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(copper histidinate) for injection

Healthcare Provider

Quick Start Guide

INDICATIONS AND USAGE
ZYCUBO is indicated for the treatment of Menkes disease in pediatric patients.

LIMITATIONS OF USE
ZYCUBQO is not indicated for the treatment of Occipital Horn Syndrome.

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS

None.

WARNINGS AND PRECAUTIONS
Copper Accumulation and Risk of Toxicity

Impaired copper transport in patients with Menkes disease can lead to copper accumulation and organ impairment in the
kidneys, liver, and hematopoietic system. Treatment with ZYCUBO may lead to further copper accumulation and related
toxicity, especially in the first two years of life given renal and hepatic immaturity.

Please see full Important Safety Information on page 4.




Dosing, administration, and storage of
ZYCUBOR® (copper histidinate)’

ZYCUBO is a copper replacement product indicated for the treatment
of Menkes disease in pediatric patients

ZYCUBO for injection is supplied as a sterile, preservative-free, blue lyophilized powder or
cake in a single-dose vial. Each vial contains 2.9 mg of copper histidinate (equivalent to 0.5 mg
elemental copper).
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2ol ~ Available as:

« NDC 42358-329-01: 2.9 mg single-dose vial in a carton

Recommended dosage and administration

Patients Less Than 1 Year of Age Patients 1 Year of Age To Less than 17 Years of Age

Recommended Dosage: Recommended Dosage:

Less than 1year of age is 1.45 mg administered subcutaneously twice daily 1year of age to less than 17 years of age is 1.45 mg administered
(8-12 hours between injections). Do not mix ZYCUBO with anything other subcutaneously once daily. Do not mix ZYCUBO with anything other
than sterile 0.9% sodium chloride. than sterile 0.9% sodium chloride.

Administration and Injection Site Recommendations:

ZYCUBO must be reconstituted prior to use. After reconstitution of ZYCUBO, the resulting concentration is 2.9 mg/mL. Inject 0.5 mL of reconstituted product to
administer 1.45 mg ZYCUBO (equivalent to 0.25 mg elemental copper). Discard unused portion.

Administer ZYCUBO by subcutaneous injection at separate sites in the abdominal area (2 inches from the navel), buttocks, and the outer lateral aspect of the
upper arm or thigh. Rotate injection sites with each injection to reduce the risk of lipodystrophy. Do not give injections into areas where the skin is scarred,
tender, bruised, red, or hard.

Recommendations for Missed Dose:

If a ZYCUBO dose is missed, administer the missed dose as soon as possible. Administer the next scheduled dose at least 6 hours after the administration
of the missed dose.

Storage and handling

« Store refrigerated at 2°C to 8°C (36°F to 46°F) in the original carton

- Individual vials will be in single cartons, with 7 cartons shrink-wrapped into sleeves
« Product will be exclusively available through Sentynl Cares: 1-888-251-2800

Remember, ZYCUBO should be put in a Click here to download the full
refrigerator as soon as you receive it ZYCUBO Prescribing Information

WARNINGS AND PRECAUTIONS
Drug Induced Kidney Injury

Copper accumulation with ZYCUBO use has the potential to result in renal tubular toxicity in patients with Menkes disease.
Routinely monitor patients starting or re-starting ZYCUBO for signs and symptoms of renal tubular toxicity. New-onset or
worsening non-anion gap metabolic acidosis may be a sign of drug-related renal tubular acidosis. Increased urinary beta-2
microglobulin and/or new-onset hypophosphatemia, hyponatremia, or hypokalemia may be signs of drug-related proximal
renal tubular toxicity. Provide supportive care with electrolyte repletion and supplementation as clinically indicated.

Copper accumulation with ZYCUBO use has the potential to result in glomerular injury, leading to decreased kidney
function or new-onset proteinuria.

