subcutaneous 6-month
controlled RA trials, and in 0.7% (10 out of 1465) of patients in the subcutaneous all-exposure population. In
the SJIA controlled trial with intravenous ACTEMRA, 1 out of 112 patients (0.9%) experienced
hypersensitivity reactions that required treatment discontinuation. In the PJIA controlled trial with intravenous
ACTEMRA, 0 out of 188 patients (0%) in the ACTEMRA all-exposure population experienced hypersensitivity
reactions that required treatment discontinuation. Reactions that required treatment discontinuation included
generalized erythema, rash, and urticaria. Injection site reactions were categorized separately [see Adverse
Reactions (6)].

In the postmarketing setting, events of hypersensitivity reactions, including anaphylaxis and death have
occurred in patients treated with a range of doses of intravenous ACTEMRA, with or without concomitant
therapies. Events have occurred in patients who received premedication. Hypersensitivity, including
anaphylaxis events, have occurred both with and without previous hypersensitivity reactions and as early as the
first infusion of ACTEMRA [see Adverse Reactions (6.12)]. In addition, serious cutaneous reactions, including
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Drug Reaction with Eosinophilia and Systemic Symptoms (DRESS), have been reported in patients with
autoinflammatory conditions treated with ACTEMRA.

ACTEMRA for intravenous use should only be infused by a healthcare professional with appropriate medical
support to manage anaphylaxis. For ACTEMRA subcutaneous injection, advise patients to seek immediate
medical attention if they experience any symptoms of a hypersensitivity reaction. If a hypersensitivity reaction
occurs, immediately discontinue ACTEMRA, treat promptly and monitor until signs and symptoms resolve.

5.7 Demyelinating Disorders

The impact of treatment with ACTEMRA on demyelinating disorders is not known, but multiple sclerosis and
chronic inflammatory demyelinating polyneuropathy were reported rarely in RA clinical studies. Monitor
patients for signs and symptoms potentially indicative of demyelinating disorders. Prescribers should exercise
caution in considering the use of ACTEMRA in patients with preexisting or recent onset demyelinating
disorders.

5.8 Active Hepatic Disease and Hepatic Impairment

Treatment with ACTEMRA is not recommended in patients with active hepatic disease or hepatic impairment
[see Adverse Reactions (6.1), Use in Specific Populations (8.6)].

5.9 Vaccinations

Avoid use of live vaccines concurrently with ACTEMRA as clinical safety has not been established. No data
are available on the secondary transmission of infection from persons receiving live vaccines to patients
receiving ACTEMRA.

No data are available on the effectiveness of vaccination in patients receiving ACTEMRA. Because IL-6
inhibition may interfere with the normal immune response to new antigens, it is recommended that all patients,
particularly pediatric or elderly patients, if possible, be brought up to date with all immunizations in agreement
with current immunization guidelines prior to initiating ACTEMRA therapy. The interval between live
vaccinations and initiation of ACTEMRA therapy should be in accordance with current vaccination guidelines
regarding immunosuppressive agents.

6 ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in labeling:

e Serious Infections [see Warnings and Precautions (5.1)]

e Gastrointestinal Perforations [see Warnings and Precautions (5.2)]

e Laboratory Parameters [see Warnings and Precautions (5.4)]

e Immunosuppression [see Warnings and Precautions (5.5)]

e Hypersensitivity Reactions, Including Anaphylaxis [see Warnings and Precautions (5.6)]
e Demyelinating Disorders [see Warnings and Precautions (5.7)]

e Active Hepatic Disease and Hepatic Impairment [see Warnings and Precautions (5.8)]

Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed in the
clinical studies of a drug cannot be directly compared to rates in the clinical studies of another drug and may not
predict the rates observed in a broader patient population in clinical practice.
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6.1 Clinical Trials Experience in Rheumatoid Arthritis Patients Treated with Intravenous ACTEMRA
(ACTEMRA-1V)

The ACTEMRA-1V data in rheumatoid arthritis (RA) includes 5 double-blind, controlled, multicenter studies.
In these studies, patients received doses of ACTEMRA-IV 8 mg per kg monotherapy (288 patients),
ACTEMRA-IV 8 mg per kg in combination with DMARDs (including methotrexate) (1582 patients), or
ACTEMRA-IV 4 mg per kg in combination with methotrexate (774 patients).

The all exposure population includes all patients in registration studies who received at least one dose of
ACTEMRA-IV. Of the 4009 patients in this population, 3577 received treatment for at least 6 months, 3309 for
at least one year; 2954 received treatment for at least 2 years and 2189 for 3 years.

All patients in these studies had moderately to severely active rheumatoid arthritis. The study population had a
mean age of 52 years, 82% were female and 74% were Caucasian.

The most common serious adverse reactions were serious infections [see Warnings and Precautions (5.1)]. The
most commonly reported adverse reactions in controlled studies up to 24 weeks (occurring in at least 5% of
patients treated with ACTEMRA-IV monotherapy or in combination with DMARDS) were upper respiratory
tract infections, nasopharyngitis, headache, hypertension and increased ALT.

The proportion of patients who discontinued treatment due to any adverse reactions during the double-blind,
placebo-controlled studies was 5% for patients taking ACTEMRA-IV and 3% for placebo-treated patients. The
most common adverse reactions that required discontinuation of ACTEMRA-IV were increased hepatic
transaminase values (per protocol requirement) and serious infections.

Overall Infections

In the 24 week, controlled clinical studies, the rate of infections in the ACTEMRA-IV monotherapy group was
119 events per 100 patient-years and was similar in the methotrexate monotherapy group. The rate of infections
in the 4 mg per kg and 8 mg per kg ACTEMRA-1V plus DMARD group was 133 and 127 events per 100
patient-years, respectively, compared to 112 events per 100 patient-years in the placebo plus DMARD group.
The most commonly reported infections (5% to 8% of patients) were upper respiratory tract infections and
nasopharyngitis.

The overall rate of infections with ACTEMRA-1V in the all exposure population remained consistent with rates
in the controlled periods of the studies.

Serious Infections

In the 24 week, controlled clinical studies, the rate of serious infections in the ACTEMRA-IV monotherapy
group was 3.6 per 100 patient-years compared to 1.5 per 100 patient-years in the methotrexate group. The rate
of serious infections in the 4 mg per kg and 8 mg per kg ACTEMRA-IV plus DMARD group was 4.4 and 5.3
events per 100 patient-years, respectively, compared to 3.9 events per 100 patient-years in the placebo plus
DMARD group.

In the all-exposure population, the overall rate of serious infections remained consistent with rates in the
controlled periods of the studies. The most common serious infections included pneumonia, urinary tract
infection, cellulitis, herpes zoster, gastroenteritis, diverticulitis, sepsis and bacterial arthritis. Cases of
opportunistic infections have been reported [see Warnings and Precautions (5.1)].

In the cardiovascular outcomes Study WA25204, the rate of serious infections in the ACTEMRA 8 mg/kg IV
every 4 weeks group, with or without DMARD, was 4.5 per 100 patient-years, and the rate in the etanercept
50 mg weekly SC group, with or without DMARD, was 3.2 per 100 patient-years [see Clinical Studies (14.1)].
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Gastrointestinal Perforations

During the 24 week, controlled clinical trials, the overall rate of gastrointestinal perforation was 0.26 events per
100 patient-years with ACTEMRA-IV therapy.

In the all-exposure population, the overall rate of gastrointestinal perforation remained consistent with rates in
the controlled periods of the studies. Reports of gastrointestinal perforation were primarily reported as
complications of diverticulitis including generalized purulent peritonitis, lower Gl perforation, fistula and
abscess. Most patients who developed gastrointestinal perforations were taking concomitant nonsteroidal anti-
inflammatory medications (NSAIDSs), corticosteroids, or methotrexate [see Warnings and Precautions (5.2)].
The relative contribution of these concomitant medications versus ACTEMRA-1V to the development of Gl
perforations is not known.

Infusion Reactions

In the 24 week, controlled clinical studies, adverse events associated with the infusion (occurring during or
within 24 hours of the start of infusion) were reported in 8% and 7% of patients in the 4 mg per kg and 8 mg per
kg ACTEMRA-IV plus DMARD group, respectively, compared to 5% of patients in the placebo plus DMARD
group. The most frequently reported event on the 4 mg per kg and 8 mg per kg dose during the infusion was
hypertension (1% for both doses), while the most frequently reported event occurring within 24 hours of
finishing an infusion were headache (1% for both doses) and skin reactions (1% for both doses), including rash,
pruritus and urticaria. These events were not treatment limiting.

Anaphylaxis

Hypersensitivity reactions requiring treatment discontinuation, including anaphylaxis, associated with
ACTEMRA-IV were reported in 0.1% (3 out of 2644) in the 24 week, controlled trials and in 0.2% (8 out of
4009) in the all-exposure population. These reactions were generally observed during the second to fourth
infusion of ACTEMRA-IV. Appropriate medical treatment should be available for immediate use in the event
of a serious hypersensitivity reaction [see Warnings and Precautions (5.6)].

Laboratory Abnormalities
Neutropenia

In the 24 week, controlled clinical studies, decreases in neutrophil counts below 1000 per mm? occurred in 1.8%
and 3.4% of patients in the 4 mg per kg and 8 mg per kg ACTEMRA-IV plus DMARD group, respectively,
compared to 0.1% of patients in the placebo plus DMARD group. Approximately half of the instances of ANC
below 1000 per mm? occurred within 8 weeks of starting therapy. Decreases in neutrophil counts below 500 per
mm? occurred in 0.4% and 0.3% of patients in the 4 mg per kg and 8 mg per kg ACTEMRA-IV plus DMARD,
respectively, compared to 0.1% of patients in the placebo plus DMARD group. There was no clear relationship
between decreases in neutrophils below 1000 per mm?® and the occurrence of serious infections.

In the all-exposure population, the pattern and incidence of decreases in neutrophil counts remained consistent
with what was seen in the 24 week controlled clinical studies [see Warnings and Precautions (5.4)].

Thrombocytopenia

In the 24 week, controlled clinical studies, decreases in platelet counts below 100,000 per mm? occurred in
1.3% and 1.7% of patients on 4 mg per kg and 8 mg per kg ACTEMRA-IV plus DMARD, respectively,
compared to 0.5% of patients on placebo plus DMARD, without associated bleeding events.

In the all-exposure population, the pattern and incidence of decreases in platelet counts remained consistent
with what was seen in the 24 week controlled clinical studies [see Warnings and Precautions (5.4)].
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Elevated Liver Enzymes

Liver enzyme abnormalities are summarized in Table 1. In patients experiencing liver enzyme elevation,
modification of treatment regimen, such as reduction in the dose of concomitant DMARD, interruption of
ACTEMRA-IV, or reduction in ACTEMRA-IV dose, resulted in decrease or normalization of liver enzymes
[see Dosage and Administration (2.11)]. These elevations were not associated with clinically relevant increases
in direct bilirubin, nor were they associated with clinical evidence of hepatitis or hepatic insufficiency [see
Warnings and Precautions (5.3, 5.4)].

Table 1 Incidence of Liver Enzyme Abnormalities in the 24 Week Controlled Period of Studies I to
V*
ACTEMRA Methotrexate ACTEMRA ACTEMRA Placebo +
8 mg per kg 4 mg per kg + 8 mg per kg + DMARDs
MONOTHERAPY DMARDs DMARDs
N =288 N =284 N =774 N = 1582 N =1170
(%) (%) (%) (%) (%)
AST (U/L)
> ULN to 3x ULN 22 26 34 41 17
> 3x ULN to 5x ULN 0.3 2 1 2 0.3
>5x ULN 0.7 0.4 0.1 0.2 <0.1
ALT (UL)
> ULNto 3x ULN 36 33 45 48 23
> 3x ULN to 5x ULN 1 4 5 5 1
>5x ULN 0.7 1 1.3 15 0.3

ULN = Upper Limit of Normal
*For a description of these studies, see Section 14, Clinical Studies.

In the all-exposure population, the elevations in ALT and AST remained consistent with what was seen in the
24 week, controlled clinical trials.

In Study WA25204, of the 1538 patients with moderate to severe RA [see Clinical Studies (14.1)] and treated
with tocilizumab, elevations in ALT or AST >3 x ULN occurred in 5.3% and 2.2% patients, respectively. One
serious event of drug induced hepatitis with hyperbilirubinemia was reported in association with tocilizumab.

Lipids
Elevations in lipid parameters (total cholesterol, LDL, HDL, triglycerides) were first assessed at 6 weeks
following initiation of ACTEMRA-IV in the controlled 24 week clinical trials. Increases were observed at this

time point and remained stable thereafter. Increases in triglycerides to levels above 500 mg per dL were rarely
observed. Changes in other lipid parameters from baseline to week 24 were evaluated and are summarized below:

— Mean LDL increased by 13 mg per dL in the ACTEMRA 4 mg per kg+DMARD arm, 20 mg per dL in the
ACTEMRA 8 mg per kg+DMARD, and 25 mg per dL in ACTEMRA 8 mg per kg monotherapy.

— Mean HDL increased by 3 mg per dL in the ACTEMRA 4 mg per kg+DMARD arm, 5 mg per dL in the
ACTEMRA 8 mg per kg+DMARD, and 4 mg per dL in ACTEMRA 8 mg per kg monotherapy.

— Mean LDL/HDL ratio increased by an average of 0.14 in the ACTEMRA 4 mg per kg+DMARD arm, 0.15
in the ACTEMRA 8 mg per kg+DMARD, and 0.26 in ACTEMRA 8 mg per kg monotherapy.

— ApoB/ApoALl ratios were essentially unchanged in ACTEMRA-treated patients.

Elevated lipids responded to lipid lowering agents.
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In the all-exposure population, the elevations in lipid parameters remained consistent with what was seen in the
24 week, controlled clinical trials.

Immunogenicity

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

In the 24 week, controlled clinical studies, a total of 2876 patients have been tested for anti-tocilizumab
antibodies. Forty-six patients (2%) developed positive anti-tocilizumab antibodies, of whom 5 had an
associated, medically significant, hypersensitivity reaction leading to withdrawal. Thirty patients (1%)
developed neutralizing antibodies.

Malignancies

During the 24 week, controlled period of the studies, 15 malignancies were diagnosed in patients receiving
ACTEMRA-1V, compared to 8 malignancies in patients in the control groups. Exposure-adjusted incidence was
similar in the ACTEMRA-IV groups (1.32 events per 100 patient-years) and in the placebo plus DMARD group
(1.37 events per 100 patient-years).

In the all-exposure population, the rate of malignancies remained consistent with the rate observed in the 24 week,
controlled period [see Warnings and Precautions (5.5)].

Other Adverse Reactions

Adverse reactions occurring in 2% or more of patients on 4 or 8 mg per kg ACTEMRA-IV plus DMARD and at
least 1% greater than that observed in patients on placebo plus DMARD are summarized in Table 2.

Table 2 Adverse Reactions Occurring in at Least 2% or More of Patients on 4 or 8 mg per kg
ACTEMRA plus DMARD and at Least 1% Greater Than That Observed in Patients on
Placebo plus DMARD

24 Week Phase 3 Controlled Study Population
ACTEMRA Methotrexate ACTEMRA ACTEMRA Placebo + DMARDs
8 mg per kg 4 mg per kg + 8 mg per kg +
MONOTHERAPY DMARDs DMARDs
N =1170
Preferred N =288 N =284 N=774 N = 1582 (%)
Term (%) (%) (%) (%)
Upper
Respiratory 7 5 6 8 6
Tract Infection
Nasopharyngitis 7 6 4 6 4
Headache 7 2 6 5 3
Hypertension 6 2 4 4 3
ALT increased 6 4 3 3 1
Dizziness 3 1 2 3 2
Bronchitis 3 2 4 3 3
Rash 2 1 4 3 1
Mouth
Ulceration 2 2 . 2 1
Abdominal Pain 2 2 3 3 2
Upper
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Gastritis 1 2 1 2 1
Transaminase
increased

Other infrequent and medically relevant adverse reactions occurring at an incidence less than 2% in rheumatoid
arthritis patients treated with ACTEMRA-1V in controlled trials were:

Infections and Infestations: oral herpes simplex

Gastrointestinal disorders: stomatitis, gastric ulcer

Investigations: weight increased, total bilirubin increased

Blood and lymphatic system disorders: leukopenia

General disorders and administration site conditions: edema peripheral
Respiratory, thoracic, and mediastinal disorders: dyspnea, cough

Eye disorders: conjunctivitis

Renal disorders: nephrolithiasis

Endocrine disorders: hypothyroidism

6.2 Clinical Trials Experience in Rheumatoid Arthritis Patients Treated with Subcutaneous
ACTEMRA (ACTEMRA-SC)

The ACTEMRA-SC data in rheumatoid arthritis (RA) includes 2 double-blind, controlled, multicenter studies.
Study SC-I was a non-inferiority study that compared the efficacy and safety of tocilizumab 162 mg
administered every week subcutaneously and 8 mg/kg intravenously every four weeks in 1262 adult subjects
with rheumatoid arthritis. Study SC-11 was a placebo controlled superiority study that evaluated the safety and
efficacy of tocilizumab 162 mg administered every other week subcutaneously or placebo in 656 patients. All
patients in both studies received background non-biologic DMARDs.

The safety observed for ACTEMRA-SC administered subcutaneously was consistent with the known safety
profile of intravenous ACTEMRA, with the exception of injection site reactions (ISRs), which were more
common with ACTEMRA-SC compared with placebo SC injections (IV arm).

Injection Site Reactions

In the 6-month control period, in SC-I, the frequency of ISRs was 10.1% (64/631) and 2.4% (15/631) for the
weekly ACTEMRA-SC and placebo SC (IVV-arm) groups, respectively. In SC-II, the frequency of ISRs was
7.1% (31/437) and 4.1% (9/218) for the every other week ACTEMRA-SC and placebo groups, respectively.
These ISRs (including erythema, pruritus, pain and hematoma) were mild to moderate in severity. The majority
resolved without any treatment and none necessitated drug discontinuation.

Immunogenicity

In the 6-month control period in SC-1, 0.8% (5/625) in the ACTEMRA-SC arm and 0.8% (5/627) in the IV arm
developed anti-tocilizumab antibodies; of these, all developed neutralizing antibodies. In SC-11, 1.6% (7/434) in
the ACTEMRA-SC arm compared with 1.4 % (3/217) in the placebo arm developed anti- tocilizumab
antibodies; of these, 1.4% (6/434) in the ACTEMRA-SC arm and 0.5% (1/217) in the placebo arm also
developed neutralizing antibodies.

A total of 1454 (>99%) patients who received ACTEMRA-SC in the all exposure group have been tested for
anti-tocilizumab antibodies. Thirteen patients (0.9%) developed anti-tocilizumab antibodies, and, of these, 12
patients (0.8%) developed neutralizing antibodies.

The rate is consistent with previous intravenous experience. No correlation of antibody development to adverse
events or loss of clinical response was observed.
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Laboratory Abnormalities
Neutropenia

During routine laboratory monitoring in the 6-month controlled clinical trials, a decrease in neutrophil count
below 1 x 10%/L occurred in 2.9% and 3.7% of patients receiving ACTEMRA-SC weekly and every other week,
respectively.

There was no clear relationship between decreases in neutrophils below 1 x 10%L and the occurrence of serious
infections.

Thrombocytopenia

During routine laboratory monitoring in the ACTEMRA-SC 6-month controlled clinical trials, none of the
patients had a decrease in platelet count to <50,000/mm?.

Elevated Liver Enzymes

During routine laboratory monitoring in the 6-month controlled clinical trials, elevation in ALT or AST >3 x
ULN occurred in 6.5% and 1.4% of patients, respectively, receiving ACTEMRA-SC weekly and 3.4% and
0.7% receiving ACTEMRA-SC every other week.

Lipid Parameters Elevations

During routine laboratory monitoring in the ACTEMRA-SC 6-month clinical trials, 19% of patients dosed
weekly and 19.6% of patients dosed every other week and 10.2% of patients on placebo experienced sustained
elevations in total cholesterol > 6.2 mmol/l (240 mg/dL), with 9%, 10.4% and 5.1% experiencing a sustained
increase in LDL to 4.1 mmol/l (160 mg/dL) receiving ACTEMRA-SC weekly, every other week and placebo,
respectively.

6.3 Clinical Trials Experience in Giant Cell Arteritis Patients Treated with Subcutaneous ACTEMRA
(ACTEMRA-SC)
The safety of subcutaneous ACTEMRA (tocilizumab) has been studied in one Phase 11 study (WA28119) with
251 GCA patients. The total patient years duration in the ACTEMRA-SC GCA all exposure population was
138.5 patient years during the 12-month double blind, placebo-controlled phase of the study. The overall safety
profile observed in the ACTEMRA-SC treatment groups was generally consistent with the known safety profile
of ACTEMRA. There was an overall higher incidence of infections in GCA patients relative to RA patients.
The rate of infection/serious infection events was 200.2/9.7 events per 100 patient years in the ACTEMRA-SC
weekly group and 160.2/4.4 events per 100 patient years in the ACTEMRA-SC every other week group as
compared to 156.0/4.2 events per 100 patient years in the placebo + 26 week prednisone taper and 210.2/12.5
events per 100 patient years in the placebo + 52 week taper groups.

