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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

RAPAMUNE (sirolimus) oral solution
RAPAMUNE (sirolimus) tablets, for oral use
Initial U.S. Approval: 1999

WARNING: IMMUNOSUPPRESSION, USE IS NOT
RECOMMENDED IN LIVER OR LUNG TRANSPLANT PATIENTS
See full prescribing information for complete boxed warning.

¢ Increased susceptibility to infection and the possible development
of lymphoma and other malignancies may result from
immunosuppression (5.1). Only physicians experienced in
immunosuppressive therapy and management of renal transplant
patients should use Rapamune for prophylaxis of organ rejection
in patients receiving renal transplants.

e The safety and efficacy of Rapamune as immunosuppressive
therapy have not been established in liver or lung transplant
patients, and therefore, such use is not recommended (5.2, 5.3).

— Liver Transplantation — Excess mortality, graft loss, and
hepatic artery thrombosis (5.2).
— Lung Transplantation — Bronchial anastomotic dehiscence (5.3).

—— RECENT MAJOR CHANGES-——-———meeeeee
Warnings and Precautions, Male Infertility (5.16) 7/2019
Warnings and Precautions, Immunizations (5.19) 7/2019

INDICATIONS AND USAGE———-————

¢ Rapamune is an mTOR inhibitor immunosuppressant indicated for the
prophylaxis of organ rejection in patients aged >13 years receiving
renal transplants:

o  Patients at low- to moderate-immunologic risk: Use initially with
cyclosporine (CsA) and corticosteroids. CsA withdrawal is
recommended 2-4 months after transplantation (1.1).

o  Patients at high-immunologic risk: Use in combination with CsA
and corticosteroids for the first 12 months following
transplantation (1.1). Safety and efficacy of CsA withdrawal has
not been established in high risk patients (1.1, 1.2, 14.3).

¢ Rapamune is an mTOR inhibitor indicated for the treatment of
patients with lymphangioleiomyomatosis (1.3).

~—-——————DOSAGE AND ADMINISTRATION.

Renal Transplant Patients:

o Administer once daily by mouth, consistently with or without food (2).

e Administer the initial dose as soon as possible after
transplantation and 4 hours after CsA (2.1, 7.1).

o Adjust the Rapamune maintenance dose to achieve sirolimus
trough concentrations within the target-range (2.5).

e Hepatic impairment: Reduce maintenance dose in patients
with hepatic impairment (2.7, 8.6, 12.3).

In renal transplant patients at low-to moderate-immunologic risk:

e Rapamune and CsA Combination Therapy: One loading dose of 6 mg on
day 1, followed by daily maintenance doses of 2 mg (2.2).

e Rapamune Following CsA Withdrawal: 2-4 months post-transplantation,
withdraw CsA over 4-8 weeks (2.2).

In renal transplant patients at high-immunologic risk:

e Rapamune and CsA Combination Therapy (for the first 12 months post-
transplantation): One loading dose of up to 15 mg on day 1, followed by
daily maintenance doses of 5 mg (2.3).
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Lymphangioleiomyomatosis Patients:
¢  Administer once daily by mouth, consistently with or without food (2).
e Recommended initial Rapamune dose is 2 mg/day (2.4).
e Adjust the Rapamune dose to achieve sirolimus trough concentrations
between 5-15 ng/mL (2.4).
¢ Hepatic impairment: Reduce maintenance dose in patients with hepatic
impairment (2.7, 8.6, 12.3).
Therapeutic drug monitoring is recommended for all patients (2.5, 5.17).

-DOSAGE FORMS AND STRENGTHS-——-———nmme-
e Oral Solution: 60 mg per 60 mL in amber glass bottle (3.1).
e Tablets: 0.5 mg, 1 mg, 2 mg (3.2).

CONTRAINDICATIONS
Hypersensitivity to Rapamune (4).

-—e—-—-—--—-WARNINGS AND PRECAUTIONS——-—— e

Hypersensitivity Reactions (5.4)

Angioedema (5.5)

Fluid Accumulation and Impairment of Wound Healing (5.6)

Hyperlipidemia (5.7)

Decline in Renal Function (5.8)

Proteinuria (5.9)

Latent Viral Infections (5.10)

Interstitial Lung Disease/Non-Infectious Pneumonitis (5.11)

De Novo Use Without Cyclosporine (5.12)

Increased Risk of Calcineurin Inhibitor-Induced Hemolytic Uremic

Syndrome/ Thrombotic Thrombocytopenic Purpura/ Thrombotic

Microangiopathy (5.13) :

¢ Embryo-Fetal Toxicity: Can cause fetal harm. Use of highly effective
contraception is recommended for females of reproductive potential
during treatment and for 12 weeks after final dose of Rapamune (5.15,
8.1)

e Male Infertility: Azoospermia or oligospermia may occur (5.16, 13.1)

e Immunizations: Avoid live vaccines (5.19)

ADVERSE REACTIONS
Prophylaxis of organ rejection in patients receiving renal transplants: Most
common adverse reactions (incidence >30%) are peripheral edema,
hypertriglyceridemia, hypertension, hypercholesterolemia, creatinine
increased, abdominal pain, diarrhea, headache, fever, urinary tract infection,
anemia, nausea, arthralgia, pain, and thrombocytopenia (6).

Lymphangioleiomyomatosis: Most common adverse reactions (incidence
>20%) are stomatitis, diarrhea, abdominal pain, nausea, nasopharyngitis,
acne, chest pain, peripheral edema, upper respiratory tract infection,
headache, dizziness, myalgia, and hypercholesterolemia (6.6).

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer Inc.
at 1-800-438-1985 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e Avoid concomitant use with strong CYP3A4/P-gp inducers or strong
CYP3A4/P-gp inhibitors that decrease or increase sirolimus
concentrations (7.4, 12.3).

e  See full prescribing information for complete list of clinically significant
drug interactions (12.3).

USE IN SPECIFIC POPULATIONS—-
e Pregnancy: Based on animal data can cause fetal harm (5.15, 8.1).
o Lactation: Potential for serious adverse effects in breastfed infants
based on mechanism of action (8.2).
e Females and Males of Reproductive Potential: May impair fertility
(8.1.8.3,13.1).

~See 17 for PAFTIENT- COUNSELING INFORMATION and the - —

FDA-approved Medication Guide
Revised: 8/2019
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FULL PRESCRIBING INFORMATION

WARNING: IMMUNOSUPPRESSION, USE IS NOT RECOMMENDED IN LIVER OR LUNG
TRANSPLANT PATIENTS

» Increased susceptibility to infection and the possible development of lymphoma and other
malignancies may result from immunosuppression

Increased susceptibility to infection and the possible development of lymphoma may result from
immunosuppression. Only physicians experlenced in immunosuppressive therapy and management of
renal transplant patients should use Rapamune for prophylaxis of organ rejection in patients
receiving renal transplants. Patients receiving the drug should be managed in facilities equipped and
staffed with adequate laboratory and supportive medical resources. The physician responsible for
maintenance therapy should have complete information requisite for the follow-up of the patient [see
Warnings and Precautions (5.1)].

* The safety and efficacy of Rapamune (sirolimus) as immunosuppressive therapy have not been
established in liver or lung transplant patients, and therefore, such use is not recommended [see
Warnings and Precautions (5.2, 5.3)].

» Liver Transplantation — Excess Mortality, Graft Loss, and Hepatic Artery Thrombosis (HAT)

The use of Rapamune in combination with tacrolimus was associated with excess mortality and graft
loss in a study in de novo liver transplant patients. Many of these patients had evidence of infection at
or near the time of death.

In this and another study in de novo liver transplant patients, the use of Rapamune in combination
with cyclosporine or tacrolimus was associated with an increase in HAT; most cases of HAT occurred
within 30 days post-transplantation and most led to graft loss or death [see Warnings and Precautions

(5.2)].
¢ Lung Transplantation — Bronchial Anastomotic Dehiscence

Cases of bronchial anastomotic dehiscence, most fatal, have been reported in de novo lung transplant
patients when Rapamune has been used as part of an immunosuppressive regimen [see Warnings and
Precautions (5.3)].

1 INDICATIONS AND USAGE
1.1 Prophylaxis of Organ Rejection in Renal Transplantation

Rapamune (sirolimus) is indicated for the prophylaxis of organ rejection in patients aged 13 years or older
receiving renal transplants.

In patients at low-to moderate-immunologic risk, it is recommended that Rapamune be used initially in a
__regimen with cyclosporine and corticosteroids; cyclosporine should be withdrawn 2 to 4 months after
transplantatlon [see Dosage and Administration (2.2)].

In patlents at hlgh lmmunologlc rlsk (deﬁned as Black re01plents and/or repeat renal transplant I‘GCIR‘/E\M.
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peak PRA level > 80%]), it is recommended that Rapamune be used in combination with cyclosporine and

corticosteroids for the first year following transplantation [see Dosage and Administration (2.3), Clinical
Studies (14.3)].

1.2 Limitations of Use in Renal Transplantation

Cyclosporine withdrawal has not been studied in patients with Banff Grade 3 acute rejection or vascular
rejection prior to cyclosporine withdrawal, those who are dialysis-dependent, those with serum creatinine

>4.5 mg/dL, Black patients, patients of multi-organ transplants, secondary transplants, or those with high levels
of panel-reactive antibodies [see Clinical Studies (14.2)].

In patients at high-immunologic risk, the safety and efficacy of Rapamune used in combination with
cyclosporine and corticosteroids has not been studied beyond one year; therefore after the first 12 months
following transplantation, any adjustments to the immunosuppressive regimen should be considered on the
basis of the clinical status of the patient [see Clinical Studies (14.3)].

In pediatric patients, the safety and efficacy of Rapamune have not been established in patients <13 years old,
or in pediatric (<18 years) renal transplant patients considered at high-immunologic risk [see Adverse
Reactions (6.5), Clinical Studies (14.6)].

The safety and efficacy of de novo use of Rapamune without cyclosporine have not been established in renal
transplant patients [see Warnings and Precautions (5.12)].

The safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant
patients have not been established [see Clinical Studies (14.4)].

1.3 Treatment of Patients with Lymphangioleiomyomatosis
Rapamune (sirolimus) is indicated for the treatment of patients with lymphangioleiomyomatosis (LAM).
2 DOSAGE AND ADMINISTRATION

Rapamune is to be administered orally once daily, consistently with or without food [see Dosage and
Administration (2.5), Clinical Pharmacology (12.3)].

Tablets should not be crushed, chewed or split. Patients unable to take the tablets should be prescribed the
solution and instructed in its use.

2.1 General Dosing Guidance for Renal Transplant Patients

The initial dose of Rapamune should be administered as soon as possible after transplantation. It is
recommended that Rapamune be taken 4 hours after administration of cyclosporine oral solution (MODIFIED)
and or/cyclosporine capsules (MODIFIED) [see Drug Interactions (7.2)].

Frequent Rapamune dose adjustments based on non-steady-state sirolimus concentrations can lead to
overdosing or underdosing because sirolimus has a long half-life. Once Rapamune maintenance dose is
adjusted, patients should continue on the new maintenance dose for at least 7 to 14 days before further dosage

“adjustment with concentration monitoring. I most patients, dose adjustments can be based on simpte

proportion: new Rapamune dose = current dose x (target concentration/current concentration). A loading dose
should be con51dered in addmon to a new maintenance dose when it is necessary to increase sirolimus trough

maximum Rapamune dose administered on any day should not exceed 40 mg. lt an estlmated da{;};ygios
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exceeds 40 mg due to the addition of a loading dose, the loading dose should be administered over 2 days.
Sirolimus trough concentrations should be monitored at least 3 to 4 days after a loading dose(s).

Two milligrams (2 mg) of Rapamune Oral Solution have been demonstrated to be clinically equivalent to 2 mg
Rapamune Tablets; hence, at this dose these two formulations are interchangeable. However, it is not known if
higher doses of Rapamune Oral Solution are clinically equivalent to higher doses of Rapamune Tablets on a
mg-to-mg basis [see Clinical Pharmacology (12.3)].

2.2 Renal Transplant Patients at Low- to Moderate-Immunologic Risk

Rapamune and Cyclosporine Combination Therapy

For de novo renal transplant patients, it is recommended that Rapamune Oral Solution and Tablets be used
initially in a regimen with cyclosporine and corticosteroids. A loading dose of Rapamune equivalent to 3 times
the maintenance dose should be given, i.e. a daily maintenance dose of 2 mg should be preceded with a loading
dose of 6 mg. Therapeutic drug monitoring should be used to maintain sirolimus drug concentrations within the
target-range [see Dosage and Administration (2.5)].

Rapamune Following Cyclosporine Withdrawal

At 2 to 4 months following transplantation, cyclosporine should be progressively discontinued over 4 to

8 weeks, and the Rapamune dose should be adjusted to obtain sirolimus whole blood trough concentrations
within the target-range [see Dosage and Administration (2.5)]. Because cyclosporine inhibits the metabolism
and transport of sirolimus, sirolimus concentrations may decrease when cyclosporine is discontinued, unless
the Rapamune dose is increased [see Clinical Pharmacology (12.3)].

23 Renal Transplant Patients at High-Immunologic Risk

In patients with high-immunologic risk, it is recommended that Rapamune be used in combination with
cyclosporine and corticosteroids for the first 12 months following transplantation [see Clinical Studies (14.3)].
The safety and efficacy of this combination in high-immunologic risk patients has not been studied beyond the
first 12 months. Therefore, after the first 12 months following transplantation, any adjustments to the
immunosuppressive regimen should be considered on the basis of the clinical status of the patient.

For patients receiving Rapamune with cyclosporine, Rapamune therapy should be initiated with a loading dose
of up to 15 mg on day 1 post-transplantation. Beginning on day 2, an initial maintenance dose of 5 mg/day
should be given. A trough level should be obtained between days 5 and 7, and the daily dose of Rapamune
should thereafter be adjusted [see Dosage and Administration (2.5)].

The starting dose of cyclosporine should be up to 7 mg/kg/day in divided doses and the dose should
subsequently be adjusted to achieve target whole blood trough concentrations [see Dosage and Administration
(2.5)]. Prednisone should be administered at a minimum of 5 mg/day.

Antibody induction therapy may be used.
24 Dosing in Patients with Lymphangioleiomyomatosis
For patients with lymphangioleiomyomatosis, the initial Rapamune dose should be 2 mg/day. Sirolimus whole ™

hlood trough concentrations should be measured in 10-20 days, with dosage adjustment to maintain
concentrations between 5-15 ng/mL [see Dosage and Administration (2.5)].
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In most patients, dose adjustments can be based on simple proportion: new Rapamune dose = current dose x

(target concentration/current concentration). Frequent Rapamune dose adjustments based on non-steady-state
sirolimus concentrations can lead to overdosing or under dosing because sirolimus has a long half-life. Once
Rapamune maintenance dose is adjusted, patients should continue on the new maintenance dose for at least 7 to
14 days before further dosage adjustment with concentration monitoring. Once a stable dose is achieved,
therapeutic drug monitoring should be performed at least every three months.

2.5 Therapeutic Drug Monitoring

Monitoring of sirolimus trough concentrations is recommended for all patients, especially in those patients
likely to have altered drug metabolism, in patients > 13 years who weigh less than 40 kg, in patients with
hepatic impairment, when a change in the Rapamune dosage form is made, and during concurrent
administration of strong CYP3A4 inducers and inhibitors [see Drug Interactions (7)].

Therapeutic drug monitoring should not be the sole basis for adjusting Rapamune therapy. Careful attention
should be made to clinical signs/symptoms, tissue biopsy findings, and laboratory parameters.

When used in combination with cyclosporine, sirolimus trough concentrations should be maintained within the
target-range [see Clinical Studies (14), Clinical Pharmacology (12.3)]. Following cyclosporine withdrawal in
transplant patients at low- to moderate-immunologic risk, the target sirolimus trough concentrations should be
16 to 24 ng/mL for the first year following transplantation. Thereafter, the target sirolimus concentrations
should be 12 to 20 ng/mL.

The above recommended 24-hour trough concentration ranges for sirolimus are based on chromatographic
methods. Currently in clinical practice, sirolimus whole blood concentrations are being measured by both
chromatographic and immunoassay methodologies. Because the measured sirolimus whole blood
concentrations depend on the type of assay used, the concentrations obtained by these different methodologies
are not interchangeable [see Warnings and Precautions (5.17), Clinical Pharmacology (12.3)]. Adjustments to
the targeted range should be made according to the assay utilized to determine sirolimus trough
concentrations. Since results are assay and laboratory dependent, and the results may change over time,
adjustments to the targeted therapeutic range must be made with a detailed knowledge of the site-specific
assay used. Therefore, communication should be maintained with the laboratory performing the assay. A
discussion of different assay methods is contained in Clinical Therapeutics, Volume 22, Supplement B,

April 2000 [see References (15)].

2.6 Patients with Low Body Weight

The initial dosage in patients >13 years who weigh less than 40 kg should be adjusted, based on body surface
area, to 1 mg/m“/day. The loading dose should be 3 mg/m?.

2.7 Patients with Hepatic Impairment

It is recommended that the maintenance dose of Rapamune be reduced by approximately one third in patients
with mild or moderate hepatic impairment and by approximately one half in patients with severe hepatic
impairment. It is not necessary to modify the Rapamune loading dose [see Use in Specific Populations (8.6),
Clinical Pharmacology (12.3)].

28  Patients with Renal Tmpairment

Dosage adjustment is not needed in patients with impaired renal function [see Use in Specific Populgiie:

@7
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2.9 Instructions for Dilution and Administration of Rapamune Oral Solution

The amber oral dose syringe should be used to withdraw the prescribed amount of Rapamune Oral Solution
from the bottle. Empty the correct amount of Rapamune from the syringe into only a glass or plastic container
holding at least two (2) ounces (1/4 cup, 60 mL) of water or orange juice. No other liquids, including grapefruit
juice, should be used for dilution [see Drug Interactions (7.3), Clinical Pharmacology (12.3)]. Stir vigorously
and drink at once. Refill the container with an additional volume [minimum of four (4) ounces (1/2 cup, 120
mL)] of water or orange juice, stir vigorously, and drink at once.

Rapamune Oral Solution contains polysorbate 80, which is known to increase the rate of
di-(2-ethylhexyl)phthalate (DEHP) extraction from polyvinyl chloride (PVC). This should be considered
during the preparation and administration of Rapamune Oral Solution. It is important that these
recommendations be followed closely.

3 DOSAGE FORMS AND STRENGTHS
3.1 Rapamune Oral Solution
e 60 mg per 60 mL in amber glass bottle.
3.2 Rapamune Tablets

e 0.5 mg, tan, triangular-shaped tablets marked “RAPAMUNE 0.5 mg” on one side.
» 1 mg, white, triangular-shaped tablets marked “RAPAMUNE 1 mg” on one side.
» 2 mg, yellow-to-beige triangular-shaped tablets marked “RAPAMUNE 2 mg” on one side.

4 CONTRAINDICATIONS

Rapamune is contraindicated in patients with a hypersensitivity to Rapamune [see Warnings and Precautions

(5.4)].
5 WARNINGS AND PRECAUTIONS
5.1 Increased Susceptibility to Infection and the Possible Development of Lymphoma

Increased susceptibility to infection and the possible development of lymphoma and other malignancies,
particularly of the skin, may result from immunosuppression. The rates of lymphoma/lymphoproliferative
disease observed in Studies 1 and 2 were 0.7-3.2% (for Rapamune-treated patients) versus 0.6-0.8%
(azathioprine and placebo control) [see Adverse Reactions (6.1) and (6.2)]. Oversuppression of the immune
system can also increase susceptibility to infection, including opportunistic infections such as tuberculosis, fatal
infections, and sepsis. Only physicians experienced in immunosuppressive therapy and management of organ
transplant patients should use Rapamune for prophylaxis of organ rejection in patients receiving renal
transplants. Patients receiving the drug should be managed in facilities equipped and staffed with adequate
laboratory and supportive medical resources. The physician responsible for maintenance therapy should have
complete information requisite for the follow-up of the patient.

.52 ____ Liver Transplantation — Excess Mortality, Graft Loss, and Hepatic Artery Thrombosis

The safety and efficacy of Rapamune as immunosupprassive therapy have not been cstablished in liver
transplant patients; therefore, such use is not recommended. The use of Rapamune has been associated with
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adverse outcomes in patients following liver transplantation, including excess mortality, graft loss and hepatic
artery thrombosis (HAT).

In a study in de novo liver transplant patients, the use of Rapamune in combination with tacrolimus was
associated with excess mortality and graft loss (22% in combination versus 9% on tacrolimus alone). Many of
these patients had evidence of infection at or near the time of death.

In this and another study in de novo liver transplant patients, the use of Rapamune in combination with
cyclosporine or tacrolimus was associated with an increase in IIAT (7% in combination versus 2% in the

control arm); most cases of HAT occurred within 30 days post-transplantation, and most led to graft loss or
death.

In a clinical study in stable liver transplant patients 6-144 months post-liver transplantation and receiving a
CNI-based regimen, an increased number of deaths was observed in the group converted to a Rapamune-based
regimen compared to the group who was continued on a CNI-based regimen, although the difference was not
statistically significant (3.8% versus 1.4%) [see Clinical Studies (14.5)].

5.3 Lung Transplantation — Bronchial Anastomotic Dehiscence

Cases of bronchial anastomotic dehiscence, most fatal, have been reported in de novo lung transplant patients
when Rapamune has been used as part of an immunosuppressive regimen.

The safety and efficacy of Rapamune as immunosuppressive therapy have not been established in lung
transplant patients; therefore, such use is not recommended.

5.4 Hypersensitivity Reactions

Hypersensitivity reactions, including anaphylactic/anaphylactoid reactions, angioedema, exfoliative dermatitis
and hypersensitivity vasculitis, have been associated with the administration of Rapamune [see Adverse
Reactions (6.7)].

5.5 Angioedema

Rapamune has been associated with the development of angioedema. The concomitant use of Rapamune with
other drugs known to cause angioedema, such as angiotensin-converting enzyme (ACE) inhibitors, may
increase the risk of developing angioedema. Elevated sirolimus levels (with/without concomitant ACE
inhibitors) may also potentiate angioedema [see Drug Interactions (7.2)]. In some cases, the angioedema has
resolved upon discontinuation or dose reduction of Rapamune.

5.6 Fluid Accumulation and Impairment of Wound Healing

There have been reports of impaired or delayed wound healing in patients receiving Rapamune, including
lymphocele and wound dehiscence [see Adverse Reactions (6.1)]. Mammalian target of rapamycin (mTOR)
inhibitors such as sirolimus have been shown in vitro to inhibit production of certain growth factors that may

affect angiogenesis, fibroblast proliferation, and vascular permeability. Lymphocele, a known surgical

complication of renal transplantation, occurred significantly more often in a dose-related fashion in patients

treated with Rapamune |see Adverse Reactions (6.1)]. Appropriate measures should be considered to minimize

such complications. Patients with a body mass index (BMI) greater than 30 kg/m’ may be at increased risk of
abnormal wound healing based on data from the medical literature.
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There have also been reports of fluid accumulation, including peripheral edema, lymphedema, pleural effusion,

ascites, and pericardial effusions (including hemodynamically significant effusions and tamponade requiring
intervention in children and adults), in patients receiving Rapamune.

5.7 Hyperlipidemia

Increased serum cholesterol and triglycerides requiring treatment occurred more frequently in patients treated
with Rapamune compared with azathioprine or placebo controls in Studies 1 and 2 [see Adverse Reactions
(6.1)]. There were increased incidences of hypercholesterolemia (43-46%) and/or hypertriglyceridemia (45-
57%) in patients receiving Rapamune compared with placebo controls (each 23%). The risk/benefit should be
carefully considered in patients with established hyperlipidemia before initiating an immunosuppressive
regimen including Rapamune.

Any patient who is administered Rapamune should be monitored for hyperlipidemia. If detected, interventions
such as diet, exercise, and lipid-lowering agents should be initiated as outlined by the National Cholesterol
Education Program guidelines.

In clinical trials of patients receiving Rapamune plus cyclosporine or Rapamune after cyclosporine withdrawal,
up to 90% of patients required treatment for hyperlipidemia and hypercholesterolemia with anti-lipid therapy
(e.g., statins, fibrates). Despite anti-lipid management, up to 50% of patients had fasting serum cholesterol
levels >240 mg/dL and triglycerides above recommended target levels. The concomitant administration of
Rapamune and HMG-CoA reductase inhibitors resulted in adverse reactions such as CPK elevations (3%),
myalgia (6.7%) and rhabdomyolysis (<1%). In these trials, the number of patients was too small and duration
of follow-up too short to evaluate the long-term impact of Rapamune on cardiovascular mortality.

During Rapamune therapy with or without cyclosporine, patients should be monitored for elevated lipids, and
patients administered an HMG-CoA reductase inhibitor and/or fibrate should be monitored for the possible
development of rhabdomyolysis and other adverse effects, as described in the respective labeling for these
agents.

5.8 Decline in Renal Function

Renal function should be closely monitored during the co-administration of Rapamune with cyclosporine,
because long-term administration of the combination has been associated with deterioration of renal function.
Patients treated with cyclosporine and Rapamune were noted to have higher serum creatinine levels and lower
glomerular filtration rates compared with patients treated with cyclosporine and placebo or azathioprine
controls (Studies 1 and 2). The rate of decline in renal function in these studies was greater in patients receiving
Rapamune and cyclosporine compared with control therapies.

Appropriate adjustment of the immunosuppressive regimen, including discontinuation of Rapamune and/or
cyclosporine, should be considered in patients with elevated or increasing serum creatinine levels. In patients at
low- to moderate-immunologic risk, continuation of combination therapy with cyclosporine beyond 4 months
following transplantation should only be considered when the benefits outweigh the risks of this combination
for the individual patients. Caution should be exercised when using agents (e.g., aminoglycosides and
amphotericin B) that are known to have a deleterious effect on renal function.

