CRYSVITA DOSING AND
ADMINISTRATION GUIDE

- CRYSVITA

burosumab-twza

Injection for subcutaneous use

INDICATION

CRYSVITA" (ourosumalb-twza) is a fibroblast growth factor 23 (FGF23) blocking antibody
indicated for the treatment of X-linked hypophosphatemia (XLH) in adult and pediatric
patients 1year of age and older.

Please see Important Safety Information on page 7 and throughout the UlTrGgenyX
guide as well as enclosed full Prescribing Information. pharmaceut ical
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CRYSVITA DOSING SCHEDULE

IN PEDIATRIC PATIENTS

All patients should discontinue oral phosphate and active vitamin D analogs 1 week prior to
initiation of CRYSVITA treatment.

Fasting serum phosphorus concentration should be below the reference range for age prior
to initiation of treatment.

Recommended starting dose: of body weight,
; min dose: 10 mg;

NEAREST
10 MG

After initiating CRYSVITA, measure every

4 weeks for the first 3 months of treatment and thereafter as appropriate.
If serum phosphorus is above the lower limit of the reference range for
age and below 5 mg/dL, continue with the same dose.

Sample Starting Dose Calculation — Pediatric (1to <18 years)

Patient weight (kg) x Recommended starting dose (0.8 mg/kg)

Example: 23 kg x 0.8 mg/kg = 18.4 mg
Starting dose CRYSVITA = 20 mg

CONTRAINDICATIONS

- Do not use CRYSVITA with oral phosphate and active vitamin D analogs.
- Do not initiate CRYSVITA if serum phosphorus is within or above the normal range for age.
- CRYSVITA is contraindicated in patients with severe renal impairment or end stage renal disease.

WARNINGS AND PRECAUTIONS

Hypersensitivity

- Discontinue CRYSVITA if serious hypersensitivity reactions occur and initiate appropriate
medical treatment.

Hyperphosphatemia and Risk of Nephrocalcinosis
- For patients already taking CRYSVITA, dose interruption and/or dose reduction may be required
based on a patient’s serum phosphorus levels.

Injection Site Reactions
- Discontinue CRYSVITA if severe injection site reactions occur and administer appropriate
medical treatment.

*Efficacy in adolescents is supported by studies in pediatric patients less than 13 years of age. Dosing in this age group [
wass derived using modeling and simulation of adult and pediatric pharmacokinetic and pharmacodynamic data. P

CRYSVITA

burosumab-twza

Please see Important Safety Information on page 7 and throughout the guide ®
as well as enclosed full Prescribing Information.



DOSE ADJUSTMENTS

FOR PEDIATRIC PATIENTS

If serum phosphorus is
below the reference PEDIATRIC DOSE SCHEDULE

range for age, the FOR STEPWISE DOSE INCREASE

CRYSVITA dose may be

i ; Body Weight (k
increased stepwise up to ody Weight (kg)

approximately 2 mg/kg. 10-14 10 15 20

Administer every 2 weeks (maximum 15-18 10 20 30
dose of 90 mg) according to the dosing 19-31 20 30 40
schedule to the right. 32-43 30 40 60
Reassess fasting serum phosphorus level a—— 40 %0 80
4 weeks after dose adjustment. 57-68 50 /0 20
69-80 60 90 90

81-93 70 90 90

94-105 80 90 90

106 and greater Q0 Q0 Q0

If serum phosphorus is above PEDIATRIC REINITIATION

S 5 mg/dL, withhold the next
N\ dose and reassess serum OF THERAPY
phosphorus levels in 4 weeks. Previous Dose (mg)

Serum phosphorus must be below the 12 150
reference range for age to reinitiate

CRYSVITA. Once serum phosphorus is 20 10
below the normal range, treatment with 30 10
CRYSVITA may be restarted according 40 20
to dose schedule to the right. 50 20
Reassess serum phosphorus levels 4 weeks 60 50
after dose adjustment. If level remains 70 30
below the reference range for age after 80 40
the reinitiation dose, the dose can be % 40

adjusted according to the pediatric dose
schedule above.

Do not adjust CRYSVITA more frequently than every 4 weeks.

Missed Dose

If a patient misses a dose, resume CRYSVITA as soon as possible at the
prescribed dose.

CRYSVITA

burosumab-twza

Please see Important Safety Information on page 7 and throughout the guide ®
as well as enclosed full Prescribing Information.




CRYSVITA DOSING SCHEDULE

IN ADULT PATIENTS

All patients should discontinue oral phosphate and active vitamin D analogs 1 week prior to
initiation of CRYSVITA treatment.

Fasting serum phosphorus concentration should be below the reference range for age prior
to initiation of treatment.

Dosing in adults (218 years) is every 4 weeks

Recommended starting dose: 1 mg/kg of body weight, rounded
to the nearest 10 mg; min dose: 10 mg; max dose: 90 mg

NEAREST
10 MG

After initiating CRYSVITA, measure fasting serum phosphorus monthly.
Measure at 2 weeks postdose for the first 3 months of treatment and
thereafter as appropriate. If serum phosphorus is within normal range,
continue with the same dose.

Sample Starting Dose Calculation — Adult (218 years)

Patient weight (kg) x Recommended starting dose (1 mg/kg)

Example: 77 kg x 1mg/kg = 77 mg (Round to nearest 10 mg)
Starting dose CRYSVITA = 80 mg

CONTRAINDICATIONS

- Do not use CRYSVITA with oral phosphate and active vitamin D analogs.
- Do not initiate CRYSVITA if serum phosphorus is within or above the normal range for age.
- CRYSVITA is contraindicated in patients with severe renal impairment or end stage renal disease.