6.4 Clinical Trials Experience in Giant Cell Arteritis Patients Treated With Intravenous ACTEMRA
(ACTEMRA-IV)

The safety of ACTEMRA-IV was studied in an open label PK-PD and safety study in 24 patients with GCA

who were in remission on ACTEMRA-IV at time of enroliment. Patients received ACTEMRA 7 mg/kg every 4

weeks for 20 weeks, followed by 6 mg/kg every 4 weeks for 20 weeks. The total patient years exposure to

treatment was 17.5 years. The overall safety profile observed for ACTEMRA administered intravenously in

GCA patients was consistent with the known safety profile of ACTEMRA.

6.5 Clinical Trials Experience in Systemic Sclerosis-Associated Interstitial Lung Disease Patients
Treated with Subcutaneous ACTEMRA (ACTEMRA-SC)

The safety of subcutaneous ACTEMRA was evaluated in two double-blind, placebo-controlled, multicenter
studies (WA29767 and WA27788). In the Phase 3 Study WA29767, 212 patients with SSc were randomized to
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tocilizumab 162 mg administered every week subcutaneously or placebo for 48 weeks, followed by open-label
tocilizumab 162 mg administered subcutaneously every week for another 48 weeks. In the Phase 2/3 Study
WA27788, 87 patients were randomized to tocilizumab 162 mg administered every week subcutaneously or
placebo for 48 weeks, followed by open-label tocilizumab 162 mg administered subcutaneously every week for
another 48 weeks.

The safety profile for ACTEMRA through week 48 in WA29767 was comparable for SSc-ILD and SSc patients
overall, and in both studies was consistent with the known safety profile of ACTEMRA.

Immunogenicity

In the two clinical studies, WA29767 and WA27788, the incidence of treatment-induced anti-TCZ antibodies at
week 96 was low (3 out of 169 patients, 1.8%). These anti-drug antibodies were of neutralizing potential, and
none of the patients experienced hypersensitivity reactions.

6.6 Clinical Trials Experience in Polyarticular Juvenile Idiopathic Arthritis Patients Treated With
Intravenous ACTEMRA (ACTEMRA-1V)

The safety of ACTEMRA-IV was studied in 188 pediatric patients 2 to 17 years of age with PJIA who had an
inadequate clinical response or were intolerant to methotrexate. The total patient exposure in the ACTEMRA-
IV all exposure population (defined as patients who received at least one dose of ACTEMRA-1V) was 184.4
patient years. At baseline, approximately half of the patients were taking oral corticosteroids and almost 80%
were taking methotrexate. In general, the types of adverse drug reactions in patients with PJIA were consistent
with those seen in RA and SJIA patients [see Adverse Reactions (6.1 and 6.8)].

Infections

The rate of infections in the ACTEMRA-IV all exposure population was 163.7 per 100 patient years. The most
common events observed were nasopharyngitis and upper respiratory tract infections. The rate of serious
infections was numerically higher in patients weighing less than 30 kg treated with 10 mg/kg tocilizumab

(12.2 per 100 patient years) compared to patients weighing at or above 30 kg, treated with 8 mg/kg tocilizumab
(4.0 per 100 patient years). The incidence of infections leading to dose interruptions was also numerically
higher in patients weighing less than 30 kg treated with 10 mg/kg tocilizumab (21%) compared to patients
weighing at or above 30 kg, treated with 8 mg/kg tocilizumab (8%).

Infusion Reactions

In PJIA patients, infusion-related reactions are defined as all events occurring during or within 24 hours of an
infusion. In the ACTEMRA-1V all exposure population, 11 patients (6%) experienced an event during the
infusion, and 38 patients (20.2%) experienced an event within 24 hours of an infusion. The most common
events occurring during infusion were headache, nausea and hypotension, and occurring within 24 hours of
infusion were dizziness and hypotension. In general, the adverse drug reactions observed during or within 24
hours of an infusion were similar in nature to those seen in RA and SJIA patients [see Adverse Reactions (6.1
and 6.8)].

No clinically significant hypersensitivity reactions associated with tocilizumab and requiring treatment
discontinuation were reported.

Immunogenicity

One patient, in the 10 mg/kg less than 30 kg group, developed positive anti-tocilizumab antibodies without
developing a hypersensitivity reaction and subsequently withdrew from the study.

Laboratory Abnormalities
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Neutropenia

During routine laboratory monitoring in the ACTEMRA-IV all exposure population, a decrease in neutrophil
counts below 1 x 10° per L occurred in 3.7% of patients.

There was no clear relationship between decreases in neutrophils below 1 x 10° per L and the occurrence of
serious infections.

Thrombocytopenia

During routine laboratory monitoring in the ACTEMRA-IV all exposure population, 1% of patients had a
decrease in platelet count at or less than 50,000 per mm?® without associated bleeding events.

Elevated Liver Enzymes

During routine laboratory monitoring in the ACTEMRA-IV all exposure population, elevation in ALT or AST
at or greater than 3 x ULN occurred in 4% and less than 1% of patients, respectively.

Lipids
During routine laboratory monitoring in the tocilizumab all exposure population, elevation in total cholesterol

greater than 1.5-2 x ULN occurred in one patient (0.5%) and elevation in LDL greater than 1.5-2 x ULN
occurred in one patient (0.5%).

6.7 Clinical Trials Experience in Polyarticular Juvenile Idiopathic Arthritis Patients Treated With
Subcutaneous ACTEMRA (ACTEMRA-SC)

The safety of ACTEMRA-SC was studied in 52 pediatric patients 1 to 17 years of age with PJIA who had an
inadequate clinical response or were intolerant to methotrexate. The total patient exposure in the PJIA
ACTEMRA-SC population (defined as patients who received at least one dose of ACTEMRA-SC and
accounting for treatment discontinuation) was 49.5 patient years. In general, the safety observed for
ACTEMRA administered subcutaneously was consistent with the known safety profile of intravenous
ACTEMRA, with the exception of injection site reactions (ISRs), and neutropenia.

Injection Site Reactions

During the 1-year study, a frequency of 28.8% (15/52) ISRs was observed in ACTEMRA-SC treated PJIA
patients. These ISRs occurred in a greater proportion of patients at or above 30 kg (44.0%) compared with
patients below 30 kg (14.8%). All ISRs were mild in severity and none of the ISRs required patient withdrawal
from treatment or dose interruption. A higher frequency of ISRs was observed in ACTEMRA-SC treated PJIA
patients compared to what was seen in adult RA or GCA patients [see Adverse Reactions (6.2 and 6.3)].

Immunogenicity

Three patients, 1 patient below 30 kg and 2 patients at or above 30 kg, developed positive anti-tocilizumab
antibodies with neutralizing potential without developing a serious or clinically significant hypersensitivity
reaction. One patient subsequently withdrew from the study.

Neutropenia

During routine laboratory monitoring in the ACTEMRA-SC all exposure population, a decrease in neutrophil
counts below 1 x 10° per L occurred in 15.4% of patients, and was more frequently observed in the patients less
than 30 kg (25.9%) compared to patients at or above 30 kg (4.0%). There was no clear relationship between
decreases in neutrophils below 1 x 10° per L and the occurrence of serious infections.
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6.8 Clinical Trials Experience in Systemic Juvenile Idiopathic Arthritis Patients Treated with
Intravenous ACTEMRA (ACTEMRA-1V)
The data described below reflect exposure to ACTEMRA-1V in one randomized, double-blind, placebo-
controlled trial of 112 pediatric patients with SJIA 2 to 17 years of age who had an inadequate clinical response
to nonsteroidal anti-inflammatory drugs (NSAIDSs) or corticosteroids due to toxicity or lack of efficacy. At
baseline, approximately half of the patients were taking 0.3 mg/kg/day corticosteroids or more, and almost 70%
were taking methotrexate. The trial included a 12 week controlled phase followed by an open-label extension.
In the 12 week double-blind, controlled portion of the clinical study 75 patients received treatment with
ACTEMRA-IV (8 or 12 mg per kg based upon body weight). After 12 weeks or at the time of escape, due to
disease worsening, patients were treated with ACTEMRA-1V in the open-label extension phase.

The most common adverse events (at least 5%) seen in ACTEMRA-1V treated patients in the 12 week
controlled portion of the study were: upper respiratory tract infection, headache, nasopharyngitis and diarrhea.

Infections

In the 12 week controlled phase, the rate of all infections in the ACTEMRA-1V group was 345 per 100 patient-
years and 287 per 100 patient-years in the placebo group. In the open label extension over an average duration
of 73 weeks of treatment, the overall rate of infections was 304 per 100 patient-years.

In the 12 week controlled phase, the rate of serious infections in the ACTEMRA-IV group was 11.5 per

100 patient years. In the open label extension over an average duration of 73 weeks of treatment, the overall rate
of serious infections was 11.4 per 100 patient years. The most commonly reported serious infections included
pneumonia, gastroenteritis, varicella, and otitis media.

Macrophage Activation Syndrome

In the 12 week controlled study, no patient in any treatment group experienced macrophage activation
syndrome (MAS) while on assigned treatment; 3 per 112 (3%) developed MAS during open-label treatment
with ACTEMRA-IV. One patient in the placebo group escaped to ACTEMRA-IV 12 mg per kg at Week 2 due
to severe disease activity, and ultimately developed MAS at Day 70. Two additional patients developed MAS
during the long-term extension. All 3 patients had ACTEMRA-IV dose interrupted (2 patients) or discontinued
(1 patient) for the MAS event, received treatment, and the MAS resolved without sequelae. Based on a limited
number of cases, the incidence of MAS does not appear to be elevated in the ACTEMRA-1V SJIA clinical
development experience; however no definitive conclusions can be made.

Infusion Reactions

Patients were not premedicated, however most patients were on concomitant corticosteroids as part of their
background treatment for SJIA. Infusion related reactions were defined as all events occurring during or within
24 hours after an infusion. In the 12 week controlled phase, 4% of ACTEMRA-IV and 0% of placebo treated
patients experienced events occurring during infusion. One event (angioedema) was considered serious and life-
threatening, and the patient was discontinued from study treatment.

Within 24 hours after infusion, 16% of patients in the ACTEMRA-IV treatment group and 5% of patients in the
placebo group experienced an event. In the ACTEMRA-IV group the events included rash, urticaria, diarrhea,
epigastric discomfort, arthralgia and headache. One of these events, urticaria, was considered serious.

Anaphylaxis

Anaphylaxis was reported in 1 out of 112 patients (less than 1%) treated with ACTEMRA-IV during the
controlled and open label extension study [see Warnings and Precautions (5.6)].
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Immunogenicity

All 112 patients were tested for anti-tocilizumab antibodies at baseline. Two patients developed positive anti-
tocilizumab antibodies: one of these patients experienced serious adverse events of urticaria and angioedema
consistent with an anaphylactic reaction which led to withdrawal; the other patient developed macrophage
activation syndrome while on escape therapy and was discontinued from the study.

Laboratory Abnormalities
Neutropenia

During routine monitoring in the 12 week controlled phase, a decrease in neutrophil below 1 x 10° per L
occurred in 7% of patients in the ACTEMRA-IV group, and in no patients in the placebo group. In the open
label extension over an average duration of 73 weeks of treatment, a decreased neutrophil count occurred in
17% of the ACTEMRA-IV group. There was no clear relationship between decrease in neutrophils below 1 x
10° per L and the occurrence of serious infections.

Thrombocytopenia

During routine monitoring in the 12 week controlled phase, 1% of patients in the ACTEMRA-1V group and 3%
in the placebo group had a decrease in platelet count to no more than 100,000 per mm?.

In the open label extension over an average duration of 73 weeks of treatment, decreased platelet count occurred
in 4% of patients in the ACTEMRA-IV group, with no associated bleeding.

Elevated Liver Enzymes

During routine laboratory monitoring in the 12 week controlled phase, elevation in ALT or AST at or above 3x
ULN occurred in 5% and 3% of patients, respectively in the ACTEMRA-IV group and in 0% of placebo
patients.

In the open label extension over an average duration of 73 weeks of treatment, the elevation in ALT or AST at
or above 3x ULN occurred in 13% and 5% of ACTEMRA-1V treated patients, respectively.

Lipids
During routine laboratory monitoring in the 12 week controlled phase, elevation in total cholesterol greater than
1.5x ULN - 2x ULN occurred in 1.5% of the ACTEMRA-IV group and in 0% of placebo patients. Elevation in

LDL greater than 1.5x ULN — 2x ULN occurred in 1.9% of patients in the ACTEMRA-IV group and 0% of the
placebo group.

In the open label extension study over an average duration of 73 weeks of treatment, the pattern and incidence
of elevations in lipid parameters remained consistent with the 12 week controlled study data.

6.9 Clinical Trials Experience in Systemic Juvenile Idiopathic Arthritis Patients Treated with
Subcutaneous ACTEMRA (ACTEMRA-SC)
The safety profile of ACTEMRA-SC was studied in 51 pediatric patients 1 to 17 years of age with SJIA who
had an inadequate clinical response to NSAIDs and corticosteroids. In general, the safety observed for
ACTEMRA administered subcutaneously was consistent with the known safety profile of intravenous
ACTEMRA, with the exception of ISRs where a higher frequency was observed in ACTEMRA-SC treated
SJIA patients compared to PJIA patients and adult RA or GCA patients [see Adverse Reactions (6.2, 6.3 and
6.7)].

Injection Site Reactions (ISRs)
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A total of 41.2% (21/51) SJIA patients experienced ISRs to ACTEMRA-SC. The most common ISRs were
erythema, pruritus, pain, and swelling at the injection site. The majority of ISRs reported were Grade 1 events
and all ISRs reported were non-serious and none required patient withdrawal from treatment or dose
interruption.

Immunogenicity

Forty-six of the 51 (90.2%) patients who were tested for anti-tocilizumab antibodies at baseline had at least one
post-baseline screening assay result. No patient developed positive anti-tocilizumab antibodies post-baseline.

6.10 Clinical Trials Experience in Patients with Cytokine Release Syndrome Treated with Intravenous
ACTEMRA (ACTEMRA-1V)

In a retrospective analysis of pooled outcome data from multiple clinical trials 45 patients were treated with

tocilizumab 8 mg/kg (12 mg/kg for patients less than 30 kg) with or without additional high-dose corticosteroids

for severe or life-threatening CAR T-cell-induced CRS. A median of 1 dose of tocilizumab (range, 1-4 doses)

was administered. No adverse reactions related to tocilizumab were reported [see Clinical Studies (14.10)].

6.11 Clinical Trials Experience in COVID-19 Patients Treated with Intravenous ACTEMRA
(ACTEMRA-IV)
The safety of ACTEMRA in hospitalized COVID-19 patients was evaluated in a pooled safety population that
includes patients enrolled in EMPACTA, COVACTA, AND REMDACTA. The analysis of adverse reactions
included a total of 974 patients exposed to ACTEMRA. Patients received a single, 60-minute infusion of
intravenous ACTEMRA 8 mg/kg (maximum dose of 800 mg). If clinical signs or symptoms worsened or did
not improve, one additional dose of ACTEMRA 8 mg/kg could be administered between 8- 24 hours after the
initial dose.

Adverse reactions summarized in Table 3 occurred in at least 3% of ACTEMRA-treated patients and more
commonly than in patients on placebo in the pooled safety population.

Table 3 Adverse Reactions?® Identified From the Pooled COVID-19 Safety Population
Adverse Reaction ACTEMRA Placebo
8 mg per kg
N =974 N =483
(%) (%)
Hepatic Transaminases increased 10% 8%
Constipation 9% 8%
Urinary tract infection 5% 4%
Hypertension 4% 1%
Hypokalaemia 4% 3%
Anxiety 4% 2%
Diarrhea 4% 2%
Insomnia 4% 3%
Nausea 3% 2%

! Patients are counted once for each category regardless of the number of reactions
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In the pooled safety population, the rates of infection/serious infection events were 30%/19% in patients
receiving ACTEMRA versus 32%/23% receiving placebo.

Laboratory Abnormalities

In the pooled safety population of EMPACTA, COVACTA, and REMDACTA, neutrophil counts <1000
cells/mcl occurred in 3.4% of patients who received ACTEMRA and 0.5% of patients who received placebo.
Platelet counts <50,000 cells/mcl occurred in 3.2% of patients who received ACTEMRA and 1.5% of patients
who received placebo. ALT or AST at or above 5x ULN occurred in 11.7% of patients who received
ACTEMRA and 9.9% of patients who received placebo.

6.12 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of ACTEMRA. Because these
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably
estimate their frequency or establish a causal relationship to drug exposure.

e Hypersensitivity Reactions: Fatal anaphylaxis, Stevens-Johnson Syndrome, Drug Reaction with
Eosinophilia and Systemic Symptoms (DRESS) [see Warnings and Precautions (5.6)]

e Pancreatitis
e Drug-induced liver injury, Hepatitis, Hepatic failure, Jaundice [see Warnings and Precautions (5.3)]

7 DRUG INTERACTIONS
7.1 Concomitant Drugs for Treatment of Adult Indications

In RA patients, population pharmacokinetic analyses did not detect any effect of methotrexate (MTX), non-
steroidal anti-inflammatory drugs or corticosteroids on tocilizumab clearance. Concomitant administration of a
single intravenous dose of 10 mg/kg ACTEMRA with 10-25 mg MTX once weekly had no clinically significant
effect on MTX exposure. ACTEMRA has not been studied in combination with biological DMARDs such as
TNF antagonists [see Dosage and Administration (2.2)].

In GCA patients, no effect of concomitant corticosteroid on tocilizumab exposure was observed.

7.2 Interactions with CYP450 Substrates

Cytochrome P450s in the liver are down-regulated by infection and inflammation stimuli including cytokines
such as IL-6. Inhibition of IL-6 signaling in RA patients treated with tocilizumab may restore CYP450 activities
to higher levels than those in the absence of tocilizumab leading to increased metabolism of drugs that are
CYP450 substrates. In vitro studies showed that tocilizumab has the potential to affect expression of multiple
CYP enzymes including CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6 and CYP3AA4. Its effect on
CYP2C8 or transporters is unknown. In vivo studies with omeprazole, metabolized by CYP2C19 and CYP3A4,
and simvastatin, metabolized by CYP3A4, showed up to a 28% and 57% decrease in exposure one week
following a single dose of ACTEMRA, respectively. The effect of tocilizumab on CYP enzymes may be
clinically relevant for CYP450 substrates with narrow therapeutic index, where the dose is individually
adjusted. Upon initiation or discontinuation of ACTEMRA, in patients being treated with these types of
medicinal products, perform therapeutic monitoring of effect (e.g., warfarin) or drug concentration (e.g.,
cyclosporine or theophylline) and the individual dose of the medicinal product adjusted as needed. Exercise
caution when coadministering ACTEMRA with CYP3A4 substrate drugs where decrease in effectiveness is
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undesirable, e.g., oral contraceptives, lovastatin, atorvastatin, etc. The effect of tocilizumab on CYP450 enzyme
activity may persist for several weeks after stopping therapy [see Clinical Pharmacology (12.3)].

7.3 Live Vaccines
Avoid use of live vaccines concurrently with ACTEMRA [see Warnings and Precautions (5.9)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

The available data with ACTEMRA from a pregnancy exposure registry, retrospective cohort study,
pharmacovigilance, and published literature are insufficient to draw conclusions about a drug-associated risk of
major birth defects, miscarriage, or other adverse maternal or fetal outcomes. These studies had methodological
limitations, including small sample size of tocilizumab exposed groups, missing exposure and outcomes
information, and lack of adjustment for confounders. Monoclonal antibodies, such as tocilizumab, are actively
transported across the placenta during the third trimester of pregnancy and may affect immune response in the
in utero exposed infant [see Clinical Considerations]. In animal reproduction studies, intravenous
administration of tocilizumab to Cynomolgus monkeys during organogenesis caused abortion/embryo-fetal
death at doses 1.25 times and higher than the maximum recommended human dose by the intravenous route of
8 mg per kg every 2 to 4 weeks. The literature in animals suggests that inhibition of IL-6 signaling may
interfere with cervical ripening and dilatation and myometrial contractile activity leading to potential delays of
parturition [see Data]. Based on the animal data, there may be a potential risk to the fetus.

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

Clinical Considerations

Fetal/Neonatal adverse reactions

Monoclonal antibodies are increasingly transported across the placenta as pregnancy progresses, with the largest
amount transferred during the third trimester. Risks and benefits should be considered prior to administering
live or live-attenuated vaccines to infants exposed to ACTEMRA in utero [see Warnings and Precautions 5.9)].

Disease-associated Maternal Risk

Published data suggest that the risk of adverse pregnancy outcomes in women with rheumatoid arthritis is
associated with increased disease activity. Adverse pregnancy outcomes include preterm delivery (before 37
weeks of gestation), low birth weight (less than 2500 g) infants, and small for gestational age at birth.