_In patients with delayed graft function, Rapamune may delay recovery of renal function.
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5.9 Proteinuria

Periodic quantitative monitoring of urinary protein excretion is recommended. In a study evaluating conversion
from calcineurin inhibitors (CNI) to Rapamune in maintenance renal transplant patients 6-120 months post-
transplant, increased urinary protein excretion was commonly observed from 6 through 24 months after
conversion to Rapamune compared with CNI continuation [see Clinical Studies (14.4), Adverse Reactions
(6.4)]. Patients with the greatest amount of urinary protein excretion prior to Rapamune conversion were those
whose protein excretion increased the most after conversion. New onset nephrosis (nephrotic syndrome) was
also reported as a treatment-emergent adverse reaction in 2.2% of the Rapamune conversion group patients in
comparison to 0.4% in the CNI continuation group of patients. Nephrotic range proteinuria (defined as urinary
protein to creatinine ratio >3.5) was also reported in 9.2% in the Rapamune conversion group of patients in
comparison to 3.7% in the CNI continuation group of patients. In some patients, reduction in the degree of
urinary protein excretion was observed for individual patients following discontinuation of Rapamune. The
safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant
patients have not been established.

5.10 Latent Viral Infections

Immunosuppressed patients are at increased risk for opportunistic infections, including activation of latent viral
infections. These include BK virus-associated nephropathy, which has been observed in renal transplant
patients receiving immunosuppressants, including Rapamune. This infection may be associated with serious
outcomes, including deteriorating renal function and renal graft loss [see Adverse Reactions (6.7)]. Patient
monitoring may help detect patients at risk for BK virus-associated nephropathy. Reduction in
immunosuppression should be considered for patients who develop evidence of BK virus-associated
nephropathy.

Cases of progressive multifocal leukoencephalopathy (PML), sometimes fatal have been reported in patients
treated with immunosuppressants, including Rapamune. PML commonly presents with hemiparesis, apathy,
confusion, cognitive deficiencies and ataxia. Risk factors for PML include treatment with immunosuppressant
therapies and impairment of immune function. In immunosuppressed patients, physicians should consider PML
in the differential diagnosis in patients reporting neurological symptoms and consultation with a neurologist
should be considered as clinically indicated. Consideration should be given to reducing the amount of
immunosuppression in patients who develop PML. In transplant patients, physicians should also consider the
risk that reduced immunosuppression represents to the graft.

5.11 Interstitial Lung Disease/Non-Infectious Pneumonitis

Cases of interstitial lung disease [ILD] (including pneumonitis, bronchiolitis obliterans organizing pneumonia
[BOOP], and pulmonary fibrosis), some fatal, with no identified infectious etiology have occurred in patients
receiving immunosuppressive regimens including Rapamune. In some cases, the ILD was reported with
pulmonary hypertension (including pulmonary arterial hypertension [PAH]) as a secondary event. In some
cases, the ILD has resolved upon discontinuation or dose reduction of Rapamune. The risk may be increased
as the trough sirolimus concentration increases [see Adverse Reactions (6.7)].

5.12 De Novo Use Without Cyclosporine

~I'he satety and etticacy of de novo use of Rapamune without cyclosporine is not established in renal transplant.
paticnts. In a multicenter clinical study, de novo renal transplant patients treated with Rapamune,
mycophenolate mofetil (MMI*) ster01ds and an 1L.-2 receptor antagomst had signiticantly hlgher acute
stelolds and IL-2 1ecept0r antagomst A beneﬁt in terms of better renal function, was not appﬁ 8*' fa";
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treatment arm with de novo use of Rapamune without cyclosporine. These findings were also observed in a
similar treatment group of another clinical trial.

5.13 Increased Risk of Calcineurin Inhibitor-Induced Hemolytic Uremic
Syndrome/Thrombotic Thrombocytopenic Purpura/Thrombotic Microangiopathy

The concomitant use of Rapamune with a calcineurin inhibitor may increase the risk of calcineurin inhibitor-
induced hemolytic uremic syndrome/thrombotic thrombocytopenic purpura/thrombotic microangiopathy
(ITUS/TTP/TMA) [see Adverse Reactions (6.7)].

5.14 Antimicrobial Prophylaxis

Cases of Pneumocystis carinii pneumonia have been reported in transplant patients not receiving antimicrobial
prophylaxis. Therefore, antimicrobial prophylaxis for Preumocystis carinii pneumonia should be administered
for 1 year following transplantation.

Cytomegalovirus (CMV) prophylaxis is recommended for 3 months after transplantatlon particularly for
patients at increased risk for CMV disease.

5.15 Embryo-Fetal Toxicity

Based on animal studies and the mechanism of action [see Clinical Pharmacology (12.1)], Rapamune can
cause fetal harm when administered to a pregnant woman. In animal studies, sirolimus caused embryo-fetal
toxicity when administered during the period of organogenesis at maternal exposures that were equal to or less
than human exposures at the recommended lowest starting dose. Advise pregnant women of the potential risk
to a fetus. Advise female patients of reproductive potential to avoid becoming pregnant and to use highly
effective contraception while using Rapamune and for 12 weeks after ending treatment [see Use in Specific
Populations (8.1)].

5.16 Male Infertility

Azoospermia or oligospermia may be observed [see Adverse Reactions (6.2), Nonclinical Toxicology (13.1)].
Rapamune is an anti-proliferative drug and affects rapidly dividing cells like the germ cells.

3.17 Different Sirolimus Trough Concentration Reported between Chromatographic and
Immunoassay Methodologies

Currently in clinical practice, sirolimus whole blood concentrations are being measured by various
chromatographic and immunoassay methodologies. Patient sample concentration values from different assays
may not be interchangeable [see Dosage and Administration (2.5)].

5.18 Skin Cancer Events

Patients on immunosuppressive therapy are at increased risk for skin cancer. Exposure to sunlight and
ultraviolet (UV) light should be limited by wearing protective clothing and using a broad spectrum sunscreen
with a high protection factor [see Adverse Reactions (6.1, 6.2, 6.7)].

—5.19 ———Immunizations—— ) N - e T

The use of live vaccines should be avoided during treatment with Rapamune; live vaccines may mclude but
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typhoid. Immunosuppressants may affect response to vaccination. Therefore, during treatment with Rapamune,

vaccination may be less effective.
5.20 Interaction with Strong Inhibitors and Inducers of CYP3A4 and/or P-gp

Avoid concomitant use of Rapamune with strong inhibitors of CYP3A4 and/or P-gp (such as ketoconazole,
voriconazole, itraconazole, erythromycin, telithromycin, or clarithromycin) or strong inducers of CYP3A4
and/or P-gp (such as rifampin or rifabutin) [see Drug Interactions (7.2)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed in greater detail in other sections of the label.

o Increased susceptibility to infection, lymphoma, and malignancy [see Boxed Warning, Warnings and
Precautions (5.1)]

o Excess mortality, graft loss, and hepatic artery thrombosis in liver transplant patients [see Boxed
Warning, Warnings and Precautions (5.2)]

e Bronchial anastomotic dehiscence in lung transplant patients [see Boxed Warning, Warnings and
Precautions (5.3)]

o Hypersensitivity reactions [see Warnings and Precautions (5.4)]

o Exfoliative dermatitis [see Warnings and Precautions (5.4)]

e Angioedema [see Warnings and Precautions (5.5)]

e Fluid accumulation and impairment of wound healing [see Warnings and Precautions (5.6)]
e Hypertriglyceridemia, hypercholesterolemia [see Warnings and Precautions (5.7)]

e Decline in renal function in long-term combination of cyclosporine with Rapamune [see Warnings and
Precautions (5.8)]

o Proteinuria [see Warnings and Precautions (5.9)]
o Interstitial lung disease [see Warnings and Precautions (5.11)]

e Increased risk of calcineurin inhibitor-induced HUS/TTP/TMA [see Warnings and Precautions (5.13)]
o Embryo-fetal toxicity [see Warnings and Precautions (5.15)]
o Male infertility [see Warnings and Precautions (5.16)]

The most common (>30%) adverse reactions observed with Rapamune in clinical studies for organ rejection
prophylaxis in recipients of renal transplantation are: peripheral edema, hypertriglyceridemia, hypertension,
hypercholesterolemia, creatinine increased, constipation, abdominal pain, diarrhea, headache, fever, urinary
tract infection, anemia, nausea, arthralgia, pain, and thrombocytopenia.

The most common (>20%) adverse reactions observed with Rapamune in the clinical study for the treatment
of LAM are: stomatitis, diarrhea, abdominal pain, nausea, nasopharyngitis, acne, chest pain, peripheral edema,
upper respiratory tract infection, headache, dizziness, myalgia, and hypercholesterolemia.

The following adverse reactions resulted in a rate of discontinuation of >5% in clinical trials for renal
transplant rejection prophylaxis: creatinine increased, hypertriglyceridemia, and TTP. In patients with LAM,
11% of subjects discontinucd duc to adverse reactions, with no single adverse reaction leading to
discontinuation in more than one patient being treated with Rapamune. S
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6.1 Clinical Studies Experience in Prophylaxis of Organ Rejection Following Renal
Transplantation

The safety and efficacy of Rapamune Oral Solution for the prevention of organ rejection following renal
transplantation were assessed in two randomized, double-blind, multicenter, controlled trials [see Clinical
Studies (14.1)]. The safety profiles in the two studies were similar.

The incidence of adverse reactions in the randomized, double-blind, multicenter, placebo-controlled trial
(Study 2) in which 219 renal transplant patients received Rapamune Oral Solution 2 mg/day, 208 received
Rapamune Oral Solution 5 mg/day, and 124 received placebo is presented in Table 1 below. The study
population had a mean age of 46 years (range 15 to 71 years), the distribution was 67% male, and the
composition by race was: White (78%), Black (11%), Asian (3%), Hispanic (2%), and Other (5%). All patients
were treated with cyclosporine and corticosteroids. Data (> 12 months post-transplant) presented in the
following table show the adverse reactions that occurred in at least one of the Rapamune treatment groups with
an incidence of >20%.

The safety profile of the tablet did not differ from that of the oral solution formulation [see Clinical Studies
(14.1)].

In general, adverse reactions related to the administration of Rapamune were dependent on dose/concentration.
Although a daily maintenance dose of 5 mg, with a loading dose of 15 mg, was shown to be safe and effective,
no efficacy advantage over the 2 mg dose could be established for renal transplant patients. Patients receiving 2
mg of Rapamune Oral Solution per day demonstrated an overall better safety profile than did patients receiving
5 mg of Rapamune Oral Solution per day.

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in one
clinical trial of a drug cannot be directly compared with rates in the clinical trials of the same or another drug
and may not reflect the rates observed in practice.

13
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TABLE 1: ADVERSE REACTIONS OCCURRING AT A FREQUENCY OF >20% IN AT LEAST ONE OF THE
RAPAMUNE TREATMENT GROUPS IN A STUDY OF PROPHYLAXIS OF ORGAN REJECTION FOLLOWING
RENAL TRANSPLANTATION (%) AT > 12 MONTHS POST-TRANSPLANTATION (STUDY 2)*

——Rapamune Oral Solution—

2 mg/day 5 mg/day Placebo

Adverse Reaction (n=218) (n=208) (n=124)
Peripheral edema 54 58 48
Hypertriglyceridemia 45 57 23
Hypertension 45 49 48
Hypercholesterolemia 43 46 23
Creatinine increased 39 40 38
Constipation 36 38 31
Abdominal pain 29 36 30
Diarrhea 25 35 27
Headache 34 34 31
Fever 23 34 35
Urinary tract infection 26 33 26
Anemia 23 33 21
Nausea 25 31 29
Arthralgia 25 31 18
Thrombocytopenia 14 30 9
Pain 33 29 25
Acne 22 22 19
Rash 10 20 6
Edema 20 18 15

a: Patients received cyclosporine and corticosteroids.

The following adverse reactions were reported less frequently (>3%, but <20%)

e Body as a Whole — Sepsis, lymphocele, herpes zoster, herpes simplex.

e Cardiovascular — Venous thromboembolism (including pulmonary embolism, deep venous
thrombosis), tachycardia.

o Digestive System — Stomatitis.

o Hematologic and Lymphatic System — Thrombotic thrombocytopenic purpura‘hemolytic uremic
syndrome (TTP/HUS), leukopenia.

o Metabolic/Nutritional — Abnormal healing, increased lactic dehydrogenase (LDH), hypokalemia,
diabetes mellitus.

e Musculoskeletal System — Bone necrosis.
e Respiratory System — Pneumonia, epistaxis.
e Skin — Melanoma, squamous cell carcinoma, basal cell carcinoma.

o Urogenital System — Pyelonephritis, decline in renal function (creatinine increased) in long-term
combination of cyclosporine with Rapamune [see Warnings and Precautions (5.8)], ovarian cysts
menstrual disorders (including amenorrhea and menorrhagia).

Less frequently (<3%) occurring adverse reactions included: lymphoma/post-transplant lymphoproliferative
- disorder, mycobacterial infections (including M. tuberculosis), pancreatitis, cytomegalovirus (CMV),and - —
Epstcin-Barr virus.

14
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Increased Serum Cholesterol and Triglycerides

The use of Rapamune in renal transplant patients was associated with increased serum cholesterol and
triglycerides that may require treatment.

In Studies 1 and 2, in de novo renal transplant patients who began the study with fasting, total serum
cholesterol <200 mg/dL or fasting, total serum triglycerides <200 mg/dL, there was an increased incidence of
hypercholesterolemia (fasting serum cholesterol >240 mg/dL) or hypertriglyceridemia (fasting serum
triglycerides >500 mg/dL), respectively, in patients receiving both Rapamune 2 mg and Rapamune 5 mg
compared with azathioprine and placebo controls.

Treatment of new-onset hypercholesterolemia with lipid-lowering agents was required in 42-52% of patients
enrolled in the Rapamune arms of Studies 1 and 2 compared with 16% of patients in the placebo arm and 22%
of patients in the azathioprine arm. In other Rapamune renal transplant studies, up to 90% of patients required
treatment for hyperlipidemia and hypercholesterolemia with anti-lipid therapy (e.g., statins, fibrates). Despite
anti-lipid management, up to 50% of patients had fasting serum cholesterol levels >240 mg/dL and
triglycerides above recommended target levels [see Warnings and Precautions (5.7)].

Abnormal Healing

Abnormal healing events following transplant surgery include fascial dehiscence, incisional hernia, and
anastomosis disruption (e.g., wound, vascular, airway, ureteral, biliary).

Malignancies

Table 2 below summarizes the incidence of malignancies in the two controlled trials (Studies 1 and 2) for the
prevention of acute rejection [see Clinical Studies (14.1)].

At 24 months (Study 1) and 36 months (Study 2) post-transplant, there were no significant differences among
treatment groups.

TABLE 2: INCIDENCE (%) OF MALIGNANCIES IN STUDY 1 (24 MONTHS) AND STUDY 2 (36 MONTHS)
POST-TRANSPLANT™®

Rapamune Rapamune Azathioprine
Oral Solution Oral Solution 2-3
2 mg/day 5 mg/day mg/kg/day Placebo
Study 1 Study 2 Study 1 Study 2 Study 1 Study 2
Malignancy (n=284) (n=227) (n=274) (n=219) (n=161) (n=130)
Lymphoma/lymphoproliferative disease 0.7 1.8 1.1 3.2 0.6 0.8
Skin Carcinoma
Any Squamous Cell® 0.4 2.7 2.2 0.9 3.8 3.0
Any Basal Cell° 0.7 22 1.5 1.8 25 5.3
Melanoma 0.0 0.4 0.0 1.4 0.0 0.0
Miscellaneous/Not Specified 0.0 0.0 0.0 0.0 0.0 0.8
Total 1.1 4.4 3.3 4.1 4.3 7.7
Other Malignancy 1.1 22 1.5 1.4 0.6 2.3

“a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c: Patients may be counted in more than one category.
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6.2 Rapamune Following Cyclosporine Withdrawal

The incidence of adverse reactions was determined through 36 months in a randomized, multicenter, controlled
trial (Study 3) in which 215 renal transplant patients received Rapamune as a maintenance regimen following
cyclosporine withdrawal, and 215 patients received Rapamune with cyclosporine therapy [see Clinical Studies
(14.2)]. All patients were treated with corticosteroids. The safety profile prior to randomization (start of
cyclosporine withdrawal) was similar to that of the 2 mg Rapamune groups in Studies 1 and 2.

Following randomization (at 3 months), patients who had cyclosporine eliminated from their therapy
experienced higher incidences of the following adverse reactions: abnormal liver function tests (including
increased AST/SGOT and increased ALT/SGPT), hypokalemia, thrombocytopenia, and abnormal healing.
Conversely, the incidence of the following adverse events was higher in patients who remained on cyclosporine
than those who had cyclosporine withdrawn from therapy: hypertension, cyclosporine toxicity, increased
creatinine, abnormal kidney function, toxic nephropathy, edema, hyperkalemia, hyperuricemia, and gum
hyperplasia. Mean systolic and diastolic blood pressure improved significantly following cyclosporine
withdrawal.

Malignancies

The incidence of malignancies in Study 3 [see Clinical Studies (14.2)] is presented in Table 3.

In Study 3, the incidence of lymphoma/lymphoproliferative disease was similar in all treatment groups. The
overall incidence of malignancy was higher in patients receiving Rapamune plus cyclosporine compared with
patients who had cyclosporine withdrawn. Conclusions regarding these differences in the incidence of
malignancy could not be made because Study 3 was not designed to consider malignancy risk factors or
systematically screen subjects for malignancy. In addition, more patients in the Rapamune with cyclosporine
group had a pre-transplantation history of skin carcinoma.

TABLE 3: INCIDENCE (%) OF MALIGNANCIES IN STUDY 3 (CYCLOSPORINE WITHDRAWAL STUDY) AT
36 MONTHS POST-TRANSPLANT*"

Rapamune
with Cyclosporine Rapamune
Nonrandomized Therapy Following Cyclosporine Withdrawal
Malignancy (n=95) (n=215) (n=215)
Lymphoma/lymphoproliferative disease 1.1 1.4 0.5
Skin Carcinoma
Any Squamous Cell® 3.2 3.3 2.3
Any Basal Cell° 32 6.5 23
Melanoma 0.0 0.5 0.0
Miscellaneous/Not Specified 1.1 0.9 0.0
Total 4.2 7.9 3.7
Other Malignancy 3.2 3.3 1.9

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c: Patients may be counted in more than one category.
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6.3 High-Immunologic Risk Renal Transplant Patients

Safety was assessed in 224 patients who received at least one dose of sirolimus with cyclosporine [see Clinical
Studies (14.3)]. Overall, the incidence and nature of adverse reactions was similar to those seen in previous
combination studies with Rapamune. The incidence of malignancy was 1.3% at 12 months.

6.4 Conversion from Calcineurin Inhibitors to Rapamune in Maintenance Renal Transplant
Population

The safety and efficacy of conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant
population have not been established [see Clinical Studies (14.4)]. In a study evaluating the safety and efficacy
of conversion from calcineurin inhibitors to Rapamune (initial target sirolimus concentrations of 12-20 ng/mL,
and then 8-20 ng/mL, by chromatographic assay) in maintenance renal transplant patients, enrollment was
stopped in the subset of patients (n = 87) with a baseline glomerular filtration rate of less than 40 mL/min.
There was a higher rate of serious adverse events, including pneumonia, acute rejection, graft loss and death, in
this stratum of the Rapamune treatment arm.

The subset of patients with a baseline glomerular filtration rate of less than 40 mL/min had 2 years of follow-up
after randomization. In this population, the rate of pneumonia was 25.9% (15/58) versus 13.8% (4/29), graft
loss (excluding death with functioning graft loss) was 22.4% (13/58) versus 31.0% (9/29), and death was
15.5% (9/58) versus 3.4% (1/29) in the sirolimus conversion group and CNI continuation group, respectively.

In the subset of patients with a baseline glomerular filtration rate of greater than 40 mL/min, there was no
benefit associated with conversion with regard to improvement in renal function and a greater incidence of
proteinuria in the Rapamune conversion arm.

Overall in this study, a 5-fold increase in the reports of tuberculosis among sirolimus 2.0% (11/551) and
comparator 0.4% (1/273) treatment groups was observed with 2:1 randomization scheme.

In a second study evaluating the safety and efficacy of conversion from tacrolimus to Rapamune 3 to 5 months
post-kidney transplant, a higher rate of adverse events, discontinuations due to adverse events, acute rejection,
and new onset diabetes mellitus was observed following conversion to Rapamune. There was also no benefit
with respect to renal function and a greater incidence of proteinuria was observed after conversion to sirolimus
[(see Clinical Studies (14.4)].

6.5 Pediatric Renal Transplant Patients

Safety was assessed in a controlled clinical trial in pediatric (<18 years of age) renal transplant patients
considered at high-immunologic risk, defined as a history of one or more acute allograft rejection episodes
and/or the presence of chronic allograft nephropathy on a renal biopsy [see Clinical Studies (14.6)]. The use of
Rapamune in combination with calcineurin inhibitors and corticosteroids was associated with a higher
incidence of deterioration of renal function (creatinine increased) compared to calcineurin inhibitor-based
therapy, serum lipid abnormalities (including, but not limited to, increased serum triglycerides and cholesterol),
and urinary tract infections.

6.6 Patients with Lymphangioleiomyomatosis
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Safety was assessed in a controlled trial involving 89 patients with lymphangioleiomyomatosis, 46 of whom

were treated with Rapamune [see Clinical Studies (14.7)]. The adverse drug reactions observed in this trial
were consistent with the known safety profile for renal transplant patients receiving Rapamune, with the
addition of weight decreased which was reported at a greater incidence with Rapamune when compared to
placebo. Adverse reactions occurring at a frequency of >20% in the Rapamune treatment group and greater
than placebo include stomatitis, diarrhea, abdominal pain, nausea, nasopharyngitis, acne, chest pain, peripheral
edema, upper respiratory tract infection, headache, dizziness, myalgia, and hypercholesterolemia.

6.7 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of Rapamune in transplant
patients. 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.

* Body as a Whole — Lymphedema.

o Cardiovascular — Pericardial effusion (including hemodynamically significant effusions and tamponade
requiring intervention in children and adults) and fluid accumulation.

o Digestive System — Ascites.
o Hematological/Lymphatic — Pancytopenia, neutropenia.

e Hepatobiliary Disorders — Hepatotoxicity, including fatal hepatic necrosis, with elevated sirolimus
trough concentrations.

o Immune System — Hypersensitivity reactions, including anaphylactic/anaphylactoid reactions,
angioedema, and hypersensitivity vasculitis [see Warnings and Precautions (5.4)].

e Infections — Tuberculosis. BK virus associated nephropathy has been observed in patients receiving
immunosuppressants, including Rapamune. This infection may be associated with serious outcomes,
including deteriorating renal function and renal graft loss. Cases of progressive multifocal
leukoencephalopathy (PML), sometimes fatal, have been reported in patients treated with

immunosuppressants, including Rapamune [see Warnings and Precautions (5.10)]. Clostridium difficile
enterocolitis.

e Metabolic/Nutritional — Liver function test abnormal, AST/SGOT increased, ALT/SGPT increased,
hypophosphatemia, hyperglycemia, diabetes mellitus.

o Nervous system - Posterior reversible encephalopathy syndrome.

» Respiratory — Cases of interstitial lung disease (including pneumonitis, bronchiolitis obliterans
organizing pneumonia [BOOP], and pulmonary fibrosis), some fatal, with no identified infectious
etiology have occurred in patients receiving immunosuppressive regimens including Rapamune. In
some cases, the interstitial lung disease has resolved upon discontinuation or dose reduction of
Rapamune. The risk may be increased as the sirolimus trough concentration increases [see Warnings
and Precautions (35.11)]; pulmonary hemorrhage; pleural effusion; alveolar proteinosis.

 Skin — Neuroendocrine carcinoma of the skin (Merkel cell carcinoma) [see Warnings and Precautions
(5.18)], exfoliative dermatitis [see Warnings and Precautions (5.4)].

o Urogenital — Nephrotic syndrome, proteinuria, focal segmental glomerulosclerosis, ovarian cysts,
menstrual disorders (including amenorrhea and menorrhagia). Azoospermia has been reported with the
use of Rapamunc and has been reversible upon discontinuation of Rapamunc in most cascs.
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7 DRUG INTERACTIONS

Sirolimus is known to be a substrate for both cytochrome P-450 3A4 (CYP3A4) and p-glycoprotein (P-gp).
Inducers of CYP3A4 and P-gp may decrease sirolimus concentrations whereas inhibitors of CYP3A4 and P-gp
may increase sirolimus concentrations.

7.1 Use with Cyclosporine

Cyclosporine, a substrate and inhibitor of CYP3A4 and P-gp, was demonstrated to increase sirolimus
concentrations when co-administered with sirolimus. In order to diminish the effect of this interaction with
cyclosporine, it is recommended that Rapamune be taken 4 hours after administration of cyclosporine oral
solution (MODIFIED) and/or cyclosporine capsules (MODIFIED). If cyclosporine is withdrawn from
combination therapy with Rapamune, higher doses of Rapamune are needed to maintain the recommended
sirolimus trough concentration ranges [see Dosage and Administration (2.2), Clinical Pharmacology (12.3)].

7.2 Strong Inducers and Strong Inhibitors of CYP3A4 and P-gp

Avoid concomitant use of sirolimus with strong inducers (e.g., rifampin, rifabutin) and strong inhibitors (e.g.,
ketoconazole, voriconazole, itraconazole, erythromycin, telithromycin, clarithromycin) of CYP3A4 and P-gp.
Alternative agents with lesser interaction potential with sirolimus should be considered [see Warnings and
Precautions (5.20), Clinical Pharmacology (12.3)].

7.3 Grapefruit Juice

Because grapefruit juice inhibits the CYP3A4-mediated metabolism of sirolimus, it must not be taken with or
be used for dilution of Rapamune [see Dosage and Administration (2.9), Drug Interactions (7.3), Clinical
Pharmacology (12.3)].

7.4 Weak and Moderate Inducers or Inhibitors of CYP3A4 and P-gp

Exercise caution when using sirolimus with drugs or agents that are modulators of CYP3A4 and P-gp. The
dosage of Rapamune and/or the co-administered drug may need to be adjusted [see Clinical Pharmacology

12.3)].

e Drugs that could increase sirolimus blood concentrations:

Bromocriptine, cimetidine, cisapride, clotrimazole, danazol, diltiazem, fluconazole, protease inhibitors
(e.g., HIV and hepatitis C that include drugs such as ritonavir, indinavir, boceprevir, and telaprevir),
metoclopramide, nicardipine, troleandomycin, verapamil

e Drugs and other agents that could decrease sirolimus concentrations:

Carbamazepine, phenobarbital, phenytoin, rifapentine, St. John’s Wort (Hypericum perforatum)
» Drugs with concentrations that could increase when given with Rapamune:

Verapamil
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

Based on animal studies and the mechanism of action, Rapamune can cause fetal harm when administered to a
pregnant woman [see Data, Clinical Pharmacology (12.1)]. There are limited data on the use of sirolimus
during pregnancy; however, these data are insufficicnt to inform a drug-associated risk of adverse
developmental outcomes. In animal studies, sirolimus was embryo/fetotoxic in rats at sub-therapeutic doses
[see Data). Advise pregnant women of the potential risk to a fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
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.

