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Caregiver Guide  

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

LIMITATIONS OF USE

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

IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
None.
Please see full Prescribing Information for ZYCUBO here,  
and Instructions for Use here.

Read the detailed Instructions for Use for the preparation, 
administration, and storage of ZYCUBO and disposal of  
any used vials.

Contact Sentynl Cares | ZYCUBO
Call 1-888-251-2800
Monday through Friday,  
8 am–8 pm ET

to ZYCUBO®  
(copper histidinate)  
for Menkes disease  
in pediatric patients

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


Before starting, be sure to confirm the prescribed dose  
for your child with their healthcare provider. 

• �Children younger than 1 year old should receive  
2 injections each day—1 in the morning and 1 in the evening, 
with 8 to 12 hours between injections.

• �Children 1 year old to less than 17 years of age will receive 1 
injection per day, preferably in the morning.

Remove ZYCUBO from the refrigerator and let the vial reach 
room temperature by allowing it to sit out for approximately 30 
minutes.

Be sure to check the vial’s expiration date and examine it for any 
damage. Do not use the vial if it is damaged or expired or if the 
flip-off seal is broken or missing.

A first-of-its-kind treatment for children with 
Menkes disease

ZYCUBO is a copper histidinate formulation that 
delivers elemental copper to the body via a simple 
injection under the skin.

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 (kidney) and hepatic (liver) immaturity.
Please see full Prescribing Information for ZYCUBO here, and Instructions for Use here.

Watch the full dosing and administration video

What is ZYCUBO® (copper histidinate)?
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https://zycubo.com/#dosing-and-administration


Preparing and administering ZYCUBO®  
(copper histidinate) to your child 
Be sure you have a clean, flat work surface to work on, and give yourself enough time to 
prepare your child’s treatment properly.
While the vial of ZYCUBO is warming, make sure you have the following supplies ready:
• 1 vial of 0.9% sodium chloride (do not use the vial if the expiration date has passed)
• 1 sterile pre-assembled 1 mL syringe with needle for injection
• 1 sterile pre-assembled 3 mL syringe with needle for reconstitution
• Alcohol wipes
• 1 sharps disposal container
• Gloves (if your healthcare provider instructs you to wear gloves while preparing and giving ZYCUBO)
• Gauze pads or cotton balls

STEP 1: Prepare the vials

1.	� Wash your hands well with soap and water. Use a clean towel to dry 
your hands, or allow them to air dry.

2.	� Once the ZYCUBO vial has reached room temperature, remove the 
flip-off caps from both the sodium chloride and the vial of ZYCUBO.

3.	� Clean the rubber stopper of each vial with an alcohol wipe and allow 
them to air dry. Do not blow on the stopper to dry it faster. Be careful 
not to touch or blow on the rubber stopper, or you will need to clean it 
again with an alcohol wipe.

STEP 2: Prepare the sodium chloride syringe

1.	� Remove the 3 mL syringe from the plastic packaging, pull the needle 
cover straight off, and throw it in the trash. Do not touch the needle or 
let the needle touch any surface.

2.	� Pull the plunger of the syringe back to the 1 mL mark.

3.	� Place the vial of sodium chloride on a flat surface and insert the needle 
into the liquid. If you remove the needle at any point and plan to 
reinsert the same or another needle, re-clean the stopper with a new 
alcohol wipe.

4.	� Turn the vial upside down while making sure the needle tip remains in 
the liquid. Then, slowly push up on the plunger to push all the air from 
the syringe into the vial. Next, slowly pull down on the plunger of the 
syringe, filling it with exactly 1 mL of liquid.