Data
Animal Data

An embryo-fetal developmental toxicity study was performed in which pregnant Cynomolgus monkeys were
treated intravenously with tocilizumab at daily doses of 2, 10, or 50 mg/ kg during organogenesis from gestation
day (GD) 20-50. Although there was no evidence for a teratogenic/dysmorphogenic effect at any dose,
tocilizumab produced an increase in the incidence of abortion/embryo-fetal death at doses 1.25 times and higher
the MRHD by the intravenous route at maternal intravenous doses of 10 and 50 mg/ kg. Testing of a murine
analogue of tocilizumab in mice did not yield any evidence of harm to offspring during the pre- and postnatal
development phase when dosed at 50 mg/kg intravenously with treatment every three days from implantation
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(GD 6) until post-partum day 21 (weaning). There was no evidence for any functional impairment of the
development and behavior, learning ability, immune competence and fertility of the offspring.

Parturition is associated with significant increases of IL-6 in the cervix and myometrium. The literature suggests
that inhibition of IL-6 signaling may interfere with cervical ripening and dilatation and myometrial contractile
activity leading to potential delays of parturition. For mice deficient in IL-6 (1167 null mice), parturition was
delayed relative to wild-type (116*'*) mice. Administration of recombinant IL-6 to 1167 null mice restored the
normal timing of delivery.

8.2 Lactation
Risk Summary

No information is available on the presence of tocilizumab in human milk, the effects of the drug on the
breastfed infant, or the effects of the drug on milk production. Maternal immunoglobulin G (1gG) is present in
human milk. If tocilizumab is transferred into human milk, the effects of local exposure in the gastrointestinal
tract and potential limited systemic exposure in the infant to tocilizumab are unknown. The lack of clinical data
during lactation precludes clear determination of the risk of ACTEMRA to an infant during lactation; therefore
the developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for ACTEMRA and the potential adverse effects on the breastfed child from tocilizumab or from the
underlying maternal condition.

8.4 Pediatric Use
ACTEMRA by intravenous use is indicated for the treatment of pediatric patients with:

e Active systemic juvenile idiopathic arthritis in patients 2 years of age and older

e Active polyarticular juvenile idiopathic arthritis in patients 2 years of age and older

e Severe or life-threatening CAR T cell-induced cytokine release syndrome (CRS) in patients 2 years of age
and older.

ACTEMRA by subcutaneous use is indicated for the treatment of pediatric patients with:

e Active polyarticular juvenile idiopathic arthritis in patients 2 years of age and older
e Active systemic juvenile idiopathic arthritis in patients 2 years of age and older

The safety and effectiveness of ACTEMRA in pediatric patients with conditions other than PJIA, SJIA or CRS
have not been established. The safety and effectiveness in pediatric patients below the age of 2 have not been
established in PJIA, SJIA, or CRS.

Systemic Juvenile Idiopathic Arthritis — Intravenous Use

A multicenter, open-label, single arm study to evaluate the PK, safety and exploratory PD and efficacy of
ACTEMRA over 12-weeks in SJIA patients (N=11) under 2 years of age was conducted. Patients received
intravenous ACTEMRA 12 mg/kg every two weeks. Concurrent use of stable background treatment with
corticosteroids, MTX, and/or non-steroidal anti-inflammatory drugs was permitted. Patients who completed the
12-week period could continue to the optional extension period (a total of 52-weeks or until the age of 2 years,
whichever was longer).

The primary PK endpoints (Cmax, Ctrough and AUCoweeks) Of ACTEMRA at steady-state in this study were within
the ranges of these parameters observed in patients with SJIA aged 2 to 17 years.

The safety and immunogenicity of ACTEMRA for patients with SJIA under 2 years of age was assessed
descriptively. SAEs, AEs leading to discontinuation, and infectious AEs were reported by 27.3%, 36.4%, and
81.8% of patients. Six patients (54.5%) experienced hypersensitivity reactions, defined as all adverse events
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occurring during or within 24 hours after an infusion considered related to ACTEMRA. Three of these patients
experienced serious hypersensitivity reactions and were withdrawn from the study. Three patients with
hypersensitivity reactions (two with serious hypersensitivity reactions) developed treatment induced anti-
tocilizumab antibodies after the event. There were no cases of MAS based on the protocol-specified criteria, but
2 cases of suspected MAS based on Ravelli criteria®.

Cytokine Release Syndrome — Intravenous Use

In the retrospective analysis of pooled outcome data for patients treated with ACTEMRA for CAR T cell-
induced CRS, 25 patients were children (2 years up to 12 years of age), and 17 patients were adolescents (12
years up to 18 years of age). There were no differences between the pediatric patients and the adults for safety
or efficacy.

8.5 Geriatric Use

Of the 2644 patients who received ACTEMRA in Studies | to V [see Clinical Studies (14)], a total of

435 rheumatoid arthritis patients were 65 years of age and older, including 50 patients 75 years and older. Of
the 1069 patients who received ACTEMRA-SC in studies SC-I and SC-11 there were 295 patients 65 years of
age and older, including 41 patients 75 years and older. The frequency of serious infection among ACTEMRA
treated subjects 65 years of age and older was higher than those under the age of 65. As there is a higher
incidence of infections in the elderly population in general, caution should be used when treating the elderly.

Clinical studies that included ACTEMRA for CRS did not include sufficient numbers of patients aged 65 and
over to determine whether they respond differently from younger patients.

In the EMPACTA, COVACTA, and REMDACTA studies, of the 974 COVID-19 patients in the ACTEMRA
arm, 375 (39%) were 65 years of age or older. No overall differences in safety or effectiveness of ACTEMRA
were observed between patients 65 years of age and older and those under the age of 65 years of age in these
studies [see Adverse Reactions (6.1) and Clinical Studies (14.11)].

In the RECOVERY study, of the 2022 COVID-19 patients in the ACTEMRA arm, 930 (46%) were 65 years of
age or older. No overall differences in effectiveness of ACTEMRA were observed between patients 65 years of
age and older and those under the age 65 years of age in this study [see Clinical Studies (14.11)].

8.6 Hepatic Impairment

The safety and efficacy of ACTEMRA have not been studied in patients with hepatic impairment, including
patients with positive HBV and HCV serology [see Warnings and Precautions (5.8)].

8.7 Renal Impairment
No dose adjustment is required in patients with mild or moderate renal impairment. ACTEMRA has not been
studied in patients with severe renal impairment [see Clinical Pharmacology (12.3)].

9 DRUG ABUSE AND DEPENDENCE

No studies on the potential for ACTEMRA to cause dependence have been performed. However, there is no
evidence from the available data that ACTEMRA treatment results in dependence.

L Ravelli A, Minoia F, Davi S on behalf of the Paediatric Rheumatology International Trials Organisation,
the Childhood Arthritis and Rheumatology Research Alliance, the Pediatric Rheumatology Collaborative
Study Group, and the Histiocyte Society, et al. 2016 Classification Criteria for Macrophage Activation
Syndrome Complicating Systemic Juvenile Idiopathic Arthritis. Annals of the Rheumatic Diseases
2016;75:481-489.
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10 OVERDOSAGE

There are limited data available on overdoses with ACTEMRA. One case of accidental overdose was reported
with intravenous ACTEMRA in which a patient with multiple myeloma received a dose of 40 mg per kg. No
adverse drug reactions were observed. No serious adverse drug reactions were observed in healthy volunteers
who received single doses of up to 28 mg per kg, although all 5 patients at the highest dose of 28 mg per kg
developed dose-limiting neutropenia.

In case of an overdose, it is recommended that the patient be monitored for signs and symptoms of adverse
reactions. Patients who develop adverse reactions should receive appropriate symptomatic treatment.

11 DESCRIPTION

Tocilizumab is a recombinant humanized anti-human interleukin 6 (IL-6) receptor monoclonal antibody of the
immunoglobulin IgG1x (gamma 1, kappa) subclass with a typical HoL> polypeptide structure. Each light chain
and heavy chain consists of 214 and 448 amino acids, respectively. The four polypeptide chains are linked intra-
and inter-molecularly by disulfide bonds. ACTEMRA has a molecular weight of approximately 148 kDa. The
antibody is produced in mammalian (Chinese hamster ovary) cells.

Intravenous Infusion

ACTEMRA (tocilizumab) injection is a sterile, clear, colorless to pale yellow, preservative-free solution for
further dilution prior to intravenous infusion with a pH of approximately 6.5. Each single-dose vial, formulated
with a disodium phosphate dodecahydrate/sodium dihydrogen phosphate dihydrate buffered solution, is available
at a concentration of 20 mg/mL containing 80 mg/4 mL, 200 mg/10 mL, or 400 mg/20 mL of ACTEMRA. Each
mL of solution contains polysorbate 80 (0.5 mg), sucrose (50 mg), and Water for Injection, USP.

Subcutaneous Injection

ACTEMRA (tocilizumab) injection is a sterile, clear, colorless to slightly yellowish, preservative-free, histidine
buffered solution for subcutaneous use with a pH of approximately 6.0.

It is supplied in a ready-to-use, single-dose 0.9 mL prefilled syringe (PFS) with a needle safety device or a
ready-to-use, single-dose 0.9 mL autoinjector that delivers 162 mg tocilizumab, L-arginine hydrochloride
(19 mg), L-histidine (1.52 mg), L-histidine hydrochloride monohydrate (1.74 mg), L-methionine (4.03 mg),
polysorbate 80 (0.18 mg), and Water for Injection, USP.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Tocilizumab binds to both soluble and membrane-bound IL-6 receptors (sIL-6R and mIL-6R), and has been
shown to inhibit IL-6-mediated signaling through these receptors. IL-6 is a pleiotropic pro-inflammatory
cytokine produced by a variety of cell types including T- and B-cells, lymphocytes, monocytes and fibroblasts.
IL-6 has been shown to be involved in diverse physiological processes such as T-cell activation, induction of
immunoglobulin secretion, initiation of hepatic acute phase protein synthesis, and stimulation of hematopoietic
precursor cell proliferation and differentiation. I1L-6 is also produced by synovial and endothelial cells leading to
local production of IL-6 in joints affected by inflammatory processes such as rheumatoid arthritis.

12.2 Pharmacodynamics

In clinical studies in RA patients with the 4 mg per kg and 8 mg per kg intravenous doses or the 162 mg weekly
and every other weekly subcutaneous doses of ACTEMRA, decreases in levels of C-reactive protein (CRP) to
within normal ranges were seen as early as week 2. Changes in pharmacodynamic parameters were observed
(i.e., decreases in rheumatoid factor, erythrocyte sedimentation rate (ESR), serum amyloid A, fibrinogen and
increases in hemoglobin) with doses, however the greatest improvements were observed with 8 mg per kg
ACTEMRA. Pharmacodynamic changes were also observed to occur after ACTEMRA administration in GCA,
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SSc-ILD, PJIA, and SJIA patients (decreases in CRP, ESR, and increases in hemoglobin). The relationship
between these pharmacodynamic findings and clinical efficacy is not known.

In healthy subjects administered ACTEMRA in doses from 2 to 28 mg per kg intravenously and 81 to 162 mg
subcutaneously, absolute neutrophil counts decreased to the nadir 3 to 5 days following ACTEMRA
administration. Thereafter, neutrophils recovered towards baseline in a dose dependent manner. Rheumatoid
arthritis and GCA patients demonstrated a similar pattern of absolute neutrophil counts following ACTEMRA
administration [see Warnings and Precautions (5.4)].

12.3 Pharmacokinetics

PK of tocilizumab is characterized by nonlinear elimination which is a combination of linear clearance and
Michaelis-Menten elimination. The nonlinear part of tocilizumab elimination leads to an increase in exposure
that is more than dose-proportional. The pharmacokinetic parameters of tocilizumab do not change with time.
Due to the dependence of total clearance on tocilizumab serum concentrations, the half-life of tocilizumab is
also concentration-dependent and varies depending on the serum concentration level. Population
pharmacokinetic analyses in any patient population tested so far indicate no relationship between apparent
clearance and the presence of anti-drug antibodies.

Rheumatoid Arthritis - Intravenous and Subcutaneous Administration

The pharmacokinetics in healthy subjects and RA patients suggest that PK is similar between the two
populations.

The population PK model was developed from an analysis dataset composed of an 1V dataset of 1793 patients
from Study I, Study Ill, Study IV, and Study V, and from an IV and SC dataset of 1759 patients from Studies
SC-1 and SC-11. Crean is included in place of AUCtay, Since for dosing regimens with different inter-dose
intervals, the mean concentration over the dosing period characterizes the comparative exposure better than
AUCa.

At high serum concentrations, when total clearance of tocilizumab is dominated by linear clearance, a terminal
half-life of approximately 21.5 days was derived from the population parameter estimates.

For doses of 4 mg/kg tocilizumab given every 4 weeks intravenously, the estimated median (range) Cmax, Ctrough,
and Cean Of tocilizumab at steady state were 86.1 (44.8-202) mcg/mL, 0.1 (0.0-14.6) mcg/mL, and 18.0 (8.9—
50.7) mcg/mL, respectively. For doses of 8 mg/kg tocilizumab given every 4 weeks intravenously, the estimated
median (range) Cmax, Ctrough, and Cmean Of tocilizumab were 176 (75.4-557) mcg/mL, 13.4 (0.1-154) mcg/mL,
and 54.0 (17-260) mcg/mL, respectively. Cmax increased dose-proportionally between doses of 4 and 8 mg/kg
IV every 4 weeks, while a greater than dose-proportional increase was observed in Cmean and Cirough. At steady-
state, Cmean and Cirough Were 3.0 and 134 fold higher at 8 mg/kg as compared to 4 mg/kg, respectively.

The accumulation ratios for AUC and Cmax after multiple doses of 4 and 8 mg/kg 1V Q4W are low, while the
accumulation ratios for Ciough are higher (2.62 and 2.47, respectively). For Cmax, greater than 90% of the steady-
state value was reached after the 1st IV infusion. For AUCtau and Cmean, 90% of the steady-state value was
reached after the 1st and 3rd infusion for 4 mg/kg and 8 mg/kg IV, while for Ciougn, approximately 90% of the
steady-state value was reached after the 4th IV infusion after both doses.

For doses of 162 mg given every other week subcutaneously, the estimated median (range) steady-state Cmax,
Ctrough, and Crean Of tocilizumab were 12.1 (0.4-49.3) mcg/mL, 4.1 (0.0-34.2) mcg/mL, and 9.2 (0.2—
43.6) mcg/mL, respectively.

For doses of 162 mg given every week subcutaneously, the estimated median (range) steady-state Cmax, Ctrough,
and Cpnean Of tocilizumab were 49.8 (3—150) mcg/mL, 42.9 (1.3-144) mcg/mL, and 47.3 (2.4-147) mcg/mL,
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respectively. Exposures after the 162 mg SC QW regimen were greater by 5.1 (Cmean) to 10.5 fold (Ctrough)
compared to the 162 mg SC Q2W regimen.

Accumulation ratios after multiple doses of either SC regimen were higher than after IV regimen with the
highest ratios for Cirough (6.02 and 6.30, for 162 mg SC Q2W and 162 mg SC QW, respectively). The higher
accumulation for Cough Was expected based on the nonlinear clearance contribution at lower concentrations. For
Cmax, greater than 90% of the steady-state value was reached after the 5th SC and the 12th SC injection with the
Q2W and QW regimens, respectively. For AUCtay and Cmean, 90% of the steady-state value was reached after
the 6th and 12th injections for the 162 mg SC Q2W and QW regimens, respectively. For Ciough, approximately
90% of the steady-state value was reached after the 6th and 12th injections for the 162 mg SC Q2W and QW
regimens, respectively.

Population PK analysis identified body weight as a significant covariate impacting the pharmacokinetics of
tocilizumab. When given IV on a mg/kg basis, individuals with body weight > 100 kg are predicted to have
mean steady-state exposures higher than mean values for the patient population. Therefore, tocilizumab doses
exceeding 800 mg per infusion are not recommended in patients with RA [see Dosage and Administration
(2.2)]. Due to the flat dosing employed for SC administration of tocilizumab, no modifications are necessary by
this dosing route.

Giant Cell Arteritis — Subcutaneous and Intravenous Administration

The pharmacokinetics of tocilizumab SC in GCA patients was determined using a population pharmacokinetic
analysis on a dataset composed of 149 GCA patients treated with 162 mg subcutaneously every week or with
162 mg subcutaneously every other week.

For the 162 mg every week dose, the estimated median (range) steady-state Cmax, Ctrough and Cmean Of
tocilizumab SC were 72.1 (12.2-151) mcg/mL, 67.2 (10.7-145) mcg/mL, and 70.6 (11.7-149) mcg/mL,
respectively. The accumulation ratios for Cmean 0r AUCtau, Ctrough, and Cmax Were 10.9, 9.6, and 8.9, respectively.
Steady state was reached after 17 weeks. For the 162 mg every other week dose, the estimated median (range)
steady-state Cmax, Ctrough, @0 Cmean OF tocilizumab were 17.2 (1.1-56.2) mcg/mL, 7.7 (0.1-37.3) mcg/mL, and
13.7 (0.5-49) mcg/mL, respectively. The accumulation ratios for Cmean 0r AUCtau, Cirough, and Cmax Were 2.8,
5.6, and 2.3 respectively. Steady-state was reached after 14 weeks.

The pharmacokinetics of tocilizumab 1V in GCA patients was characterized by a non-compartmental
pharmacokinetic analysis which included 22 patients treated with 6 mg/kg intravenously every 4 weeks for 20
weeks. The median (range) Cmax, Ctrough ahd Cmean Of tocilizumab at steady state were 178 (115-320) mcg/mL,
22.7 (3.38-54.5) mcg/mL and 57.5 (32.9-110) mcg/mL, respectively. Steady state trough concentrations were
within the range observed in GCA patients treated with 162 mg TCZ SC administered every week or every
other week.

Based on pharmacokinetic exposure and extrapolation between RA and GCA patients, when given IV on a
mg/kg basis, tocilizumab doses exceeding 600 mg per infusion are not recommended in patients with GCA [see
Dosage and Administration (2.3)].

Systemic Sclerosis-Associated Interstitial Lung Disease — Subcutaneous Administration

The pharmacokinetics of tocilizumab in SSc-ILD patients was determined using a population pharmacokinetic
analysis on a dataset composed of 66 SSc-ILD patients treated with 162 mg tocilizumab SC every week.

The estimated median (range) steady-state Cmax, Ctrough and Cmean Of tocilizumab were 52.5 (14.8-121) mcg/mL,
47.2 (10.8-114) mcg/mL, and 50.4 (13.4-119) mcg/mL, respectively. The accumulation ratios for Cmean Or
AUCtay, Ctrough, and Cmax Were 7.11, 6.56, and 5.89, respectively. Steady-state was reached after 13 weeks.
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Polyarticular Juvenile Idiopathic Arthritis — Intravenous and Subcutaneous Administration

The pharmacokinetics of tocilizumab (TCZ) in PJIA patients was characterized by a population
pharmacokinetic analysis which included 188 patients who were treated with TCZ IV or 52 patients treated with
TCZ SC.

For doses of 8 mg/kg tocilizumab (patients with a body weight at or above 30 kg) given every 4 weeks
intravenously, the estimated median (range) Cmax, Ctrough, and Cmean Of tocilizumab at steady state were 181
(114-331) mcg/mL, 3.28 (0.02-35.4) mcg/mL, and 38.6 (22.2-83.8) mcg/mL, respectively. For doses of 10
mg/kg tocilizumab (patients with a body weight less than 30 kg) given every 4 weeks intravenously, the
estimated median (range) Cmax, Ctrough, and Cmean OF tocilizumab were 167 (125-220) mcg/mL, 0.35 (0—
11.8) mcg/mL, and 30.8 (16.0-48.0) mcg/mL, respectively.

The accumulation ratios were 1.05 and 1.16 for AUCaweeks, and 1.43 and 2.22 for Cirougn for 10 mg/kg (BW less
than 30 kg) and 8 mg/kg (BW at or above 30 kg) intravenous doses, respectively. No accumulation for Cmax was
observed. Following 10 mg/kg and 8 mg/kg TCZ IV every 4 weeks doses in PJIA patients (aged 2 to 17 years),
steady state concentrations (trough and average) were within the range of exposures in adult RA patients
following 4 mg/kg and 8 mg/kg every 4 weeks, and steady state peak concentrations in PJIA patients were
comparable to those following 8 mg/kg every 4 weeks in adult RA patients.

For doses of 162 mg tocilizumab (patients with a body weight at or above 30 kg) given every 2 weeks
subcutaneously, the estimated median (range) Cmax, Ctrough, and Cmean Of tocilizumab were 29.7 (7.56—

50.3) mcg/mL, 12.7 (0.19-23.8) mcg/mL, and 23.0 (3.86-36.9) mcg/mL, respectively. For doses of 162 mg
tocilizumab (patients with a body weight less than 30 kg) given every 3 weeks subcutaneously, the estimated
median (range) Cmax, Ctrough, and Cmean Of tocilizumab were 62.4 (39.4-121) mcg/mL, 13.4 (0.21-52.3) mcg/mL,
and 35.7 (17.4-91.8) mcg/mL, respectively.