Data
Animal Data
Sirolimus crossed the placenta and was toxic to the conceptus.

In rat embryo-fetal development studies, pregnant rats were administered sirolimus orally during the period of
organogenesis (Gestational Day 6-15). Sirolimus produced embryo-fetal lethality at 0.5 mg/kg (2.5-fold the
clinical dose of 2 mg, on a body surface area basis) and reduced fetal weight at 1 mg/kg (5-fold the clinical
dose of 2 mg). The no observed adverse effect level (NOAEL) for fetal toxicity in rats was 0.1 mg/kg (0.5-fold
the clinical dose of 2 mg). Maternal toxicity (weight loss) was observed at 2 mg/kg (10-fold the clinical dose of
2 mg). The NOAEL for maternal toxicity was 1 mg/kg. In combination with cyclosporine, rats had increased
embryo-fetal mortality compared with sirolimus alone.

In rabbit embryo-fetal development studies, pregnant rabbits were administered sirolimus orally during the
period of organogenesis (Gestational Day 6-18). There were no effects on embryo-fetal development at doses
up to 0.05 mg/kg (0.5-fold the clinical dose of 2 mg, on a body surface area basis); however, at doses of

0.05 mg/kg and above, the ability to sustain a successful pregnancy was impaired (i.e., embryo-fetal abortion or
early resorption). Maternal toxicity (decreased body weight) was observed at 0.05 mg/kg. The NOAEL for
maternal toxicity was 0.025 mg/kg (0.25-fold the clinical dose of 2 mg).

In a pre- and post-natal development study in rats, pregnant females were dosed during gestation and lactation
(Gestational Day 6 through Lactation Day 20). An increased incidence of dead pups, resulting in reduced live
litter size, occurred at 0.5 mg/kg (2.5-fold the clinical dose of 2 mg/kg on a body surface area basis). At

0.1 mg/kg (0.5-fold the clinical dose of 2 mg), there were no adverse effects on offspring. Sirolimus did not
cause maternal toxicity or affect developmental parameters in the surviving offspring (morphological
development, motor activity, learning, or fertility assessment) at 0.5 mg/kg, the highest dose tested.

8.2 Lactation

Risk Summary

It is not known whether sirolimus is present in human milk. There are no data on its effects on the breastted
infant or milk production. The pharmacokinetic and safety profiles of sirolimus in infants are not known.
Sirolimus is present in the milk of lactating rats. There is potential for serious adverse effects from sirolimus in
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health benefits of breastfeeding should be considered along with the mother’s clinical need for Rapamune and

any potential adverse effects on the breastfed child from Rapamune.
8.3 Females and Males of Reproductive Potential

Contraception

Females should not be pregnant or become pregnant while receiving Rapamune. Advise females of
reproductive potential that animal studies have been shown Rapamune to be harmful to the developing fetus.
Females of reproductive potential are recommended to use highly effective contraceptive method. Effective
contraception must be initiated before Rapamune therapy, during Rapamune therapy, and for 12 weeks after
Rapamune therapy has been stopped [see Warnings and Precautions (5.15), Use in Specific Populations (8.1)].

Infertility

Based on clinical findings and findings in animals, male and female fertility may be compromised by the
treatment with Rapamune [see Adverse Reactions (6.7), Nonclinical Toxicology (13.1)]. Ovarian cysts and
menstrual disorders (including amenorrhea and menorrhagia) have been reported in females with the use of
Rapamune. Azoospermia has been reported in males with the use of Rapamune and has been reversible upon
discontinuation of Rapamune in most cases.

8.4 Pediatric Use

Renal Transplant

The safety and efficacy of Rapamune in pediatric patients <13 years have not been established.

The safety and efficacy of Rapamune Oral Solution and Rapamune Tablets have been established for
prophylaxis of organ rejection in renal transplantation in children >13 years judged to be at low- to moderate-
immunologic risk. Use of Rapamune Oral Solution and Rapamune Tablets in this subpopulation of children
> 13 years is supported by evidence from adequate and well-controlled trials of Rapamune Oral Solution in
adults with additional pharmacokinetic data in pediatric renal transplantation patients [see Clinical
Pharmacology (12.3)].

Safety and efficacy information from a controlled clinical trial in pediatric and adolescent (< 18 years of age)
renal transplant patients judged to be at high-immunologic risk, defined as a history of one or more acute
rejection episodes and/or the presence of chronic allograft nephropathy, do not support the chronic use of
Rapamune Oral Solution or Tablets in combination with calcineurin inhibitors and corticosteroids, due to the
higher incidence of lipid abnormalities and deterioration of renal function associated with these
immunosuppressive regimens compared to calcineurin inhibitors, without increased benefit with respect to
acute rejection, graft survival, or patient survival [see Clinical Studies (14.6)].

Lymphangioleiomyomatosis

The safety and efficacy of Rapamune in pediatric patients <18 years have not been established.

8.5 __GeriatricUse

Clinical studies of Rapamune Oral Solution or Tablets did not include sufficient numbers of paticnts >65 ycars
to determine whether they respond differently from younger patients. Data pertaining to sirolimus troug

concentrations suggest that dose adjustments based upon age in geriatric renal patients are not neg
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Differences in responses between the elderly and younger patients have not been identified. In general, dose
selection for an elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting
the greater frequency of decreased hepatic, or cardiac function, and of concomitant disease or other drug
therapy.

8.6 Patients with Hepatic Impairment

The maintenance dose of Rapamune should be reduced in patients with hepatic impairment [see Dosage and
Administration (2.7), Clinical Pharmacology (12.3)].

8.7 Patients with Renal Impairment

Dosage adjustment is not required in patients with renal impairment [see Dosage and Administration (2.8),
Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Reports of overdose with Rapamune have been received; however, experience has been limited. In general, the
adverse effects of overdose are consistent with those listed in the adverse reactions section [see Adverse
Reactions (6)].

General supportive measures should be followed in all cases of overdose. Based on the low aqueous solubility
and high erythrocyte and plasma protein binding of sirolimus, it is anticipated that sirolimus is not dialyzable to
any significant extent. In mice and rats, the acute oral LDsy was greater than 800 mg/kg.

11 DESCRIPTION

Rapamune (sirolimus) is an mTOR inhibitor immunosuppressive agent. Sirolimus is a macrocyclic lactone
produced by Streptomyces hygroscopicus. The chemical name of sirolimus (also known as rapamycin) is
(3S,6R,7E9R,10R,12R,14S,15E,17E,19E,215,235,26R,27R,34aS)-
9,10,12,13,14,21,22,23,24,25,26,27,32,33,34, 34a-hexadecahydro-9,27-dihydroxy-3-[(1R)-2-[(1S,3R,4R)-4-
hydroxy-3-methoxycyclohexyl]-1-methylethyl]-10,21-dimethoxy-6,8,12,14,20,26-hexamethyl-23,27-epoxy-
3H-pyrido[2,1-c][1,4] oxaazacyclohentriacontine-1,5,11,28,29 (4H,6H,31H)-pentone. Its molecular formula is
Cs1H79NOj3 and its molecular weight is 914.2. The structural formula of sirolimus is illustrated as follows.

OH

H,C CH,

Sirolimus is a white to off-white pdeéf and is insoluble in water, but frcély soluble mbcnzvl alcohol,
chloroform, acctonc, and acctonitrilc.
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Rapamune is available for administration as an oral solution containing 1 mg/mL sirolimus. Rapamune is also

available as a tan, triangular-shaped tablet containing 0.5 mg sirolimus, as a white, triangular-shaped tablet
containing 1 mg sirolimus, and as a yellow-to-beige triangular-shaped tablet containing 2 mg sirolimus.

The inactive ingredients in Rapamune Oral Solution are Phosal 50 PG® (phosphatidylcholine, propylene glycol,
mono- and di-glycerides, ethanol, soy fatty acids, and ascorbyl palmitate) and polysorbate 80. Rapamune Oral
Solution contains 1.5% - 2.5% ethanol.

The inactive ingredients in Rapamune Tablets include sucrose, lactose, polyethylene glycol 8000, calcium
sulfate, microcrystalline cellulose, pharmaceutical glaze, talc, titanium dioxide, magnesium stearate, povidone,
poloxamer 188, polyethylene glycol 20,000, glyceryl monooleate, carnauba wax, dl-alpha tocopherol, and other
ingredients. The 0.5 mg and 2 mg dosage strengths also contain yellow iron (ferric) oxide and brown iron
(ferric) oxide.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Sirolimus inhibits T-lymphocyte activation and proliferation that occurs in response to antigenic and cytokine
(Interleukin [IL]-2, IL-4, and IL-15) stimulation by a mechanism that is distinct from that of other
immunosuppressants. Sirolimus also inhibits antibody production. In cells, sirolimus binds to the
immunophilin, FK Binding Protein-12 (FKBP-12), to generate an immunosuppressive complex. The
sirolimus:FKBP-12 complex has no effect on calcineurin activity. This complex binds to and inhibits the
activation of the mammalian target of rapamycin (mTOR), a key regulatory kinase. This inhibition suppresses
cytokine-driven T-cell proliferation, inhibiting the progression from the G to the S phase of the cell cycle.
Mammalian target of rapamycin (mTOR) inhibitors such as sirolimus have been shown in vitro to inhibit
production of certain growth factors that may affect angiogenesis, fibroblast proliferation, and vascular
permeability.

Studies in experimental models show that sirolimus prolongs allograft (kidney, heart, skin, islet, small bowel,
pancreatico-duodenal, and bone marrow) survival in mice, rats, pigs, and/or primates. Sirolimus reverses acute
rejection of heart and kidney allografts in rats and prolongs the graft survival in presensitized rats. In some
studies, the immunosuppressive effect of sirolimus lasts up to 6 months after discontinuation of therapy. This
tolerization effect is alloantigen-specific.

In rodent models of autoimmune disease, sirolimus suppresses immune-mediated events associated with
systemic lupus erythematosus, collagen-induced arthritis, autoimmune type I diabetes, autoimmune
myocarditis, experimental allergic encephalomyelitis, graft-versus-host disease, and autoimmune uveoretinitis.

Lymphangioleiomyomatosis involves lung tissue infiltration with smooth muscle-like cells that harbor
inactivating mutations of the tuberous sclerosis complex (TSC) gene (LAM cells). Loss of TSC gene function
activates the mTOR signaling pathway, resulting in cellular proliferation and release of lymphangiogenic
growth factors. Sirolimus inhibits the activated mTOR pathway and thus the proliferation of LAM cells.

12.2 Pharmacodynamics

Orally-administered Rapamune, at doses of 2 mg/day and 5 mg/day, significantly reduced the incidence of
organ rejection in low- to moderate-immunologic risk renal transplant patients at 6 months following

transplantation compared with either azathioprine or placebo [see Clinical Studies (14.1)]. There was no
demonstrable efficacy advantage of a daily maintenance dose of 5 mg with a loading dose of 15#ig over g
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daily maintenance dose of 2 mg with a loading dose of 6 mg. Therapeutic drug monitoring should be used to

maintain sirolimus drug levels within the target-range [see Dosage and Administration (2.5)].
12.3 Pharmacokinetics

Sirolimus pharmacokinetics activity have been determined following oral administration in healthy subjects,
pediatric patients, hepatically impaired patients, and renal transplant patients.

The pharmacokinetic parameters of sirolimus in low- to moderate-immunologic risk adult renal transplant
patients following multiple dosing with Rapamune 2 mg daily, in combination with cyclosporine and
corticosteroids, is summarized in Table 4.

TABLE 4: MEAN + SD STEADY STATE SIROLIMUS PHARMACOKINETIC PARAMETERS IN LOW-TO
MODERATE-IMMUNOLOGIC RISK ADULT RENAL TRANSPLANT PATIENTS FOLLOWING RAPAMUNE 2 MG

DAILY™®
Multiple
Dose (daily dose)

Solution Tablets
Cinax (ng/mL) 144+53 150+4.9
tmax (hr) 2.1+0.8 35+2.4
AUC (ngeh/mL) 194 + 78 230 + 67
Conin (ng/mL)° 7.1+35 76+3.1
CL/F (mL/h/kg) 173 £50 139 + 63

a: In presence of cyclosporine administered 4 hours before Rapamune dosing.
b: Based on data collected at months 1 and 3 post-transplantation.
c: Average Cp;, over 6 months.

Whole blood trough sirolimus concentrations, as measured by LC/MS/MS in renal transplant patients, were
significantly correlated with AUC, . Upon repeated, twice-daily administration without an initial loading dose
in a multiple-dose study, the average trough concentration of sirolimus increases approximately 2- to 3-fold
over the initial 6 days of therapy, at which time steady-state is reached. A loading dose of 3 times the
maintenance dose will provide near steady-state concentrations within 1 day in most patients [see Dosage and
Administration (2.3, 2.5), Warning and Precautions (5.17)].

Absorption

Following administration of Rapamune Oral Solution, the mean times to peak concentration (tmax) of sirolimus
are approximately 1 hour and 2 hours in healthy subjects and renal transplant patients, respectively. The
systemic availability of sirolimus is low, and was estimated to be approximately 14% after the administration
of Rapamune Oral Solution. In healthy subjects, the mean bioavailability of sirolimus after administration of
the tablet is approximately 27% higher relative to the solution. Sirolimus tablets are not bioequivalent to the

solution; however, clinical equivalence has been demonstrated at the 2 mg dose level. Sirolimus concentrations,

following the administration of Rapamune Oral Solution to stable renal transplant patients, are
dose-proportional between 3 and 12 mg/m”.

Food Effects

To minimize variability in sirolimus concentrations; both Rapamune Oral Solution and Tablets should-be taken-

consistently with or without food [see Dosage and Administration (2)]. In healthy subjects, a high-fat meal
(861.8 kcal, 54.9% kcal from fat) increased the mean total exposure (AUC) of sirolimus by 23 to 35%,

Rapamune dosage form evaluated.
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Distribution

The mean (+ SD) blood-to-plasma ratio of sirolimus was 36 + 18 in stable renal allograft patients, indicating
that sirolimus is extensively partitioned into formed blood elements. The mean volume of distribution (Vss/F)
of sirolimus is 12 + 8 L/kg. Sirolimus is extensively bound (approximately 92%) to human plasma proteins,
mainly serum albumin (97%), a,;-acid glycoprotein, and lipoproteins.

Metabolism

Sirolimus is a substrate for both CYP3A4 and P-gp. Sirolimus is extensively metabolized in the intestinal wall
and liver and undergoes counter-transport from enterocytes of the small intestine into the gut lumen. Inhibitors
of CYP3A4 and P-gp increase sirolimus concentrations. Inducers of CYP3A4 and P-gp decrease sirolimus
concentrations [see Warnings and Precautions (5.20) and Drug Interactions (7)]. Sirolimus is extensively
metabolized by O-demethylation and/or hydroxylation. Seven (7) major metabolites, including hydroxy,
demethyl, and hydroxydemethyl, are identifiable in whole blood. Some of these metabolites are also detectable
in plasma, fecal, and urine samples. Sirolimus is the major component in human whole blood and contributes to
more than 90% of the immunosuppressive activity.

Excretion

After a single dose of ['*C] sirolimus oral solution in healthy volunteers, the majority (91%) of radioactivity
was recovered from the feces, and only a minor amount (2.2%) was excreted in urine. The mean + SD terminal
elimination half-life (ty;) of sirolimus after multiple dosing in stable renal transplant patients was estimated to
be about 62 + 16 hours.

Sirolimus Concentrations (Chromatographic Equivalent) Observed in Phase 3 Clinical Studies

The following sirolimus concentrations (chromatographic equivalent) were observed in phase 3 clinical studies
for prophylaxis of organ rejection in de novo renal transplant patients[see Clinical Studies (14)].

TABLE 5: SIROLIMUS WHOLE BLOOD TROUGH CONCENTRATIONS OBSERVED IN RENAL TRANSPLANT
PATIENTS ENROLLED IN PHASE 3 STUDIES

. ) Year 1 Year 3
Pment Fopliation ity Boupes) Treatment Mean 10" —-90" percentiles ~ Mean 10" —90™ percentiles
(ng/mL) (ng/mL) (ng/mL) (ng/mL)
Low-to-moderate Rapamune 7.2 3.6-11 - -
risk (2 mg/day) + CsA
(Studies 1 & 2) Rapamune 14 8-22 - =
(5 mg/day) + CsA
Low-to-moderate Rapamune + CsA 8.6 5-13" 9.1 54-14
risk Rapamune alone 19 14 —22° 16 11-22
(Study 3)
High risk Rapamune + CsA 15.7 54-27.3° - -
(Study 4) 11.8 6.2-16.9°
11.5 6.3 -17.3

a: Months 4 through 12

b: Up to Week 2; observed CsA Cy,;, was 217 (56 — 432) ng/mL

c: Week 2 to Week 26: observed CsA C,;, range was 174 (71 —288) ng/mL

d-Week 26-to-Week 525 observed €sA-C was 36 (545=219mpmp———m———————————————————— ——

The w1thdrawa1 of cyclosporme and concurrent mcreases m sirolimus trough concentrations to steady-state
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higher target sirolimus trough concentrations during concentration-controlled administration [see Dosage and

Administration (2.1), Drug Interactions (7.1)].
Lymphangioleiomyomatosis
In a clinical trial of patients with lymphangioleiomyomatosis, the median whole blood sirolimus trough
concentration after 3 weeks of receiving sirolimus tablets at a dose of 2 mg/day was 6.8 ng/mL (interquartile
range 4.6 to 9.0 ng/mL; n=37).

Pharmacokinetics in Specific Populations

Hepatic Impairment

Rapamune was administered as a single, oral dose to subjects with normal hepatic function and to patients with
Child-Pugh classification A (mild), B (moderate), or C (severe) hepatic impairment. Compared with the values
in the normal hepatic function group, the patients with mild, moderate, and severe hepatic impairment had
43%, 94%, and 189% higher mean values for sirolimus AUC, respectively, with no statistically significant
differences in mean Cpax. As the severity of hepatic impairment increased, there were steady increases in mean
sirolimus ty/2, and decreases in the mean sirolimus clearance normalized for body weight (CL/F/kg).

The maintenance dose of Rapamune should be reduced by approximately one third in patients with
mild-to-moderate hepatic impairment and by approximately one half in patients with severe hepatic impairment
[see Dosage and Administration (2.5)]. It is not necessary to modify the Rapamune loading dose in patients
with mild, moderate, and severe hepatic impairment. Therapeutic drug monitoring is necessary in all patients
with hepatic impairment [see Dosage and Administration (2.7)].

Renal Impairment

The effect of renal impairment on the pharmacokinetics of sirolimus is not known. However, there is minimal
(2.2%) renal excretion of the drug or its metabolites in healthy volunteers. The loading and the maintenance
doses of Rapamune need not be adjusted in patients with renal impairment [see Dosage and Administration

(2.6)].

Pediatric Renal Transplant Patients

Sirolimus pharmacokinetic data were collected in concentration-controlled trials of pediatric renal transplant
patients who were also receiving cyclosporine and corticosteroids. The target ranges for trough concentrations
were either 10-20 ng/mL for the 21 children receiving tablets, or 5-15 ng/mL for the one child receiving oral
solution. The children aged 6-11 years (n = 8) received mean + SD doses of 1.75 + 0.71 mg/day (0.064 + 0.018
mg/kg, 1.65 + 0.43 mg/m?). The children aged 12- 18 years (n = 14) received mean + SD doses of 2.79 + 1.25
mg/day (0.053 + 0.0150 mg/kg, 1.86 + 0.61 mg/m?). At the time of sirolimus blood sampling for
pharmacokinetic evaluation, the majority (80%) of these pediatric patients received the Rapamune dose at

16 hours after the once-daily cyclosporine dose. See Table 6 below.

TABLE 6: SIROLIMUS PHARMACOKINETIC PARAMETERS (MEAN =+ SD) IN PEDIATRIC RENAL TRANSPLANT
PATIENTS (MULTIPLE-DOSE CONCENTRATION CONTROL)™"

Body S O S
Age n weight  Chues tmax,ss Chrinss AUC, CL/K® CL/K
) (kg) (ng/mL) (h) (ng/mL) (ngeh/mL) (mL/hkg) (L/h/m’)

6-11 8 27+10 22.1+89 5.88+4.05 10643 356 + 127 214 + 129 54+28

a: Rapamune co-administered w1th cyclosporme oral solutlon LMODthDJ (e g., Neoral Oral Solutlon) anwr S?WUWeS
‘o 9'\' BHy
26 AN
i S

\\
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TABLE 6: SIROLIMUS PHARMACOKINETIC PARAMETERS (MEAN =+ SD) IN PEDIATRIC RENAL TRANSPLANT
PATIENTS (MULTIPLE-DOSE CONCENTRATION CONTROL)™"

Body
Age n weight Ciiz s tacss Caiis AUC, CL/F° CL/F*
() (kg) (ng/mL) (h) (ng/mL) (ngeh/mL) (mL/h/kg) (L/h/m?)

[MODIFIED] (e.g., Neoral® Soft Gelatin Capsules).
b: As measured by Liquid Chromatographic/Tandem Mass Spectrometric Method (LC/MS/MS)
¢: Oral-dosc clearance adjusted by cither body weight (kg) or body surface area (m?).

Table 7 below summarizes pharmacokinetic data obtained in pediatric dialysis patients with chronically
impaired renal function.

TABLE 7: SIROLIMUS PHARMACOKINETIC PARAMETERS (MEAN =+ SD) IN PEDIATRIC PATIENTS WITH END-
STAGE KIDNEY DISEASE MAINTAINED ON HEMODIALYSIS OR PERITONEAL DIALYSIS (1, 3, 9, 15 mg/m®

SINGLE DOSE)*

Age Group (y) Nty (h) ty2 (h) CL/F/WT (mL/h/kg)
5-11 9 1.1£05 71+ 40 580 + 450

1318 11 0.79+0.17 55+ 18 450 +232

* All subjects received Rapamune Oral Solution.

Geriatric

Clinical studies of Rapamune did not include a sufficient number of patients >65 years of age to determine
whether they will respond differently than younger patients. After the administration of Rapamune Oral
Solution or Tablets, sirolimus trough concentration data in renal transplant patients >65 years of age were
similar to those in the adult population 18 to 65 years of age.

Gender

Sirolimus clearance in males was 12% lower than that in females; male subjects had a significantly longer t;/
than did female subjects (72.3 hours versus 61.3 hours). Dose adjustments based on gender are not
recommended.

Race

In the phase 3 trials for the prophylaxis of organ rejection following renal transplantation using Rapamune
solution or tablets and cyclosporine oral solution [MODIFIED] (e.g., Neoral® Oral Solution) and/or
cyclosporine capsules [MODIFIED] (e.g., Neoral™ Soft Gelatin Capsules) [see Clinical Studies (14)], there
were no significant differences in mean trough sirolimus concentrations over time between Black (n = 190) and
non-Black (n = 852) patients during the first 6 months after transplantation.

Drug-Drug Interactions

Sirolimus is known to be a substrate for both cytochrome CYP3A4 and P-gp. The pharmacokinetic interaction
between sirolimus and concomitantly administered drugs is discussed below. Drug interaction studies have not
been conducted with drugs other than those described below.

Cyclosporine: Cyclosporine is a substrate and inhibitor of CYP3A4 and P-gp. Sirolimus should be taken 4

hours after administration of cyclosporine oral solution (MODIFIED) and/or cyclosporine capsules

(MODIFIED). Sirolimus concentrations may decrease when cyclosporine is discontinued, unless the Rapamune
_dose is increased [see Dosage and Administration (2.2), Drug Interactions (7.1)].
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In a single-dose drug-drug interaction study, 24 healthy volunteers were administered 10 mg Rapamune Tablets

either simultaneously or 4 hours after a 300-mg dose of Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIED]). For simultaneous administration, mean Cy,.x and AUC were increased by 512% and 148%,
respectively, relative to administration of sirolimus alone. However, when given 4 hours after cyclosporine
administration, sirolimus Cnax and AUC were both increased by only 33% compared with administration of
sirolimus alone.

In a single dose drug-drug interaction study, 24 healthy volunteers were administered 10 mg Rapamune Oral
Solution either simultaneously or 4 hours after a 300 mg dose of Neoral® Soft Gelatin Capsules (cyclosporine
capsules [MODIFIED]). For simultaneous administration, the mean Cpmax and AUC of sirolimus, following
simultaneous administration were increased by 116% and 230%, respectively, relative to administration of
sirolimus alone. However, when given 4 hours after Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIED]) administration, sirolimus Cpnax and AUC were increased by only 37% and 80%, respectively,
compared with administration of Rapamune alone.

In a single-dose cross-over drug-drug interaction study, 33 healthy Volunteers received 5 mg Rapamune Oral
Solution alone, 2 hours before, and 2 hours after a 300 mg dose of Neoral® Soft Gelatin Capsules (cyclosporine
capsules [MODIFIED]). When given 2 hours before Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIED]) administration, sirolimus Cpax and AUC were comparable to those with administration of
sirolimus alone. However, when given 2 hours after, the mean Cp,x and AUC of sirolimus were increased by
126% and 141%, respectively, relative to administration of sirolimus alone.

Mean cyclosporine Cpax and AUC were not significantly affected when Rapamune Oral Solution was given
simultaneously or when administered 4 hours after Neoral® Soft Gelatin Capsules (cyclosporine capsules
[MODIFIEDY]). However, after multiple-dose administration of sirolimus given 4 hours after Neoral® in renal
post-transplant patients over 6 months, cyclosporine oral-dose clearance was reduced, and lower doses of
Neoral® Soft Gelatin Capsules (cyclosporine capsules [MODIFIED]) were needed to maintain target
cyclosporine concentration.