WARNINGS AND PRECAUTIONS (CONT’D)
Renal Dysfunction
Kidney injury has been reported in patients taking ZYCUBO. In patients with Menkes disease, kidney dysfunction may already 
be present from the accumulation of copper in the kidneys. This may be worsened from the administration of copper in 
ZYCUBO. The healthcare team will monitor your child’s kidney function through periodic laboratory tests before and during 
ZYCUBO administration. The dose of ZYCUBO may be adjusted as appropriate based on the results of the laboratory tests. 
Please see full Prescribing Information for ZYCUBO here, and Instructions for Use here.
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Preparing and administering ZYCUBO®  
(copper histidinate) to your child (cont’d)

STEP 2: Prepare the sodium chloride syringe (cont’d)

5.	� Remove any air bubbles by gently tapping the syringe. Some air 
bubbles may remain after you tap the syringe. Push up on the plunger 
to push any air bubbles back into the vial. Once the air bubbles are 
removed, check to be sure there is still 1 mL of solution in the syringe. 
Remove the needle and syringe from the sodium chloride vial, and be 
careful not to move the plunger. 

STEP 3: Mix ZYCUBO

1.	� Once your syringe of 0.9% sodium chloride is ready, place the vial 
of ZYCUBO on your clean, flat work surface. Insert the needle of the 
sodium chloride syringe into the center of the ZYCUBO vial stopper.

2.	� Tilt the vial so that the tip of the needle is pointing toward the inside 
wall of the vial. Slowly push the plunger all the way down to push the 
0.9% sodium chloride into the vial. Then, carefully remove the needle 
from the vial and immediately dispose of the needle and syringe in your 
sharps disposal container. Do not try to recap the needle.

3.	� Gently swirl the vial until the powder completely dissolves. Do not 
shake the vial.

4.	� Once dissolved, the mixed ZYCUBO solution should be a blue color.  
Do not use it if the solution is discolored, cloudy, or contains particles.  
If this occurs, tell your pharmacist and ask for a replacement vial.

5.	� Once mixed, ZYCUBO must be used within 24 hours if stored in the 
refrigerator and within 4 hours if stored at room temperature or all 
mixed medicine must be thrown away.

STEP 4: Prepare your child’s dose

1.	� Clean and wipe the rubber stopper of the mixed ZYCUBO vial with a 
new alcohol wipe and allow it to air dry.

2.	� Remove the 1 mL syringe from the plastic packaging, pull the needle 
cover straight off, and throw it in the trash. Remember not to touch the 
needle or let it touch any surface.

WARNINGS AND PRECAUTIONS (CONT’D)
Liver Dysfunction
Copper accumulation can result in liver dysfunction. The healthcare team will monitor your child’s liver function through 
periodic laboratory tests before and during ZYCUBO administration. The dose of ZYCUBO may be adjusted as appropriate 
based on the results of the laboratory tests.
Please see full Prescribing Information for ZYCUBO here, and Instructions for Use here.
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Preparing and administering ZYCUBO®  
(copper histidinate) to your child (cont’d) 

STEP 4: Prepare your child’s dose (cont’d)

3.	� Place the ZYCUBO vial on a clean work surface and insert the needle 
into the center of the vial stopper. Turn the vial upside down and move 
the needle so that the tip is in the solution. Then, slowly pull back on 
the syringe plunger to fill the syringe with 0.5 mL of ZYCUBO solution 
for your child’s prescribed dose.

4.	� Remove as many air bubbles as possible by gently tapping the syringe, 
like you did when preparing the syringe of sodium chloride.

5.	� Throw away the used vial in your household trash, even if there is 
medicine left in the vial. The vial can only be used for one dose.

STEP 5: Injecting ZYCUBO

1.	� ZYCUBO is injected subcutaneously, which means it is injected directly 
under the skin. It can be injected in either the abdominal area (2 inches 
from belly button), buttocks, or the outer area of the upper arm or thigh. 
Do not give injections to areas that are scarred, tender, bruised, red, or 
hard. You should alternate injection sites to avoid irritation.

2.	� Using a new alcohol wipe, clean your child’s skin at the chosen injection 
site and let it air dry. Do not touch, wipe, fan, or blow on it.