The accumulation ratios were 1.46 and 2.04 for AUCaweeks, 2.08 and 3.58 for Ciough, and 1.32 and 1.72 for Crax,
for 162 mg given every 3 weeks (BW less than 30 kg) and 162 mg given every 2 weeks (BW at or above 30 kg)
subcutaneous doses, respectively. Following subcutaneous dosing, steady state Ciough Was comparable for
patients in the two body weight groups, while steady-state Cmax and Cmean Were higher for patients in the less
than 30 kg group compared to the group at or above 30 kg. All patients treated with TCZ SC had steady-state
Ctrough at or higher than that achieved with TCZ 1V across the spectrum of body weights. The average and
trough concentrations in patients after subcutaneous dosing were within the range of those achieved in adult
patients with RA following the subcutaneous administration of the recommended regimens.

Systemic Juvenile Idiopathic Arthritis — Intravenous and Subcutaneous Administration

The pharmacokinetics of tocilizumab (TCZ) in SJIA patients was characterized by a population
pharmacokinetic analysis which included 89 patients who were treated with TCZ IV or 51 patients treated with
TCZ SC.

For doses of 8 mg/kg tocilizumab (patients with a body weight at or above 30 kg) given every 2 weeks
intravenously, the estimated median (range) Cmax, Ctrough, 8nd Cmean OF tocilizumab were 253 (120—

404) mcg/mL, 70.7 (5.26-127) mcg/mL, and 117 (37.6-199) mcg/mL, respectively. For doses of 12 mg/kg
tocilizumab (patients with a body weight less than 30 kg) given every 2 weeks intravenously, the estimated
median (range) Cmax, Ctrough, @Nd Cmean Of tocilizumab were 274 (149-444) mcg/mL, 65.9 (19.0-135) mcg/mL,
and 124 (60-194) mcg/mL, respectively.

The accumulation ratios were 1.95 and 2.01 for AUCaweeks, and 3.41 and 3.20 for Cirougn for 12 mg/kg (BW less
than 30 kg) and 8 mg/kg (BW at or above 30 kg) intravenous doses, respectively. Accumulation data for Cmax
were 1.37 and 1.42 for 12 mg/kg (BW less than 30 kg) and 8 mg/kg (BW at or above 30 kg) intravenous doses,
respectively. Following every other week dosing with tocilizumab 1V, steady state was reached by 8 weeks for
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both body weight groups. Mean estimated tocilizumab exposure parameters were similar between the two dose
groups defined by body weight.

For doses of 162 mg tocilizumab (patients with a body weight at or above 30 kg) given every week
subcutaneously, the estimated median (range) Cmax, Ctrough, and Cmean Of tocilizumab were 89.8 (26.4—

190) mcg/mL, 72.4 (19.5-158) mcg/mL, and 82.4 (23.9-169) mcg/mL, respectively. For doses of 162 mg
tocilizumab (patients with a body weight less than 30 kg) given every 2 weeks subcutaneously, the estimated
median (range) Cmax, Ctrough, @nd Cmean Of tocilizumab were 127 (51.7-266) mcg/mL, 64.2 (16.6-136) mcg/mL,
and 92.7 (38.5-199) mcg/mL, respectively.

The accumulation ratios were 2.27 and 4.28 for AUCaweeks, 3.21 and 4.39 for Cirough, and 1.88 and 3.66 for Cmax,
for 162 mg given every 2 weeks (BW less than 30 kg) and 162 mg given every week (BW at or above 30 kg)
subcutaneous doses, respectively. Following subcutaneous dosing, steady state was reached by 12 weeks for
both body weight groups. All patients treated with tocilizumab SC had steady-state Cmax lower than that
achieved with tocilizumab 1V across the spectrum of body weights. Trough and mean concentrations in patients
after SC dosing were similar to those achieved with tocilizumab IV across body weights.

COVID-19 -Intravenous Administration

The pharmacokinetics of tocilizumab in COVID-19 patients was characterized by a population pharmacokinetic
analysis of a dataset composed of 380 adult patients treated with tocilizumab 8mg/kg intravenously (V) in the
COVACTA study [see Clinical Studies (14.11)] and another clinical study.

For one dose of 8 mg/kg tocilizumab 1V, the estimated median (range) Cmax and Caay2g Of tocilizumab were 151
(77.5-319) mcg/mL and 0.229 (0.00119-19.4) mcg/mL, respectively. For two doses of 8 mg/kg tocilizumab 1V
separated by at least 8 hours, the estimated median (range) Cmax and Cqay2g Of tocilizumab was 290 (152-604)
mcg/mL and 7.04 (0.00474-54.8) mcg/mL, respectively. The weight-tiered dosing used in RECOVERY study,
800 mg for patients >90 kg, 600 mg for patients >65 and <90 kg, 400 mg for patients >40 and <65 kg, and
8mg/kg for patients <40 kg, is comparable to 8 mg/kg dosing and is expected to have similar exposure.

Absorption
Following subcutaneous dosing, the absorption half-life was around 4 days in RA and GCA patients and 3 days in
SSc-ILD patients. The bioavailability for the subcutaneous formulation was 80%.

Following subcutaneous dosing in PJIA patients, the absorption half-life was around 2 days, and the
bioavailability for the subcutaneous formulation in PJIA patients was 96%.

Following subcutaneous dosing in SJIA patients, the absorption half-life was around 2 days, and the
bioavailability for the SC formulation in SJIA patients was 95%.

In RA patients the median values of Tmax were 2.8 days after the tocilizumab every week dose and 4.7 days after
the tocilizumab every other week dose.

In GCA patients, the median values of Tmax were 3 days after the tocilizumab every week dose and 4.5 days
after the tocilizumab every other week dose.

In SSc-ILD patients, the median value of Tmax was 2.8 days after the tocilizumab every week dose.

Distribution

Following intravenous dosing, tocilizumab undergoes biphasic elimination from the circulation. In rheumatoid
arthritis patients the central volume of distribution was 3.5 L and the peripheral volume of distribution was
2.9 L, resulting in a volume of distribution at steady state of 6.4 L.
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In GCA patients, the central volume of distribution was 4.09 L, the peripheral volume of distribution was 3.37 L
resulting in a volume of distribution at steady state of 7.46 L.

In SSc-ILD patients, the central volume of distribution was 4.16 L, the peripheral volume of distribution was
2.58 L resulting in a volume of distribution at steady state of 6.74 L.

In pediatric patients with PJIA, the central volume of distribution was 1.98 L, the peripheral volume of
distribution was 2.1 L, resulting in a volume of distribution at steady state of 4.08 L.

In pediatric patients with SJIA, the central volume of distribution was 1.87 L, the peripheral volume of
distribution was 2.14 L resulting in a volume of distribution at steady state of 4.01 L.

In COVID-19 patients treated with one or two infusions of tocilizumab 8 mg/kg intravenously separated by 8
hours, the estimated central volume of distribution was 4.52 L, and the estimated peripheral volume of
distribution was 4.23 L, resulting in a volume of distribution of 8.75 L.

Elimination

ACTEMRA is eliminated by a combination of linear clearance and nonlinear elimination. The concentration-
dependent nonlinear elimination plays a major role at low tocilizumab concentrations. Once the nonlinear
pathway is saturated, at higher tocilizumab concentrations, clearance is mainly determined by the linear
clearance. The saturation of the nonlinear elimination leads to an increase in exposure that is more than dose-
proportional. The pharmacokinetic parameters of ACTEMRA do not change with time.

Population pharmacokinetic analyses in any patient population tested so far indicate no relationship between
apparent clearance and the presence of anti-drug antibodies.

The linear clearance in the population pharmacokinetic analysis was estimated to be 12.5 mL per hin RA
patients, 6.7 mL per h in GCA patients, 8.8 mL per h in SSc-ILD patients, 5.8 mL per h in pediatric patients
with PJIA, and 5.7 mL per h in pediatric patients with SJIA. In COVID-19 patients, serum concentrations were
below the limit of quantification after 35 days on average following one infusion of tocilizumab 8 mg/kg
intravenously. The average linear clearance in the population pharmacokinetic analysis was estimated to be 17.6
mL per hour in patients with baseline ordinal scale category 3 (OS 3, patients requiring supplemental oxygen),
22.5 mL per hour in patients with baseline OS 4 (patients requiring high-flow oxygen or non-invasive
ventilation), 29 mL per hour in patients with baseline OS 5 (patients requiring mechanical ventilation), and 35.4
mL per hour in patients with baseline OS 6 (patients requiring extracorporeal membrane oxygenation (ECMO)
or mechanical ventilation and additional organ support).

Due to the dependence of total clearance on ACTEMRA serum concentrations, the half-life of ACTEMRA is
also concentration-dependent and varies depending on the serum concentration level.

For intravenous administration in RA patients, the concentration-dependent apparent ti/2 is up to 11 days for 4
mg per kg and up to 13 days for 8 mg per kg every 4 weeks in patients with RA at steady-state. For
subcutaneous administration in RA patients, the concentration-dependent apparent ty/ is up to 13 days for 162
mg every week and 5 days for 162 mg every other week in patients with RA at steady-state.

In GCA patients at steady state, the effective ti» of tocilizumab varied between 18.3 and 18.9 days for 162 mg
subcutaneously every week dosing regimen and between 4.2 and 7.9 days for 162 mg subcutaneously every
other week dosing regimen. For intravenous administration in GCA patients, the TCZ concentration-dependent
apparent ty> was 13.2 days following 6 mg/kg every 4 weeks.

In SSc-ILD patients at steady state, the effective t1 of tocilizumab varied between 12.1 and 13.0 days for the
162 mg subcutaneous every week dosing regimen.
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The ty2 of tocilizumab in children with PJIA is up to 17 days for the two body weight categories (8 mg/kg for
body weight at or above 30 kg or 10 mg/kg for body weight below 30 kg) during a dosing interval at steady
state. For subcutaneous administration, the t1> of tocilizumab in PJIA patients is up to 10 days for the two body
weight categories (every other week regimen for body weight at or above 30 kg or every 3 week regimen for
body weight less than 30 kg) during a dosing interval at steady state.

The ty2 of tocilizumab intravenous in pediatric patients with SJIA is up to 16 days for the two body weight
categories (8 mg/kg for body weight at or above 30 kg and 12 mg/kg for body weight below 30 kg every other
week) during a dosing interval at steady-state. Following subcutaneous administration, the effective ty, of
tocilizumab subcutaneous in SJIA patients is up to 14 days for both the body weight categories (162 mg every
week for body weight at or above 30 kg and 162 mg every two weeks for body weight below 30 kg) during a
dosing interval at steady state.

Specific Populations

Population pharmacokinetic analyses in adult rheumatoid arthritis patients and GCA patients showed that age,
gender and race did not affect the pharmacokinetics of tocilizumab. Linear clearance was found to increase with
body size. In RA patients, the body weight-based dose (8 mg per kg) resulted in approximately 86% higher
exposure in patients who are greater than 100 kg in comparison to patients who are less than 60 kg. There was
an inverse relationship between tocilizumab exposure and body weight for flat dose subcutaneous regimens.

In GCA patients treated with ACTEMRA-SC, higher exposure was observed in patients with lower body
weight. For the 162 mg every week subcutaneous dosing regimen, the steady-state Cmean Was 51% higher in
patients with body weight less than 60 kg compared to patients weighing between 60 to 100 kg. For the 162 mg
every other week subcutaneous regimen, the steady-state Cmean Was 129% higher in patients with body weight
less than 60 kg compared to patients weighing between 60 to 100 kg. There is limited data for patients above
100 kg (n=7).

In COVID-19 patients, exposure following body-weight-based intravenous dosing (8 mg per kg tocilizumab up
to 100 kg body weight with a maximum dose of 800 mg) was dependent on body weight and disease severity
assessed by an ordinal scale (OS). Within an OS category, compared to patients with a mean body weight of 80
kg, exposure was 20% lower in patients weighing less than 60 kg. Exposure in patients weighing more than 100
kg was in the same range as exposure in patients with a mean body weight of 80 kg. For an 80 kg patient,
exposure decreases as OS category increases; for each category increase, exposure decreases by 13%.

Patients with Hepatic Impairment
No formal study of the effect of hepatic impairment on the pharmacokinetics of tocilizumab was conducted.

Patients with Renal Impairment
No formal study of the effect of renal impairment on the pharmacokinetics of tocilizumab was conducted.

Most of the RA, GCA, and SSc-ILD patients in the population pharmacokinetic analysis had normal renal
function or mild renal impairment. Mild renal impairment (estimated creatinine clearance less than 80 mL per
min and at or above 50 mL per min based on Cockcroft-Gault formula) did not impact the pharmacokinetics of
tocilizumab.

Approximately one-third of the patients in the ACTEMRA-SC GCA clinical trial had moderate renal impairment
at baseline (estimated creatinine clearance of 30-59 mL/min). No impact on tocilizumab exposure was noted in
these patients.

No dose adjustment is required in patients with mild or moderate renal impairment.
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Drug Interaction Studies

In vitro data suggested that IL-6 reduced mRNA expression for several CYP450 isoenzymes including CYP1A2,
CYP2B6, CYP2C9, CYP2C19, CYP2D6 and CYP3A4, and this reduced expression was reversed by co-
incubation with tocilizumab at clinically relevant concentrations. Accordingly, inhibition of IL-6 signaling in RA
patients treated with tocilizumab may restore CYP450 activities to higher levels than those in the absence of
tocilizumab leading to increased metabolism of drugs that are CYP450 substrates. Its effect on CYP2C8 or
transporters (e.g., P-gp) is unknown. This is clinically relevant for CYP450 substrates with a narrow therapeutic
index, where the dose is individually adjusted. Upon initiation of ACTEMRA, in patients being treated with these
types of medicinal products, therapeutic monitoring of the effect (e.g., warfarin) or drug concentration (e.g.,
cyclosporine or theophylline) should be performed and the individual dose of the medicinal product adjusted as
needed. Caution should be exercised when ACTEMRA is coadministered with drugs where decrease in
effectiveness is undesirable, e.g., oral contraceptives (CYP3A4 substrates) [see Drug Interactions (7.2)].

Simvastatin

Simvastatin is a CYP3A4 and OATP1B1 substrate. In 12 RA patients not treated with ACTEMRA, receiving
40 mg simvastatin, exposures of simvastatin and its metabolite, simvastatin acid, was 4- to 10-fold and 2-fold
higher, respectively, than the exposures observed in healthy subjects. One week following administration of a
single infusion of ACTEMRA (10 mg per kg), exposure of simvastatin and simvastatin acid decreased by 57%
and 39%, respectively, to exposures that were similar or slightly higher than those observed in healthy subjects.
Exposures of simvastatin and simvastatin acid increased upon withdrawal of ACTEMRA in RA patients.
Selection of a particular dose of simvastatin in RA patients should take into account the potentially lower
exposures that may result after initiation of ACTEMRA (due to normalization of CYP3A4) or higher exposures
after discontinuation of ACTEMRA.

Omeprazole

Omeprazole is a CYP2C19 and CYP3A4 substrate. In RA patients receiving 10 mg omeprazole, exposure to
omeprazole was approximately 2 fold higher than that observed in healthy subjects. In RA patients receiving
10 mg omeprazole, before and one week after ACTEMRA infusion (8 mg per kg), the omeprazole AUCint
decreased by 12% for poor (N=5) and intermediate metabolizers (N=5) and by 28% for extensive metabolizers
(N=8) and were slightly higher than those observed in healthy subjects.

Dextromethorphan

Dextromethorphan is a CYP2D6 and CYP3A4 substrate. In 13 RA patients receiving 30 mg dextromethorphan,
exposure to dextromethorphan was comparable to that in healthy subjects. However, exposure to its metabolite,
dextrorphan (a CYP3A4 substrate), was a fraction of that observed in healthy subjects. One week following
administration of a single infusion of ACTEMRA (8 mg per kg), dextromethorphan exposure was decreased by
approximately 5%. However, a larger decrease (29%) in dextrorphan levels was noted after ACTEMRA
infusion.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No long-term animal studies have been performed to establish the carcinogenicity potential of tocilizumab.
Literature indicates that the IL-6 pathway can mediate anti-tumor responses by promoting increased immune
cell surveillance of the tumor microenvironment. However, available published evidence also supports that IL-6
signaling through the IL-6 receptor may be involved in pathways that lead to tumorigenesis. The malignancy
risk in humans from an antibody that disrupts signaling through the IL-6 receptor, such as tocilizumab, is
presently unknown.
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Fertility and reproductive performance were unaffected in male and female mice that received a murine
analogue of tocilizumab administered by the intravenous route at a dose of 50 mg/kg every three days.

14 CLINICAL STUDIES
14.1 Rheumatoid Arthritis — Intravenous Administration

The efficacy and safety of intravenously administered ACTEMRA was assessed in five randomized, double-blind,
multicenter studies in patients greater than 18 years with active rheumatoid arthritis diagnosed according to
American College of Rheumatology (ACR) criteria. Patients had at least 8 tender and 6 swollen joints at baseline.
ACTEMRA was given intravenously every 4 weeks as monotherapy (Study 1), in combination with methotrexate
(MTX) (Studies Il and 111) or other disease-modifying anti-rheumatic drugs (DMARDs) (Study V) in patients
with an inadequate response to those drugs, or in combination with MTX in patients with an inadequate response
to TNF antagonists (Study V).

Study I (NCT00109408) evaluated patients with moderate to severe active rheumatoid arthritis who had not been
treated with MTX within 24 weeks prior to randomization, or who had not discontinued previous methotrexate
treatment as a result of clinically important toxic effects or lack of response. In this study, 67% of patients were
MTX-naive, and over 40% of patients had rheumatoid arthritis less than 2 years. Patients received ACTEMRA 8
mg per kg monotherapy or MTX alone (dose titrated over 8 weeks from 7.5 mg to a maximum of 20 mg weekly).
The primary endpoint was the proportion of ACTEMRA patients who achieved an ACR 20 response at Week 24.

Study 11 (NCT00106535) was a 104-week study with an optional 156-week extension phase that evaluated patients
with moderate to severe active rheumatoid arthritis who had an inadequate clinical response to MTX. Patients
received ACTEMRA 8 mg per kg, ACTEMRA 4 mg per kg, or placebo every four weeks, in combination with
MTX (10 to 25 mg weekly). Upon completion of 52-weeks, patients received open-label treatment with
ACTEMRA 8 mg per kg through 104 weeks or they had the option to continue their double-blind treatment if they
maintained a greater than 70% improvement in swollen/tender joint count. Two pre-specified interim analyses at
week 24 and week 52 were conducted. The primary endpoint at week 24 was the proportion of patients who
achieved an ACR 20 response. At weeks 52 and 104, the primary endpoints were change from baseline in
modified total Sharp-Genant score and the area under the curve (AUC) of the change from baseline in HAQ-DI
score.

Study 111 (NCT00106548) evaluated patients with moderate to severe active rheumatoid arthritis who had an
inadequate clinical response to MTX. Patients received ACTEMRA 8 mg per kg, ACTEMRA 4 mg per kg, or
placebo every four weeks, in combination with MTX (10 to 25 mg weekly). The primary endpoint was the
proportion of patients who achieved an ACR 20 response at week 24.

Study IV (NCT00106574) evaluated patients who had an inadequate response to their existing therapy, including
one or more DMARD:s. Patients received ACTEMRA 8 mg per kg or placebo every four weeks, in combination
with the stable DMARDSs. The primary endpoint was the proportion of patients who achieved an ACR 20 response
at week 24.

Study V (NCT00106522) evaluated patients with moderate to severe active rheumatoid arthritis who had an
inadequate clinical response or were intolerant to one or more TNF antagonist therapies. The TNF antagonist
therapy was discontinued prior to randomization. Patients received ACTEMRA 8 mg per kg, ACTEMRA 4 mg
per kg, or placebo every four weeks, in combination with MTX (10 to 25 mg weekly). The primary endpoint was
the proportion of patients who achieved an ACR 20 response at week 24.