In a multiple-dose study in 150 psor1a51s patients, sirolimus 0.5, 1.5, and 3 mg/m?/day was administered
simultaneously with Sandimmune® Oral Solution (cyclosporine Oral Solution) 1.25 mg/kg/day. The increase in
average sirolimus trough concentrations ranged between 67% to 86% relative to when Rapamune was
administered without cyclosporine. The intersubject variability (% CV) for sirolimus trough concentrations
ranged from 39.7% to 68.7%. There was no s%mficant effect of multiple-dose sirolimus on cyclosporine
trough concentrations following Sandimmune™ Oral Solution (cyclosporine oral solution) administration.
However, the % CV was higher (range 85.9% - 165%) than those from previous studies.

Diltiazem: Diltiazem is a substrate and inhibitor of CYP3A4 and P-gp; sirolimus concentrations should be
monitored and a dose adjustment may be necessary [see Drug Interactions (7.4)]. The simultaneous oral
administration of 10 mg of sirolimus oral solution and 120 mg of diltiazem to 18 healthy volunteers
significantly affected the bioavailability of sirolimus. Sirolimus Cpay, tmax, and AUC were increased 1.4-, 1.3-,
and 1.6-fold, respectively. Sirolimus did not affect the pharmacokinetics of either diltiazem or its metabolites
desacetyldiltiazem and desmethyldiltiazem.

Erythromycin: Erythromycin is a substrate and inhibitor of CYP3A4 and P-gp; co-administration of sirolimus

oral solution or tablets and erythromycin is not recommended [see Warnings and Precautions (5.20), Drug
“Interactions(7:2)}. The simultaneous oral- administration of 2 mg daily of sirolimus-oral solutionand 860 mgq ————
8h of erythromycin as erythromycin ethylsuccinate tablets at steady state to 24 healthy volunteers significantly

affected the bloavallablllty of 31r011mus and erythromycin. Slrohmus Cmax and AUC were 1ncreased 4. 4- and

————4-2-fold-respee e Was-Hnere
1.7-fold, respectlvely, and tmax Was mcreased by 0 3 hr
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- Ketoconazole: Ketoconazole is a strong inhibitor of CYP3A4 and P-gp; co-administration of sirolimus oral

solution or tablets and ketoconazole is not recommended [see Warnings and Precautions (5.20), Drug
Interactions (7.2)]. Multiple-dose ketoconazole administration significantly affected the rate and extent of
absorption and sirolimus exposure after administration of Rapamune Oral Solution, as reflected by increases in
sirolimus Crax, tmax, and AUC of 4.3-fold, 38%, and 10.9-fold, respectively. However, the terminal ty, of
sirolimus was not changed. Single-dose sirolimus did not affect steady-state 12-hour plasma ketoconazole
concentrations.

Rifampin: Rifampin is a strong inducer of CYP3A4 and P-gp; co-administration of Rapamune oral solution or
tablets and rifampin is not recommended. In patients where rifampin is indicated, alternative therapeutic agents
with less enzyme induction potential should be considered [see Warnings and Precautions (5.20), Drug
Interactions (7.2)]. Pretreatment of 14 healthy volunteers with multiple doses of rifampin, 600 mg daily for

14 days, followed by a single 20-mg dose of sirolimus oral solution, greatly decreased sirolimus AUC and Cpax
by about 82% and 71%, respectively.

Verapamil: Verapamil is a substrate and inhibitor of CYP3A4 and P-gp; sirolimus concentrations should be
monitored and a dose adjustment may be necessary; [see Drug Interactions (7.4)]. The simultaneous oral
administration of 2 mg daily of sirolimus oral solution and 180 mg q 12h of verapamil at steady state to

25 healthy volunteers significantly affected the bioavailability of sirolimus and verapamil. Sirolimus Cyax and
AUC were increased 2.3- and 2.2-fold, respectively, without substantial change in tpay. The Cpax and AUC of
the pharmacologically active S(-) enantiomer of verapamil were both increased 1.5-fold and tm., was decreased
by 1.2 hr.

Drugs Which May Be Co-administered Without Dose Adjustment

Clinically significant pharmacokinetic drug-drug interactions were not observed in studies of drugs listed
below. Sirolimus and these drugs may be co-administered without dose adjustments.

e Acyclovir

e Atorvastatin

e Digoxin

e Glyburide

e Nifedipine

e Norgestrel/ethinyl estradiol (Lo/Ovral®)
e Prednisolone

Sulfamethoxazole/trimethoprim (Bactrim®)

Other Drug-Drug Interactions

Co-administration of Rapamune with other known strong inhibitors of CYP3A4 and/or P-gp.(suchas_.. ...

voriconazole, itraconazole, telithromycin, or clarithromycin) or other known strong inducers of CYP3A4
and/or P-gp (such as rifabutin) is not recommended [see Warnings and Precautions (5.20), Drug Interactions
(7.2)]. In patients in whom strong inhibitors or inducers of CYP3A4 are indicated, alternative therapeutic

~ agents with less potential for inhibition or induction of CYP3A4 should be considered.
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Care should be exercised when drugs or other substances that are substrates and/or inhibitors or inducers of
CYP3A4 are administered concomitantly with Rapamune. Other drugs that have the potential to increase
sirolimus blood concentrations include (but are not limited to):

Calcium channel blockers: nicardipine.

Antifungal agents: clotrimazole, fluconazole.

Antibiotics: troleandomycin.

Gastrointestinal prokinetic agents: cisapride, metoclopramide.

Other drugs: bromocriptine, cimetidine, danazol, protease inhibitors (e.g., for HIV and hepatitis C that
include drugs such as ritonavir, indinavir, boceprevir, and telaprevir).

Other drugs that have the potential to decrease sirolimus concentrations include (but are not limited to):

Anticonvulsants: carbamazepine, phenobarbital, phenytoin.

Antibiotics: rifapentine.

Other Drug-Food Interactions

Grapefruit juice reduces CYP3A4-mediated drug metabolism. Grapefruit juice must not be taken with or used
for dilution of Rapamune [see Dosage and Administration (2.9), Drug Interactions (7.3)].

Drug-Herb Interactions

St. John’s Wort (Hypericum perforatum) induces CYP3A4 and P-gp. Since sirolimus is a substrate for both
cytochrome CYP3A4 and P-gp, there is the potential that the use of St. John’s Wort in patients receiving
Rapamune could result in reduced sirolimus concentrations [see Drug Interactions (7.4)].

13

13.1

NONCLINICAL TOXICOLOGY

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies were conducted in mice and rats. In an 86-week female mouse study at sirolimus doses
30 to 120 times higher than the 2 mg daily clinical dose (adjusted for body surface area), there was a
statistically significant increase in malignant lymphoma at all dose levels compared with controls. In a second
mouse study at dosages that were approximately 3 to 16 times the clinical dose (adjusted for body surface
area), hepatocellular adenoma and carcinoma in males were considered sirolimus-related. In the 104-week rat
study at dosages equal to or lower than the clinical dose of 2 mg daily (adjusted for body surface area), there
were no significant findings.

Sirolimus was not genotoxic in the n vifro bacterial reverse mutation assay, the Chinese hamster ovary cell
chromosomal aberration assay, the mouse lymphoma cell forward mutation assay, or the in vivo mouse

micronucleus assay.

When female rats were treated by oral gavage with sirolimus and mated to untreated males, female fertility was

decreased at 0.5 mg/kg (2 5- fold the chnlcal dose of 2 mg, on a body surface area ba51s) due to de e

was O 1 mg/kg (0.5-fold the clinical dose of 2 mg).




144
When male rats were treated by oral gavage with sirolimus and mated to untreated females, male fertility was

decreased at 2 mg/kg (9.7-fold the clinical dose of 2 mg, on a body surface area basis). Atrophy of testes,
epididymides, prostate, seminiferous tubules, and reduced sperm counts were observed. The NOAEL for male
rat fertility was 0.5 mg/kg (2.5-fold the clinical dose of 2 mg).

Testicular tubular degeneration was also seen in a 4-week intravenous study of sirolimus in monkeys at
0.1 mg/kg (1-fold the clinical dose of 2 mg, on a body surface area basis).

14 CLINICAL STUDIES
14.1 Prophylaxis of Organ Rejection in Renal Transplant Patients

Rapamune Oral Solution

The safety and efficacy of Rapamune Oral Solution for the prevention of organ rejection following renal
transplantation were assessed in two randomized, double-blind, multicenter, controlled trials. These studies
compared two dose levels of Rapamune Oral Solution (2 mg and 5 mg, once daily) with azathioprine (Study 1)
or placebo (Study 2) when administered in combination with cyclosporine and corticosteroids. Study 1 was
conducted in the United States at 38 sites. Seven hundred nineteen (719) patients were enrolled in this trial and
randomized following transplantation; 284 were randomized to receive Rapamune Oral Solution 2 mg/day; 274
were randomized to receive Rapamune Oral Solution 5 mg/day, and 161 to receive azathioprine 2-3 mg/kg/day.
Study 2 was conducted in Australia, Canada, Europe, and the United States, at a total of 34 sites. Five hundred
seventy-six (576) patients were enrolled in this trial and randomized before transplantation; 227 were
randomized to receive Rapamune Oral Solution 2 mg/day; 219 were randomized to receive Rapamune Oral
Solution 5 mg/day, and 130 to receive placebo. In both studies, the use of antilymphocyte antibody induction
therapy was prohibited. In both studies, the primary efficacy endpoint was the rate of efficacy failure in the first
6 months after transplantation. Efficacy failure was defined as the first occurrence of an acute rejection episode
(confirmed by biopsy), graft loss, or death.

The tables below summarize the results of the primary efficacy analyses from these trials. Rapamune Oral
Solution, at doses of 2 mg/day and 5 mg/day, significantly reduced the incidence of efficacy failure
(statistically significant at the < 0.025 level; nominal significance level adjusted for multiple [2] dose
comparisons) at 6 months following transplantation compared with both azathioprine and placebo.

TABLE 8: INCIDENCE (%) OF EFFICACY FAILURE AT 6 AND 24 MONTHS FOR STUDY 1*°

Rapamune Rapamune Azathioprine
Oral Solution Oral Solution 2-3 mg/kg/day
2 mg/day 5 mg/day (n=161)
Parameter (n=284) (n=274)
Efficacy failure at 6 months® 18.7 16.8 323
Components of efficacy failure
Biopsy-proven 16.5 11.3 29.2
acute rejection
Graft loss 1.1 29 2.5
Death 0.7 1.8 0
Lost to follow-up 0.4 0.7 0.6
Efficacy failure at 24 months 32.8 259 36.0
Components of efficacy failure
~ Biopsy-proven - 236 175 323
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acute rejection

Graft loss 3.9 4.7 3.1
Death 42 33 0
Lost to follow-up 1.1 0.4 0.6

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c¢: Primary endpoint.

TABLE 9: INCIDENCE (%) OF EFFICACY FAILURE AT 6 AND 36 MONTHS FOR STUDY 2*°

Rapamune Rapamune Placebo
Oral Solution Oral Solution (n=130)
2 mg/day 5 mg/day
Parameter (n=227) (n=219)
Efficacy failure at 6 months® 30.0 25.6 47.7
Components of efficacy failure
Biopsy-proven 24.7 19.2 41.5
acute rejection
Graft loss 3.1 3.7 3.9
Death 22 2.7 2.3
Lost to follow-up 0 0 0
Efficacy failure at 36 months 44.1 41.6 54.6
Components of efficacy failure
Biopsy-proven 32.2 274 43.9
acute rejection
Graft loss 6.2 73 4.6
Death 5.7 59 54
Lost to follow-up 0 0.9 0.8

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.
c¢: Primary endpoint.

Patient and graft survival at 1 year were co-primary endpoints. The following table shows graft and patient
survival at 1 and 2 years in Study 1, and 1 and 3 years in Study 2. The graft and patient survival rates were
similar in patients treated with Rapamune and comparator-treated patients.
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TABLE 10: GRAFT AND PATIENT SURVIVAL (%) FOR STUDY 1 (12 AND 24 MONTHS) AND STUDY 2 (12 AND 36

MONTHS)""
Rapamune Rapamune Azathioprine Placebo
Oral Solution Oral Solution 2-3 mg/kg/day

Parameter 2 mg/day 5 mg/day
Study 1 (n=284) (n=274) (n=161)
Graft survival

Month 12 94.7 92.7 93.8

Month 24 85.2 89.1 90.1
Patient survival

Month 12 97.2 96.0 98.1

Month 24 92.6 94.9 96.3
Study 2 (n=227) n=219) (n =130)
Graft survival

Month 12 89.9 90.9 87.7

Month 36 81.1 79.9 80.8
Patient survival

Month 12 96.5 95.0 94.6

Month 36 90.3 89.5 90.8

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.

The reduction in the incidence of first biopsy-confirmed acute rejection episodes in patients treated with
Rapamune compared with the control groups included a reduction in all grades of rejection.

In Study 1, which was prospectively stratified by race within center, efficacy failure was similar for Rapamune
Oral Solution 2 mg/day and lower for Rapamune Oral Solution 5 mg/day compared with azathioprine in Black
patients. In Study 2, which was not prospectively stratified by race, efficacy failure was similar for both
Rapamune Oral Solution doses compared with placebo in Black patients. The decision to use the higher dose of
Rapamune Oral Solution in Black patients must be weighed against the increased risk of dose-dependent
adverse events that were observed with the Rapamune Oral Solution 5-mg dose [see Adverse Reactions (6.1)].

TABLE 11: PERCENTAGE OF EFFICACY FAILURE BY RACE AT 6 MONTHS*"

Rapamune Rapamune Azathioprine Placebo
Oral Solution Oral Solution 2-3 mg/kg/day
Parameter 2 mg/day 5 mg/day
Study 1
Black (n = 166) 349 (n=63) 18.0 (n=61) 33.3 (n=42)
Non-Black 14.0 (n=221) 16.4 (n=213) 31.9(n=119)
(n=553)
Study 2
Black (n = 66) 30.8 (n=26) 33.7(n=27) 38.5(n=13)
Non-Black 29.9 (n=201) 245 (n=192) 48.7 (n=117)
(n=510)

a: Patients received cyclosporine and corticosteroids.
b: Includes patients who prematurely discontinued treatment.

Mean glomerular filtration rates (GFR) post-transplant were calculated by using the Nankivell equation at 12
and 24 months for Study 1, and 12 and 36 months for Study 2. Mean GFR was lower in patients treated with —
cyclosparine and Rapamune Oral Solution compared with those treated with cyclosporine and the respective
azathioprine or placebo control.

TABLE 12: OVERALL CALCULATED GLOMERULAR FILTRATION RATES (Mean + SEM, cc/my
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EQUATION POST-TRANSPLANT*"

Rapamune Rapamune Aczathioprine Placebo
Oral Solution Oral Solution 2-3 mg/kg/day
Parameter 2 mg/day 5 mg/day
Study 1
Month 12 574+13 546+1.3 64.1 +1.6)
(n=269) (n=248) (n=149)
Month 24 584+1.5 52.6+1.5 624+19
(n=221) (n=222) (n=132)
Study 2
Month 12 52415 51.5+1.5 58.0+2.1
(n=211) (n=199) (n=117)
Month 36 48.1+1.8 46.1+2.0 53.4+2.7
(n=183) (n=177) (n=102)

a: Includes patients who prematurely discontinued treatment.
b: Patients who had a graft loss were included in the analysis with GFR set to 0.0.

Within each treatment group in Studies 1 and 2, mean GFR at one-year post-transplant was lower in patients
who experienced at least one episode of biopsy-proven acute rejection, compared with those who did not.

Renal function should be monitored, and appropriate adjustment of the immunosuppressive regimen should be
considered in patients with elevated or increasing serum creatinine levels [see Warnings and Precautions

(5.8)].

Rapamune Tablets

The safety and efficacy of Rapamune Oral Solution and Rapamune Tablets for the prevention of organ
rejection following renal transplantation were demonstrated to be clinically equivalent in a randomized,
multicenter, controlled trial [see Clinical Pharmacology (12.3)].

14.2 Cyclosporine Withdrawal Study in Renal Transplant Patients

The safety and efficacy of Rapamune as a maintenance regimen were assessed following cyclosporine
withdrawal at 3 to 4 months after renal transplantation. Study 3 was a randomized, multicenter, controlled trial
conducted at 57 centers in Australia, Canada, and Europe. Five hundred twenty-five (525) patients were
enrolled. All patients in this study received the tablet formulation. This study compared patients who were
administered Rapamune, cyclosporine, and corticosteroids continuously with patients who received this same
standardized therapy for the first 3 months after transplantation (pre-randomization period) followed by the
withdrawal of cyclosporine. During cyclosporine withdrawal, the Rapamune dosages were adjusted to achieve
targeted sirolimus whole blood trough concentration ranges (16 to 24 ng/mL until month 12, then 12 to

20 ng/mL thereafter, expressed as chromatographic assay values). At 3 months, 430 patients were equally
randomized to either continue Rapamune with cyclosporine therapy or to receive Rapamune as a maintenance
regimen following cyclosporine withdrawal.

Eligibility for randomization included no Banff Grade 3 acute rejection or vascular rejection episode in the

4 weeks before random assignment, serum creatinine <4.5 mg/dL, and adequate renal function to support

cyclosporine withdrawal (in the opinion of the investigator). The primary efficacy endpoint was graft survival
-at-12-months-after transplantation-Secondary-efficacy endpoints-were the-rate-of biopsy-confirmed-acute——————
rejection, patient survival, incidence of efficacy failure (defined as the first occurrence of either biopsy-proven

acute rejection, graft loss, or death), and treatment failure (defined as the first occurrence of either
_discontinuation, acute rejection, graft loss, or death)
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The following table summarizes the resulting graft and patient survival at 12, 24, and 36 months for this trial.

At 12, 24, and 36 months, graft and patient survival were similar for both groups.

TABLE 13: GRAFT AND PATIENT SURVIVAL (%): STUDY 3*

Rapamune Rapamune
with Following Cyclosporine

Cyclosporine Therapy Withdrawal
Parameter (n=215) (n=215)
Graft Survival
Month 12° 95.3° 97.2
Month 24 91.6 94.0
Month 36 87.0 91.6
Patient Survival
Month 12 97.2 98.1
Month 24 94.4 95.8
Month 36° 91.6 94.0

a: Includes patients who prematurely discontinued treatment.
b: Primary efficacy endpoint.

c: Survival including loss to follow-up as an event.

d: Initial planned duration of the study.

The following table summarizes the results of first biopsy-proven acute rejection at 12 and 36 months. There
was a significant difference in first biopsy-proven rejection rates between the two groups after randomization
and through 12 months. Most of the post-randomization acute rejections occurred in the first 3 months
following randomization.

TABLE 14: INCIDENCE OF FIRST BIOPSY-PROVEN ACUTE REJECTION (%) BY TREATMENT GROUP AT
36 MONTHS: STUDY 3*°

Rapamune with Rapamune Following
Cyclosporine Therapy Cyclosporine Withdrawal
Period (n=215) (n=215)
Pre-randomization® 9.3 10.2
Post-randomization through 12 months® 42 9.8
Post-randomization from 12 to 36 months 14 0.5
Post-randomization through 36 months 5.6 10.2
Total at 36 months 14.9 20.5

a: Includes patients who prematurely discontinued treatment.
b: All patients received corticosteroids.
c: Randomization occurred at 3 months + 2 weeks.

Patients receiving renal allografts with >4 HLA mismatches experienced significantly higher rates of acute
rejection following randomization to the cyclosporine withdrawal group, compared with patients who
continued cyclosporine (15.3% versus 3.0%). Patients receiving renal allografts with <3 HLA mismatches
demonstrated similar rates of acute rejection between treatment groups (6.8% versus 7.7%) following
randomization.

The followmg tablc summarizes the mean calculated GFR in Study 3 (cyclospounc w1thd1awal study)

TABLE 15: CALCULATED GLOMERULAR FILTRATION RATES (uL/min) BY NANKIVELL EQUATION AT 12, 24,
AND 36 MONTHS POST-TRANSPLANT: STUDY 3*"*

- Rapamunewith Rapamune Following

* Parameter - Cyclosporme Therapy Cyclosporme Wlthdrawglm i

Ao '2“:»%
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Month 12
Mean + SEM 532+1.5 593+1.5
(n=208) (n=203)

Month 24
Mean + SEM 484+ 1.7 584+1.6
(n=203) (n=201)

Month 36
Mean + SEM 470+1.8 58.5+1.9
(n =196) (n=199)

a: Includes patients who prematurely discontinued treatment.
b: Patients who had a graft loss were included in the analysis and had their GFR set to 0.0.
c: All patients received corticosteroids.

The mean GFR at 12, 24, and 36 months, calculated by the Nankivell equation, was significantly higher for
patients receiving Rapamune as a maintenance regimen following cyclosporine withdrawal than for those in the
Rapamune with cyclosporine therapy group. Patients who had an acute rejection prior to randomization had a
significantly higher GFR following cyclosporine withdrawal compared to those in the Rapamune with
cyclosporine group. There was no significant difference in GFR between groups for patients who experienced
acute rejection post-randomization.

Although the initial protocol was designed for 36 months, there was a subsequent amendment to extend this
study. The results for the cyclosporine withdrawal group at months 48 and 60 were consistent with the results
at month 36. Fifty-two percent (112/215) of the patients in the Rapamune with cyclosporine withdrawal group
remained on therapy to month 60 and showed sustained GFR.

14.3 High-Immunologic Risk Renal Transplant Patients

Rapamune was studied in a one-year, clinical trial in high risk patients (Study 4) who were defined as Black
transplant recipients and/or repeat renal transplant recipients who lost a previous allograft for immunologic
reasons and/or patients with high panel-reactive antibodies (PRA; peak PRA level >80%). Patients received
concentration-controlled sirolimus and cyclosporine (MODIFIED), and corticosteroids per local practice. The
Rapamune dose was adjusted to achieve target whole blood trough sirolimus concentrations of 10-15 ng/mL
(chromatographic method) throughout the 12-month study period. The cyclosporine dose was adjusted to
achieve target whole blood trough concentrations of 200-300 ng/mL through week 2, 150-200 ng/mL from
week 2 to week 26, and 100-150 ng/mL from week 26 to week 52 [see Clinical Pharmacology (12.3)] for the
observed trough concentrations ranges. Antibody induction was allowed per protocol as prospectively defined
at each transplant center, and was used in 88.4% of patients. The study was conducted at 35 centers in the
United States. A total of 224 patients received a transplant and at least one dose of sirolimus and cyclosporine
and was comprised of 77.2% Black patients, 24.1% repeat renal transplant recipients, and 13.5% patients with
high PRA. Efficacy was assessed with the following endpoints, measured at 12 months: efficacy failure
(defined as the first occurrence of biopsy-confirmed acute rejection, graft loss, or death), first occurrence of
graft loss or death, and renal function as measured by the calculated GFR using the Nankivell formula. The
table below summarizes the result of these endpoints.
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TABLE 16: EFFICACY FAILURE, GRAFT LOSS OR DEATH AND CALCULATED GLOMERULAR FUNCTION RATES
(mL/min) BY NANKIVELL EQUATION AT 12 MONTHS POST-TRANSPLANT: STUDY 4

Rapamune
with Cyclosporine, Corticosteroids
Parameter (n=224)
Efficacy Failure (%) 23.2
Graft Loss or Death (%) 9.8
Renal Function (mean + SEM)*" 526+ 1.6
(n=222)

a: Calculated glomerular filtration rate by Nankivell equation.
b: Patients who had graft loss were included in this analysis with GFR set to 0.

Patient survival at 12 months was 94.6%. The incidence of biopsy-confirmed acute rejection was 17.4% and
the majority of the episodes of acute rejection were mild in severity.

14.4 Conversion from Calcineurin Inhibitors to Rapamune in Maintenance Renal Transplant
Patients

Conversion from calcineurin inhibitors (CNI) to Rapamune was assessed in maintenance renal transplant
patients 6 months to 10 years post-transplant (Study 5). This study was a randomized, multicenter, controlled
trial conducted at 111 centers globally, including US and Europe, and was intended to show that renal function
was improved by conversion from CNI to Rapamune. Eight hundred thirty (830) patients were enrolled and
stratified by baseline calculated glomerular filtration rate (GFR, 20-40 mL/min versus greater than 40 mL/min).
In this trial there was no benefit associated with conversion with regard to improvement in renal function and a
greater incidence of proteinuria in the Rapamune conversion arm. In addition, enrollment of patients with
baseline calculated GFR less than 40 mL/min was discontinued due to a higher rate of serious adverse events,
including pneumonia, acute rejection, graft loss and death [see Adverse Reactions (6.4)].

This study compared renal transplant patients (6-120 months after transplantation) who were converted from
calcineurin inhibitors to Rapamune, with patients who continued to receive calcineurin inhibitors. Concomitant
immunosuppressive medications included mycophenolate mofetil (MMF), azathioprine (AZA), and
corticosteroids. Rapamune was initiated with a single loading dose of 12-20 mg, after which dosing was
adjusted to achieve a target sirolimus whole blood trough concentration of 8-20 ng/mL (chromatographic
method). The efficacy endpoint was calculated GFR at 12 months post-randomization. Additional endpoints
included biopsy-confirmed acute rejection, graft loss, and death. Findings in the patient stratum with baseline
calculated GFR greater than 40 mL/min (Rapamune conversion, n = 497; CNI continuation, n = 246) are
summarized below. There was no clinically or statistically significant improvement in Nankivell GFR
compared to baseline.

TABLE 17: RENAL FUNCTION IN STABLE RENAL TRANSPLANT PATIENTS IN PATIENTS WITH BASELINE GFR
>40 mL/min THE RAPAMUNE CONVERSION STUDY (STUDY 5)

Parameter Rapamune conversion CNI continuation Difference (95% CI)
N =496 N =245

GFR mL/min (Nankivell) at 1 59.0 57.7 1.3 (-1.1,3.7)

year

GFR mL/min (Nankivell) at 2 53.7 52.1 1.6 (-1.4, 4.6)

year

The rates of acute rejection, graft loss, and death were similar at 1 and 2 years. Treatment-emergent adverse

events occurred more frequently during the first 6 months after Rapamune conversion. The rates of pneumonia
were Qicmiﬁr‘anﬂy highpr for the sirolimus (‘nn\mrcinn,gnup. _
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While the mean and median values for urinary protein to creatinine ratio were similar between treatment

groups at baseline, significantly higher mean and median levels of urinary protein excretion were seen in the
Rapamune conversion arm at 1 year and at 2 years, as shown in the table below [see Warnings and Precautions
(5.9)]. In addition, when compared to patients who continued to receive calcineurin inhibitors, a higher
percentage of patients had urinary protein to creatinine ratios >1 at 1 and 2 years after sirolimus conversion.
This difference was seen in both patients who had a urinary protein to creatinine ratio <1 and those who had a
protein to creatinine ratio >1 at baseline. More patients in the sirolimus conversion group developed nephrotic
range proteinuria, as defined by a urinary protein to creatinine ratio >3.5 (46/482 [9.5%] versus 9/239 [3.8%]),
even when the patients with baseline nephrotic range proteinuria were excluded. The rate of nephrotic range
proteinuria was significantly higher in the sirolimus conversion group compared to the calcineurin inhibitor
continuation group with baseline urinary protein to creatinine ratio >1 (13/29 versus 1/14), excluding patients
with baseline nephrotic range proteinuria.