3.	� Pinch the skin and fully insert the needle at a 45° angle. Do not press 
the plunger until ready to inject. Then, push the plunger rod to inject 
all the medication and remove the needle and syringe at the same 45° 
angle it was inserted.

4.	� Dispose of your used needles and syringes in an FDA-cleared sharps 
disposal container as soon as you complete the injection.

Watch the full dosing and administration video

WARNINGS AND PRECAUTIONS (CONT’D)
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. The healthcare team will perform 
periodic laboratory tests (complete blood count) before and during ZYCUBO administration. The dose of ZYCUBO may be 
adjusted as appropriate based on the results of the laboratory tests.
Please see full Prescribing Information for ZYCUBO here, and Instructions for Use here.

If you have questions about preparing or injecting ZYCUBO,  
call Sentynl Cares | ZYCUBO Patient Support Services at 1-888-251-2800.
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ADVERSE REACTIONS
The most common adverse reactions (≥7%) were pneumonia (30%), viral infection (27%), respiratory failure1 (23%) (including 
cardiopulmonary (related to the heart and lungs) failure (9%)), seizure (23%), bacterial infection2 (20%) (including renal and 
urinary tract infection (9%)), hemorrhage (bleeding) (16%), vomiting (15%), tachycardia (increased heart rate) (12%), pyrexia 
(fever) (12%), volume depletion (12%), fracture (12%), dyspnea (difficulty breathing) (12%), transaminases (liver enzymes) 
elevation (10%), fungal infection (9%), anemia (9%), hypotension (low blood pressure) (8%), and local administration  
reaction (7%).
Please see full Prescribing Information for ZYCUBO here, and Instructions for Use here.
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ADVERSE REACTIONS
The most common adverse reactions (≥7%) were pneumonia (30%), viral infection (27%), respiratory failure1 (23%) (including 
cardiopulmonary failure (9%)), seizure (23%), bacterial infection2 (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%).

Please click here to see full Prescribing Information for ZYCUBO. Please see full Important Safety Information on page 7.
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Sentynl Cares | ZYCUBO provides you and your child with support  
through the benefits verification and prescription fulfillment process
A specialized ZYCUBO support team can help you 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

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

1Respiratory 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 download  
the enrollment form

Contact Sentynl Cares | ZYCUBO
Call 1-888-251-2800
Monday through Friday, 8 am–8 pm ET

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

ZYCUBO 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 (kidney) and hepatic (liver) immaturity.
Renal Dysfunction
Kidney injury has been reported in patients taking 
ZYCUBO. In patients with Menkes disease, kidney 
dysfunction may already be present from the accumulation 
of copper in the kidneys. This may be worsened from the 
administration of copper in ZYCUBO. The healthcare team 
will monitor your child’s kidney function through periodic 
laboratory tests before and during ZYCUBO administration. 
The dose of ZYCUBO may be adjusted as appropriate 
based on the results of the laboratory tests. 
Liver Dysfunction
Copper accumulation can result in liver dysfunction.  
The healthcare team will monitor your child’s liver function 
through periodic laboratory tests before and during 
ZYCUBO administration. The dose of ZYCUBO may 
be adjusted as appropriate based on the results of the 
laboratory tests.
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. The healthcare team 
will perform periodic laboratory tests (complete blood 
count) before and during ZYCUBO administration. The 
dose of ZYCUBO may be adjusted as appropriate based 
on the results of the laboratory tests.

ADVERSE REACTIONS
The most common adverse reactions (≥7%) were 
pneumonia (30%), viral infection (27%), respiratory failure1 
(23%) (including cardiopulmonary failure (9%)), seizure 
(23%), bacterial infection2 (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 here, 
and Instructions for Use here.

1Respiratory failure consists of multiple similar terms including cardiopulmonary failure. 
2Bacterial infection consists of multiple similar terms including renal and urinary tract infection. 
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