Clinical Response

The percentages of intravenous ACTEMRA-treated patients achieving ACR 20, 50 and 70 responses are shown in
Table 4. In all intravenous studies, patients treated with 8 mg per kg ACTEMRA had higher ACR 20, ACR 50,
and ACR 70 response rates versus MTX- or placebo-treated patients at week 24.
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During the 24 week controlled portions of Studies | to V, patients treated with ACTEMRA at a dose of 4 mg per
kg in patients with inadequate response to DMARDs or TNF antagonist therapy had lower response rates
compared to patients treated with ACTEMRA 8 mg per kg.
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Table 4

Clinical Response at Weeks 24 and 52 in Active and Placebo Controlled Trials of Intravenous ACTEMRA
(Percent of Patients)

Percent of Patients

Study | Study 11 Study 111 Study 1V Study V
MTX ACTEMRA | Placebo+ ACTEMRA ACTEMRA | Placebo+ ACTEMRA ACTEMRA Placebo + ACTEMRA Placebo + ACTEMRA ACTEMRA
8 mg per kg MTX 4mgperkg  8mg perkg MTX 4mgperkg 8mg perkg DMARDs 8 mg per kg MTX 4mgperkg 8mg perkg
+ MTX + MTX +MTX +MTX + DMARDs +MTX +MTX
N=284 N=286 N=393 N=399 N=398 N=204 N=213 N=205 N=413 N=803 N=158 N=161 N=170
Response Rate (95% C1)? (95% c?  (95% cI)? (95% cn?  (95% cI1)? (95% CI)? (95% cn?  (95% CI1)?
ACR 20
Week 24 53% 70% 27% 51% 56% 27% 48% 59% 24% 61% 10% 30% 50%
(0.11,0.27) (0.17, 0.29) (0.23,0.35) (0.15,0.32) (0.23,0.41) (0.30, 0.40) (0.15, 0.36) (0.36, 0.56)
Week 52 N/A N/A 25% 47% 56% N/A N/A N/A N/A N/A N/A N/A N/A
(0.15, 0.28) (0.25, 0.38)
ACR 50
Week 24 34% 44% 10% 25% 32% 11% 32% 44% 9% 38% 4% 17% 29%
(0.04, 0.20) (0.09, 0.20) (0.16, 0.28) (0.13,0.29) (0.25,0.41) (0.23,0.33) (0.05, 0.25) (0.21, 0.41)
Week 52 N/A N/A 10% 29% 36% N/A N/A N/A N/A N/A N/A N/A N/A
(0.14,0.25)  (0.21,0.32)
ACR 70
Week 24 15% 28% 2% 11% 13% 2% 12% 22% 3% 21% 1% 5% 12%
(0.07,0.22) (0.03,0.13)  (0.05,0.15) (0.04,0.18)  (0.12,0.27) (0.13,0.21) (-0.06,0.14)  (0.03,0.22)
Week 52 N/A N/A 4% 16% 20% N/A N/A N/A N/A N/A N/A N/A N/A
(0.08,0.17) (0.12,0.21)
Major Clinical
Responses b
Week 52 N/A N/A 1% 4% 7% N/A N/A N/A N/A N/A N/A N/A N/A
(0.01, 0.06) (0.03, 0.09)

a Cl: 95% confidence interval of the weighted difference to placebo adjusted for site (and disease duration for Study | only)
b Major clinical response is defined as achieving an ACR 70 response for a continuous 24 week period
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In study Il, a greater proportion of patients treated with 4 mg per kg and 8 mg per kg ACTEMRA + MTX
achieved a low level of disease activity as measured by a DAS 28-ESR less than 2.6 compared with placebo
+MTX treated patients at week 52. The proportion of ACTEMRA-treated patients achieving DAS 28-ESR less
than 2.6, and the number of residual active joints in these responders in Study Il are shown in 5.

Table 5 Proportion of Patients with DAS28-ESR Less Than 2.6 with Number of Residual Active
Joints in Trials of Intravenous ACTEMRA
Study 11
Placebo + MTX ACTEMRA 4 mg per kg + | ACTEMRA 8 mg per kg
N =393 MTX + MTX
N =399 N =398
DAS28-ESR less than 2.6
Proportion of responders at week 52 (n) 3% (12) 18% (70) 32% (127)
95% confidence interval 0.10,0.19 0.24,0.34
Of responders, proportion with 0 active joints 33% (4) 27% (19) 21% (27)
(n)
Of responders, proportion with 1 active joint 8% (1) 19% (13) 13% (16)
(n)
Of responders, proportion with 2 active joints 25% (3) 13% (9) 20% (25)
(n)
Of responders, proportion with 3 or more 33% (4) 41% (29) 47% (59)
active joints (n)

*n denotes numerator of all the percentage. Denominator is the intent-to-treat population. Not all patients received DAS28

assessments at Week 52.

The results of the components of the ACR response criteria for Studies 111 and V are shown in Table 6. Similar
results to Study 111 were observed in Studies I, Il and 1V.

Table 6 Components of ACR Response at Week 24 in Trials of Intravenous ACTEMRA
Study 111 Study V
ACTEMRA ACTEMRA Placebo + MTX ACTEMRA ACTEMRA Placebo + MTX
4 mg per kg + MTX 8 mg per kg + MTX 4 mg per kg + MTX 8 mg per kg + MTX
N=213 N=205 N=204 N=161 N=170 N=158
Component Baseline Week 242 Baseline Week 242 Baseline | Week | Baseline Week 242 Baseline Week 242 Baseline | Week
(mean) 24 24
Number of 33 19 32 145 33 25 31 21 32 17 30 30
tender joints -7.0 -9.6 -10.8 -15.1
(0-68) (-10.0, -4.1) (-12.6, -6.7) (-14.6, -7.1) (-18.8, -11.4)
Number of 20 10 19.5 8 21 15 19.5 13 19 11 19 18
swollen -4.2 -6.2 -6.2 -7.2
joints (0-66) (-6.1, -2.3) (-8.1,-4.2) (-9.0, -3.5) (-9.9, -4.5)
pain? 61 33 60 30 57 43 63.5 43 65 33 64 48
-11.0 -15.8 -12.4 -23.9
(-17.0, -5.0) (-21.7,-9.9) (-22.1, -2.1) (-33.7,-14.1)
Patient 66 34 65 31 64 45 70 46 70 36 71 51
global -10.9 -14.9 -10.0 -17.4
assessment? (-17.1,-4.8) (-209,-8.9) (-20.3,0.3) (-2738,-7.0)
Physician 64 26 64 23 64 32 66.5 39 66 28 67.5 43
global -5.6 -9.0 -10.5 -18.2
assessment® (-105,-0.8) (-1338,-4.2) (-18.6, -2.5) (-26.3,-10.0)
Disability 1.64 1.01 1.55 0.96 1.55 121 1.67 1.39 1.75 1.34 1.70 1.58
index -0.18 -0.21 -0.25 -0.34
(HAQ)® (-0.34, -0.02) (-0.37, -0.05) (-0.42, -0.09) (-0.51,-0.17)
CRP (mg per 2.79 1.17 2.61 0.25 2.36 1.89 3.11 1.77 2.80 0.28 3.705 3.06
dL) -1.30 -2.156 -1.34 -2.52
(-2.0, -0.59) (-2.86, -1.46) (-2.5,-0.15) (-3.72,-1.32)

aData shown is mean at week 24, difference in adjusted mean change from baseline compared with placebo + MTX at week 24 and
95% confidence interval for that difference

b Visual analog scale: 0 = best, 100 = worst

¢ Health Assessment Questionnaire: 0 = best, 3 = worst; 20 questions; 8 categories: dressing and grooming, arising, eating, walking,
hygiene, reach, grip, and activities
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The percent of ACR 20 responders by visit for Study 11 is shown in Figure 1. Similar response curves were
observed in studies I, 11, IV, and V.

Figure 1 Percent of ACR 20 Responders by Visit for Study 111
(Inadequate Response to MTX)*
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*The same patients may not have responded at each timepoint.

Radiographic Response

In Study II, structural joint damage was assessed radiographically and expressed as change in total Sharp-
Genant score and its components, the erosion score and joint space narrowing score. Radiographs of
hands/wrists and forefeet were obtained at baseline, 24 weeks, 52 weeks, and 104 weeks and scored by readers
unaware of treatments group and visit number. The results from baseline to week 52 are shown in Table 7.
ACTEMRA 4 mg per kg slowed (less than 75% inhibition compared to the control group) and ACTEMRA

8 mg per kg inhibited (at least 75% inhibition compared to the control group) the progression of structural
damage compared to placebo plus MTX at week 52.
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Table 7

Mean Radiographic Change from Baseline to Week 52 in Study Il

Placebo + MTX ACTEMRA ACTEMRA
4 mg per kg + MTX | 8 mg per kg + MTX
N=294 N=343 N=353
Week 52*
Total Sharp-Genant Score, 1.17 0.33 0.25
Mean (SD) (3.14) (1.30) (0.98)
Adjusted Mean -0.83 -0.90
difference** (-1.13,-0.52) (-1.20, -0.59)
(95%ClI)
Erosion Score, Mean (SD) 0.76 0.20 0.15
(2.14) (0.83) (0.77)
Adjusted Mean -0.55 -0.60
difference** (-0.76, -0.34) (-0.80, -0.39)
(95%Cl)
Joint Space Narrowing 0.41 0.13 0.10
Score, Mean (SD) (1.71) (0.72) (0.49)
Adjusted Mean -0.28 -0.30
difference** (-0.44,-0.11) (-0.46, -0.14)
(95%ClI)

* Week 52 analysis employs linearly extrapolated data for patients after escape, withdrawal, or loss to follow up.
** Difference between the adjusted means (ACTEMRA + MTX - Placebo + MTX)
SD = standard deviation

The mean change from baseline to week 104 in Total Sharp-Genant Score for the ACTEMRA 4 mg per kg
groups was 0.47 (SD = 1.47) and for the 8 mg per kg groups was 0.34 (SD = 1.24). By the week 104, most
patients in the control (placebo + MTX) group had crossed over to active treatment, and results are therefore not
included for comparison. Patients in the active groups may have crossed over to the alternate active dose group,
and results are reported per original randomized dose group.

In the placebo group, 66% of patients experienced no radiographic progression (Total Sharp-Genant Score
change < 0) at week 52 compared to 78% and 83% in the ACTEMRA 4 mg per kg and 8 mg per kg,
respectively. Following 104 weeks of treatment, 75% and 83% of patients initially randomized to ACTEMRA
4 mg per kg and 8 mg per kg, respectively, experienced no progression of structural damage compared to 66%
of placebo treated patients.

Health Related Outcomes

In Study II, physical function and disability were assessed using the Health Assessment Questionnaire
Disability Index (HAQ-DI). Both dosing groups of ACTEMRA demonstrated a greater improvement compared
to the placebo group in the AUC of change from baseline in the HAQ-DI through week 52. The mean change
from baseline to week 52 in HAQ-DI was 0.6, 0.5, and 0.4 for ACTEMRA 8 mg per kg, ACTEMRA 4 mg per
kg, and placebo treatment groups, respectively. Sixty-three percent (63%) and sixty percent (60%) of patients in
the ACTEMRA 8 mg per kg and ACTEMRA 4 mg per kg treatment groups, respectively, achieved a clinically
relevant improvement in HAQ-DI (change from baseline of > 0.3 units) at week 52 compared to 53% in the
placebo treatment group.

Other Health-Related Outcomes
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General health status was assessed by the Short Form Health Survey (SF-36) in Studies | — V. Patients receiving
ACTEMRA demonstrated greater improvement from baseline compared to placebo in the Physical Component
Summary (PCS), Mental Component Summary (MCS), and in all 8 domains of the SF-36.

Cardiovascular Outcomes

Study WA25204 (NCT01331837) was a randomized, open-label (sponsor-blinded), 2-arm parallel-group,
multicenter, non-inferiority, cardiovascular (CV) outcomes trial in patients with a diagnosis of moderate to
severe RA. This CV safety study was designed to exclude a moderate increase in CV risk in patients treated
with ACTEMRA compared with a TNF inhibitor standard of care (etanercept).

The study included 3,080 seropositive RA patients with active disease and an inadequate response to non-
biologic disease-modifying anti-rheumatic drugs, who were aged >50 years with at least one additional CV risk
factor beyond RA. Patients were randomized 1:1 to IV ACTEMRA 8 mg/kg Q4W or SC etanercept 50 mg QW
and followed for an average of 3.2 years. The primary endpoint was the comparison of the time-to-first
occurrence of any component of a composite of major adverse CV events (MACE; non-fatal myocardial
infarction, non-fatal stroke, or CV death), with the final intent-to-treat analysis based on a total of

161 confirmed CV events (83/1538 [5.4%] for ACTEMRA; 78/1542 [5.1%)] for etanercept) reviewed by an
independent and blinded adjudication committee.

Non-inferiority of ACTEMRA to etanercept for cardiovascular risk was determined by excluding >80% relative
increase in the risk of MACE. The estimated hazard ratio (HR) for the risk of MACE comparing ACTEMRA to
etanercept was 1.05; 95% CI (0.77, 1.43).

14.2 Rheumatoid Arthritis — Subcutaneous Administration

The efficacy and safety of subcutaneously administered ACTEMRA was assessed in two double-blind, controlled,
multicenter studies in patients with active RA. One study, SC-1 (NCT01194414), was a non-inferiority study that
compared the efficacy and safety of ACTEMRA 162 mg administered every week subcutaneously to 8 mg per kg
intravenously every four weeks. The second study, SC-11 (NCT01232569), was a placebo controlled superiority
study that evaluated the safety and efficacy of ACTEMRA 162 mg administered every other week subcutaneously
to placebo. Both SC-1 and SC-II required patients to be >18 years of age with moderate to severe active
rheumatoid arthritis diagnosed according to ACR criteria who had at least 4 tender and 4 swollen joints at baseline
(SC-I) or at least 8 tender and 6 swollen joints at baseline (SC-11), and an inadequate response to their existing
DMARD therapy, where approximately 20% also had a history of inadequate response to at least one TNF
inhibitor. All patients in both SC studies received background non-biologic DMARD(S).

In SC-1, 1262 patients were randomized 1:1 to receive ACTEMRA-SC 162 mg every week or intravenous
ACTEMRA 8 mg/kg every four weeks in combination with DMARD(s). In SC-11, 656 patients were randomized
2:1 to ACTEMRA-SC 162 mg every other week or placebo, in combination with DMARD(s). The primary
endpoint in both studies was the proportion of patients who achieved an ACR20 response at Week 24.

The clinical response to 24 weeks of ACTEMRA-SC therapy is shown in Table 8. In SC-I, the primary outcome
measure was ACR20 at Week 24. The pre-specified non-inferiority margin was a treatment difference of 12%.
The study demonstrated non-inferiority of ACTEMRA with respect to ACR20 at Week 24; ACR50, ACR70, and
DAS28 responses are also shown in Table 8. In SC-11, a greater portion of patients treated with ACTEMRA

162 mg subcutaneously every other week achieved ACR20, ACR50, and ACR70 responses compared to placebo-
treated patients (Table 8). Further, a greater proportion of patients treated with ACTEMRA 162 mg
subcutaneously every other week achieved a low level of disease activity as measured by a DAS28-ESR less than
2.6 at Week 24 compared to those treated with placebo (Table 8).
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Table8  Clinical Response at Week 24 in Trials of Subcutaneous ACTEMRA (Percent of Patients)

SC-1? SC-11°P
TCZ SC 162 mg TCZ IV TCZ SC 162 mg Placebo
every week 8mg/kg every other week + DMARD
+ DMARD + DMARD + DMARD
N=558 N=537 N=437 N=219

ACR20

Week 24 69% | 73.4% 61% | 32%
Weighted difference (95% CI) -4% (-9.2, 1.2) 30% (22.0, 37.0)
ACR50

Week 24 47% | 49% 40% | 12%
Weighted difference (95% CI) -2% (-7.5, 4.0) 28% (21.5, 34.4)
ACR70

Week 24 24% | 28% 20% | 5%
Weighted difference (95% CI) -4% (-9.0, 1.3) 15% (9.8, 19.9)
Change in DAS28 [Adjusted mean]

Week 24 -3.5 | -3.5 -3.1 | -1.7

Adjusted mean difference 0(-0.2,0.1) -1.4 (-1.7;-1.1)

(95% ClI)
DAS28 < 2.6

Week 24 38.4% | 36.9% 32.0% | 4.0%
Weighted difference (95% CI) 0.9 (-5.0, 6.8) 28.6 (22.0, 35.2)

TCZ = tocilizumab
& Per Protocol Population
b Intent To Treat Population

The results of the components of the ACR response criteria and the percent of ACR20 responders by visit for
ACTEMRA-SC in Studies SC-I and SC-I1 were consistent with those observed for ACTEMRA-IV.

Radiographic Response

In study SC-II, the progression of structural joint damage was assessed radiographically and expressed as a change
from baseline in the van der Heijde modified total Sharp score (mTSS). At week 24, significantly less
radiographic progression was observed in patients receiving ACTEMRA-SC every other week plus DMARD(s)
compared to placebo plus DMARD(s); mean change from baseline in mTSS of 0.62 vs. 1.23, respectively, with an
adjusted mean difference of -0.60 (-1.1, -0.1). These results are consistent with those observed in patients treated
with intravenous ACTEMRA.

Health Related Outcomes

In studies SC-I and SC-11, the mean decrease from baseline to week 24 in HAQ-DI was 0.6, 0.6, 0.4 and 0.3, and
the proportion of patients who achieved a clinically relevant improvement in HAQ-DI (change from baseline of
> 0.3 units) was 65%, 67%, 58% and 47%, for the subcutaneous every week, intravenous 8 mg/kg, subcutaneous
every other week, and placebo treatment groups, respectively.

Other Health-Related Outcomes

General health status was assessed by the SF-36 in Studies SC-1 and SC-I11. In Study SC-11, patients receiving
ACTEMRA every other week demonstrated greater improvement from baseline compared to placebo in the
PCS, MCS, and in all 8 domains of the SF-36. In Study SC-I, improvements in these scores were similar
between ACTEMRA-SC every week and ACTEMRA-1V 8 mg/kg.
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14.3 Giant Cell Arteritis — Subcutaneous Administration

The efficacy and safety of subcutaneously administered ACTEMRA was assessed in a single, randomized,
double-blind, multicenter study in patients with active GCA. In Study WA28119 (NCT01791153), 251 screened
patients with new-onset or relapsing GCA were randomized to one of four treatment arms. Two subcutaneous
doses of ACTEMRA (162 mg every week and 162 mg every other week) were compared to two different
placebo control groups (pre-specified prednisone-taper regimen over 26 weeks and 52 weeks) randomized
2:1:1:1. The study consisted of a 52-week blinded period, followed by a 104-week open-label extension.

All patients received background glucocorticoid (prednisone) therapy. Each of the ACTEMRA-treated groups
and one of the placebo-treated groups followed a pre-specified prednisone-taper regimen with the aim to reach
0 mg by 26 weeks, while the second placebo-treated group followed a pre-specified prednisone-taper regimen
with the aim to reach 0 mg by 52 weeks designed to be more in keeping with standard practice.

The primary efficacy endpoint was the proportion of patients achieving sustained remission from Week 12
through Week 52. Sustained remission was defined by a patient attaining a sustained (1) absence of GCA signs
and symptoms from Week 12 through Week 52, (2) normalization of erythrocyte sedimentation rate (ESR) (to
< 30 mm/hr without an elevation to > 30 mm/hr attributable to GCA) from Week 12 through Week 52, (3)
normalization of C-reactive protein (CRP) (to < 1 mg/dL, with an absence of successive elevations to >
1mg/dL) from Week 12 through Week 52, and (4) successful adherence to the prednisone taper defined by not
more than 100 mg of excess prednisone from Week 12 through Week 52. ACTEMRA 162 mg weekly and 162
mg every other week + 26 weeks prednisone taper both showed superiority in achieving sustained remission
from Week 12 through Week 52 compared with placebo + 26 weeks prednisone taper (Table 9). Both
ACTEMRA treatment arms also showed superiority compared to the placebo + 52 weeks prednisone taper
(Table 9).

Table 9 Efficacy Results from Study WA28119
PBO + 26 PBO + 52 TCZ162mg | TCZ162mg
weeks weeks SC QW +26 SC Q2W + 26
prednisone prednisone weeks weeks
taper taper prednisone prednisone
N=50 N=51 taper taper
N=100 N=49
Sustained remission @
Responders, n (%) 7 (14.0%) 9 (17.6%) 56 (56.0%) 26 (53.1%)
Unadjusted difference in proportions vs N/A N/A 42.0% 39.1%
PBO + 26 weeks taper (18.0, 66.0) (125, 65.7)
(99.5% ClI)
Unadjusted difference in proportions vs N/A N/A 38.4% 35.4%
PBO + 52 weeks taper (14.4, 62.3) (8.6, 62.2)
(99.5% ClI)
Components of Sustained Remission
Sustained absence of GCA signs and 20 (40.0%) 23 (45.1%) 69 (69.0%) 28 (57.1%)
symptoms®, n (%)
Sustained ESR<30 mm/hr®, n (%) 20 (40.0%) | 22 (43.1%) 83 (83.0%) 37 (75.5%)
Sustained CRP normalization?, n (%) 17 (34.0%) 13 (25.5%) 72 (72.0%) 34 (69.4%)
Successful prednisone tapering®, n (%) | 10 (20.0%) | 20 (39.2%) 60 (60.0%) 28 (57.1%)

a Sustained remission was achieved by a patient meeting all of the following components: absence of GCA signs and symptoms®, normalization of

ESR¢, normalization of CRPY and adherence to the prednisone taper regimen®.
b Patients who did not have any signs or symptoms of GCA recorded from Week 12 up to Week 52.
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¢ Patients who did not have an elevated ESR >30 mm/hr which was classified as attributed to GCA from Week 12 up to Week 52.

d Patients who did not have two or more consecutive CRP records of > 1mg/dL from Week 12 up to Week 52.