TABLE 18: MEAN AND MEDIAN VALUES FOR URINARY PROTEIN TO CREATININE RATIO (mg/mg) BETWEEN
TREATMENT GROUPS AT BASELINE, 1 AND 2 YEARS IN THE STRATUM WITH BASELINE CALCULATED GFR

>40 mL/min
Study period Sirolimus Conversion CNI Continuation
N Mean + SD Median N Mean = SD Median p-value
Baseline 410 0.35+0.76 0.13 207 0.28 +0.61 0.11 0.381
1 year 423 0.88+1.61 0.31 203 0.37+0.88 0.14 <0.001
2 years 373 0.86+1.48 0.32 190 0.47 £ 0.98 0.13 <0.001

The above information should be taken into account when considering conversion from calcineurin inhibitors
to Rapamune in stable renal transplant patients due to the lack of evidence showing that renal function
improves following conversion, and the finding of a greater increment in urinary protein excretion, and an
increased incidence of treatment-emergent nephrotic range proteinuria following conversion to Rapamune.
This was particularly true among patients with existing abnormal urinary protein excretion prior to conversion.

In an open-label, randomized, comparative, multicenter study where kidney transplant patients were either
converted from tacrolimus to sirolimus 3 to 5 months post-transplant (sirolimus group) or remained on
tacrolimus, there was no significant difference in renal function at 2 years post-transplant. Overall,

44/131 (33.6%) discontinued treatment in the sirolimus group versus 12/123 (9.8%) in the tacrolimus group.
More patients reported adverse events 130/131 (99.2%) versus 112/123 (91.1%) and more patients reported
discontinuations from the treatment due to adverse events 28/131 (21.4%) versus 4/123 (3.3%) in the sirolimus
group compared to the tacrolimus group.

The incidence of biopsy-confirmed acute rejection was higher for patients in the sirolimus group 11/131 (8.4%)
compared to the tacrolimus group 2/123 (1.6%) through 2 years post-transplant. The rate of new-onset diabetes
mellitus post-randomization, defined as 30 days or longer of continuous or at least 25 days non-stop (without
gap) use of any diabetic treatment after randomization, a fasting glucose >126 mg/dL or a non-fasting glucose
>200 mg/dL, was higher in the sirolimus group 15/82 (18.3%) compared to the tacrolimus group 4/72 (5.6%).
A greater incidence of proteinuria, was seen in the sirolimus group 19/131 (14.5%) versus 2/123 (1.6%) in the
tacrolimus group.

14.5 Conversion from a CNI-based Regimen to a Sirolimus-based Regimen in Liver
Transplant Patients

Conversion from a CNI-based regimen to a Rapamune-based regimen was assessed in stable liver transplant
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was improved by conversion from a CNI to Rapamune without adversely impacting efficacy or safety. A total
of 607 patients were enrolled.

The study failed to demonstrate superiority of conversion to a Rapamune-based regimen compared to
continuation of a CNI-based regimen in baseline-adjusted GFR, as estimated by Cockcroft-Gault, at 12 months
(62 mL/min in the Rapamune conversion group and 63 mL/min in the CNI continuation group). The study also
failed to demonstrate non-inferiority, with respect to the composite endpoint consisting of graft loss and death
(including patients with missing survival data) in the Rapamune conversion group compared to the CNI
continuation group (6.6% versus 5.6%). The number of deaths in the Rapamune conversion group (15/393,
3.8%) was higher than in the CNI continuation group (3/214, 1.4%), although the difference was not
statistically significant. The rates of premature study discontinuation (primarily due to adverse events or lack of
efficacy), adverse events overall (infections, specifically), and biopsy-proven acute liver graft rejection at 12
months were all significantly greater in the Rapamune conversion group compared to the CNI continuation

group.
14.6 Pediatric Renal Transplant Patients

Rapamune was evaluated in a 36-month, open-label, randomized, controlled clinical trial at 14 North American
centers in pediatric (aged 3 to < 18 years) renal transplant patients considered to be at high-immunologic risk
for developing chronic allograft nephropathy, defined as a history of one or more acute allograft rejection
episodes and/or the presence of chronic allograft nephropathy on a renal biopsy. Seventy-eight (78) subjects
were randomized in a 2:1 ratio to Rapamune (sirolimus target concentrations of 5 to 15 ng/mL, by
chromatographic assay, n = 53) in combination with a calcineurin inhibitor and corticosteroids or to continue
calcineurin-inhibitor-based immunosuppressive therapy (n = 25). The primary endpoint of the study was
efficacy failure as defined by the first occurrence of biopsy-confirmed acute rejection, graft loss, or death, and
the trial was designed to show superiority of Rapamune added to a calcineurin-inhibitor-based
immunosuppressive regimen compared to a calcineurin-inhibitor-based regimen. The cumulative incidence of
efficacy failure up to 36 months was 45.3% in the Rapamune group compared to 44.0% in the control group,
and did not demonstrate superiority. There was one death in each group. The use of Rapamune in combination
with calcineurin inhibitors and corticosteroids was associated with an increased risk of deterioration of renal
function, serum lipid abnormalities (including, but not limited to, increased serum triglycerides and
cholesterol), and urinary tract infections [see Warnings and Precautions (5.8)]. This study does not support the
addition of Rapamune to calcineurin-inhibitor-based immunosuppressive therapy in this subpopulation of
pediatric renal transplant patients.

14.7 Lymphangioleiomyomatosis Patients

The safety and efficacy of Rapamune for treatment of lymphangioleiomyomatosis (LAM) were assessed in a
randomized, double-blind, multicenter, controlled trial. This study compared Rapamune (dose-adjusted to
maintain blood trough concentrations between 5-15 ng/mL) with placebo for a 12-month treatment period,
followed by a 12-month observation period. Eighty-nine (89) patients were enrolled; 43 patients were
randomized to receive placebo and 46 patients to receive Rapamune. The primary endpoint was the difference
between the groups in the rate of change (slope) per month in forced expiratory volume in 1 second (FEV1).
During the treatment period, the FEV1 slope was -12+2 mL per month in the placebo group and 1+2 mL per
month in the Rapamune group (treatment difference = 13 mL (95% CI: 7, 18). The absolute between-group
difference in the mean change in FEV1 during the 12-month treatment period was 153 mL, or approximately

11% of the mean FEV1 at enrollment. Similar improvements were scen for forced vital capacity (FVC). After
discontinuation of Rapamunc, the decline in lung function resumed in the Rapamune group and paralleled that
in the placebo group (see Figure 1).
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FIGURE 1: CHANGE IN FORCED EXPIRATORY VOLUME IN 1 SECOND (FEV1) DURING THE TREATMENT AND
OBSERVATION PHASES OF THE STUDY IN LAM PATIENTS
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The rate of change over 12 months of vascular endothelial growth factor-D (VEGF-D), a lymphangiogenic
growth factor which has been shown to be elevated in patients with LAM, was significantly different in the
Rapamune-treated group (-88.0 £ 16.6 pg/mL/month) compared to placebo (-2.42 + 17.2 pg/mL/month) with a
treatment difference of -86 pg/mL/month (95% CI: -133, -39). The absolute between-group difference in the
mean change in VEGF-D during the 12-month treatment period was -1017.2, or approximately 50% of the
mean VEGF-D at enrollment.

15 REFERENCES
Clinical Therapeutics, Volume 22, Supplement B, April 2000 [see Dosage and Administration (2.5)].
16 HOW SUPPLIED/STORAGE AND HANDLING

Since Rapamune is not absorbed through the skin, there are no special precautions. However, if direct contact
of the oral solution occurs with the skin or eyes, wash skin thoroughly with soap and water; rinse eyes with
plain water.

Do not use RAPAMUNE after the expiration date. The expiration date refers to the last day of that month.
16.1 Rapamune Oral Solution

Each Rapamune Oral Solution carton, NDC 0008-1030-06, contains one 2 0z (60 mL fill) amber glass bottle of
sirolimus (concentration of 1 mg/mL), one oral syringe adapter for fitting into the neck of the bottle, sufficient
disposable amber oral syringes and caps for daily dosing, and a carrying case.

Rapamune Oral Solution bottles should be stored protected from light and refrigerated at 2°C to 8°C (36°T to
46°T"). Once the bottle is opened, the contents should be used within one month. If necessary, the patient may

~store-the bottles at room temperatures up to 25°€ (77°F) for a-short period-of time-(e.g:; not more than-15days —

for the bottles).
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An amber syringe and cap are provided for dosing, and the product may be kept in the syringe for a maximum

of 24 hours at room temperatures up to 25°C (77°F) or refrigerated at 2°C to 8°C (36°F to 46°F). The syringe
should be discarded after one use. After dilution, the preparation should be used immediately.

Rapamune Oral Solution provided in bottles may develop a slight haze when refrigerated. If such a haze
occurs, allow the product to stand at room temperature and shake gently until the haze disappears. The presence
of this haze does not affect the quality of the product.

16.2 Rapamune Tablets
Rapamune Tablets are available as follows:

. NDC 0008-1040-05, 0.5 mg, tan, triangular-shaped tablets marked “RAPAMUNE 0.5 mg” on one side;
bottle containing 100 tablets.

. NDC 0008-1040-10, 0.5 mg, tan, triangular-shaped tablets marked “RAPAMUNE 0.5 mg” on one side;
in Redipak® cartons of 100 tablets (10 blister cards of 10 tablets each).

. NDC 0008-1041-05, 1 mg, white, triangular-shaped tablets marked “RAPAMUNE 1 mg” on one side;
bottle containing 100 tablets.

. NDC 0008- 1041 10, 1 mg, white, triangular-shaped tablets marked “RAPAMUNE 1 mg” on one side;
n Redlpak cartons of 100 tablets (10 blister cards of 10 tablets each).

. NDC 0008-1042-05, 2 mg, yellow-to-beige triangular-shaped tablets marked “RAPAMUNE 2 mg” on
one side; bottle containing 100 tablets.

Rapamune Tablets should be stored at 20°C to 25°C [USP Controlled Room Temperature] (68°F to 77°F). Use
cartons to protect blister cards and strips from light. Dispense in a tight, light-resistant container as defined in
the USP.

17 PATIENT COUNSELING INFORMATION

Advise patients, their families, and their caregivers to read the Medication Guide and Instructions for Use for
the Oral Solution and assist them in understanding its contents. The complete text of the Medication Guide and
Instructions for Use for the Oral Solution are reprinted at the end of the document.

See FDA-Approved Medication Guide and Instructions for Use for the Oral Solution.

171 Dosage

Patients should be given complete dosage instructions [see FDA-Approved Medication Guide].

17.2 Skin Cancer Events

Advise patients that exposure to sunlight and ultraviolet (UV) light should be limited by wearing protective
clothing and using a broad spectrum sunscreen with a high protection factor because of the increased risk for

skin cancer [see Warnings and Precautions (5.18)].

17.3 Pregnancy and Lactatmn

Advise female patients of reproductive potential to avoid becoming pregnant throughout treatment and tor
12 weeks after Rapamune therapy has stopped Rapamune can cause fetal harm 1f taken during pregnancy.
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patient that the effects of breastfeeding in infants while taking this drug are unknown, but there is potential for
serious adverse effects [see Warnings and Precautions (5.15), Use in Specific Populations (8.1, 8.2, 8.3)].
17.4 Infertility

Inform male and female patients that Rapamune may impair fertility [see Warnings and Precautions (5.16),
Adverse Reactions (6.7), Use in Specific Populations (8.1, 8.3), Nonclinical Toxicology (13.1)].

This product’s label may have been updated. For current Full Prescribing Information, please visit
www.pfizer.com.

Distributed by

B O D
@ Wyeth Pharmaceuticals LLC

A subsidiary of Pfizer Inc, Philadelphia, PA 13101

 LAB-0473-14.0
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MEDICATION GUIDE
RAPAMUNE® (RAAP-a-mune) (sirolimus) Tablets
RAPAMUNE® (RAAP-a-mune) (sirolimus) Oral Solution

What is the most important information | should know about RAPAMUNE?

Rapamune can cause serious side effects, including:

1. Increased risk of getting infections. Serious infections can happen including infections caused by viruses, bacteria,
and fungi (yeast). Your doctor may put you on medicine to help prevent some of these infections.
Call your doctor right away if you have symptoms of infection including fever or chills while taking Rapamune.

2. Increased risk of getting certain cancers. People who take Rapamune have a higher risk of getting lymphoma, and
other cancers, especially skin cancer. Talk with your doctor about your risk for cancer.

RAPAMUNE has not been shown to be safe and effective in people who have had liver or lung transplants.
Serious complications and death may happen in people who take RAPAMUNE after a liver or lung transplant. You
should not take RAPAMUNE if you have had a liver or lung transplant without talking with your doctor.

See the section “What are the possible side effects of RAPAMUNE?” for information about other side effects of
RAPAMUNE. '

What is RAPAMUNE?
RAPAMUNE is a prescription medicine used to prevent rejection (anti-rejection medicine) in people 13 years of age and
older who have received a kidney transplant. Rejection is when your body’s immune system recognizes the new organ as
a “foreign” threat and attacks it.
RAPAMUNE is used with other medicines called cyclosporine (Gengraf, Neoral, Sandimmune), and corticosteroids. Your
doctor will decide:

e if RAPAMUNE is right for you, and

¢ how to best use it with cyclosporine and corticosteroids after your transplant.
It is not known if RAPAMUNE is safe and effective in children under 13 years of age.

RAPAMUNE is a prescription medicine also used to treat lymphangioleiomyomatosis (LAM). LAM is a rare progressive
lung disease that affects predominantly women of childbearing age.

Who should not take RAPAMUNE?
Do not take RAPAMUNE if you are allergic to sirolimus or any of the other ingredients in RAPAMUNE. See the end of this
leaflet for a complete list of ingredients in RAPAMUNE.
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What should | tell my doctor before taking RAPAMUNE?

have liver problems

have skin cancer or it runs in your family

have high cholesterol or triglycerides (fat in your blood)

are pregnant or are a female who can become pregnant. RAPAMUNE can harm your unborn baby. You should
not become pregnant during treatment with RAPAMUNE and for 12 weeks after ending treatment with
RAPAMUNE. In order to avoid pregnancy, a female who can get pregnant should use effective birth control during
treatment and for 12 weeks after your final dose of RAPAMUNE. Talk with your doctor about what birth control
method is right for you during this time. Tell your doctor right away if you become pregnant or think you are
pregnant during treatment with RAPAMUNE or within 12 weeks after your final dose of RAPAMUNE.

It is not known whether RAPAMUNE passes into breast milk; however, there is a risk of serious side effects in
breastfed infants. You and your doctor should decide about the best way to feed your baby if you take
RAPAMUNE.

Tell your doctor about all the medicines you take, including prescription and over-the-counter medicines, vitamins and
herbal supplements. Using RAPAMUNE with certain medicines may affect each other causing serious side effects.

RAPAMUNE may affect the way other medicines work, and other medicines may affect how RAPAMUNE works.
Especially tell your doctor if you take:

a medicine to lower your cholesterol or triglycerides

cyclosporine (including Gengraf, Neoral, Sandimmune) or tacrolimus (Prograf) or other medicines that suppress
the immune system

an antibiotic

an antifungal medicine

a medicine for high blood pressure or heart problems

an anti-seizure medicine

medicines used to treat stomach acid, ulcers, or other gastrointestinal problems
bromocriptine mesylate (Parlodel, Cycloset)

danazol

medicines to treat HIV or hepatitis C

St. John’s Wort

How should | take RAPAMUNE?

Read the Instructions for Use that comes with your RAPAMUNE for information about the right way to take
RAPAMUNE oral solution.

Take RAPAMUNE exactly as your doctor tells you to take it.

Your doctor will tell you how much RAPAMUNE to take and when to take it. Do not change your dose of
RAPAMUNE unless your doctor tells you to.

If you also take cyclosporine (Gengraf, Neoral, Sandimmune), you should take your RAPAMUNE and
cyclosporine about 4 hours apart.

Do not stop taking RAPAMUNE or your other anti-rejection medicines unless your doctor tells you to.

Your doctor will check the levels of RAPAMUNE in your blood. Your doctor may change your dose of
RAPAMUNE depending on your blood test results.

RAPAMUNE is taken by mouth 1 time each day.

Do not crush, chew, or split RAPAMUNE tablets. Tell your doctor if you cannot swallow RAPAMUNE tablets. Your
doctor can prescribe RAPAMUNE as a solution.

Take each dose of RAPAMUNE the same way, either with or without food. Food can affect the amount of
medicine that gets into your bloodstream. Taking each dose of RAPAMUNE the same way helps keep your blood
levels of RAPAMUNE more stable. Do not take RAPAMUNE with grapefruit juice.

RAPAMUNE oral solution can develop a slight haze when it is refrigerated. If this happens, bring the RAPAMUNE
Oral Solution to room temperature and then gently shake the bottle until the haze goes away.

If you get RAPAMUNE oral solution on your skin, wash the area with soap and water.
If you get RAPAMUNE oral solution in your eyes, rinse your eyes with water.

~If you have taken-more-medicine than-you were told; contact-a-doctor-or-go-to the nearest hospitat emergency—

department right away.
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What should | avoid while taking RAPAMUNE?

e Avoid receiving live vaccines while taking RAPAMUNE. Some vaccines may not work as well while you are taking
RAPAMUNE.

e Limit your time in sunlight and UV light. Cover your skin with clothing and use a broad spectrum sunscreen with a
high protection factor because of the increased risk for skin cancer with RAPAMUNE.

What are the possible side effects of RAPAMUNE?
RAPAMUNE may cause serious side effects, including:
+ See “What is the most important information | should know about RAPAMUNE?”

- Serious allergic reactions. Tell your doctor or get medical help right away if you get any of following symptoms
of an allergic reaction:

o swelling of your face, eyes, or mouth o chest pain or tightness
o trouble breathing or wheezing o feeling dizzy or faint
o throat tightness o rash or peeling of your skin

« Swelling (edema). Fluid may collect in your hands and feet and in various tissues of your body, including in the
sac around your heart or lungs. Call your doctor if you have trouble breathing.

« Poor wound healing. RAPAMUNE may cause your wounds to heal slowly or not heal well. Tell your doctor if you
have any redness or drainage, your wound does not heal, or the wound opens up.

» Increased levels of cholesterol and triglycerides (lipids or fat) in your blood. Your doctor should do blood
tests to check your lipids during treatment with RAPAMUNE. Your doctor may prescribe treatment with diet,
exercise, or medicine if your lipid levels are too high. During treatment with RAPAMUNE, your blood levels of
cholesterol and triglycerides may remain high even if you follow your prescribed treatment plan.

» Effects on kidney function. When RAPAMUNE is taken with cyclosporine (Gengraf, Neoral, Sandimmune), the
function of your transplanted kidney may be affected. Your doctor should regularly do tests to check your kidney
function while you are taking RAPAMUNE with cyclosporine (Gengraf, Neoral, Sandimmune).

» Increased protein in your urine. Your doctor may regularly test your urine protein.

» Increased risk for viral infections.

e  Certain viruses can live in your body and cause active infections when your immune system is weak. BK
virus can affect how your kidney works and cause your transplanted kidney to fail.

e A certain virus can cause a rare serious brain infection called Progressive Multifocal
Leukoencephalopathy (PML). PML usually causes death or severe disability. Call your doctor right away if
you notice any new or worsening medical problems such as:

= confusion
= sudden change in thinking, walking, strength on one side of your body
= other problems that have lasted over several days

¢ Lung or breathing problems. This can sometimes lead to death. Tell your doctor if you have a new or worsening
cough, shortness of breath, difficulty breathing or any new breathing problems. Your doctor may need to stop
RAPAMUNE or lower your dose.

¢ Blood clotting problems. When RAPAMUNE is taken with cyclosporine or tacrolimus, you may develop a blood
clotting problem. Tell your doctor if you get any unexplained bleeding or bruising.

s Possible harm to your unborn baby. RAPAMUNE can harm your unborn baby. You should not become
pregnant during treatment with RAPAMUNE and for 12 weeks after ending treatment with RAPAMUNE. See
“What should | tell my doctor before taking RAPAMUNE?”.

The most common side effects of RAPAMUNE in people with renal transplant include:

o high blood pressure o urinary tract infection

o pain (including stomach and joint pain) o low red blood cell count (anemia)

o diarrhea o nhausea

o headache o low platelet count (cells that help blood to clot)
fever o high blood sugar (diabetes)

O
The most common side effects of RAPAMUNE in people with LAM include:

45

o mouth sores o chest pain e
"o diarrhea o upper respiratory fractinfection '

o stomach pain o headache

o hausea o dizziness

o sorethroat _ o soremuscles

o acne
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Other side effects that may occur with RAPAMUNE:

o RAPAMUNE may affect fertility in females and may affect your ability to become pregnant. Talk to your healthcare
provider if this is a concern for you.

¢ RAPAMUNE may affect fertility in males and may affect your ability to father a child. Talk to your healthcare
provider if this is a concern for you.

Tell your doctor if you have any side effect that bothers you or that does not go away.
These are not all of the possible side effects of RAPAMUNE. For more information ask your doctor or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store RAPAMUNE?
RAPAMUNE tablets:
e Store RAPAMUNE tablets at room temperature between 68°F to 77°F (20°C to 25°C).
e Blister cards and strips: Keep the tablets in the original blister container and use the outer carton to protect blister
cards and strips from light.
e Bottles: Keep the bottle of RAPAMUNE tablets tightly closed.
RAPAMUNE oral solution:
e Store bottles of RAPAMUNE oral solution in the refrigerator between 36°F to 46°F (2°C to 8°C).
e Protect from light.
e If necessary, bottles of RAPAMUNE oral solution can be stored at room temperature up to 77°F (25°C) for up to
15 days.
e When a bottle of RAPAMUNE oral solution is opened, it should be used within 1 month.
e Use any diluted RAPAMUNE oral solution right away.
Do not use RAPAMUNE after the expiration date. The expiration date refers to the last day of that month.
Safely throw away medicine that is out of date or no longer needed.
Keep RAPAMUNE and all medicines out of the reach of children.

General Information about the safe and effective use of RAPAMUNE.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use RAPAMUNE
for a condition for which it was not prescribed. Do not give RAPAMUNE to other people even if they have the same
symptoms that you have. It may harm them.

This Medication Guide summarizes the most important information about RAPAMUNE. If you would like more information
talk to your doctor. You can ask your pharmacist or doctor for information about RAPAMUNE that is written for health
professionals.

For more information, go to www.rapamune.com or call 1-800-934-5556.

What are the ingredients in RAPAMUNE?
Active ingredients: sirolimus
Inactive ingredients: RAPAMUNE Oral Solution: Phosal 50 PG® (phosphatidylcholine, propylene glycol, mono- and di-

glycerides, ethanol, soy fatty acids, and ascorbyl palmitate) and polysorbate 80. RAPAMUNE Oral Solution contains 1.5%-
2.5% ethanol.

Inactive ingredients: RAPAMUNE Tablets: sucrose, lactose, polyethylene glycol 8000, calcium sulfate, microcrystalline
cellulose, pharmaceutical glaze, talc, titanium dioxide, magnesium stearate, povidone, poloxamer 188, polyethylene glycol
20,000, glyceryl monooleate, carnauba wax, dl-alpha tocopherol, and other ingredients. The 0.5 mg and 2 mg dosage
strengths also contain yellow iron (ferric) oxide and brown iron (ferric) oxide.

Distributed by

R A RN SR S A SR e TR
@ Wyeth Pharmaceuticals LLC

A subsidiary of Pfizer Inc, Philadelphia, PA 19101

For Rapamune Oral Tablets and Oral Solution:
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INSTRUCTIONS FOR USE

RAPAMUNE /RAAP-a-mune/
(sirolimus)
Oral Solution

Be sure that you read and understand the following instructions for the correct way to dilute and
take RAPAMUNE Oral Solution. Ask your pharmacist or doctor if you are not sure.
Important:

e Always keep the bottle in an upright position.

e You may store RAPAMUNE Oral Solution that is in a syringe at room temperature up to
77°F (25°C) or in the refrigerator at 36°F to 46°F (2°C to 8°C) for up to 24 hours. See
“How should | store RAPAMUNE?” at the end of this Instructions for Use.

¢ RAPAMUNE Oral Solution can develop a slight haze when it is refrigerated. If this
happens, bring the RAPAMUNE Oral Solution to room temperature and then gently
shake the bottle until the haze goes away.

e Only use a glass or plastic cup to dilute RAPAMUNE Oral Solution.

e |f you are a caregiver, do not let RAPAMUNE Oral Solution come in contact with your
skin or eyes. If you get the oral solution on your skin, wash the area well with soap and
water. If you get the oral solution in your eyes, rinse with plain water.

e If you spill RAPAMUNE Oral Solution, dry the area with a dry paper towel and then wipe
the area with a wet paper towel. Throw away the paper towels in the trash and wash
your hands well with soap and water.

Each RAPAMUNE Oral Solution carton contains:

V/’l a) a 2 oz. (60 mL fill) amber glass bottle of sirolimus
e (concentrgtlon of 1 mg/mL) o
QE :ﬁd b) 1 oral syringe adapter for fitting into the neck of the bottle

¢) enough disposable amber oral syringes and caps for

i daily dqsing
' f d) 1 carrying case
a b

560

You will also need:

¢ glass or plastic cup
e 6 oz. of water or orange juice only

47




Figure 1: Opening the bottle

Figure 2: Inserting adapter

Figure 3: Inserting syringe

Figure 4: Withdrawing solution
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1. Open the solution bottle.