Click here to see the full Prescribing Information for ZYCUBO.
Please see full Important Safety Information on page 4.



https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=e3aeefc2-f44d-4337-9c2e-3dba44a89e48
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=e3aeefc2-f44d-4337-9c2e-3dba44a89e48

Sentynl Cares is your dedicated resource to help
patients access ZYCUBO® (copper histidinate)

Sentynl Cares | ZYCUBO provides you and your patients support
through the benefits verification and prescription fulfillment process

Visit ZYCUBO.com/sentynlcares

Sentynl Cares | ZYCUBQO is here to help patients and caregivers receive personalized access and support.

A specialized ZYCUBO support team can help patients by:

- Investigating insurance coverage

« Assisting with financial support options

« Assisting with eligibility criteria and enrollment in financial assistance programs
- Connecting to a specialty pharmacy that supplies ZYCUBO

Contact Sentynl Cares | ZYCUBO
Call 1-888-251-2800

Click here to download

the enrollment form

Monday through Friday, 8 AM—8 PM ET

WARNINGS AND PRECAUTIONS (CONT’D)
Liver Dysfunction

Copper accumulation can result in liver dysfunction. Elevations of liver transaminases have been reported in patients taking
ZYCUBO for Menkes disease. Single cell necrosis, inflammation, and fibrosis, along with increased liver transaminases and
bilirubin were observed in studies conducted over 13 weeks in normal juvenile rats with normal baseline copper levels.

Hematological Abnormalities
Copper accumulation with ZYCUBO can result in spleen and bone marrow dysfunction as well as interference with
iron metabolism. Anemia has been reported in patients taking ZYCUBO for Menkes disease. Increased cellularity and

pigmented macrophages in the spleen and increased hematological values were observed in studies conducted over
13 weeks in normal juvenile rats.

Adverse Reactions

The most common adverse reactions (>7%) were pneumonia (30%), viral infection (27%), respiratory failure' (23%) (including
cardiopulmonary failure (9%)), seizure (23%), bacterial infection? (20%) (including renal and urinary tract infection (9%)),
hemorrhage (18%), hypotension (16%), vomiting (15%), tachycardia (12%), pyrexia (12%), volume depletion (12%), fracture (12%),
dyspnea (12%), transaminases elevation (10%), diarrhea (10%), fungal infection (9%), anemia (9%), and local administration
reaction (7%).

You are encouraged to report side effects of prescription drugs to the FDA. Visit www.fda.gov/medwatch,

or call 1-800-FDA-1088.

Respiratory failure consists of multiple similar terms including cardiopulmonary failure.
2Bacterial infection consists of multiple similar terms including renal and urinary tract infection.

Click here to see the full Prescribing Information for ZYCUBO.
Please see full Important Safety Information on page 4.


https://zycubo.com/hcp/#sentynl-cares
https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=e3aeefc2-f44d-4337-9c2e-3dba44a89e48
https://zycubo.com/pdf/ZYCUBO-Sentynl-Cares-Enrollment-Form.pdf

ZYCUBO® (COPPER HISTIDINATE) INDICATION &
IMPORTANT SAFETY INFORMATION

INDICATIONS AND USAGE

ZYCUBO is indicated for the treatment of Menkes disease
in pediatric patients.

LIMITATIONS OF USE

ZYCUBQO is not indicated for the treatment of Occipital
Horn Syndrome.

IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Copper Accumulation and Risk of Toxicity

Impaired copper transport in patients with Menkes disease
can lead to copper accumulation and organ impairment in
the kidneys, liver, and hematopoietic system. Treatment
with ZYCUBO may lead to further copper accumulation
and related toxicity, especially in the first two years of life
given renal and hepatic immaturity.

Obtain baseline serum copper and ceruloplasmin

levels, serum electrolytes, kidney and liver function, and
complete blood count (CBC). After initiating ZYCUBO,
monitor laboratory values every 6 weeks for the first 6
months, then every 3 months for 18 months, and then
every 6 months thereafter during ZYCUBO treatment. If
laboratory abnormalities are detected, consider reducing
the frequency of ZYCUBO administration or temporarily
withholding or permanently discontinuing ZYCUBO. Return
to increased frequency of laboratory monitoring when
resuming a dosage as clinically indicated.