WARNINGS AND PRECAUTIONS

Hypersensitivity

- Discontinue CRYSVITA if serious hypersensitivity reactions occur and initiate appropriate
medical treatment.

Hyperphosphatemia and Risk of Nephrocalcinosis
- For patients already taking CRYSVITA, dose interruption and/or dose reduction may be
required based on a patient’s serum phosphorus levels.

Injection Site Reactions
- Discontinue CRYSVITA if severe injection site reactions occur and administer appropriate
medical treatment.

CRYSVITA

burosumab-twza

Please see Important Safety Information on page 7 and throughout the guide ®
as well as enclosed full Prescribing Information.



DOSE ADJUSTMENTS

FOR ADULT PATIENTS

If serum phosphorus is

% above the normal range, ADULT DOSE SCHEDULE
N withhold the next dose FOR REINITIATION OF THERAPY
Ogd I’erC]JSSGSiS Se:um Previous Dose (mg) Reinitiation Dose (mg)
phosphorus levels 20
after 4 weeks. 20
50 20
Serum phosphorus must be below the 60 30
reference range for age to reinitiate 20 20
CRYSVITA. Once serum phosphorus
80 and greater 40

is below the normal range, CRYSVITA
treatment may be restarted at
approximately half the initial starting
dose up to a maximum dose of 40 mg
every 4 weeks according to the dose
schedule shown to the right.

Reassess fasting serum phosphorus levels 2 weeks after the change in dose.

Do not adjust CRYSVITA more frequently than every 4 weeks.

Missed Dose

If a patient misses a dose, resume CRYSVITA as soon
as possible at the prescribed dose.

CRYSVITA

burosumab-twza

Please see Important Safety Information on page 7 and throughout the guide ®
as well as enclosed full Prescribing Information.
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CRYSVITA

ADMINISTRATION

CRYSVITA should be administered
subcutaneously by a healthcare

professional
- With each injection, rotate injection sites at Uppo?r';n()sUter
a different anatomic location (upper arms,
upper thighs, buttocks, or any quadrant of
the abdomen) than the previous location Abdomen
- Do not inject into moles, scars, or areas Buttocks
where the skin is tender, bruised, red, hard,
or not intact
Upper outer
- The maximum volume of CRYSVITA per injection thighs

site is 1.5 mL. If more than 1.5 mL is required
on a given dosing day, the total volume of
CRYSVITA should be split and administered
at 2 different injection sites

- Monitor for signs of reactions

- Visually inspect CRYSVITA for particulate matter and discoloration prior to administration.
Do not use if the solution is discolored or cloudy or if the solution contains any particles
or foreign particulate matter

CRYSVITA Storage

CRYSVITA is supplied as a sterile, preservative-free, clear to slightly opalescent and
colorless to pale brown-yellow solution. The product is available as one single-dose
vial per carton in the following strengths: 10, 20, and 30 mg/mL.

Store in original carton to protect from light until use under refrigerated conditions at
36°F to 46°F (2°C to 8°C).

Do not freeze or shake. Do not use CRYSVITA beyond the expiration date stamped
on the carton. Discard any unused product.

CRYSVITA

burosumab-twza

Please see Important Safety Information on page 7 and throughout the guide ®
as well as enclosed full Prescribing Information.




IMPORTANT

SAFETY INFORMATION

CONTRAINDICATIONS

- Do not use CRYSVITA with oral phosphate and active vitamin D analogs.
- Do not initiate CRYSVITA if serum phosphorus is within or above the normal range for age.
- CRYSVITA is contraindicated in patients with severe renal impairment or end stage renal disease.

WARNINGS AND PRECAUTIONS

Hypersensitivity

- Discontinue CRYSVITA if serious hypersensitivity reactions occur and initiate appropriate medical
treatment.

Hyperphosphatemia and Risk of Nephrocalcinosis
- For patients already taking CRYSVITA, dose interruption and/or dose reduction may be required
based on a patient’s serum phosphorus levels.

Injection Site Reactions
- Discontinue CRYSVITA if severe injection site reactions occur and administer appropriate
medical treatment.

ADVERSE REACTIONS

Pediatric Patients

- The most common adverse reactions (more than 10%) in pediatric XLH patients are: headache,
injection site reaction, vomiting, pyrexia, pdadin in extremity, vitamin D decreased, rash, toothache,
myalgiq, tooth abscess, and dizziness.

Adult Patients

- The most common adverse reactions (more than 5% and in at least 2 patients more than placebo)
in adult XLH patients are: back pain, headache, tooth infection, restless leg syndrome, vitamin D
decreased, dizziness, constipation, blood phosphorus increased.

- Spinal stenosis is prevalent in adults with XLH and spinal cord compression has been reported.
It is unknown if CRYSVITA therapy exacerbates spinal stenosis or spinal cord compression.

USE IN SPECIFIC POPULATIONS

- There are no available data on CRYSVITA use in pregnant women to inform a drug-associated risk
of adverse developmental outcomes. Serum phosphorus levels should be monitored throughout
pregnancy. Report pregnancies to the Ultragenyx Adverse Event reporting line at 1-888-756-8657.

- There is no information regarding the presence of CRYSVITA in human milk, or the effects of
CRYSVITA on milk production or the breastfed infant.

PATIENT COUNSELING INFORMATION

- Instruct patients to contact their physician if hypersensitivity reactions, injection site reactions,
and restless leg syndrome induction or worsening of symptoms occur.

You may report side effects to the FDA at (800) FDA-1088 or www.fda.gov/medwatch.
You may also report side effects to Ultragenyx at 1-888-756-8657.

CRYSVITA

burosumab-twza

G e e
Please see Important Safety Information above and throughout the guide as well @
as enclosed full Prescribing Information.



TO LEARN MORE ABOUT CRYSVITA,
VISIT
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