Remove the safety cap by squeezing
the tabs on each side of the cap and
twisting counterclockwise (Figure 1).

2. The first time you use a bottle of
RAPAMUNE Oral Solution:

Insert the oral syringe adapter (plastic
tube with stopper) tightly into the bottle
until it is even with the top of the bottle
(Figure 2).

Do not remove the oral syringe adapter
from the bottle once inserted.

3. Use a new disposable amber oral syringe
for each dose of RAPAMUNE Oral Solution.

Fully push down (depress) on the
plunger of the disposable amber oral
syringe.

Then, tightly insert the oral syringe into
the opening in the adapter (Figure 3).

4. Withdraw the prescribed amount of
RAPAMUNE Oral Solution:

Gently pull back the plunger of the
syringe until the level of the oral
solution is even with the marking on
the syringe for your prescribed dose.

_Always keep the bottle in an upright

position.

If bubbles form within the oral solution

|n the synnge empty the syrmge |nto
gl




Figure 5: Capping syringe

Figure 7: Emptying syringe into glass

—Only-glass-or-plastic cups-shoutd-be——————

_only one time and then thrown away

162

You may need to repeat step 4 more
than once to draw up your prescribed
dose.

5. If your doctor tells you to carry your
medicine with you:

If you need to carry your RAPAMUNE
Oral Solution in a filled syringe, place a
cap securely on each syringe. The cap
should snap into place (Figure 5).
Place the capped syringe in the
enclosed carrying case (Figure 6). If
you need more than 1 carrying case,
talk with your doctor or pharmacist.

6. Taking a dose of RAPAMUNE Oral Solution:

Choose a clean flat work surface.
Place a clean paper towel on the work
surface. Wash and dry your hands.
Empty the syringe into a glass or
plastic cup containing at least 2 ounces
(1/4 cup, 60 mL) of water or orange
juice, stir vigorously for 1 minute and
drink right away (Figure 7).

If more than 1 syringe is needed for
your prescribed dose, empty the oral
solution from each syringe into the
same glass or plastic cup of water or
orange juice.

Refill the container with at least

4 ounces (1/2 cup, 120 mL) of water or
orange juice, stir vigorously again and
drink the rinse solution. Do not mix
RAPAMUNE Oral Solution with apple
juice, grapefruit juice, or other liquids.

used to mix RAPAMUNE Oral Solution.
The syringe and cap should be used

49
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e Throw away the paper towel and clean
the work surface. Wash your hands.

7. Always store the bottles of medication in
the refrigerator.

How should | store RAPAMUNE?

o Store bottles of RAPAMUNE Oral Solution in the refrigerator at 36°F to 46°F (2°C to
8°C).

e Protect from light.
Store RAPAMUNE Oral Solution that is in a syringe at room temperature up to 77°F
(25°C) or in the refrigerator at 36°F to 46°F (2°C to 8°C) for up to 24 hours.

e If necessary, bottles of RAPAMUNE Oral Solution can be stored at room temperature up
to 77°F (25°C) for up to 15 days.

¢ When a bottle of RAPAMUNE Oral Solution is opened, it should be used within 1 month.

¢ Use any diluted RAPAMUNE Oral Solution right away.

Keep RAPAMUNE and all medicines out of the reach of children.

This Instructions for Use has been approved by the U.S. Food and Drug Administration.

Distributed by
A S T CS R L T Y

Wyeth Pharmaceaticals LLC

A subsidiary of Pfizer Inc, Philadelphia, PA 13101

LAB-0579-3.0
Revised: April 2019
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Ilepexkiiag yKpaiHCbKOI0 MOBOIO, ABTEeHTUYHICTD

SIKOI'0 MIATBEpPIKeHA 3asiBHUKOM a00 iioro
YIIOBHOBAKEHOI0 0C00010, IHCTPYKIIi Ipo
3aCTOCYBAHHA JIKAPCHKOI0 3ac00y ado
iH(popMaNii Npo 3acTOCYBaAHHSI JJIKAPCHLKOIO
3ac00y, 3aTBepAKeHol BiANOBigHO 10
HOPMATHUBHHMX BUMOT KpaiHu
3asBHuKka/BupooHuka ado kpainu,
PeryJiSTOpHUM OPraH sikoi KepYeThCs
BHCOKHMH CTAHAAPTAMU SAKOCTI, 1110
Bi/INOBIAAIOTH CTAHAAPTAM, PEKOMEHI0BAHNM
BOO3, Ta/a6o 3rigHo 3 pe3yabTaTaMu
KJIIHIYHMX BHIIPOOYBaHb, 3aCBiTueHNi
HIJAIMCOM YIIOBHOBAXKEHOT 0C00M, [0 BUCTYIIAE

Bijx iMeHi 3asBuuka./

Ukrainian translation of the Instruction for Use of
the medicinal product or information for use of the
medicinal product which are approved in
accordance with the Applicant’s/Manufacturer’s
country legal requirements or those adopted in the
country, where regulatory agency is governed by
high quality standards that meet the standards
recommended by the WHO, and/or in accordance

with results of clinical trials; authenticity of the




KOPOTKA IHCTPYKIIA JJII METUYHOI'O 3ACTOCYBAHHA
IKAPCBKOI'O 3ACOBY

A5 KOPOTKA iHCTPYKLIst He MiCTHTB yciei indopmauii, noTpi6HoT 1ist

6e3neunoro # eeKTHBHOrO 32CTOCYBaHHS Npenapary PAIIAMYH.

JluB. MoBHY iHCTPYKLIIO AJISt MEAHHHOTO 32CTOCYBAHHS JIIKAPCHKOTO

3aco0y PAITAMYH.

Po3unn PAIIAMYH (cupoJimyc) AJIsi IepopasibHOro 3aCTOCYBaHHs
Ta6aerxku PATIAMYH (cupouiMyc) Aisi nepopajibHOro 3aCToCyBaHHsA
JlaTa nepuof peecrpaunii npenapaty s CIIA: 1999 p.

MONEPE/PKEHH! DPETAPAT BUKJIMKA€E IMYHOCYIPECIIO
1 HE PEKOMEHJOBAHMHA 151 3ACTOCYBAHHSA AIIEHTAMM
TICJIA TPAHCILTAHTAII NIEYIHKA ABO JIETEHIB
Hosny inopmanito wooo 3acmepexcens, 3a3HAYERUX Y pamyi,
Ous. y nosHiii incmpyKyii 0112 MeOUUHO20 3aCMOCY 6AHHA IKAPCbKO20 3acoby.
o Imynocynpecisi MOXKe CIIPHYHHSTH MiABHLIEHY CXHIBHICTb 10
PO3BUTKY indeKuiii, 2 TAK0K MOXJIHBY NOSBY JiMPOMH T2 iHIIHX
371051KiCHHX HOBOYTBOPeHD (5.1). Tinbku Jikapi i3 10cBiIOM BeAeHHS
iMyHocynpecuBHOT Tepanii Ta JiKyBaHHs NaUi€HTIB micJst
TpaHCMJIaHTaLil HIDKM MOXKYTh BUKOPHCTOBYBATH Nnpenapar
Panamys 445t npo)inNaKTHKHA BIXTOPrHEHHs OPraHiB y NanieHTiB
micJIs TPAHCIUIAHTALIT HUPKH.
e BesneunicTs T2 e(peKTHBHICTH 32CTOCYBaHHS Npenapary
PanamyH ik iMyHOCYIpeCHBHOI Tepanii He BCTAHOBJIEHI B
Naui€HTiB Mic/Isl TPAHCILIAHTALIT TediHKH 260 JereHis, a TOMy
3aCTOCYBaHHS LIbOr0 NPENapaTty B TAKHX NaUi€HTIB He
pexomenayerbed (5.2, 5.3).
- TpaHcniaHTaUisl NEYiHKH — HAAMIPHA CMEPTHICTD,
BTpaTa TPAHCILIAHTATA T2 TPOMG03 NEYiHKOBOT
aprepii (5.2).
- TpaHCIIaHTALis JIereHiB — HeCIPOMOKHICTb GPOHXiaIBHOrO
anactomosy (5.3).

OCTAHHI OCHOBHI 3MIHH
OCOBIHBOCTI 3aCTOCY BaHHS, YoJIoBive Ge3rumi ans (5.16) 7/2019 p.
OcobnuBocTi 3acTocy BaHH#, iMyHizauis (5.19) 7/2019 p.

———————TIOKA3AHHS TA 3ACTOCYBAHHA————

o IIpenapar PanamyH — Lie iMyHOCYNIPECAHT iHriGiToOpa MilleHi panaMiLiHy
8 kniTuHax ccasuiB (NTOR — mammalian Target of Rapamycin), nokasaxui
15 IpoiNAKTHKY BiXTOPTHEHHS OPraHiB y MAliieHTiB BikoM > 13 pokis,
AKi BUCTYTIAIOTH PELMITIEHTaMH HUPKOBOI'O TPAHCIIIAHTaTa:

o NaLi€eHTH 3 HU3BKUM ab0 MOMIPHAM iMyHONIOTIYHHM PU3HUKOM: CTIOYATKY
3aCTOCOBYBATH 3 LHKIOCTIOPHHOM (CSA) Ta KOPTHKOCTEPOi1aMH.
[pumusenHs 3actocyBanHs CSA PEKOMEHIYeThes uepes 2—4 micsu
nicns tpaHcmianTanii (1.1);

O  MAlli€HTH 3 BUCOKMM IMyHOJIOTIYHUM PH3UKOM: 3aCTOCOBYBATH
B KoMOiHali i3 CSA Ta KOPTHKOCTEPOilaMu NPOTATOM MEpIIKX
12 micauis micna Tpancrutantauii (1.1). BeaneunicTs Ta edeKTUBHICTD
NpUINUHEHHs 3acTocyBaHHA CsA He Oy/a BCTaHOBJIEHA B Mali€eHTiB
i3 BHCOKMM iMyHONOriuHIM pusukoM (1.1, 1.2, 14.3).

e Ilpenapar Panamys — inri6irop mTOR, nokasaxuit [Uis JiKyBaHHSA
nanienTi i3 nimdarrioneomiomarosom (1.3).

oo ——CIIOCIB 3ACTOCYBAHHA TA NO3H-——rmme———
lallieHTH MiCIs TPAHCIIAHTALT HUDKK
+ TlpuitMaTH NepopabHO OAKH Pas Ha 00y KOXHOTO AHA, Mij 4ac abo
MIX NpuiMaHHAMH ki (2).
e IIpuiiHATH NOYATKOBY 03y AKOMOTra IIBH/LIE MICIA TpaHCIUIaHTaL]
Ta yepe3 4 roxuuH nicns 3acrocysannda CsA (2.1, 7.1).
o CKOpHIyBaTH Mi ATPUMYI0UY 403y npenapary PanamyH 1uist A0CATHEHHS
MiHiMATbHUX KOHLIEHTpALi# CHpONiMyCy B MeXXax LilboBOro jianasoHy (2.5).
o [lopymenHs QyHKLUii NEYiHKA: 3MEHIIMTH [ATPUMYIOUY 103y
B NIALiEHTIB i3 opywenHaM dyHKuii neuinku (2.7, 8.6, 12.3).
Y nayienmis nicas mpancnaanmayii HUpKU 3 HU3bKUM abo NOMIDHUM
IMYHOROZIYHUM PUSUKOM
o KowmGinoane nikypauHs npenapatoM Panamyn ta CsA: oaxa
HABAHTAXYBAIbHA 1103a 6 Mr'y JICHb 1, a MOTIM LIOACHHE NPHAMAHHA
miATpHEMy0uoi 103K 2 MT (2.2).
o Tlpenapat PanamyH micis NpUNMHEHHA 3acTocyBaHHA CsA; 2-4 micsui micis
TpAHCIUTAHTALLi, IPUIHHEHHS 3acTocyBaHHA CSA ynpoaosx 4-8 THXKHIB (2.2).
V' rarlenmis nicns mpancniaHmanit HUPKU 3 §UCOKUM IMyHOROZIHHUM PUTUKOM
» Kom6inonrane nikynanus npenaparom Panamyw ta CsA (mpaTaraM nepimx
12 MiCATR MiCTS TPAHGTAKTAIT): 0/IHA HABAHTA)KY BAIBHA 1033 1O 15 M
y HeHp 1, a IOTIM LOAEHHE NPHAMAHHS i ATPUMYIOUOi A03H 5 MI 3.

TauienTy 3 niMbanrioneioMioMaTo3oM

o IIpuiiMaTH MepOpaTbHO OAHH Pa3 Ha 00y KOXKHOTO JiHs, Miji 4ac abo Mik
npuiMaHHAMH Dxi (2).

e  PekoMeH/I0BaHa [I0YaTKOBA /1032 Npenapary PanamyH CTaHOBUTB
2 mr/nody (2.4).

e Kopekuis 1o3u npenapary Panamys i TOCATHEHHS MiHIMAIbHHX
KOHIUEHTpaUil cuponimMycy B Mexax 5—15 ur/mn (2.4).

e TlopyuuenHs QyHKLUi MeYiHKH: 3MEHIIHTH MATPUMYIOUY 103y B nauieHTiB
i3 nopymenssam dyHkuii nevinku (2.7, 8.6, 12.3).

PeKoMeH/Iy €ThCA IPOBEIEHHS MOHITOPHHIY TEPareBTHYHOT KOHLEHTpaLi

B ycix nawienTis (2.5, 5.17).

i JIIKAPCLKI ®OPMH TA JO3YBAHHA

o Po3umH /U1 NEPOPATLHOTO 3aCTOCYBaHHs: 60 Mr Ha 60 M1y musAwLi
3 5koBTOrO CcKIa (3.1).

e Tabnerkxu: 0,5 mr, 1 mr, 2 Mr (3.2).

NPOTHIIOKA3AHHSA
ITigBuMIIEHa Yy TMBICTb A0 npenapary PanamyH (4).

e ———0COBJHABOCTI 3ACTOCYBAHHA -~

JlatentHi BipycHi inbexwii (5.10)

IuTepcTHiansHa XBopo6a jereHis / Heindexuikrui nHeBmoHiT (5.11)

3acrocyBaHHsA de novo 6e3 UKIoCIopHHYy (5.12)

[TigBuienuit pusuk IKH-1HyKOBAHOrO FeMONITHIHO-YPEMI4HOTO

CHHJPOMY / TPOMGOTHYHOI TPOMBOLMTONEHIYHOT My pIIypH / TPOMOOTHHHOT

Mikpoanrionarii (5.13)

o  EmOpioQeTansta TOKCHUHICTS: NPENapaT MOJKe CIIPHYMHUTH LUKI UTHBHI
BIUIMB Ha i, [ix yac nikyBaHHS Ta MPOTArOM 12 THXKHIB OCTAHHBOTO
npHitManHs nperapaty PanamyH XxiHkam pPenpoayKTMBHOIO BiKY PEKOMEH-
JyEThCA 3aCTOCOBYBATH BUCOKOE(eKTHBHI MeTo/H KoHTpauernii (5.15, 8.1)

e Yonosiue GE3MTIIA MOXKIHMBICT PO3BHTKY a3oocriepmii abo
onirocnepmii (5.16, 13.1)

o IMyHi3awis: yHMKaTH 3aCTOCYBAHHA KHMBUX BakuuH (5.19)

e  Peakuii nigsuuieHoi 4y TimBocTi (5.4)

e  HaGpsx Ksinke (5.5)

e HakomuueHHs piiMHH Ta NOTipLICHHS 3arocHus paH (5.6)
e Tinepninmigemis (5.7)

o  3uwkenns QpyHkuii HIpoK (5.8)

e TIpoteinypis (5.9)

L]

L]

L]

L

[OBIYHI PEAKIIIE
IpodinakTuka BiATOPrHEHH: OPraHy B ALI€EHTIB MiC/s TPAHCIIAHTANIT HUDKH.
Jlyxe uacTi no6iumi peakutii (4actota > 30 %) BKIIOUAOTH nepuepyHi HaOPAKH,
TiNePTPHITIiLiepHIEMIt0, apTepiaibHy rinepTeHsiio, rNepXoIecTepHHEMIIO,
TliIBUINEHHH PiBEHb KpeaTHHIHY, 6illb y XHBOTI, liapeto, ro1oBHUH Gib,

i IBHIEHHA TEMIIEPaTypH, iHGEKL{I0 CE4OBUBINHUX LILIXIB, aHEMIIO, HYJIOTY,
aprpairito, 6116 Ta TpOMOOLHMTONEHIHO (6).

JlimdanrioneiomiomMaros: mysxe yacTi noGiusi peakuii (dacrora > 20 %)
BKJIIOYAIOTH CTOMATHT, Jiapeto, 6ib y KHMBOTI, Hy I0TY, Ha30(hapHHIiT, akHe,
6inb y rpy LaX, nepudepryHi HaOPSKH, IHPEKLII0 BEPXHIX IUXaNbHUX LUIAXIB,
FOJOBHUHA 6ilIb, 3aTaAMOPOYEHHSA, Mi/Iriio Ta rinepxonecTepuHeMio (6.6).

I1{06 nosizomuTu npo IMITO3PIOBAHY NOBIYHY PEAKIIIO,
3B’sKiThes 3 kKomnanicio M daiizep, Ink./Pfizer, Inc. 3a Tesieponom
1-800-438-1985 a60 3 YnpapaiHHsAM i3 KOHTPOJIIO XapYOBHX NPOAYKTIB
i nikapewkcnx 3aco6is CLIA (FDA) 3a Tesedporom 1-800-FDA-1088 aGo
yepe3 BeGcadT

www. fda.gov/medwatch.

-————B3AEMO/IA 3 IHIIAMH JIKAPCHKAMHA 3ACOBAMN

e  YHuKaiiTe OJHOYACHOTO 3aCTOCYBAHHA i3 CHIIbHOAIIOUHMH IHITy KTOpaMu abo
inriGitopamu CYP3A4/P-gp, siki NPU3BOIATH [0 3MEHIIEHH: 260 30i/IbLUeHH
KOHUeHTpauii cuponimycy (7.4, 12.3).

o  ToBHHMIt MepeiK KIiHIYHO 3HAYYyL{MX B3AEMOIH i3 IHIIMMH JIiKAPCHKIMHA
3aco6amH 11B. y TOBHIN IHCTPYKLi [yl MEWYHOrO 3aCTOCYBaHHA
nikapcekoro 3acody (12.3).

—————3ACTOCYBAHHA B OKPEMMX I'PYIAX HAIIEHTIB—--——
e  BarithicTs 3a 1aHUMHM, OTPMMAHUMH Ha TBApHHAX, NpENapar Moxe
CHPUYMHMTH WKIATMBAA BIIMB Ha mix (5.15, 8.1).
o ToayanHs rpyamo BpaxoByroun 0COGMHBOCTI MexaHi3My Aii npenapaty,
HASBHHUH NIOTEHLI HHUH PU3MK PO3BUTKY CEPHO3HHMX MOOIYHHMX ABHIL
Y HEMOBJSIT Ha FPY/JIHOMY BHIOJI0BYBaHHi (8.2).
®  3UCIUCY saHHN B KIHUK 14 YOIUBIRIB PEIPOIYKTMBHOTO BIKY: Mpenapar
_ MOE CIDHUIHHATH nopywenna geprunbrocti 8.1,8.3, 13.1).

HIOOPMAIISI JIJIST MAIICUTIB Ta sarpepmrcna FDA
IngopMauis npo sikapeeKHii 3aci6 2151 NauieHTa HaBeeHi B
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ITOBHA IHCTPYKIIA JIJIA
MEJHYHOI'O 3ACTOCYBAHHS JIIKAPCBKOI'O 3ACOBY: 3MICT*

TIONEPE/DKEHHS! ITPENTAPAT BUKJIMKA € IMYHOCYIIPECIIO
1 HE PEKOMEH/IOBAHUIM JIJIs1 3ACTOCYBAHHSI MAIIIEHTAMUA
IICJISI TPAHCIUIAHTAIL IEYTHKA ABO JETEHIB
1 TIOKA3AHHJ TA 3ACTOCYBAHHA
1.1 TIpodinakTHka BIXTOPTHESHHS OpraHy Hicad TPaHCIaHTalii
HUPKA
1.2 OOGMexeHHS 3aCTOCYBAHHS MIC/IA TPAHCIUIAHTALL] HUDKH
1.3 JlixyBanus nalienTis i3 simdanrionefiomMioMmaTozom
2 CHOCIB 3ACTOCYBAHHSI TA 103U
2.1  3BaraibHi BKa3iBKH W00 HO3YBAHHS VIS MALEHTIB MCHs
TPaHCTUIAHTAL{{ HUPKH
2.2 TlauienTy Mics TPAHCMAHTAL{ HUPKY 3 HU3BKUM 260 OMIpHAM
IMYHOJIOTYHUM PH3HKOM
2.3 TlamieHTH MICHS TPAHCIIAHTAL(l HAPKH 3 BHCOKUM
IMYHOJIOIIYHHM PU3HKOM
24  Jlo3yBaHHA B NAILI€HTIB i3 NiMbaHrioaeiioMioMaTo3oM
2.5 MoHITOpUHT TepaneBTHYHOI KOHLEHTpalii
2.6 IlauieHTH 3 HU3BKOIO MacOI0 Tina
2.7 TauieHTy 3 NOPYIIEHHAM GYHKIIT NEUiHKI
2.8 IlauienTd 3 nOpyweHHAM QyHKIIi HUPOX
29  IncTpyxuii 010 PO3BENCHHS Ta NpUHMaHHA po34nHy PanaMyH
IS IEPOPANLHOTO 3aCTOCYBAHHA
3 JIIKAPCBKI ©OPMH TA JO3YBAHHS
3.1  Posuud PanamyH 14 nepopajisHOrO 3aCTOCY BAHHA
3.2 TaOnerxu Panamyn
4 YTIPOTHIIOKA3AHHS
5 OCOBJUBOCTI 3ACTOCYBAHHS
5.1 IligBumeHa CXUIBHICTD J0 IH(eKuiif Ta MOXKIIMBHI PO3BUTOK
aiMbomMu
5.2  TpaHcnnaHTalis MeYiHKH — HaJMipHA CMEPTHICTb, BTpaTa
TPAHCIUIAHTATa Ta TPOMO03 IeUiHKOBOI apTepii
5.3  TpaHcronaHTauis JereHiB — HECITPOMOKHICTh OPOHXIAIBHOTO
AHACTOMO3Y
5.4  Peaxuii miABHIIEHOT Yy TIHBOCTI
5.5 Habpsx Ksinke
5.6 HaxkonuyeHHs PiAMHU TA NOTIPIICHHS 3aT0EHHS PaH
5.7 Tinepainigemis
5.8  3HmwkeHH QYHKUII HUPOK
59 Ilporeinypia
5.10 JlatenTHi BipycHi indexuii
5.11 IxrepcruniansHa XxBopoba nereHiB / HeiH(EeKUiHHNA THEBMOHIT
5.12 3acrocysauus de novo 6e3 HHKIOCTIOPHHY
5.13 Iligeumenuit puzuk [KH-1HIyKOBaHOTO réeMONITHYHO-YPEMIYHOTO
CHHAPOMY / TPOMOOTHYHOI TPOMOOIIMTONEHIYHOI MyprypH /
TpoMOOTHYHOT MiKpoaHrionarii
5.14 TlporumikpodHa npodisaxrika
5.15 Ewm6pioderanbHa TOKCHYHICTD
5.16 YostoBiue Gesrrinus
5.17 Pi3Hi MiniMabHi KOHLEHTPALii CHPONIMYCY MK
XpoMaTorpaiyHHUM Ta iMyHOJIOTIYHHM METOJIOM aHai3y
5.18 Bumajxy paKy HIKipH
5.19 Imynizamis
5.20 Bsaemopis i3 CHIBHOAIIOUMMH IHIIOITOPAMH Ta IHIYKTOPaMHU
CYP3A4 ta/ abo P-gp
6 IIOBIYHI PEAKIIIT
6.1 Bunagxu KiiHIYHHX ZOCTIKEHb NPOMINAKTMKY BIATOPrHEHHS
OpraHiB nicyis TPAaHCIUTAHTALLT HUPKH
6.2 Ilpenapar PanamyH nicis IPUITUHEHHS 3aCTOCY BaHHS
UHKJIOCTIOPHHY

6.3  TlamieHTH micis TPAHCINAHTAL] HUPKY 3 BHCOKHM
IMYHOJIOTIUHUM PH3UKOM
6.4 Ilepexin i3 3aCTOCYBaHHA IHIIGITOPIB KAITBLIMHEBPUHY Ha
3aCTOCYBaHHA Npenapary PanaMyH y namieHTiB, SKi 0TpUMyBaIu
NiATPUMYIOTY TEPaIilo MiC/s TPAHCIUIAHTALT HUPOK
6.5  IlauieHTy AUTAHOr0 BiKy MiC/IA TPAaHCITAHTALil HHPKY
6.6  Ilauienty 3 TimMbanrionedomMiomMaTo3om
6.7  JIoCBix miCHAPEECTPALiHHOTO 3aCTOCY BAHHS
7 B3AEMOJI 3 IHIITAMHE JHIKAPCBKUMHA 3ACOBAMU
7.1  3acTOCyBaHHS 3 HKJIOCTIOPHHOM
7.2  CumeHopiioui inxykropi Ta inriditopu CYP3A4 ta P-gp
7.3 TpeiindpyToBuii cik
7.4  Cnabo- Ta nomipHoaiioui inxyxtopu ado inriditopu CYP3A4 ta
P-gp
8 3ACTOCYBAHH:A B OKPEMUX I'PYIIAX ITAITIEHTIB
8.1 BaritHiCTE
82 TomyBaHHSA Ipyamio
8.3  3acTtocyBaHHA B KIHOK Ta UOJOBIKiB PEIPOXYKTHBHOTO BiKy
8.4  3BacrocyBaHHS B AiTeit
8.5  3acrocyBaHHs B Malli€HTIB JITHLOIO BiKy
8.6  IlamieHTH 3 HOPYIEHHAM QYHKIIT HEUiHKH
8.7 IlamienTn 3 nopymeHssM GyHKUii HUPOK
10 IEPEJO3YBAHHS
11 OnmcC
12 KJIIHIYHA ®APMAKOJIOT'ISA
12.1 MexauisM aii
12.2 ®apmakoauHamika
12.3 ®apmMaxoKiHeTHKa
13, JOK/IIHIYHA TOKCHKOJIOI' 151
13.1 Kanueporenes, MyTarexes, NOpyIUeHHS GEePTUNBHOCTI
14 KTIHIYHI JOCILTXKEHHA
14.1 TlpodinaxTuka BIATOPIHEHHS OPraHy MiCIA TPAHCILIAHTAL{
HUPKHU
14.2  JlocmimKeHHs 13 NPHITHHEHHAM 3aCTOCY BAHHA UMKIOCTIOPHHY B
HNALI€HTIB IMC/A TPAHCIIAHTAL] HUPKK
14.3 TMauienTy micis TPaHCIUIAHTAI{] HUPKK 3 BUCOKMM
IMYHOJIOTIYHEM PH3UKOM
14.4  Tlepexin i3 3aCTOCYBAHHS IHIIGITOPIB KABLMHEBPUHY Ha
3aCTOCYBaHHA Npenapary PanaMyH y nauieHTis, ski 0TpUMyBaId
IIITPUMYFOTY TEPAIIIO MiC/ TPaHCILIaHTALl HUPKH
14.5 Tlepexin Bit CXeMH JIKyBaHHA i3 3aCTOCYBaHHAM iHTIGITOPIB
KaNbUMHEBPHUHY J0 CXEMH JIIKyBaHHS i3 3aCTOCYBAHHIM
CHPOJTIMYCY B MALIEHTIB MiC/s TPAHCIUIAHTALIT NEYIHKA
14.6 TTamieHTH ANTAYOrO BiKy MMIC/H TPAHCIUIAHTALT HHPKU
14.7 Ilamientn 3 niMdanrioneiioMioMaTo3oM
15 IIOCHJIAHHSL
16 ®OPMA BMITYCKY, 3BEPIT'AHHS TA [TOBO/UKEHHS 3
ITIPENAPATOM
16.1 Po3uun PanamyH [ NepopaisHOro 3aCTOCYBAHHSA
16.2 Tabnerku Pamamys
17 THOOPMAILA U151 HAIIEHTIB
17.1 Nosysauus
17.2 Bunaaxu paky LIKipH
17.3 TIlepiox BariTHOCTI Ta rOXYBaHHS IPYIIIO
17.4 Besnninns

* Po3ziny Ta migpo3Aiay, He BKIIOYEH] 10 MOBHOT IHCTPY KL A1
MEIHUYHOTO 3aCTOCYBaHHA JIKAPCHKOTo 3aco0y, He HABOAATECA.