Drug Induced Kidney Injury

Copper accumulation with ZYCUBO use has the potential
to result in renal tubular toxicity in patients with Menkes
disease. Routinely monitor patients starting or re-starting
ZYCUBO for signs and symptoms of renal tubular toxicity.
New-onset or worsening non-anion gap metabolic acidosis
may be a sign of drug-related renal tubular acidosis.
Increased urinary beta-2 microglobulin and/or new-onset
hypophosphatemia, hyponatremia, or hypokalemia may
be signs of drug-related proximal renal tubular toxicity.
Provide supportive care with electrolyte repletion and
supplementation as clinically indicated.

Copper accumulation with ZYCUBO use has the potential
to result in glomerular injury, leading to decreased kidney
function or new-onset proteinuria.

Liver Dysfunction

Copper accumulation can result in liver dysfunction.
Elevations of liver transaminases have been reported in
patients taking ZYCUBO for Menkes disease. Single cell
necrosis, inflammation, and fibrosis, along with increased
liver transaminases and bilirubin were observed in studies
conducted over 13 weeks in normal juvenile rats with
normal baseline copper levels.

Hematological Abnormalities

Copper accumulation with ZYCUBO can result in spleen
and bone marrow dysfunction as well as interference with
iron metabolism. Anemia has been reported in patients
taking ZYCUBO for Menkes disease. Increased cellularity

'Respiratory failure consists of multiple similar terms including cardiopulmonary failure.
2Bacterial infection consists of multiple similar terms including renal and urinary tract infection.

Reference: 1. ZYCUBO Prescribing Information. Sentynl Therapeutics, Inc. 2026.
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and pigmented macrophages in the spleen and increased
hematological values were observed in studies conducted
over 13 weeks in normal juvenile rats.

ADVERSE REACTIONS

The most common adverse reactions (>7%) were
pneumonia (30%), viral infection (27%), respiratory failure'
(23%) (including cardiopulmonary failure (9%)), seizure
(23%), bacterial infection? (20%) (including renal and
urinary tract infection (9%)), hemorrhage (18%), hypotension
(16%), vomiting (15%), tachycardia (12%), pyrexia (12%),
volume depletion (12%), fracture (12%), dyspnea (12%),
transaminases elevation (10%), diarrhea (10%), fungal
infection (9%), anemia (9%), and local administration
reaction (7%).

Serious adverse reactions reported in >5% of
ZYCUBO-treated pediatric patients with Menkes disease
were pneumonia, dehydration, seizure, respiratory distress,
respiratory syncytial virus infection, cardiopulmonary
failure, upper respiratory tract infection, respiratory failure,
and vomiting.

USE IN SPECIFIC POPULATIONS

PREGNANCY
Risk Summary

There are no available data on ZYCUBO use during
pregnancy to evaluate for a drug-associated risk of major
birth defects, miscarriage, or other adverse maternal or
fetal outcomes. Animal reproduction studies have not been
conducted with ZYCUBO.

The background risk of major birth defects and miscarriage
for the indicated population is unknown. All pregnancies
have a background risk of birth defects, 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%-4%
and 15%-20%, respectively.

LACTATION
Risk Summary

There are no data on the presence of ZYCUBO in either
human or animal milk, the effects on the breastfed infant,
or the effects on milk production. The developmental and
health benefits of breastfeeding should be considered
along with the mother’s clinical need for ZYCUBO and
any potential adverse effects on the breastfed infant from
ZYCUBO or from the underlying maternal condition.

PEDIATRIC USE

The safety and effectiveness of ZYCUBO for the treatment
of Menkes disease have been established in pediatric
patients and are supported by evidence from two clinical
trials. Data from patients in these two trials were compared
to data from an untreated contemporaneous external
control cohort.

GERIATRIC USE

Menkes disease is a disease of pediatric patients. Clinical
trials of ZYCUBO did not include patients 65 years of age
and older.

You are encouraged to report side effects of prescription
drugs to the FDA. Visit www.fda.gov/medwatch, or call
1-800-FDA-1088.

Please see full Prescribing Information for ZYCUBO.
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https://dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=e3aeefc2-f44d-4337-9c2e-3dba44a89e48