¢ Patients who did not enter escape therapy and received < 100mg of additional concomitant prednisone from Week 12 up to Week 52.
Patients not completing the study to week 52 were classified as non-responders in the primary and key secondary analysis: PBO+26: 6 (12.0%),
PBO+52: 5 (9.8%), TCZ QW: 15 (15.0%), TCZ Q2W: 9 (18.4%).

CRP = C-reactive protein

ESR = erythrocyte sedimentation rate

PBO = placebo

Q2W = every other week dose

QW = every week dose

TCZ = tocilizumab

The estimated annual cumulative prednisone dose was lower in the two ACTEMRA dose groups (medians of
1887 mg and 2207 mg on ACTEMRA QW and Q2W, respectively) relative to the placebo arms (medians of
3804 mg and 3902 mg on placebo + 26 weeks prednisone and placebo + 52 weeks prednisone taper,
respectively).

14.4 Giant Cell Arteritis — Intravenous Administration

Intravenously administered ACTEMRA in patients with GCA was assessed in WP41152 (NCT03923738), an
open-label PK-PD and safety study to determine the appropriate intravenous dose of ACTEMRA that achieved
comparable PK-PD profiles to the ACTEMRA-SC regimen.

At enrollment, all patients (n=24) were in remission on ACTEMRA-IV. In Period 1, all patients received open-
label ACTEMRA-IV 7 mg/kg every 4 weeks for 20 weeks. Patients who completed Period 1 and remained in
remission (n=22) were eligible to enter Period 2, and received open-label ACTEMRA-IV 6 mg/kg every 4
weeks for 20 weeks.

The efficacy of intravenous ACTEMRA 6 mg/kg in adult patients with GCA is based on pharmacokinetic
exposure and extrapolation to the efficacy established for subcutaneous ACTEMRA in patients with GCA [see
Clinical Pharmacology (12.3) and Clinical Studies (14.3)].

14.5 Systemic Sclerosis-Associated Interstitial Lung Disease — Subcutaneous Administration

The clinical efficacy of ACTEMRA was assessed in a phase 3 multicenter, randomized, double-blind, placebo
controlled study in patients with SSc (Study WA29767). A phase 2/3 multicenter, randomized, double-blind,
placebo controlled study in patients with SSc (Study WA27788) provided supportive information. Study
WA29767 (NCT02453256) enrolled adult patients with SSc defined by the 2013 American College of
Rheumatology/European League Against Rheumatism classification criteria for SSc, with onset of disease (first
non-Raynaud symptom) of < 5 years, modified Rodnan Skin Score (mRSS) of > 10 and < 35 at screening,
elevated inflammatory markers (or platelets), and active disease based on at least one of the following: disease
duration < 18 months, increase in mRSS > 3 units over 6 months, involvement of one new body area and an
increase in mMRSS of > 2 over 6 months, or involvement of two new body areas within the previous 6 months, or
presence of at least one tendon friction rub. Study WA27788 (NCT01532869) enrolled adult patients with SSc
with onset of disease < 5 years, mRSS of > 15 and < 40 at screening, active disease, and elevated inflammatory
markers or platelets. Patients in both studies were not permitted to use biologic agents (such as TNF
antagonists), alkylating agents, or cyclophosphamide.

In Study WA29767, 212 patients were randomized in a 1:1 ratio to receive weekly SC injections of 162 mg of
ACTEMRA or placebo during the 48-week, double-blinded, placebo controlled period. Rescue treatment was
allowed during the treatment period after 16 weeks for >10% percent predicted FVC (ppFVC) decline or after
24 weeks for worsening skin fibrosis. The primary efficacy endpoint was change from baseline at Week 48 in
mRSS. Change from baseline in FVC at Week 48 was a key secondary endpoint.
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In the overall population of Study WA29767, there was not a statistically significant difference in the mean
change from baseline to Week 48 in mRSS (primary endpoint) in patients receiving ACTEMRA compared to
placebo (difference: -1.73; 95% CI: -3.78, 0.32). There also was not a statistically significant effect on the
primary endpoint of mRSS in Study WA27788.

In the overall population of Study WA29767, patients treated with ACTEMRA, as compared to placebo treated
patients, were observed to have less decline from baseline in ppFVC and observed FVC at 48 weeks. FVC
results from Study WA27788 were similar.

Of the 212 patients who were randomized in Study WA29767, 68 patients (65%) in the ACTEMRA arm and 68
patients (64%) in the placebo arm had SSc-ILD at baseline, as confirmed by a visual read of high resolution
computed tomograph (HRCT) by blinded thoracic radiologists. The mean ppFVC at baseline for patients with
SSc-ILD identified by HRCT was 79.6% (median 80.5%). Post-hoc analyses were performed to evaluate results
within the subgroups of patients with and without SSc-ILD.

Table 10 shows results from Study WA29767 for the changes from baseline to Week 48 in ppFVC, observed
FVC, and mRSS both in the overall population and within subgroups based on SSc-I1LD status at baseline. The
ppFVC and observed FVC results in the overall population were primarily driven by results in the SSc-ILD
subgroup. In the SSc-ILD subgroup, the differences in mean changes from baseline to Week 48 for
ACTEMRA, as compared to placebo, were 6.47% and 241 mL for ppFVC and observed FVC, respectively.
Figure 2 illustrates the mean change from baseline through Week 48 in observed FVVC in patients with SSc-ILD.

The results of the key FVC secondary endpoints from Study WA29767 support a conclusion of effectiveness of
ACTEMRA in reducing the rate of progressive loss of lung function in the study population. However, in
settings where a trial does not provide evidence of an effect on the primary endpoint, the estimated magnitude
of effect on other endpoints should be interpreted with caution, and comparisons to results of other products and
studies may be misleading.

Table 10 Efficacy Results from Study WA29767

Subgroup Without SSc-ILD
Overall Population SSc-ILD* Subgroup*
PBO | TCZzZ 162 PBO TCZ 162 PBO | TCZ 162
QW mg QW Qw mg QW QW mg QW
Number of patients 106 104 36 34 68 68
Change from Baseline in mRSS at Week 48
LSM -4.41 -6.14 -6.16 -8.56 -3.77 -5.88
Difference in LSM, TCZ-placebo (95% CI) -1.73 (-3.78,0.32) -2.40 (-5.59, 0.79) -2.11 (-4.89, 0.67)
Change from Baseline in ppFVC at Week 48
LSM -4.58 -0.38 -0.82 -0.32 -6.40 0.07
Difference in LSM, TCZ-placebo (95% CI) 4.20 (2.00, 6.40) 0.50 (-2.27, 3.27) 6.47 (3.43, 9.50)
Change from Baseline in Observed FVC (mL) at Week 48
LSM -190 -24 -53 -11 -255 -14
Difference in LSM, TCZ-placebo (95% CI) 167 (83, 250) 43 (-60, 145) 241 (124, 358)

PBO=placebo; TCZ=tocilizumab; ppFVC = percent predicted forced vital capacity; LSM=least squares mean; mRSS = modified Rodnan skin score;
Cl=confidence interval

50



*Post-hoc results are shown for these subgroups. Four patients had ILD status missing at baseline.

Figure 2 Mean Change from Baseline to Week 48 in Observed Forced Vital Capacity in SSc-ILD
Patients from Study WA29767
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PBO = placebo; TCZ = tocilizumab; QW = every week dose

14.6 Polyarticular Juvenile Idiopathic Arthritis — Intravenous Administration

The efficacy of ACTEMRA was assessed in a three-part study, WA19977 (NCT00988221), including an open-
label extension in children 2 to 17 years of age with active polyarticular juvenile idiopathic arthritis (PJIA), who
had an inadequate response to methotrexate or inability to tolerate methotrexate. Patients had at least 6 months
of active disease (mean disease duration of 4.2 + 3.7 years), with at least five joints with active arthritis (swollen
or limitation of movement accompanied by pain and/or tenderness) and/or at least 3 active joints having
limitation of motion (mean, 20 + 14 active joints). The patients treated had subtypes of JIA that at disease onset
included Rheumatoid Factor Positive or Negative Polyarticular JIA, or Extended Oligoarticular JIA. Treatment
with a stable dose of methotrexate was permitted but was not required during the study. Concurrent use of
disease modifying antirheumatic drugs (DMARDS), other than methotrexate, or other biologics (e.g., TNF
antagonists or T cell costimulation modulator) were not permitted in the study.

Part | consisted of a 16-week active ACTEMRA treatment lead-in period (n=188) followed by Part Il, a 24-
week randomized double-blind placebo-controlled withdrawal period, followed by Part 111, a 64-week open-
label period. Eligible patients weighing at or above 30 kg received ACTEMRA at 8 mg/kg intravenously once
every four weeks. Patients weighing less than 30 kg were randomized 1:1 to receive either ACTEMRA 8 mg/kg
or 10 mg/kg intravenously every four weeks. At the conclusion of the open-label Part I, 91% of patients taking
background MTX in addition to tocilizumab and 83% of patients on tocilizumab monotherapy achieved an
ACR 30 response at week 16 compared to baseline and entered the blinded withdrawal period (Part 1) of the
study. The proportions of patients with JIA ACR 50/70 responses in Part | were 84.0%, and 64%, respectively
for patients taking background MTX in addition to tocilizumab and 80% and 55% respectively for patients on
tocilizumab monotherapy.

In Part 1, patients (ITT, n=163) were randomized to ACTEMRA (same dose received in Part 1) or placebo in a
1:1 ratio that was stratified by concurrent methotrexate use and concurrent corticosteroid use. Each patient
continued in Part 11 of the study until Week 40 or until the patient satisfied JIA ACR 30 flare criteria (relative to
Week 16) and qualified for escape.
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The primary endpoint was the proportion of patients with a JJA ACR 30 flare at week 40 relative to week 16.
JIA ACR 30 flare was defined as 3 or more of the 6 core outcome variables worsening by at least 30% with no
more than 1 of the remaining variables improving by more than 30% relative to Week 16.

ACTEMRA treated patients experienced significantly fewer disease flares compared to placebo-treated patients
(26% [21/82] versus 48% [39/81]; adjusted difference in proportions -21%, 95% CI: -35%, -8%).

During the withdrawal phase (Part 11), more patients treated with ACTEMRA showed JIA ACR
30/50/70 responses at Week 40 compared to patients withdrawn to placebo.

14.7 Polyarticular Juvenile Idiopathic Arthritis — Subcutaneous Administration

Subcutaneously administered ACTEMRA in pediatric patients with polyarticular juvenile idiopathic arthritis
(PJIA) was assessed in WA28117 (NCT01904279), a 52-week, open-label, multicenter, PK-PD and safety
study to determine the appropriate subcutaneous dose of ACTEMRA that achieved comparable PK/PD profiles
to the ACTEMRA-IV regimen. PJIA patients aged 1 to 17 years with an inadequate response or inability to
tolerate MTX, including patients with well-controlled disease on treatment with ACTEMRA-IV and
ACTEMRA-naive patients with active disease, were treated with subcutaneous ACTEMRA based on body
weight.

Patients weighing at or above 30 kg (n = 25) were treated with 162 mg of ACTEMRA-SC every 2 weeks and
patients weighing less than 30 kg (n = 27) received 162 mg of ACTEMRA-SC every 3 weeks for 52 weeks. Of
these 52 patients, 37 (71%) were naive to ACTEMRA and 15 (29%) had been receiving ACTEMRA-IV and
switched to ACTEMRA-SC at baseline.

The efficacy of subcutaneous ACTEMRA in children 2 to 17 years of age is based on pharmacokinetic
exposure and extrapolation of the established efficacy of intravenous ACTEMRA in polyarticular JIA patients
and subcutaneous ACTEMRA in patients with RA [see Clinical Pharmacology (12.3) and Clinical Studies
(14.2 and 14.6)].

14.8 Systemic Juvenile Idiopathic Arthritis — Intravenous Administration

The efficacy of ACTEMRA for the treatment of active SJIA was assessed in WA18221 (NCT00642460), a 12-
week randomized, double blind, placebo-controlled, parallel group, 2-arm study. Patients treated with or
without MTX, were randomized (ACTEMRA:placebo = 2:1) to one of two treatment groups: 75 patients
received ACTEMRA infusions every two weeks at either 8 mg per kg for patients at or above 30 kg or 12 mg
per kg for patients less than 30 kg and 37 were randomized to receive placebo infusions every two weeks.
Corticosteroid tapering could occur from week six for patients who achieved a JIA ACR 70 response. After 12
weeks or at the time of escape, due to disease worsening, patients were treated with ACTEMRA in the open-
label extension phase at weight appropriate dosing.

The primary endpoint was the proportion of patients with at least 30% improvement in JIA ACR core set (JIA
ACR 30 response) at Week 12 and absence of fever (no temperature at or above 37.5°C in the preceding 7
days). JIA ACR (American College of Rheumatology) responses are defined as the percentage improvement
(e.g., 30%, 50%, 70%) in 3 of any 6 core outcome variables compared to baseline, with worsening in no more
than 1 of the remaining variables by 30% or more. Core outcome variables consist of physician global
assessment, parent per patient global assessment, number of joints with active arthritis, number of joints with
limitation of movement, erythrocyte sedimentation rate (ESR), and functional ability (childhood health
assessment questionnaire-CHAQ).

Primary endpoint result and JIA ACR response rates at Week 12 are shown in Table 11.
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Table 11 Efficacy Findings at Week 12

ACTEMRA Placebo
N=75 N=37
Primary Endpoint: JIA ACR 30 response + absence of fever
Responders 85% 24%
Weighted difference 62
(95% CI) (45, 78)
JIA ACR Response Rates at Week 12

JIAACR 30
Responders 91% 24%
Weighted difference? 67 -
(95% CI)° (51, 83)
JIA ACR 50
Responders 85% 11%
Weighted difference? 74 -
(95% CI)°P (58, 90)
JIAACRT70
Responders 71% 8%
Weighted difference? 63 -
(95% CI)°P (46, 80)

aThe weighted difference is the difference between the ACTEMRA and Placebo response rates, adjusted for the stratification factors
(weight, disease duration, background oral corticosteroid dose and background methotrexate use).
b CI: confidence interval of the weighted difference.

The treatment effect of ACTEMRA was consistent across all components of the JIA ACR response core
variables. JIA ACR scores and absence of fever responses in the open label extension were consistent with the
controlled portion of the study (data available through 44 weeks).

Systemic Features

Of patients with fever or rash at baseline, those treated with ACTEMRA had fewer systemic features; 35 out of
41 (85%) became fever free (no temperature recording at or above 37.5°C in the preceding 14 days) compared
to 5 out of 24 (21%) of placebo-treated patients, and 14 out of 22 (64%) became free of rash compared to 2 out
of 18 (11%) of placebo-treated patients. Responses were consistent in the open label extension (data available
through 44 weeks).

Corticosteroid Tapering

Of the patients receiving oral corticosteroids at baseline, 8 out of 31 (26%) placebo and 48 out of 70 (69%),
ACTEMRA patients achieved a JIA ACR 70 response at week 6 or 8 enabling corticosteroid dose reduction.
Seventeen (24%) ACTEMRA patients versus 1 (3%) placebo patient were able to reduce the dose of
corticosteroid by at least 20% without experiencing a subsequent JIA ACR 30 flare or occurrence of systemic
symptoms to week 12. In the open label portion of the study, by week 44, there were 44 out of 103 (43%)
ACTEMRA patients off oral corticosteroids. Of these 44 patients 50% were off corticosteroids 18 weeks or
more.

Health Related Outcomes

Physical function and disability were assessed using the Childhood Health Assessment Questionnaire Disability
Index (CHAQ-DI). Seventy-seven percent (58 out of 75) of patients in the ACTEMRA treatment group
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achieved a minimal clinically important improvement in CHAQ-DI (change from baseline of > 0.13 units) at
week 12 compared to 19% (7 out of 37) in the placebo treatment group.

14.9 Systemic Juvenile Idiopathic Arthritis — Subcutaneous Administration

Subcutaneously administered ACTEMRA in pediatric patients with systemic juvenile idiopathic arthritis (SJIA)
was assessed in WA28118 (NCT01904292), a 52-week, open-label, multicenter, PK-PD and safety study to
determine the appropriate subcutaneous dose of ACTEMRA that achieved comparable PK/PD profiles to the
ACTEMRA-IV regimen.

Eligible patients received ACTEMRA subcutaneously dosed according to body weight, with patients weighing
at or above 30 kg (n = 26) dosed with 162 mg of ACTEMRA every week and patients weighing below 30 kg

(n = 25) dosed with 162 mg of ACTEMRA every 10 days (n=8) or every 2 weeks (n=17) for 52 weeks. Of these
51 patients, 26 (51%) were naive to subcutaneous ACTEMRA and 25 (49%) had been receiving ACTEMRA
intravenously and switched to subcutaneous ACTEMRA at baseline.

The efficacy of subcutaneous ACTEMRA in children 2 to 17 years of age is based on pharmacokinetic
exposure and extrapolation of the established efficacy of intravenous ACTEMRA in systemic JIA patients [see
Clinical Pharmacology (12.3) and Clinical Studies (14.8)].

14.10 Cytokine Release Syndrome — Intravenous Administration

The efficacy of ACTEMRA for the treatment of CRS was assessed in a retrospective analysis of pooled
outcome data from clinical trials of CAR T-cell therapies for hematological malignancies. Evaluable patients
had been treated with tocilizumab 8 mg/kg (12 mg/kg for patients < 30 kg) with or without additional high-dose
corticosteroids for severe or life-threatening CRS; only the first episode of CRS was included in the analysis.
The study population included 24 males and 21 females (total 45 patients) of median age 12 years (range, 3-23
years); 82% were Caucasian. The median time from start of CRS to first dose of tocilizumab was 4 days (range,
0-18 days). Resolution of CRS was defined as lack of fever and off vasopressors for at least 24 hours. Patients
were considered responders if CRS resolved within 14 days of the first dose of tocilizumab, if no more than

2 doses of tocilizumab were needed, and if no drugs other than tocilizumab and corticosteroids were used for
treatment.

Thirty-one patients (69%; 95% CI: 53%-82%) achieved a response. Achievement of resolution of CRS within
14 days was confirmed in a second study using an independent cohort that included 15 patients (range: 9—75
years old) with CAR T cell-induced CRS.

14.11 COVID-19 — Intravenous Administration

The efficacy of ACTEMRA for the treatment of COVID-19 was based on RECOVERY (NCT04381936), a
randomized, controlled, open-label, platform study, and supported by the results from EMPACTA
(NCT04372186), a randomized, double-blind, placebo-controlled study. Results of two other randomized,
double-blind, placebo-controlled studies, COVACTA (NCT04320615) and REMDACTA (NCT04409262),
which evaluated the efficacy of ACTEMRA for the treatment of COVID-19 are also summarized.

RECOVERY (Randomised Evaluation of COVID-19 Therapy) Collaborative Group Study in Hospitalized
Adults Diagnosed with COVID-19

RECOVERY was a randomized, controlled, open-label, multicenter platform study conducted in the United
Kingdom to evaluate the efficacy and safety of potential treatments in hospitalized adult patients with severe
COVID-19 pneumonia. Eligible patients for the ACTEMRA portion of the study had clinically suspected or
laboratory-confirmed SARS-CoV-2 infection and no medical contraindications to any of the treatments and had
clinical evidence of progressive COVID-19 (defined as oxygen saturation <92% on room air or receiving
oxygen therapy, and CRP >75 mg/L). Patients were then randomized to receive either standard of care (SoC) or
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intravenous ACTEMRA at a weight-tiered dosing comparable to the recommended dosage [see Clinical
Pharmacology (12.3)] in addition to SoC.

Efficacy analyses were performed in the intent-to-treat (ITT) population comprising 4116 adult patients who
were randomized to the ACTEMRA + SoC arm (n=2022) or to the SoC arm (n=2094). The mean age of
participants was 64 years (range: 20 to 101), and patients were 67% male, 76% White, 11% Asian, 3% Black or
African American, and 1% mixed race. At baseline, 0.2% of patients were not on supplemental oxygen, 45% of
patients required low flow oxygen, 41% of patients required non-invasive ventilation or high-flow oxygen, and
14% of patients required invasive mechanical ventilation; 82% of patients were reported to be receiving
systemic corticosteroids.