INOBHA IHCTPYKIIA 1JIA
VMEJUYHOI'O 3ACTOCYBAHHS JIIKAPCBKOI'O 3ACOBY

HOIEPE/UKEHHS! IPEITAPAT BUKJIMKA€ IMYHOCYIIPECIIO I HE PEKOMEHIOBAHUHA
A BACTOCYBAHHS HAIIEHTAMM ITICJISI TPAHCIIVIAHTAIII MEYIHKA ABO JIETEHIB

o ImMynocynpeciss MOXe CIPHYHHATH NiABHIIEHY CXHJIBHICTB 10 PO3BHTKY iH}eKiii, 2 TAK0XK
MOZKJIHBY NOSABY JiM(poMH Ta iHIIHX 3/10KiCHHX HOBOYTBOpPEHDb

IMmyHoOcynpecisi MoKe CIPUYHHATH MiABHIIEHY CXHIIBHICTH 10 PO3BHTKY iHdeKIiii, a TAKOK MOXKIHBY
nosiBy Jimpomu. Tiabku Jgikapi i3 10CBiA0OM BeleHHs iMyHOCYNIpeCHBHOT Tepanii Ta JiKyBaHHS
NALiEHTIB MicJsi TPAHCIUIAHTANI HUPKH NIOBHHHI BUKOPHCTOBYBATH npenapat Panamyn® nas
NpoQUIAKTHKH BIITOPrHEHHS OPraHiB y Nami€HTIB Hicas TpaHcmuiaHTanil nupku. [anieHTn noBuHHI
NPOXOJUTH JiKyBaHHS NPeNapaToM B yCTAHOBAX, 00JIaJHAHUX Ta 3a0e3MeYeHHX JOCTATHIMH
J1a00paTOPpHUMH Ta JONIOMIXKHUMH MeIHYHHMH pecypcamu. Jlikap, BinnoBinansHmii 3a npoBeaeHHst
NiATPUMYI040I Tepanii, MOBHHEH BOJIOAITH BUYepPIHOI0 iHdopMaLi€r0, HEOOXiTHOIO JJIs MOAAIBIIIOr0
CIIOCTepeKeHHsI 32 NalieHTOM [0us. po3oin «Ocobnugocmi 3acmocysannay (5.1)].

o be3sneunicTs Ta epekTUBHICTL 3acTOCyBaHHs npenapaTy PanamyH (cupostimycy) sk
iMmyHOCynpecHBHOI Tepaiii He BCTAHOBJIeHi B NA[iEHTIB Mic/sl TPaHCILIAHTALIT NeYiHKH
a0o JiereniB, a TOMy TaKe 3aCTOCYBAHH# NpeNapaTy He peKOMeHAYETbes [ous. po3oin
«Ocobnueocmi 3acmocyeanua» (5.2, 5.3)].

o TpancniaHTanis ne4yiHKM — HaAMipHa CMEePTHICTb, BTPATa TPAHCIIAHTATA TA TPOMGO3
neuinkoBoi aprepii (TIIA).

IIpoTsirom goc/igKxeHHs 32 y4acTIO NALI€HTIB Mic/s TPaHCNJIAHTaLil e4iHKU de novo 3aCTOCyBaHHSA
npenapaty PanamyH y kom0iHanii i3 TaKpoJ1iMycoM CynpoBOIKYBaJIOCH HAAMIPHOIO CMEPTHICTIO TA
BTPATOI0 TPAHCILIAHTATA. Y 0araTboX NauicHTIiB cnocrepirajuchk o3HakH iHdekuii Ha MoMeHT a60
nepej cMepTIo.

Y uboMy Ta iHIIOMY JOCHiAKeHH] 32 y4acTIO NALi€HTIB micjsa TpaHCIVIaHTANIl neviHkH de novo
3acTocyBaHHA npenaparty PanamyH y komOiHanii i3 uk/IocnopuHoM a6o Takposaimycom
CyNpOBOMKYyBaJjocs 30LIbmeHHsAM KinbkocTi BunajakiB TIIA. Binbuwicts Bunagkis TIIA BigoyBanucs
npotsirom 30 AHIB mic/isi TPAaHCIUIAHTALIT | NPU3BOAWJIM A0 BTPATH TPAHCILIAHTATA a060 JIeTAIbHHX
HacaiakiB [ous. po3odin «Ocobnueocmi 3acmocyeannay (5.2)].

o TpancmianTanis JereHiB — HeCNPOMOKHICTh OPOHXIAJBLHOI0 AHACTOMO3Y

Haii6inbm yacTi BUNAIKH HECTIPOMOXKHOCTI OPOHXiaAIbLHOr0 aHACTOMO3Y 3 JIETAJTLHHUMH HACTiAKAMH
NOBiAOMJIAIHCH Y NALiEHTIB Mic/s TPaHCNJIaHTaNil JereHiB de novo, koau npenapar Panamyn
3aCTOCOBYBaBCsl B PAMKAaX €XeMH iMyHOCYNPeCHBHOIO JiKyBaHHS [oug. po3oin « Ocoonusocmi
3acmocysanuay (5.3)].

1 ITOKA3AHHS TA 3BACTOCYBAHHS
1.1 IIpoginakTika BiTTOPrHeHHs! OPraHy micjs TPAHCIVIAHTALIT HHPKH

[Mpenapar PanamyH (cuposiMyc) mokaszaHuid s npoQiJaKTHKX BiJTOPrHEHHS OPraHiB y Mal[i€HTiB BiKOM Bij
13 pokiB i cTapiie, sIKi BACTYIAOTh PELUITi€HTaMi HUPKOBOTO TPAHCILIAHTATA.

[Hanienram i3 HU3bKIM ab0 HOMipHUM IMYHOOPIYHUM PH3HKOM PEKOMEHAYEThEs CHOYATKY 3aCTOCOBYBaTH — ——
npenapart PanaMyH y cxeMmi JiKyBaHHA 3 UKJIOCNIOPUHOM Ta KOPTUKOCTEPOIAMU; 3aCTOCY BAaHHS LIUKJIOCTIOPUHY
CJIiJI IPUIUHUTH Yepe3 2—4 Micsi micis TpaHCIulaHTauli [ous. po3oin « Cnocib sacmocyeanns ma 0osuy (2.2)].

V nauieHTiB i3 BUCOKMM iMYHOJIOTTYHIM PU3MKOM (BU3HAYAETHCA K PELUITIEHTH HErPOiHOI pacH Tasfs
PEeLMITIEHTH TOBTOPHOT TPAHCIIAHTALlIT HUPKH, AKi BTPATHIIM MONEPEeHiN alOTPaHCIUIAHTAT 3 MY QJ;pQéi_
NpUYUH, Ta / abo NaLieHTH 3 BUCOKUM PIBHEM TNaHENb-pEakTUBHUX aHTUTL [PRA; nik-PRA /@Qg%]’)
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PEKOMEH/TyEThCS 3aCTOCOBYBATH lpenapaT PanamyH y KoM6iHallil i3 HHKIOCTIOPUHOM Ta KOPTUKOCTEPOIIaMU
HPOTArOM MEPUIOro POKY MIC/s TPaHCIVIAHTawil [Ous. po3oin « Cnocib sacmocyeanns ma 0osu» (2.3),
«Kniniuni oocniooicenuny (14.3)].

1.2 OOMmexeHHS 32CTOCYBAHHS MicJIs TPAHCIIAHTANIT HUPKH

ITpunHeHHs 3aCTOCYBaHH LMKIOCTIOPHHY He JOCIIDKYBAIM B MALIEHTIB i3 rocTpuM Bl}.‘[TOpFHeHHHM banga
3 crynenst abo CyaUMHHEM BIATOPTHEHHSM [0 TIPUIMHEHHS 3aCTOCYBAHHS LIMKIIOCIIOPHHY, NALIEHTIB Ha
Jiamisi, y HAlli€HTIB i3 piBHEM KpeaTHHiHY B CHpOBATL kpoBi > 4,5 MI/]UL, IALIEHTIB HETPOi/IHOT pacH,
NAU{ERTIB 1CILL IPAHCIIAH AU ACKUILKOX 0pranis, 400 nauienTis i3 BUCOKMM piBHEM MaHE/b-PEAKTUBHUX
aHTUTILN [Ous. po3din «Kniniyni docnioscennsny (14. 2)]

ITauieHTH 3 BUCOKMM IMYHOJIOTiYHUM PU3HKOM. Be3neuHicTh Ta eeKTHBHICTE 3aCTOCYBaHHs IIpenapary
Panamyn y koM0iHaIii i3 HMKIOCTIOPHHOM Ta KOPTHKOCTEPOIAaMH TOCIIKYBAIM IPOTATOM TIEPIOAY, 1O
He nepesuinye 1 pik. Oxe, micisa nepmux 12 MicsiB Micis TPaHCIUIAHTALI CITijl PO3TIISHYTH KOPUTYBAaHHS
CXEMHM IMyHOCYHPECUBHOTO JIiKyBaHHs Ha IACTaBi KJIiHIYHOTO CTaHy MalienTa [0us. po30in «Kuiniuni
Odocnioxcennsay (14.3)].

ManienTu auTA90ro Biky. besmeunicTs Ta edexTHBHICTE npenapary PanaMmyH He BU3HAYaNH B MALEHTIB
Monoue 13 pokiB abo B MaIi€eHTIB AUTSUOTO BiKy (momozme 18 pokis) micas TpaHcnIaHTaNil HUPKH, AKi
BB)KAIOTECA TaKUMHY, 110 MAIOTh BUCOKUH IMYHOJIOTIYHMI pU3HK [Ous. po3din «Ilo6iuni peaxyiiy (6.5),
«Kniniuni oocnioocenusny (14.6)].

Bbesneunicts Ta e(beKTHBchL 3acTOCYBaHHs npenapaty PanamyH de novo 6e3 IMKIOCIIOPHHY B HALIEHTIB
IIC/Is TPAHCIUIAHTALI] HUPKU HE BCTAHOBIIOBANM [0u8. po3din « Ocodnusocmi sacmocysannsy (5.12)].

Besneunicte Ta eheKTHBHICTE IIEPEXOIY i3 3aCTOCYBaHHA iHIi6iTOPiB KaJb[IMHCBPHHY HA 3aCTOCYBaHHs
npenapaty PanamyH y naiieHTis, ki OTpUMYBaIM HiATPUMYIOUY TEPAIIiO MIC/I1 TPAHCIUIAHTALLIT HUPKH,
He BU3HAYaJM [0us. po3oin « Kniniuni docniosxcennsy (14.4)].

1.3 JlikyBanHsa nanieHTiB i3 simdanrioseiiomiomaTozom
[Ipenapar Panamyn (cuponimyc) moKa3aHuit 1y J1iKyBaHHS NALIEHTIB i3 JimdanrioneiiomiomMaro3om (JIAM).
2 CIIOCIB 3ACTOCYBAHHSI TA 1031

[Ipenapar PanamyH ciin npuiiMaTé epopaisHO OJHH pa3 Ha 100y KOXKHOTO JHSA, i 4ac abo Mix
NpUAMaHHAMM DKi [Ous. po3din «Cnocib 3acmocysanns ma 0oszuy (2.5), «Kniniuna papmaxonoziay (12.3)].

TaGneTku He MOXHA PO3/1aBIIOBATH, POJKOBYBATH ab0 posnamysarH. IlamieHTaM, y AKX BUHUKAIOTh
TPYAHOLII 3 IPUHMaHHAM TabJEeTOK, CJIiJ] MPU3HAYMTH PO3YMH Ta IPOIHCTPYKTYBATH OO HOro 3aCTOCYBAHH.

2.1 3araabpHi BKa3iBKM 1I0/10 103yBAHHSA JJIS NAMI€HTIB MiCJAsA TPaHCIIAHTANI HHPKH

ITouaTkoBy n03y nmpenapaTy PanamyH ciif MpUHHATH SKOMOTa IMBU/IIE MiC/s TPAHCIUIAHTALL].
Pexomenpyerses npuiiMatu nipenapat Panamyn depes 4 roMHU IiciIs NPUHMAHHS PO3YHHY HUKIOCTIOPHHY
Aust iepopanbHoro 3acrocyBanusa (3MIHEHO) Ta / abo nuknocnopusy B kancyiax (SMIHEHO) [ous. poszdin
«Bsaemooia 3 inwumu nikapcokumu 3acodamuy (7.2)].

YacTi KOpUryBaHHA 103U npenapary PamamyH Ha migcrasi HepiBHosamHo'f KOHUEHTpALii CUpostimMycy MOXYTh
MPU3BECTH [0 3aCTOCYBaHHs HA/UIMLIKOBOI 400 HEAOCTATHEOI O3H, OCKITBKU CHPOJIIMYC Ma€ TPUBAIUH Nepiof
HariBBUBeAeHHA. [licna KopuryBaHHs MiATPUMYI040i I03¢ Npenapary PanamyH naiieHTH NOBHHHI MPO/IOBIKY-

BATH NIPUHMAaTH HOBY l'Il,IITpPIMy}OHy zo3y rIpPIHaPIMHl npoTAroM 7—14 fHIB 10 MOAANBIIOTO KOPHTyBaHHS 03K

31 KOHTPOJIEM KOHLEHTpauil. ¥ GLIBIIOCTI MaLiEHTIB KOPUIYBAaHHS 03K MOXeE BUKOHYBATHCA Ha IIACTaBi IPOC-
TOTO CTTiRRBI/IHONIEHHS: HORA /1033 npenapaTy PanaMyH = noto4na fo3a X (Uinkosa / MOTOYHA KOHueHTpaulﬂ)
V pasi HEOGXIL[HOCTI 30UIBLIEHHS MiHIMaTBHOT KOHueHTpauu cnpomMycy, Ha nonaTox 110 HOBO{ l'Il,lITpPIMYIO'-IOl
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JIeHB NIPUAMaHHS He TOBMHHA nepeBuntysatd 40 mr. SKio po3paxorana 106oBa q03a nepepuntye 40 Mr
4epe3 oJ[aBaHHs HaBaHTAXKYBAIBHOI I03H, TOJ1 HABAHTAXXYBAJIbHY 03y CJIi[l NPHAMATH IPOTATOM 2 JIHIB.
MisiMaJIbHy KOHIEHTPAL{O CHPONIMYCY CJ1iJl KOHTPOTIOBATH NPUHANMHI Yepe3 3—4 [Hi mic/s nmpuitMaHHs
HaBaHTaXXyBaJIbHOT JI03M.

Byrno BcranoBneHo, mo po3yuH PanamyH U1t nepopaisHOro 3aCTOCYBaHHA B 031 2 MT KIIIHIYHO
eKBiBaJIeHTHHIT TabieTkam Panamyn 2 mr. Ile o3Hadae, MO B pasi TaKOro A03yBaHHS Ii ABi JTiKapchKi opMu
€ B32eMO3aMIHHEMH. OJIHaK HEBiIOMO, *IH 36LILIIeNIST ZO3H posUHIy PanaMyH /1A IepopaisHOro
3aCcTOCYBaHHs Oy/ie KIiHIYHO eKBiBaJEHTHUM OibII BUCOKMM [03aM IpenapaTy PamamyH y tabneTkax

Ha MICTaBi CMBBiAHOIEHHS MI/MT [Ous. po3din «Kniniuna gapmaxonoziay (12.3)].

2.2 IanienTH micas TPAHCHIAHTANIT HUPKH 3 HU3LKHM 260 HOMIPHAM iMYyHOJIOTIYHAM PH3HKOM

KomGiHoBaHa TiKYBaHHS IIpemaparoM PanamyH Ta IUKIOCIOPHHOM

JL1s1 MaLi€eHTiB Mic/s TPAHCIUTAHTALT HUPKH de novo PeKOMEHIYEThCS CIOYATKY 3aCTOCOBYBATH PO3IHH

AN IepopasibHOTO 3aCTOCYBaHHA i TabneTku PamamyH y cxeMmi JTiKyBaHHs 3 HMKIOCIOPUHOM Ta
KopTHKocTepoigamu. Cllijl IPU3HAYNTH HABAHTAXyBalIbHY 103y Hpernapary PanamyH, eKBiBaTeHTHy 3-KpaTHiit
MIATPUMYKOUiH 11031, TO6TO J0OOBIH MiATPUMYFOUiH 1031 2 MI Ma€e HepeTyBaTH HABAHTAKYBAIbHA 032 6 M.
JLst MiATpUMAaHH KOHUEHTPALLii CUPOJIiMyCy B MeXaX LiNb0BOrO /iara3oHy CJTiJ IPOBOJUTH MOHITOPHHT
TepareBTHYHOI KOHUEHTpawii [oue. po3din «Cnocib 3acmocysanns ma dozu» (2.5)].

HpenapaT PanamyH miciist NPUITMHCHHS 3aCTOCYBAaHHS MUKITOCIIOPUHY

Hepes 2—4 micAwl mic/s TPAHCIUIAHTALIT CITil MOCTYTIOBO NPUIIMHATH 3aCTOCYBAHHSA UKIOCIIOPHHY IPOTITOM
4-8 TIKHIB, a 103y npenaparty PanamyH citig KOpUryBaTH i AOCATHEHHS MiHIMATbHUX KOHIEHTPALIi
CHPOJIIMYCY B UiNBHIA KPOBi B MeXKax IIiILOBOTO [iamasony [dus. poszdin «Cnocib 3acmocyeanns ma

0o3uy (2.5)]. OCKINIBKA WHKJIOCTIOPHMH NIPUTHIYYe METab0i3M i IEPEHOC CHPOIIMYCY, KOHIIEHTPALLis
CHPOJIMYCY MOXKE 3MEHIIYBATHCS B Pa3i IPUITMHEHHS PUAMAHHS LUKJIOCIIOPUHY, AKIIO TIMLKH 1033
npenapary Panamyn He Oyne 36insuiena [ous. po3oin «Kniniuna papmaxonoziay (12.3)].

23 IagienTH micjas TpaHCIUVIAHTANIT HAPKH 3 BHCOKAM iMYHO/IOTIYHAM PH3HKOM

[lauieHtam 3 BUCOKMM iMYHOJIOTi9HUM PH3HUKOM PEKOMEH/YEThCS 3aCTOCOBYBATH Ipenapat Pamamyn

y KoMOiHawii i3 IAKIOCTIOPUHOM Ta KOPTHKOCTEPOIAaMH MPOTATOM MepIuX 12 MicsIiB Mic/s TpaHCIIaHTaLii
[Ous. posoin «Kniniuni docnioocennsy (14.3)]. Be3neunicts Ta ebekTuBHiCTS Li€l KoMGiHarlii y nanieHTiB i3
BHUCOKHMM IMYHOJIOTIYHMM PH3HKOM HE BHBYA/IACh ITic/st mepiumx 12 MicsmiB 3actocyBanHA. OTKe, MicIs
nepiux 12 MiCsuiB Mic/s TPaHCILUIAHTANIT CITiJl PO3TIITHYTH KOPUTYBaHHS CXEMH IMyHOCYIPECHBHOTO
JKYBaHHS Ha OCHOBI KJIIHIYHOTO CTaHy IMal{icHTa.

JLiist matienTis, sIKi OTPUMYIOTE Npenapat PanaMyH i3 HHKJIOCIOPUHOM, JTiKyBaHHs npenapatoM Panamyn
CJIi/] pO3MOYMHATH 3 HABAHTAXKYBAIBHOI 1031 10 15 Mr y aens 1 micis TpancmnanTanii. [lounnaioun 3 gas 2,
CIIi/T IPU3HAYUTH TIOYATKOBY MiATPUMYIOUY 103y 5 Mr/no6y. MidimMassHuii piBeHs HOBMHEH 6YTH HOCATHYTHIA
MDK IHsIMH S 1 7, mic/is 40ro HeoOXiZIHO CKOpUTyBaTH J0GOBY /103y npenapary Panamyn [Ous. po3din
«Cnocib sacmocysanus ma 0osu» (2.5)].

I[ToyatkoBa 03a UMKJIOCTIOPHHY IOBUHHA CTAHOBUTH 10 7 MI/Kr/100y OKPEMHMU I03aMH, i 3rOJ0M 103y
HEOOXITHO CKOPHMIYBATH I MOCATHEHHS LiTbOBUX MiHIMaIbHUX KOHUEHTPALIH y LiIbHIN KpOBi [Ous. po3din
«Cnocib 3acmocysanns ma 0osu» (2.5)]. IlpeqnisoHn cip npu3HavYaTy B 4031 He MeHIue 5 Mr/go6y.

Mo:ke 3acTOCOBYBATHCA Teparis iHAYKYBaHHS YTBOPEHHS aHTHTLIL.

2.4 JosyBanns B nanlenTis i3 nimpanrioneiiomiomarozom

Js1 manientis i3 miMdanrioneffoMioMaTo30M MOYATKOBA 1032 Mpenaparty PanaMyH MOBHHHA CTAHOBUTH
2 mr/no6y. BuMiptopaHHs MiHiManbHOI KOHIEHTPALIT CHPOIIMYCY B LITBHIA KPOBI CITiji BAKOHYBATH Yepes
10-20 nHiB, pa3soM i3 KOPUTYBAaHHAM J03H JUIA MiATPUMAHHS HeoOXiNHOT KOHIEHTpauii B Aianasoni SolSHr/mm

[Ous. po3oin «Cnocib sacmocyeanns ma dozu» (2.5)]. /@v“ :



V 6inpLIocTi MalieHTIB KOPUTyBaHHS JO3M MOYKE BUKOHYBATHCS Ha MIJICTaB1 POCTOrO CITiBBiIHOLIEHHS: HOBa
no3a npenapaty PamamyH = noto4Ha fj03a X (IUIb0Ba / MOTOYHA KOHIEHTpawist). YacTi KOpUryBaHHS 403U
npenapaty PamamyH Ha micTaBi HEPIBHOBaYKHOI KOHLEHTpALIH CUPONIMYyCY MOXKYTh IIPU3BECTH O 3aCTOCY-
BaHHs HaJJTMIIKOBOI 200 HEIOCTATHEOI 103H, OCKUIBKH CHPOJIIMYC Ma€ TPHUBAJIUIA epiof HalliBBUBEICHHS.
[Tics KopuryBaHHS MIATPUMYIOYOI 1031 NpenapaTy PamamMyH nanieHTH MOBHHHI POJOBXKYBATH MPUHAMATH
HOBY MiJTPUMYIOUY 03y NPUHAKMHI IPOTAroM 7—14 qHIB 10 NOAAJIBIIOrO KOPUTYBaHHS 03H 3 KOHTPOJIEM
KoHueHTtpauil. [Ticns qocsrHeHHs cTablnbHOI 103U MOHITOPUHT T€PaNeBTUYHOI KOHIEHTpaLil ClIiJl HPOBOIUTH
NpHHAUMHI KOXKHI 3 Micsui.

2.5 MoHiTopUHT TepaneBTUYHOI KOHIIeHTpaii

V pasi 3MiHM JiKapchKoi popMu npernapary PanaMyH Ta Mif 4ac 0AaTKOBOTO 3aCTOCYBaHHS CUJIBHO/IIIOUNX
1HAYKTOPIB Ta 1Hr161Top1B CYP3A4 MOHITOpHHT MiHIMAJIBHUX KOHueHTpaum cupomMycy PEKOMEH/TYETC
MPOBOJKTH B yCIX l'IaII1€HTlB 0cOOHMBO B TUX, Y IKHX MOXe cnocreplramcs; 3MiHeHHH MeTaboJIi3M JIIKapChKUX
3aco0iB; y mali€HTiB BIKOM > 13 pokiB i3 Macoro Tina MeHme 40 Kr; y NamieHTiB i3 nopymeHHIMA GyHKLIT
MEYiHKH [0u8. po30in «B3aemoois 3 inwumu nikapcekumu sacooamuy (7)].

V pa3si kopuryBaHHs JiKyBaHHs npenapatoM PanamyH He clTil HOKIagaTHCS BUKITIOYHO HA MOHITOPHHT
TepaneBTUYHOI KOHLIEHTpallii. Takox BapTO peTEIbHO PO3IIIHYTH KIIiHIUHI O3HAKH / CHMIITOMH, PE3yJIbTaTH
6iorncii TKaHUHY Ta Ja00paTOPHI MOKA3HUKH.