The primary efficacy endpoint was time to death through Day 28. The results for the overall population and the

subgroups of patients who were or were not receiving systemic corticosteroids at time of randomization are
summarized in Table 12,

Table 12 Mortality through Day 28 in RECOVERY

ACTEMRA+ SoC SoC Hazard Ratio Risk Difference
N=2022 N=2094 (95% CI) (95% CI)
n (%)! n (%)*
Mortality 621 (30.7%) 729 (34.9%) 0.85 (0.76, 0.94) -4.1% (-7.0, -1.3)
p=0.0028*
By baseline receipt of corticosteroid use
Mortality for 482/1664 (29.0%) | 600/1721 (34.9%) 0.79 (0.70, 0.89) -5.9% (-9.1, -2.8)
patients receiving
systemic

corticosteroids at
randomization?
Mortality for 139/357 (39.0%) 127/367 (34.6%) 1.16 (0.91, 1.48) 4.4% (-2.6, 11.5)
patients not
receiving systemic
corticosteroids at
randomization®

1 P-value reflects that the RECOVERY trial primary analysis results were statistically significant at the two-sided significance level
of a = 0.05.

2 Probabilities of dying by Day 28 were estimated by the Kaplan-Meier method.

EMPACTA

EMPACTA was a randomized, double-blind, placebo-controlled, multicenter study to evaluate intravenous
ACTEMRA 8 mg/kg in combination with SoC in hospitalized, non-ventilated adult patients with COVID-19
pneumonia. Eligible patients were at least 18 years of age, had confirmed SARS-CoV-2 infection by a positive
reverse-transcriptase polymerase chain reaction (RT-PCR) result, had pneumonia confirmed by radiography,
and had SpO2 < 94% on ambient air.

Of the 389 patients randomized, efficacy analyses were performed in the modified intent-to-treat (mITT)
population comprising 377 patients who were randomized and received study medication (249 in the
ACTEMRA arm; 128 in the placebo arm). The mean age of participants was 56 years (range: 20 to 95); 59% of
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patients were male, 56% were of Hispanic or Latino ethnicity, 53% were White, 20% were American
Indian/Alaska Native, 15% were Black/African American and 2% were Asian. At baseline, 9% patients were
not on supplemental oxygen, 64% patients required low flow oxygen, 27% patients required high-flow oxygen,
and 73% were on corticosteroids.

The primary efficacy endpoint evaluated time to progression to mechanical ventilation or death through Day 28.
The hazard ratio comparing ACTEMRA to placebo was 0.56 (95% CI, 0.33 to 0.97), a statistically significant
result (log-rank, p-value = 0.036). The cumulative proportion of patients who required mechanical ventilation or
died by Day 28 was 12.0% (95% CI, 8.5% to 16.9%) in the ACTEMRA arm and 19.3% (95% ClI, 13.3% to
27.4%) in the placebo arm.

Mortality at Day 28 was 10.4% in the ACTEMRA arm versus 8.6% in the placebo arm (weighted difference
(ACTEMRA arm - placebo arm): 2.0% [95% ClI, -5.2% to 7.8%d]).

COVACTA

COVACTA was a randomized, double-blind, placebo-controlled, multicenter study to evaluate intravenous
ACTEMRA 8 mg/kg in combination with SoC for the treatment of adult patients hospitalized with severe
COVID-19 pneumonia. The study randomized 452 patients who were at least 18 years of age with confirmed
SARS-CoV-2 infection by a positive RT-PCR result, had pneumonia confirmed by radiography, and had
oxygen saturation of 93% or lower on ambient air or a ratio of arterial oxygen partial pressure to fractional
inspired oxygen of 300 mmHg or less. At baseline, 3% of patients were not on supplemental oxygen, 28% were
on low flow oxygen, 30% were on non-invasive ventilation or high flow oxygen, 38% were on invasive
mechanical ventilation, and 22% were on corticosteroids.

The primary efficacy endpoint was clinical status on Day 28 assessed on a 7-category ordinal scale that ranged
from “discharged” to “death.” There were no statistically significant differences observed in the distributions of
clinical status on the 7-category ordinal scale at Day 28 when comparing the ACTEMRA arm to the placebo
arm.

Mortality at Day 28 was 19.7% in the ACTEMRA arm versus 19.4% in the placebo arm (weighted difference
(ACTEMRA arm - placebo arm): 0.3% [95% ClI, -7.6 to 8.2]).

REMDACTA

REMDACTA was a randomized, double-blind, placebo-controlled, multicenter study to evaluate intravenous
ACTEMRA 8 mg/kg in combination with intravenous remdesivir (RDV) 200 mg on Day 1 followed by 100 mg
once daily for a total of 10 days in hospitalized patients with severe COVID-19 pneumonia. The study
randomized 649 adult patients with SARS-CoV-2 infection confirmed by a positive polymerase chain reaction
(PCR) result, pneumonia confirmed by radiography, and who required supplemental oxygen > 6 L/min to
maintain SpO2 >93%. At baseline, 7% of patients were on low flow oxygen, 80% were on non-invasive
ventilation or high flow oxygen, 14% were on invasive mechanical ventilation, and 84% were on
corticosteroids.

The primary efficacy endpoint was time from randomization to hospital discharge or ‘ready for discharge’ up to
Day 28. There was no statistically significant difference between the treatment arms with respect to time to
hospital discharge or “ready for discharge” through Day 28.

Mortality at Day 28 was 18.1% in the ACTEMRA+ RDV arm versus 19.5% in the placebo +RDV arm
(weighted difference (ACTEMRA arm - placebo arm): -1.3% [95% ClI, -7.8% to 5.2%]).

Mortality Across Studies in Patients Receiving Baseline Corticosteroids
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A study-level meta-analysis was conducted on EMPACTA, COVACTA, REMDACTA and RECOVERY
studies. For each of the four studies, the risk difference through Day 28 was estimated by the Kaplan-Meier
method in the subgroup of patients receiving baseline corticosteroids, summarized in Figure 3. Patients from the
RECOVERY trial represent 78.8% of the total sample size in this meta-analysis. The combined risk difference
showed that ACTEMRA treatment (n=2261) resulted in a 4.61% absolute reduction in the risk of death at Day
28 (risk difference=-4.6%; 95% CI: -7.3% to -1.9%) compared to SoC (n=2034).

Figure 3 Risk Differences Through Day 28 for Baseline Corticosteroid Use Subpopulation in RECOVERY,
EMPACTA, COVACTA and REMDACTA studies

sSoC Actemra + SOC Favors Risk

Study Total n Deaths (%) n Deaths (%) Actemra + SOC S0C Difference (95% CI)
COVACTA 97 41 12(33.5%) 56 14 (29.5%) -4.1[-24.7, 16.6]
EMPACTA 274 91 10 (11.4%) 183 23 (13.3%) .—_.—. 1.8[-6.6,10.2]
REMDACTA 539 181 39 (21.8%) 358 69 (19.5%) — 2.3[-9.6, 5.0]
RECOVERY 3385 1721 600 (34.9%) 1664 482 (29.0%) —— -59[-9.1,-2.8]
Overall —— -4.6[-7.3,-1.9]

I T | T 1
-20.0 -10.0 0.0 10.0 20.0

Risk Difference (95% CI)

16 HOW SUPPLIED/STORAGE AND HANDLING
For Intravenous Infusion

ACTEMRA (tocilizumab) injection is a preservative-free, sterile clear, colorless to pale yellow solution.
ACTEMRA is supplied as 80 mg/4 mL (NDC 50242-135-01), 200 mg/10 mL (NDC 50242-136-01), and
400 mg/20 mL (NDC 50242-137-01) individually packaged 20 mg/mL single-dose vials for further dilution
prior to intravenous infusion.

For Subcutaneous Injection

ACTEMRA (tocilizumab) injection is supplied as a preservative-free, sterile, clear, colorless to slightly
yellowish solution for subcutaneous administration. The following packaging configurations are available:

e Each single-dose prefilled syringe delivers 162 mg/0.9 mL (NDC 50242-138-01).
e Each single-dose ACTPen® autoinjector delivers 162 mg/0.9 mL (NDC 50242-143-01).

Storage and Handling: Do not use beyond expiration date on the container, package, prefilled syringe, or
autoinjector. ACTEMRA must be refrigerated at 36°F to 46°F (2°C to 8°C). Do not freeze. Protect the vials,
syringes, and autoinjectors from light by storage in the original package until time of use, and keep syringes and
autoinjectors dry. Once removed from the refrigerator, the prefilled syringe and autoinjector can be stored up to
2 weeks at or below 86°F (30°C). The prefilled syringe and autoinjector must always be kept in the carton.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide and Instructions for Use).

Serious Infections

Inform patients that ACTEMRA may lower their resistance to infections [see Warnings and Precautions (5.1)].
Instruct the patient of the importance of contacting their doctor immediately when symptoms suggesting
infection appear in order to assure rapid evaluation and appropriate treatment.

Gastrointestinal Perforation

Inform patients that some patients who have been treated with ACTEMRA have had serious side effects in the
stomach and intestines [see Warnings and Precautions (5.2)]. Instruct the patient of the importance of
contacting their doctor immediately when symptoms of fever, severe, persistent abdominal pain, and change in
bowel habits appear to assure rapid evaluation and appropriate treatment.

Hypersensitivity and Serious Allergic Reactions

Inform patients that some patients who have been treated with ACTEMRA have developed serious allergic
reactions, including anaphylaxis, as well as serious skin reactions [see Warnings and Precautions (5.6)]. Advise
patients to stop taking ACTEMRA and seek immediate medical attention if they experience any symptom of
serious allergic reactions (including rash, hives, and swelling of the face, lips, tongue, and throat that may cause
difficulty in breathing or swallowing).

Instruction on Injection Technique

Assess patient suitability for home use for subcutaneous injection. Perform the first injection under the
supervision of a qualified healthcare professional. If a patient or caregiver is to administer subcutaneous
ACTEMRA, instruct him/her in injection techniques and assess his/her ability to inject subcutaneously to ensure
proper administration of subcutaneous ACTEMRA and the suitability for home use [see Instructions for Use].

Prior to use, remove the prefilled syringe (PFS) or autoinjector from the refrigerator and allow to sit at room
temperature outside of the carton for 30 minutes (PFS) or 45 minutes (autoinjector), out of the reach of children.
Do not warm ACTEMRA in any other way.

Advise patients to consult their healthcare provider if the full dose is not received.

A puncture-resistant container for disposal of needles, syringes and autoinjectors should be used and should be
kept out of the reach of children. Instruct patients or caregivers in the technique as well as proper needle,
syringe and autoinjector disposal, and caution against reuse of these items.

Pregnancy
Inform female patients of reproductive potential that ACTEMRA may cause fetal harm and to inform their

prescriber of a known or suspected pregnancy [see Use in Specific Populations (8.1)].
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ACTEMRAZ® (tocilizumab)
Manufactured by:

Genentech, Inc.

A Member of the Roche Group

1 DNA Way

South San Francisco, CA 94080-4990

U.S. License No.: 1048

ACTEMRA is a registered trademark of Chugai Seiyaku Kabushiki
Kaisha Corp., a member of the Roche Group
© 2024 Genentech, Inc.
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Medication Guide
ACTEMRA® (AC-TEM-RA)
(tocilizumab) injection
for intravenous use
ACTEMRA® (AC-TEM-RA)
(tocilizumab) injection
for subcutaneous use

What is the most important information | should know about ACTEMRA?
ACTEMRA can cause serious side effects including:

1. Serious Infections. ACTEMRA is a medicine that affects your immune system. ACTEMRA can lower the ability of
your immune system to fight infections. Some people have serious infections while taking ACTEMRA, including
tuberculosis (TB), and infections caused by bacteria, fungi, or viruses that can spread throughout the body. Some
people have died from these infections. Your healthcare provider should assess you for TB before starting
ACTEMRA (except if you have COVID-19).

If you have COVID-19, your healthcare provider should monitor you for signs and symptoms of new infections during
and after treatment with ACTEMRA.

Your healthcare provider should monitor you closely for signs and symptoms of TB during and after treatment with

ACTEMRA.

e You should not start taking ACTEMRA if you have any kind of infection unless your healthcare provider says it is
okay.

Before starting ACTEMRA, tell your healthcare provider if you:
¢ think you have an infection or have symptoms of an infection, with or without a fever, such as:

o sweating or chills o feel very tired o cough

o shortness of breath o muscle aches o weight loss

o warm, red, or painful skin or o blood in phlegm o burning when you urinate or urinating
sores on your body o diarrhea or stomach pain more often than normal

are being treated for an infection.

get a lot of infections or have infections that keep coming back.

have diabetes, HIV, or a weak immune system. People with these conditions have a higher chance for infections.
have TB, or have been in close contact with someone with TB.

live or have lived, or have traveled to certain parts of the country (such as the Ohio and Mississippi River valleys
and the Southwest) where there is an increased chance for getting certain kinds of fungal infections
(histoplasmosis, coccidiomycosis, or blastomycosis). These infections may happen or become more severe if
you use ACTEMRA. Ask your healthcare provider, if you do not know if you have lived in an area where these
infections are common.

e have or have had hepatitis B.

After starting ACTEMRA, call your healthcare provider right away if you have any symptoms of an infection.
ACTEMRA can make you more likely to get infections or make worse any infection that you have.

2. Tears (perforation) of the stomach or intestines.
e Tell your healthcare provider if you have had diverticulitis (inflammation in parts of the large intestine) or
ulcers in your stomach or intestines. Some people taking ACTEMRA get tears in their stomach or intestine.
This happens most often in people who also take nonsteroidal anti-inflammatory drugs (NSAIDs),
corticosteroids, or methotrexate.
e Tell your healthcare provider right away if you have fever and new onset stomach-area pain that does not go
away, and a change in your bowel habits.

3. Liver problems (Hepatotoxicity): Some people have experienced serious life-threatening liver problems, which
required a liver transplant or led to death. Your healthcare provider may tell you to stop taking ACTEMRA if you
develop new or worse liver problems during treatment with ACTEMRA. Tell your healthcare provider right away if
you have any of the following symptoms:

o feeling tired (fatigue) e weakness
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. lack of appetite for several days or longer e nausea and vomiting

(anorexia)
e yellowing of your skin or the whites of your e confusion
eyes (jaundice)
e abdominal swelling and pain on the right side e dark “tea-colored” urine

of your stomach-area
e light colored stools

4. Changes in certain laboratory test results. Your healthcare provider should do blood tests before you start
receiving ACTEMRA. If you have rheumatoid arthritis (RA), giant cell arteritis (GCA), or systemic sclerosis-
interstitial lung disease (SSc-ILD) your healthcare provider should do blood tests every 4 to 8 weeks after you
start receiving ACTEMRA for the first 6 months and then every 3 months after that. If you have polyarticular
juvenile idiopathic arthritis (PJIA) you will have blood tests done every 4 to 8 weeks during treatment. If you have
systemic juvenile idiopathic arthritis (SJIA) you will have blood tests done every 2 to 4 weeks during treatment.
These blood tests are to check for the following side effects of ACTEMRA:
¢ low neutrophil count. Neutrophils are white blood cells that help the body fight off bacterial infections.
¢ low platelet count. Platelets are blood cells that help with blood clotting and stop bleeding.

e increase in certain liver function tests.

e increase in blood cholesterol levels. You may also have changes in other laboratory tests, such as your
blood cholesterol levels. Your healthcare provider should do blood tests to check your cholesterol levels 4 to
8 weeks after you start receiving ACTEMRA.

Your healthcare provider will determine how often you will have follow-up blood tests. Make sure you get all your
follow-up blood tests done as ordered by your healthcare provider.

You should not receive ACTEMRA if your neutrophil or platelet counts are too low or your liver function tests are
too high.

Your healthcare provider may stop your ACTEMRA treatment for a period of time or change your dose of
medicine if needed because of changes in these blood test results.

5. Cancer. ACTEMRA may increase your risk of certain cancers by changing the way your immune system works.
Tell your healthcare provider if you have ever had any type of cancer.

See “What are the possible side effects with ACTEMRA?” for more information about side effects.

What is ACTEMRA?
ACTEMRA is a prescription medicine called an Interleukin-6 (IL-6) receptor antagonist. ACTEMRA is used:

e To treat adults with moderately to severely active rheumatoid arthritis (RA), after at least one other medicine called
a Disease-Modifying Anti-Rheumatic Drug (DMARD) has been used and did not work well.

e To treat adults with giant cell arteritis (GCA).

e For slowing the rate of decline in lung function in adults with systemic sclerosis-associated interstitial lung disease
(SSc-ILD) (also known as scleroderma associated ILD).

e To treat people with active PJIA ages 2 and above.

e To treat people with active SJIA ages 2 and above.

e To treat people age 2 years and above who experience severe or life-threatening Cytokine Release Syndrome
(CRS) following chimeric antigen receptor (CAR) T cell treatment.

e To treat hospitalized adults with coronavirus disease 2019 (COVID-19) receiving systemic corticosteroids and
requiring supplemental oxygen or mechanical ventilation.

e ACTEMRA is not approved for subcutaneous use in people with CRS or COVID-19.

It is not known if ACTEMRA is safe and effective in children with PJIA, SJIA, or CRS under 2 years of age or in children
with conditions other than PJIA, SJIA or CRS.

Do not take ACTEMRA: if you are allergic to tocilizumab, or any of the ingredients in ACTEMRA. See the end of this
Medication Guide for a complete list of ingredients in ACTEMRA.

Before you receive ACTEMRA, tell your healthcare provider about all of your medical conditions, including if
you:

¢ have an infection. See “What is the most important information | should know about ACTEMRA?”

e have liver problems.
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e have any stomach-area (abdominal) pain or been diagnosed with diverticulitis or ulcers in your stomach or
intestines.
e have had a reaction to tocilizumab or any of the ingredients in ACTEMRA before.
e have or had a condition that affects your nervous system, such as multiple sclerosis.
e have recently received or are scheduled to receive a vaccine:
o All vaccines should be brought up-to-date before starting ACTEMRA, unless urgent treatment initiation is
required.
o People who take ACTEMRA should not receive live vaccines.
o People taking ACTEMRA can receive non-live vaccines.
e plan to have surgery or a medical procedure.
e are pregnant or plan to become pregnant. ACTEMRA may harm your unborn baby. Tell your healthcare provider if
you become pregnant or think you may be pregnant during treatment with ACTEMRA.
e are breastfeeding or plan to breastfeed. It is not known if ACTEMRA passes into your breast milk. Talk to your
healthcare provider about the best way to feed your baby if you take ACTEMRA.
Tell your healthcare provider about all of the medicines you take, including prescription, over-the-counter
medicines, vitamins and herbal supplements. ACTEMRA and other medicines may affect each other causing side
effects.

Especially tell your healthcare provider if you take:
e any other medicines to treat your RA. Taking ACTEMRA with these medicines may increase your risk of infection.
e medicines that affect the way certain liver enzymes work. Ask your healthcare provider if you are not sure if your
medicine is one of these.

Know the medicines you take. Keep a list of them to show to your healthcare provider and pharmacist when you get a
new medicine.

How will | receive ACTEMRA?
Into a vein (IV or intravenous infusion) for Rheumatoid Arthritis, Giant Cell Arteritis, PJIA, SJIA, CRS or COVID-
19:

e If your healthcare provider prescribes ACTEMRA as an IV infusion, you will receive ACTEMRA from a healthcare
provider through a needle placed in a vein in your arm. The infusion will take about 1 hour to give you the full dose
of medicine.

For rheumatoid arthritis, giant cell arteritis or PJIA you will receive a dose of ACTEMRA about every 4 weeks.
For SJIA you will receive a dose of ACTEMRA about every 2 weeks.

For CRS you will receive a single dose of ACTEMRA, and if needed, additional doses.

For COVID-19, you will receive a single dose of ACTEMRA, and if needed one additional dose.

While taking ACTEMRA, you may continue to use other medicines that help treat your rheumatoid arthritis, PJIA,
SJIA or COVID-19 such as methotrexate, non-steroidal anti-inflammatory drugs (NSAIDs) and prescription
steroids, as instructed by your healthcare provider.

e Keep all of your follow-up appointments and get your blood tests as ordered by your healthcare provider.

Under the skin (SC or subcutaneous injection) for Rheumatoid Arthritis, Giant Cell Arteritis, SSc-ILD, PJIA or
SJIA:

e Seethe Instructions for Use at the end of this Medication Guide for instructions about the right way to
prepare and give your ACTEMRA injections at home.

e ACTEMRA is available as a single-dose Prefilled Syringe or single-dose prefilled ACTPen® autoinjector.

e You may also receive ACTEMRA as an injection under your skin (subcutaneous). If your healthcare provider
decides that you or a caregiver can give your injections of ACTEMRA at home, you or your caregiver should
receive training on the right way to prepare and inject ACTEMRA. Do not try to inject ACTEMRA until you have
been shown the right way to give the injections by your healthcare provider.

e For PJIA or SJIA, you may self-inject with the Prefilled Syringe or prefilled ACTPen® autoinjector, or your caregiver
can give you ACTEMRA, if both your healthcare provider and parent/legal guardian find it appropriate.

e Your healthcare provider will tell you how much ACTEMRA to use and when to use it.

What are the possible side effects with ACTEMRA?
ACTEMRA can cause serious side effects, including:
e See “What is the most important information | should know about ACTEMRA?”

e Hepatitis B infection in people who carry the virus in their blood. If you are a carrier of the hepatitis B virus (a
virus that affects the liver), the virus may become active while you use ACTEMRA. Your healthcare provider may
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do blood tests before you start treatment with ACTEMRA and while you are using ACTEMRA. Tell your healthcare
provider if you have any of the following symptoms of a possible hepatitis B infection:

o feel very tired o skin or eyes look yellow o little or no appetite
o vomiting o clay-colored bowel movements o fevers

o chills o stomach discomfort o muscle aches

o dark urine o skinrash

e Serious Allergic Reactions. Serious allergic reactions, including death, can happen with ACTEMRA. These
reactions can happen with any infusion or injection of ACTEMRA, even if they did not occur with an earlier infusion
or injection. Stop taking ACTEMRA, contact your healthcare provider, and get emergency help right away if you
have any of the following signs of a serious allergic reaction:

o swelling of your face, lips, mouth, or tongue

trouble breathing

wheezing

severe itching

skin rash, hives, redness, or swelling outside of the injection site area
dizziness or fainting

fast heartbeat or pounding in your chest (tachycardia)

sweating

O 0O O 0 0 0O

e Nervous system problems. While rare, Multiple Sclerosis has been diagnosed in people who take ACTEMRA. It
is not known what effect ACTEMRA may have on some nervous system disorders.

The most common side effects of ACTEMRA include:
e upper respiratory tract infections (common cold, sinus infections)
e headache
e increased blood pressure (hypertension)
e injection site reactions
Tell your healthcare provider about any side effect that bothers you or does not go away. These are not all the possible
side effects of ACTEMRA. For more information, ask your healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

You may also report side effects to Genentech at 1-888-835-2555.

General information about the safe and effective use of ACTEMRA.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not give
ACTEMRA to other people, even if they have the same symptoms that you have. It may harm them. You can ask your
pharmacist or healthcare provider for information about ACTEMRA that is written for health professionals.

What are the ingredients in ACTEMRA?

Active ingredient: tocilizumab.

Inactive ingredients of Intravenous ACTEMRA: disodium phosphate dodecahydrate/sodium dihydrogen phosphate
dihydrate buffered solution, polysorbate 80, sucrose, and water for Injection.

Inactive ingredients of Subcutaneous ACTEMRA: L-arginine hydrochloride, L-histidine, L-histidine hydrochloride
monohydrate, L-methionine, polysorbate 80, and water for Injection.

ACTEMRA is a registered trademark of Chugai Seiyaku Kabushiki Kaisha Corp., a member of the Roche Group.
ACTPen is a registered trademark of Chugai Seiyaku Kabushiki Kaisha Corp., a member of the Roche Group.

Genentech, Inc., A Member of the Roche Group, 1 DNA Way, South San Francisco, CA 94080-4990 U.S. License No.: 1048
© 2024 Genentech, Inc. All rights reserved.
For more information, go to wvw.ACTEMRA.com or call 1-800-ACTEMRA.

Medication Guide has been approved by the U.S. Food and Drug Administration Revised: 09/2024
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Instructions for Use
ACTEMRA® (AC-TEM-RA)
(tocilizumab)

Injection, For Subcutaneous Use

Single-dose Prefilled Syringe

Read and follow the Instructions for Use that come with your ACTEMRA prefilled syringe before you start using it and
each time you get a prescription refill. Before you use ACTEMRA prefilled syringe for the first time, make sure your

healthcare provider shows you the right way to use it.

e Do not remove the needle cap until you are ready to inject ACTEMRA.
e Do not try to take apart the syringe at any time.

e Do not reuse the same syringe.

Parts of your ACTEMRA Prefilled Syringe (See Figure A).

Pre-filled Syringe parts
Trigger fingers

(Do not touch as this

may release the

needle-shield early)

et

Before use:

Needle cap
Expiration date Plunger

After use:

Needle-shield
(extended and locked)

Figure A

Supplies needed for your ACTEMRA Prefilled Syringe Injection (See Figure B):

ACTEMRA prefilled syringe
alcohol pad
sterile cotton ball or gauze

4 “Dispose of the syringe”)

puncture-resistant container or sharps container for safe disposal of needle cap and used syringe (See Step
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Sharps

! Alcohol pad
container
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Sharps
. ACTEMRA
Disposal prefilled
syringe

L_J Sterile cotton ball

Figure B

Step 1. Preparing for an ACTEMRA Injection

Find a comfortable space with a clean, flat, working surface.

Take the box containing the syringe out of the refrigerator and open the box. Do not touch the trigger fingers on
the syringe as this may damage the syringe.

Remove 1 single-use ACTEMRA prefilled syringe from the box and let it warm up for 30 minutes to allow it to
reach room temperature. If the syringe does not reach room temperature, this could cause your injection to feel
uncomfortable and make it difficult to push the plunger in.

Do not speed up the warming process in any way, such as using the microwave or placing the syringe in warm
water.

Check the expiration date on the ACTEMRA prefilled syringe (See Figure A). Do not use it if the expiration date
has passed because it may not be safe to use. If the expiration date has passed safely dispose of the syringe in a
sharps container and get a new one.

Do not remove the needle cap while allowing your ACTEMRA prefilled syringe to reach room temperature.

Keep your unused syringes in the original carton and keep in the refrigerator at 36°F to 46°F (2°C to 8°C). Do not
freeze.

Once removed from the refrigerator, your prefilled syringe can be stored up to 2 weeks at or below 86°F (30°C).
Your prefilled syringe must always be kept in the original carton in order to protect from light and moisture. Hold
your ACTEMRA prefilled syringe with the covered needle pointing down (See Figure C).

Figure C
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e Check the liquid in the ACTEMRA prefilled syringe. It should be clear and colorless to pale yellow. Do not inject
ACTEMRA if the liquid is cloudy, discolored, or has lumps or particles in it because it may not be safe to use.
Safely dispose of the syringe in a sharps container and get a new one.

e Wash your hands well with soap and water.

Step 2. Choose and Prepare an Injection Site
Choose an Injection Site

e The front of your thigh and your abdomen except for the 2-inch area around your navel are the recommended
injection sites (See Figure D).
e The outer area of the upper arms may also be used only if the injection is being given by a caregiver. Do not
attempt to use the upper arm area by yourself (See Figure D).
Rotate Injection Site

e Choose a different injection site for each new injection at least 1-inch from the last area you injected.
e Do not inject into moles, scars, bruises, or areas where the skin is tender, red, hard or not intact.

ol /). A
J(

front back

. = injection sites

Figure D

Prepare the Injection Site

¢ Wipe the injection site with an alcohol pad in a circular motion and let it air dry to reduce the chance of getting an

infection. Do not touch the injection site again before giving the injection.
e Do not fan or blow on the clean area.

Step 3. Inject ACTEMRA

¢ Hold the ACTEMRA prefilled syringe with 1 hand and pull the needle cap straight off with your other hand (See
Figure E). Do not hold the plunger while you remove the needle cap. If you cannot remove the needle cap you
should ask a caregiver for help or contact your healthcare provider.
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Figure E

Throw away the needle cap in a sharps container.

There may be a small air bubble in the ACTEMRA prefilled syringe. You do not need to remove it.

You may see a drop of liquid at the end of the needle. This is normal and will not affect your dose.

Do not touch the needle or let it touch any surfaces.

Do not use the prefilled syringe if it is dropped.

If it is not used within 5 minutes of needle cap removal, the syringe should be disposed of in the puncture
resistant container or sharps container and a new syringe should be used.

Never reattach the needle cap after removal.

Hold the ACTEMRA prefilled syringe in 1 hand between the thumb and index finger (See Figure F).

Figure F

Do not pull back on the plunger of the syringe.

Use your other hand and gently pinch the area of skin you cleaned. Hold the pinched skin firmly. Pinching the skin
is important to make sure that you inject under the skin (into fatty tissue) but not any deeper (into muscle).
Injection into muscle could cause the injection to feel uncomfortable.

Do not hold or push on the plunger while inserting the needle into the skin.

Use a quick, dart-like motion to insert the needle all the way into the pinched skin at an angle between 45° to 90°
(See Figure G). It is important to use the correct angle to make sure the medicine is delivered under the skin (into
fatty tissue), or the injection could be painful and the medicine may not work.
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Figure G

Keep the syringe in position and let go of the pinch of skin.

Slowly inject all of the medicine by gently pushing the plunger all the way down (See Figure H). You must press
the plunger all the way down to get the full dose of medicine and to ensure the trigger fingers are completely
pushed to the side. If the plunger is not fully depressed the needle shield will not extend to cover the needle when

it is removed. If the needle is not covered, carefully place the syringe into the puncture resistant container to avoid
injury with the needle.

Figure H

After the plunger is pushed all the way down, keep pressing down on the plunger to be sure all of the medicine is
injected before taking the needle out of the skin.

Keep pressing down on the plunger while you take the needle out of the skin at the same angle as inserted (See
Figure I).

\

_t
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Figure |

o After the needle is removed completely from the skin, release the plunger, allowing the needle-shield to protect
the needle (See Figure J).

Figure J

After the Injection
e There may be a little bleeding at the injection site. You can press a cotton ball or gauze over the injection site.

e Do not rub the injection site.
¢ If needed, you may cover the injection site with a small bandage.

Step 4. Dispose of the syringe

The ACTEMRA prefilled syringe should not be reused.

Put the used syringe into your puncture resistant container (See “How do | throw away used syringes?”)

Do not put the needle cap back on the needle.

If your injection is given by another person, this person must also be careful when removing the syringe
and disposing of the syringe to prevent accidental needle stick injury and passing infection.

How do | throw away used syringes?

e Put your used needles and syringes including ACTEMRA in a FDA-cleared sharps disposal container right away
after use (See Figure K). Do not throw away (dispose of) loose needles and syringes in your household
trash.

Figure K

o If you do not have a FDA-cleared sharps disposal container, you may use a household container that is:
o made of a heavy-duty plastic
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can be closed with a tight-fitting, puncture-resistant lid, without sharps being able to come out

upright stable during use

leak-resistant

properly labeled to warn of hazardous waste inside the container

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

e Do not dispose of your used sharps disposal container in your household trash unless your
community guidelines permit this. Do not recycle your used sharps disposal container.

O O O O

o Keep ACTEMRA prefilled syringes and the disposal container out of the reach of children.
Record your Injection

o Write the date, time, and specific part of your body where you injected yourself. It may also be helpful to write any
guestions or concerns about the injection so you can ask your healthcare provider.

If you have questions or concerns about your ACTEMRA prefilled syringe, please contact your healthcare
provider familiar with ACTEMRA or call 1-800-ACTEMRA.

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

Medication Guide Revised: 09/2024

ACTEMRA is a registered trademark of Chugai Seiyaku Kabushiki Kaisha Corp., a member of the Roche Group.

Genentech, Inc.

A Member of the Roche Group

1 DNA Way

South San Francisco, CA 94080-4990

U.S. License No.: 1048

© 2024 Genentech, Inc. All rights reserved.
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Instructions for Use
ACTEMRA® (AC-TEM-RA)
(tocilizumab)
Injection, For Subcutaneous Use
Single-dose Prefilled ACTPen® (AKT-PEN) Autoinjector

Read and follow the Instructions for Use that come with your ACTEMRA ACTPen autoinjector before you start using it and
each time you get a prescription refill. Before you use the ACTEMRA ACTPen autoinjector for the first time, make sure
your healthcare provider shows you the right way to use it.

Important: Keep your unused Autoinjectors in the original carton and keep in the refrigerator at 36°F to 46°F (2°C to 8°C).
Do not freeze. Once removed from the refrigerator, your Autoinjector can be stored up to 2 weeks at or below 86°F
(30°C). Your Autoinjector must always be kept in the original carton in order to protect from light and moisture.

¢ Do not remove the Autoinjector cap until you are ready to inject ACTEMRA.

e Do not try to take apart the Autoinjector at any time.

e Do not reuse the same Autoinjector.

¢ Do not use the Autoinjector through clothing.

¢ Do not leave the Autoinjector unattended.

o Do not use the Autoinjector if it appears to be damaged or if you have accidentally dropped the Autoinjector.
o Keep out of the reach of children.

Parts of your ACTEMRA ACTPen autoinjector (See Figure A).

Figure A
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Supplies needed for an injection using your ACTEMRA ACTPen autoinjector (See Figure B):

e 1 ACTEMRA ACTPen autoinjector

e 1 Alcohol pad

e 1 Sterile cotton ball or gauze

e 1 Puncture-resistant container or sharps container for safe disposal of Autoinjector cap and used Autoinjector

(See Step 4 “Dispose of the Autoinjector”)
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Figure B
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Step 1. Preparing for an ACTEMRA Injection
Find a comfortable space with a clean, flat, working surface.

Take the box containing the Autoinjector out of the refrigerator.

If you are opening the box for the first time, check to make sure that it is properly sealed. Do not use the
Autoinjector if the box looks like it has already been opened.

Check that the Autoinjector box is not damaged. Do not use ACTEMRA ACTPen autoinjector if the box looks
damaged.

Check the expiration date on the Autoinjector box. Do not use the Autoinjector if the expiration date has
passed because it may not be safe to use.

Open the box, and remove 1 single-use ACTEMRA ACTPen autoinjector from the box.
Return any remaining autoinjectors in the box to the refrigerator.

Check the expiration date on the ACTEMRA ACTPen autoinjector (See Figure A). Do not use it if the
expiration date has passed because it may not be safe to use. If the expiration date has passed, safely dispose of
the Autoinjector in a sharps container and get a new one.

Check the Autoinjector to make sure it is not damaged. Do not use the Autoinjector if it appears to be
damaged or if you have accidentally dropped the Autoinjector.

Place the Autoinjector on a clean, flat surface and let the Autoinjector warm up for 45 minutes to allow it to reach
room temperature. If the Autoinjector does not reach room temperature, this could cause your injection to feel
uncomfortable and it could take longer to inject.

- Do not speed up the warming process in any way, such as using the microwave or placing the
Autoinjector in warm water.

- Do not leave the Autoinjector to warm up in direct sunlight.

- Do not remove the green cap while allowing your ACTEMRA ACTPen autoinjector to reach room
temperature.

Hold your ACTEMRA ACTPen autoinjector with the green cap pointing down (See Figure C).

Look in the clear Window area. Check the liquid in the ACTEMRA ACTPen autoinjector (See Figure C). It should
be clear and colorless to pale yellow. Do not inject ACTEMRA if the liquid is cloudy, discolored, or has lumps or
particles in it because it may not be safe to use. Safely dispose of the Autoinjector in a sharps container and get a
new one.
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Figure C |

¢ Wash your hands well with soap and water.

Step 2. Choose and Prepare an Injection Site
Choose an Injection Site

e The front of your thigh or your abdomen except for the 2-inch (5cm) area around your navel are the
recommended injection sites (See Figure D).

e The outer area of the upper arms may also be used only if the injection is being given by a caregiver. Do not
attempt to use the upper arm area by yourself (See Figure D).

Rotate Injection Site
e Choose a different injection site for each new injection at least 1 inch (2.5cm) from the last area you injected.
¢ Do not inject into moles, scars, bruises, or areas where the skin is tender, red, hard or not intact.

sl

Front Back

B = injection sites

Prepare the Injection Site

¢ Wipe the injection site with an alcohol pad in a circular motion and let it air dry to reduce the chance of getting an
infection. Do not touch the injection site again before giving the injection.

e Do not fan or blow on the clean area.
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Step 3. Inject ACTEMRA

¢ Hold the ACTEMRA ACTPen autoinjector firmly with one hand. Twist and pull off the green cap with the other
hand (See Figure E). The green cap contains a loose fitting metal tube.

e If you cannot remove the green cap you should ask a caregiver for help or contact your healthcare provider.

Figure E
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Important: Do not touch the needle shield which is located at the tip of the Autoinjector below the Window
area (See Figure A), to avoid accidental needle stick injury.

e Throw away the green cap in a sharps container.

¢ After you remove the green cap, the Autoinjector is ready for use. If the Autoinjector is not used within 3
minutes of the cap removal, the Autoinjector should be disposed of in the sharps container and a new
Autoinjector should be used.

o Never reattach the green cap after removal.

e Hold the Autoinjector comfortably in 1 hand by the upper part, so that you can see the Window area of the
Autoinjector (See Figure F).

Figure F

e Use your other hand to gently pinch the area of skin you cleaned, to prepare a firm injection site (See Figure G).
The Autoinjector requires a firm injection site to properly activate. Pinching the skin is important to make sure that
you inject under the skin (into fatty tissue) but not any deeper (into muscle). Injection into muscle could cause the
injection to feel uncomfortable.
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Figure G

e

Do not press the green Activation button yet.

Place the needle-shield of the Autoinjector against your pinched skin at a 90° angle (See Figure H).

It is important to use the correct angle to make sure the medicine is delivered under the skin (into fatty tissue), or

the injection could be painful and the medicine may not work.

Continue to gently pinch throughout the injection procedure.

Figure H

[l

wr

To use the Autoinjector, you first have to unlock the green Activation button. To unlock it, press the Autoinjector
firmly against your pinched skin until the needle-shield is completely pushed in (See Figure I).

R

Figure |

Continue to keep the needle-shield pushed in. If you do not keep the needle-shield completely pushed against the
skin, the green Activation button will not work. Continue to pinch the skin while you keep the Autoinjector in place.
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e Press the green Activation button to start the injection. A “click” sound indicates the start of the injection. Keep
the green button pressed in and continue holding the Autoinjector pressed firmly against your skin (See Figure J).
If you cannot start the injection you should ask for help from a caregiver or contact your healthcare provider.

Figure J

“click” 4

at start

e The purple indicator will move along the Window area during the injection (See Figure K).
e Watch the purple indicator until it stops moving to be sure the full dose of medicine is injected. This may take

up to 10 seconds.
(

—_—

Figure K

hold + watch

10 seconds

e You may hear a second “click” during the injection but you should continue to hold the Autoinjector firmly against
your skin until the purple indicator stops moving.

o When the purple indicator has stopped moving, release the green button. Lift the Autoinjector straight off of the
injection site at a 90° angle to remove the needle from the skin. The needle-shield will then move out and lock into
place covering the needle (See Figure L).
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Figure L
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e Check the Window area to see that it is filled with the purple indicator (See Figure L).
¢ If the Window area is not filled by the purple indicator then:

o The needle-shield may not have locked. Do not touch the needle-shield of the Autoinjector, because you may
stick yourself with the needle. If the needle is not covered, carefully place the Autoinjector into the sharps
container to avoid any injury with the needle.

o You may not have received your full dose of ACTEMRA. Do not try to re-use the Autoinjector. Do not repeat
the injection with another Autoinjector. Call your healthcare provider for help.

After the Injection
e There may be a little bleeding at the injection site. You can press a cotton ball or gauze over the injection site.
e Do not rub the injection site.
¢ If needed, you may cover the injection site with a small bandage.

Step 4. Dispose of the Autoinjector
e The ACTEMRA ACTPen autoinjector should not be reused.
¢ Put the used Autoinjector into your sharps container (See “How do | dispose of used Autoinjectors?”).
o Do not put the cap back on the Autoinjector.

e If your injection is given by another person, this person must also be careful when removing the
Autoinjector and disposing of it to prevent accidental needle stick injury and passing infection.

How do | dispose of used Autoinjectors?

e Put your used ACTEMRA ACTPen autoinjector and green cap in a FDA-cleared sharps disposal container right
away after use (See Figure M).
o Do not throw away (dispose of) the Autoinjector and the green cap in your household trash.

Figure M
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o If you do not have a FDA-cleared sharps disposal container, you may use a household container that is:
o made of a heavy-duty plastic
o can be closed with a tight-fitting, puncture-resistant lid, without sharps being able to come out
o upright stable during use
o leak-resistant
o properly labeled to warn of hazardous waste inside the container

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

e Do not dispose of your used sharps disposal container in your household trash unless your
community guidelines permit this. Do not recycle your used sharps disposal container.

Keep the ACTEMRA ACTPen autoinjector and disposal container out of the reach of children.

Record your Injection

o Write the date, time, and specific part of your body where you injected yourself. It may also be helpful to write any
guestions or concerns about the injection so you can ask your healthcare provider.

If you have any questions or concerns about your ACTEMRA ACTPen autoinjector, talk to your healthcare
provider familiar with ACTEMRA or call 1-800-ACTEMRA.

This Medication Guide and Instructions for Use has been approved by the U.S. Food and Drug Administration.
Medication Guide Revised: 09/2024

ACTEMRA is a registered trademark of Chugai Seiyaku Kabushiki Kaisha Corp., a member of the Roche Group.
ACTPen is a registered trademark of Chugai Seiyaku Kabushiki Kaisha Corp., a member of the Roche Group.

Genentech, Inc.

A Member of the Roche Group

1 DNA Way

South San Francisco, CA 94080-4990
U.S. License No.: 1048

© 2024 Genentech, Inc. All rights reserved.
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