Y pasi 3acTocyBaHHs KoMOiHaLii i3 IMKJIOCIIOPUHOM CJIiA HIATPUMYBATH MiHIMANIBHI KOHUEHTpALI CHUpOITiMyCy
B MEXXax IiJILOBOTO Jliana3zoHy [0us. po30in «Kniniuni oocnioxcenusny (14), «Kniniuna qbapmaxozzoez;z» (12.3)].
Iicnis IpUIMHEHHS 33CTOCYBAHHSA LAKJIOCTIOPUHY B MALIEHTIB ITiC/I1 TPAHCIUIAHTALT i3 HU3BKMM 200 OMIPHAM
IMYHOJIOT'IYHHM PHU3HMKOM IiIbOBI MiHIMaJIbHI KOHLIEHTPALIii CHPOJIiMyCy ITIOBUHHI CTAaHOBUTH 16—24 Hr/mi
MPOTATOM IEPIIOTO POKY Micis TpaHcmanTauii. [Ticyis nporo HiIbOBI KOHIEHTPAL[IT CHPOTIMYyCY IOBUHHI
cTaHoBUTH 12—20 Hr/miL.

BuireBka3zaHi peKOMEH/I0BaHi Jiana3oHu MiHIMaJIbHUX KOHLIEHTPALIIH CHPOIMYCY NPOTAroM 24 roauH
PUBE/ICHI Ha OCHOBI xpOMaTorpac’pquHx metozis aHanisy. Hapasi B kitiHi4HIA npakTHui KOHUEHTpauii
CHPOJIIMYCY B LIIBHIH KPOBi BPIMlplO}OTI;Cﬂ SIK XpOMATOrpagiHUMH, TaK i IMYHONOTTYHUMH METOIAMH.
Ocki/IbKi BUMIPIOBaHI KOHUEHTPALILI CHPOITIMYCY B LUIBHIHA KPOBI 3a/1€XKaTh Bill THIy BAKOPUCTOBYBAHOTO
aHai3y, OTPUMaHi 3a JOMOMOTOI0 Pi3HUX METO/IiB KOHLIEHTpALIl HE € B3aEMO3aMiHHUMU [0us. po30in
«Ocobausocmi 3acmocysanusy (5.17), «Kniniuna gpapmaronoziay (12.3)]. KopuryBaHHs LiTbOBOTO Jiania3oHy
CJIi/I IPOBOUTH BiATIOBITHO /10 aHAJIi3y, 10 BUKOPUCTOBYBABCS [T BU3HAYEHHS MiHIMaJIBHUX KOHLIEHTpALIii
cupoimycy. OcKiNbKH pe3ysIbTaTH 3ajieKaTh Biff 00paHOro aHamizy Ta labopartopii, BOHH MOXYTh
3MIHIOBATHCA 3 ITNIMHOM 4acy. KopuryBaHHs LUILOBOrO TepaneBTUYHOTO Aiala30Hy HEOOXIHO BUKOHYBATH 3
ypaxyBaHHSAM 3aTBEPI’KEHOT0 METOLy aHali3y. TakuM YHHOM, CIi/l MIATPUMYBATH 3B’ SI30K i3 JlabopaTopieto,
sKa IPOBOAMTS LieH aHai3. OOroBOpeHHs pi3HUX METO/IB aHai3y HaBeaeHe B MeaudHoMY xypHaii «Clinical
Therapeutics», Tom 22, nogatok B, kBitens 2000 p. [ous. po3zdin «Ilocunanuay (15)].

2.6 ITanieHTH 3 HU3LKOIO MACOIO Tij1a

HouaTkoBy 103y A7 nameHTlB BiKOM > 13 pokiB i3 Macoro Tina meHue 40 xr, ciig KOHIYBaTH 32 IUIOMIEr0
roBepxHi Tina 10 1 Mr/m*/no6y. HaBaHTaxxyBanbHa 71032 IOBUHHA CTAHOBUTH 3 MI/M2.

2.7 IManienTn 3 nopymeHHsaM QyHKUil nediHKH

PexoMeHQyEThCS 3MEHIIUTH MATPUMYIOHY 103y mpenapaty PanaMyH npubau3HO Ha TPETHHY B MAL[iEHTIB i3
HopyImeHHsIM (GyHKIIT Me9iHKH Jerkoro abo MoMipHOro CTyIeHs Ta NpUOJU3HO Ha MOJIOBUHY B MALli€HTIB 13
nopymeHHsIM QyHKIIT MeYiHKH TSHKKOro cTyneHs. HeMae notpeOu 3MiHIOBATH HaBaHTaXyBaJbHY JO3Y
npenapaty Panamyn [0ue. pazdin « 3acmocysannsa e axpemux epynax nayienmiey (8.6), « Kniniuna
gapmaronozia» (12.3)].

2.8 IManienTH 3 NopymeHHAM QyHKUII HUPOK

Hemae noTpe®u BUKOHYBATH KOPUTYBaHHs 103U nameHTaM i3 MOPYIIEHHAMHI ¢>yHKuu HUPOK [()ue po30m

“«30CMOCYBAHHA 6 OKpeMUX epynax nayicumisy (3.7)].




2.9 IHcTpyKUii {010 po3BeAeHHs Ta NpHiiMaHHA po3uuHy PanamyH s mepopajisHoro
3aCTOCYBAHHHA

Jlnst B3ATTS HEOOX1THOT KITBKOCTI po34rHy PanaMyH /7 epopabHOro 3aCTOCYBaHHS 3 IUIAIIKH CITiA
BHKOPHCTOBYBATH IIIIPHUIL U1 IEPOPAJIEHOI {O3H KOBTOT0 KOJIbOpY. CIIOPOXKHITE MOTPIOHY KibKICTH
npenapaty PamamyH 3i mmnpuua 1o ckiIsHoi abo miacTukoBoi eMHocTi 3 60 mut (1/4 ckisiHku) Boau abo
anensCHHOBOro CoKy. He ci1ii BUKOPUCTOBYBATH 1HIII PiTMHHU, BIJTIOYHO 3 FPeUipyTOBHM COKOM, JIJIS
PO3BCACHHA Npcrapaty [Ous. posdin « Bsaemodia 3 inwumu nikapcekumu 3acobamuy (7.3), «Kniniuna
Gapmaronozisay (12.3)]. PetensHo nepeMiliaidte Ta ofpa3y BUMHUITE. 3HOBY HAIIOBHITh EMHICTh BOJOIO 200
aneJsCMHOBUM COKOM [mioHaimMene 120 mut (1/2 cKISHKH)], peTesbHO nepeMilaiTe Ta o/ipa3y BUITHIATE.

Poszuun PanaMyH 11 IepopabHOTrO 3aCTOCYBaHHs MICTUTE mojicopbat 80, skwid, sIK BiToMo, MiIBUIILYE
MIBUAKICTH eKkcTpakuii au-(2-etwirexcun)dranary (JJEI'®) 3 nonisinimximopumy (IIBX). Le cain
BpaxoOBYBaTH i/l 4ac MPUTOTYBaHHA Ta MPUAMaHHs pO34MHy PamamyH /1 nepopaabHOro 3acTOCYBaHH.
Bax/1MBO HEYXHIIBHO JOTPUMYBATHCS MPUBEICHUX PEKOMEHIALIM.

3 JIIKAPCBKI ®OPMHU TA JO3YBAHHSA
3.1 Po3uyun PanamyH a1 nepopanabHOro 3acTocyBaHHSA
e 60 Mr Ha 60 MJ1 y TUTAIII 3 )KOBTOTO CKJIa.
3.2 Ta6uaerkn Panamyn

e 0,5 Mr, KOpUIHEBOI'O KOJILOPY, TPUKYTHOI hopmH, 3 MapkyBaHHIM «KRAPAMUNE 0.5 mg» 3 omHOro
OOKy.

e 1 mr, OUTOro KONMBOpYy, TPUKYTHOL popmH, 3 MapKyBaHHIM «KRAPAMUNE 1 mg» 3 ogHoro 60ky.

e 2 MT, Biff )KOBTOTO 10 0€XXEBOro KoJbOopY, TPUKYTHOI popmu, 3 MapkyBaHHsIM «KRAPAMUNE 2 mgy
3 0IHOTO OOKY.

4 INPOTUIIOKA3AHHA

[Tpenapat PanmamyH npoTHIoOKa3aHui NaLieHTaM i3 MiABUIIEHOIO YyTIHBICTIO 10 KOMIIOHEHTIB MIpenapary
[ous. po30oin « Ocobnusocmi 3acmocysannsy (5.4)].

5 OCOBJIMBOCTI 3ACTOCYBAHHA
3.1 HixBumena cXuIbHICTB 10 iHpeKuiil Ta MOX/IHBHH PO3BUTOK JiMpoMH

IMyHOCYyTIpecis MOXe CIIPUYMHSATH IMTIABUIIEHY CXHIBHICTD 10 IH(EKIiH, a TAK0X MOXTMBUI PO3BUTOK
aiM$omMH Ta IHIIKX 37T0SKICHUX HOBOYTBOPEHB, 0COOIMBO Ha IKIpi. YacToTa po3BUTKY NiMbomH /
nimMdonpoidepaTUBHOT XBOPOOH, LIO CIIOCTEpiranack y JocaikeHHsAX 1 Ta 2, cranoBuina 0,7-3,2 % (ans
MaLi€HTIB, sIKi OTpUMyBaiH Npenapat Pamamys), npotu 0,6-0,8 % (koHTpOIBHA rpyna asaTionppmy Ta
iane6o) [ous. po3zoin «Ilobiuni peaxyii» (6.1) Ta (6.2)]. Ha[lMlpHe MPUTHIYEeHHs IMyHHOI CHCTEMH MOXe
TaK0XK 301IbIUMTH CXHIBHICTD 10 iHQEKLiH, BKIIFOYHO 3 OMOPTYHICTHYHMMHU IHEKUIAMHU (TAKUMH 5K
TyOepKyJIb03), JIETATLHUMH 1HEKIISIMU Ta cercucoM. TinbKH JliKapi i3 A0CB1IOM BeJIEHHS IMYHOCYTIPECHBHOI
Teparii Ta JiKyBaHHs MAli€HTIB Micis TpaHCIIAHTaLli OpraHis IOBUHHI BUKOPUCTORYBATH npenapat Panamyn
11 IpodiTaKTHUKK BiATOPrHEHHs OpraHiB y Nali€eHTIB Mics TpaHCIUIaHTalii HUpKH. [lalieHTH MOBUHHI
IIPOXO/IMTH JIiKyBaHHS MPENapaToM B YCTaHOBAX, 00/aHaHUX Ta 3a0e3eueH X JOCTaTHIMH 1ab0paTOpHUMH
Ta JOMOMDKHUMH MEMYHMMHU pecypcamu. JIikap, BiANOBiAaNbHUH 32 IPOBEACHHS MTiATPUMYIO4OL Teparii,
HIOBHHCH BOJIOJITH BHUYCPITHOIO mtbopmaulelo HCO6‘A1J1H0}O AN HO)IEUILIHOI‘O -.,nocupcx\mfm 3a nameHTOM

52 TpaHCﬂJIaHTalllﬂ neviHKH — Ha,IIMlpHa cmemech, BTpaTa TPAHCILIAHTATA TA
TpomGo3 nediHKoBOT aprepil

HOBJICHI B IALlI€HTIB IiC/IA TPAHCIUIAHTANIl IEYIHKM, a TOMY 3aCTOCYBaHHs IpeNnapaTy B TaAKHX Ii




He PEKOMEHYEThCA. 3aCTOCYBaHHA Ipenapaty PamamyH cynpoBoKyBaocs: HECIPUATIMBAMHI HACTIIIKAMHI
B [AlliEHTIB MIC/Is TPAHCIUIAHTALl] IEYiHKH, BKJIFOYHO 3 HaIMIPHOIO CMEPTHICTIO, BTPATOIO TPaHCIIAHTaTa Ta
TpoMO030M nedyiHkoBoi aprepii (TTTIA).

VY NocniKeHH] 38 yJacTrO Malli€HTiB MiC/Is TPAaHCIUIAHTALT IEiHKH de novo BUKOPHCTAHHS IpenapaTy
PamamyHn y KoMOiHamii 3 TAKpOIiMycOM CYTIPOBOJDKYBAJIOCS HAZMIPHOK CMEPTHICTIO Ta BTPAaTOIO
TpaHciuianTara (22 % y pasi komOiHoBaHOi Tepamnii mpoTH 9 % y pa3i MOHOTEpAIii TAKPOIIMYCOM).

Y GaraTeoX MalLi€HTIB CIIOCTEPiraaich 03HaKH iHbeKuil Ha MOMEeHT abo Mepes cMepTIO.

Y npoMy Ta iHIIOMY JOCTIKEHHI 32 YYacTiO HalieH 1B 1 TPAHCIULAH TAlT [1IeUiHKY de novo 33CTOCYBAHHA
npenapaty Panamyn y kombinarii i3 qUKI0CIOpHHOM ab0 TaKpOJIiMyCOM CYIIPOBOXKYBANOCA 301IbIIEHHAM
Kinskocti Bunazakis TIIA (7 % y pasi 3acTocyBaHHA KOMOiHOBaHOI Teparii mpotu 2 % y KOHTPOIbHiH rpyiri).
Binsuiicts Bunanxis TITA Binbysanucs npotsarom 30 qHIB micis TpaHCIUIAHTAL] i PU3BOIMITM 10 BTPATH
TpaHcIIaHTaTa abo NeTalbHUX HACTIIKIB.

V KJIiHIYHOMY JOCIIKEHH] 32 y4acTIO MAli€HTIB i3 cTabibHOW QYHKIIE TpaHCIIAHTATA ISYiHKH

uepes 6—144 micsui micns TpaHCILIaHTallil IeYiHKH, AKi OTPUMYBAIIH JTIKyBaHHS 32 CXEMOIO 3 iHriGiTOpOM
KaJIbIIUHEBPHHY, IIIIBUIIEHA KITBKICTh JIETAIBHUX HACMIAKIB CIIOCTEpiraiach y rpylli, mepeseieHol Ha
NiKyBaHHS i3 3aCTOCYBaHHAM IIpenapaTy PamaMyH, MOPIBHSHO 3 IPYIIOK, KA MPOIOBKYBalla 3aCTOCOBYBATH
cXxeMy 3 IHri6ITOpOM KaJIbLMHEBPHHY, X04a Pi3HULS He 6yna CTaTUCTHYHO 3Hadyow (3,8 % mpotu 1,4 %)
[ous. pozoin «Kniniuni oocnioscenusy (14.5)].

5.3 Tpancnnanranis Jerenis — HecnpoOMoMKHiCTh GPOHXIAJBLHOI0 AHACTOMO3Y

Hai6inpIm 9acTi BUMaAKU HECIIPOMOXKHOCTI OPOHXIaIbHOTO aHACTOMO3Y 3 JIETATEHUMH HACITiIKAMU
NOBIZOMJIAIMCE Y NAUIEHTIB MiC/IA TPaHCIUIAHTAN] JIereHiB de novo, Konu npenapat Pamamys 3acTocoByBaBcs
B paMKax CXEMH IMyHOCYTIPECHBHOTO JIIKYBaHHS.

Besne4nicTk Ta e)EKTUBHICTEL 3aCTOCYBAaHH Npenapary PamamMyH K iMyHOCYIpecUBHOI Tepanii He
BCTAHOBJIEH] B TALIIEHTIB MiC/IA TPAHCIUIAHTANlil JIEr€HIB, 2 TOMY 3aCTOCYBaHHS NPeNapaTy B TAKHX MAI[i€HTIB
HE PEKOMEHAYETHCSL.

5.4 Peakuii minBumenoi 4y TiauBocTi

3actocyBaHHs npenapary PamamyH cynpoBoKyBanocs peakiisiMy ITiABUIIEHO] 9y TAMBOCTI, BKJIFOYHO
3 aHaQiMaKTHYHUMH / aHadiTaKTOTIHUMY peakuiaMu, HabpsikoM Keinke, ekcdoliaTHBHUM IepMaTHTOM
1 TEHKOIUTOKIACTUYHUM BaCKyTiTOM [0ug. po30in «IloGiuni peaxyiiy» (6.7)].

5.5 Ha6pak Ksinke

3acrocyBaHHs npenapary Panamyn Mojke CipuuMHATH po3BHTOK HaOpsKy Ksinke. OfiHoYacHe 3aCTOCYBaHHS
npenapary PanamyH 3 iHIIMMH JTiKapCEKHMHU 3ac00aMHu, fAKi, K BiIOMO, CIIPHIUHSAIOTE HaOpsik Kinke
(Hanpukiaz, iHriGiTOpH aHriOTEH3UH-TIEPETBOPIOIOYOro depmeHTy (AIID)), MOKe 30LTBIINTH PU3HK POIBUTKY
Habpaxy Keinke. I[Tinpuimenuii pisens cuponiMycy (3 / 6e3 oaHOYMacHOro 3acTocyBaHHs iHribiTopis AIID)
TAKOXX MOXXE MOXJIMBICTb PO3BUTKY HaOpsAKy KBinke [0us. po30in « B3acmodis 3 inwumu nikapcoKumu
3acobamuy (7.2)]. Y nesxmx Bunaaxax HaOpsk KBiHKe 3HUKA€ MicIis NPUIIMHEHHS 3aCTOCYBaHHA a60
3MEHIIEHHs JI034 npenapaty PamamyH.

5.6 Hakonu4yeHHs piluHu Ta NOTipIIeHHS 3aro€HHs paH

TToBifoMIAIIOCS PO BUIA/IKU MOPYIIEHHS a60 MOTiPIICHHS 3ar0€HHS PaH Y MAL[IEHTIB, AKi OTPMMYBAIIH TIpErapaT
PanamyH, BKIIOUHO 3 TiMQOLEse Ta PO3XOKEHHSM KpaiB paHH [0us. pozdin «Ilobiuni peaxyii» (6.1)].
InriGiTopu mimeni panaminuHy B KiiTuHax ccaBiiB (mMTOR), Taxi sik cuposiMyc, IPOAEMOHCTPYBAH in Vitro
MPHIIIeNII BHPOGICHIIs NEBHUX GAKTOPIB POCTY, AKi MOXKYTH BILIUBATH HA aHrioreHes, mporidepanioo
‘$ibpobnactis Ta nponukHicTs cyauH. JliMdouerne, BitoMe XipypriuHe ycK/a{HEHHS TPAHCIUIAHTALIT HHPKH,
CIOCTEPITANIOCS 3HAYHO YACTiLle 0303a71e)KHUM YHHOM Y MALIEHTIB, IKi OTPUMYBAIIH JIIKYBaHHS IPENapaToM
Panamyn [oue. posdin «Ilobiuni peaxyiiy (6.1)]. JIyist CKOpOYEHHS KiTbKOCTI TAKMX YCKIAJHEHb CJIL

noHaj; 30 Kr/mM? MOXKYTb 3iTKHYTUCA 3 T IBUIIEHUM PU3HUKOM I1ATOJIONYHOrO 3aTOCHHS PaH.




Takox MOBIIOMIIAIOCS PO BUINAJIKK HAKONMYEHH PiTHHH, 30KpeMa nepudepuynuii Habpsx, niMdenema,
TJIEBPAILHUN BUIIIT, aCUMT Ta NEPUKAPAiadbHUM BUIIT (BKIOYHO 3 FEMOAMHAMIYHO 3HAYYIIHMH BUIIOTAMHI
# TaMITOHAJIOKO, IO BUMArae BTPy4YaHHs B IiTel Ta JOPOC/IHX) y MAlli€HTIB, sIKi OTpUMYyBaM npenapat Pamamym.

5.7 Tlinepainixemis

[TixBruieHUH piBEHE XOIECTEPHHY Ta TPUTTILEPUIIB Y CHPOBATII KPOBI, [0 MOTpeOye MiKyBAaHHS, YaCTille
CIIOCTEPIrancsl B MALICHTIB, SKI OTPHMYBAJIH Iperapar PanamyH, OpiBHAHO 3 KOHTPOJIBHOKO IPYIIOI0
asarionpuny abo rutanebo B gocmipkeHHAx 1 Ta 2 [ous. posoin «Ilobiuni peaxyiiy (6.1)]. Y nauieHTis, sKi
OTpUMYBaJIH Mpenapat PanamyH, 301Ib1IKIaCA YaCTOTa BAHUKHEHHS rinepxosectepunemii (43—46 %) ta / abo
rinepTpuriinepunemii (45-57 %) nopisHAHO 3 KOHTPOIEHO IPyIO0 Mwiane6o (23 % y koxwiii). Ilepen
0YaTKOM IMYHOCYIIPECHBHOTO JIIKYBaHH:I 32 CXEMOIO 3 IpenapaToM ParmamyH il peTeibHO pO3IIAHYTH
CIiBBIAHOLIEHHS KOPHCTI # PU3MKY JUIS MAL[€HTIB i3 BCTAHOBJIEHOKO TiMepIilTifieMiero.

Y nauieHTiB, AKi OTPUMYIOTH penapat PanamyH, CiTiff HOCTIHO IIPOBOAMTH MOHITOPHHT HA IPEIMET
rinepainigemii. ¥ pasi BUSBIEHHS CJIiJ pO3IIOYATH BiAMOBIAHI 3aX01H, HANPUKIAJ, AieTa, Bi3HUHi BIIpaBu
Ta 3aCTOCYBaHHs TiIOJIIMIEMiYHUX 3ac00iB 3rifHO pekoMeHaawii HarionansHoi ocBiTHEOI IporpamMu

3 XOJIECTEPHUHY.

V KIIHIYHEX JOCIIDKEHHAX 3@ Y4aCTIO NaLlieHTIB, SKi OTpUMyBay Npenapat PanamMyH pa3oMm i3
UMKIIOCIIOPUHOM a0 npenapat PanamyH micyis NpUNMHEHHS 3aCTOCYBaHHS LUKJIOCTIOPHHY, 10 90 % marlieHTiB
n0TpeOyBany JTiKyBaHHS TiepIiMifemii Ta rimepxoyecTeprHeMii 3a JOIOMOToko TiMoiNiAeMiuHoT Tepartii
(nanpuknan, cratuHamu, i6partamu). Hespaxkarouu Ha rinoninigemivmy tepariio, y 50 % maiieHTiB piBeHb
XOJIECTePUHY B CHPOBATLi KpoBi HaTmecepue 6y > 240 Mr/a1, a piBeHb TPUIIIILEPH/IIB TTEPEBUIIYBAB
PEeKOMEH/I0BaHI LibOB1 MOKasHUKU. OJHOYACHE 3aCTOCYBaHHA iHTiOITOpIB penapaTy Panamyw Ta inri6iTopis
penykrasn 'MI'-KoA npusseno 1o nossu nobivHuxX peakuiit, Hanpukiaz, nigsumenns KOK (3 %), mianris
(6,7 %) Ta pabmomionis (< 1 %). ¥V mux AOC/i/UKEHHAX KiNbKICTh NaLieHTiB GyJia 3aMaol0, a TPHBAITiCTh
TMOZAJIBLIOrO CIIOCTEPEKEHHS 3aHAATO KOPOTKOKO, 06 OLIHUTH JOBIOCTPOKOBHI BILIMB Hpenapary Panamyn
Ha CMEPTHICTH BiJl CEpLIEBO-CYIUHHUX 3aXBOPIOBAHb.

ITig wac nikyBaHHs npenapatoM PanamyH i3 uukinocnopusoM a6o 6e3 HbOro MaIi€HTIB HEOOXiTHO
CIIOCTEPIraTH Ha MPEAMET MiABUILIEHHS PiBHA MiMi/iB, a MaLi€HTIB, AKi OTPUMYIOTE iHTI6iTOp peayKTasH
['MI'-KoA Ta / abo ¢ibpar, ciij ciocTepirat Ha IpeaMeT MOXKIIMBOTO PO3BUTKY pabIoMioi3y Ta iHIIMX
MOGIYHMX ABMIL, AK II€ 3a3HAYAETHCSA Y BiAMOBIAHIN iHGOpMALT [T UMX JTiKApCHKUX 3aCO0iB.

5.8 3HmKkeHHs QyHKLIT HUPOK

ITin yac 0iHOYACHOTO 3aCTOCYBAHHS Npenapary PamaMyH i3 LUKIOCTIOPUHOM CJIiJl YBajKHO CIIOCTEPiraTH

3a QYHKLi€I0 HUPOK, OCKITbKM TPUBAJIE 3aCTOCYBaHH KOMOIHALT CyNPOBOIKyBaNOCs MOTipIIEHHAM wiei
(ynxuii. V nauienTis, AKi OTpUMyBaIH UUKIOCIIOPHH Ta Iperapar PanamyH, Bif3HaYaBcs BUIIMIA piBeHb
KpeaTUHIHY B CHPOBATIL KPOBi Ta HMKYa LIBHAKICTH KIIyG04YKOBOI (ibTpalii MOpIBHAHO 3 Mal[ieHTaMH,

AKi OTPUMYBAJIU JTIKYBaHHSA LMKJIOCIIOPHHOM Ta Miane6o aGo azationpuHoM (mocimkenss 1 ta 2). Temmu
3HIKEHHs QYHKI[IT HUPOK Y KX JOCTIKEHHAX Oyu GillbIu 3HAYHUMH B NALIIEHTIB, AKi OTPUMYBAJIH NpENapar
PanamyH Ta UMKJIOCTIOpMH, IIOPIBHAHO 3 JIIKyBaHHSAM Y KOHTPOJIBHIM rpyIii.

V nauienTiB i3 BUCOKMM ab0 MiJBUIIEHUM PiBHEM KPEaTHHIHY B CUPOBATL KPOBi CIIi pO3r/IAHYTH BifMOBiIHE
KOPUI'YBaHHS CXEMHU IMYHOCYNIPECUBHOTO JIiKyBaHHS, 30KpeMa MPUITHHEHHs 3aCTOCYBaHHA Tpenapaty Panamyn
Ta / 260 WUKIIOCTIOpKHY. ¥ NallieHTiB i3 HU3bKUM a00 MOMIPHHM IMyHOJIOTIYHUM PU3MKOM HPOIOBKEHHS
KOMOIHOBAHOIO JIIKYBaHHs LIMKJIOCHOPUHOM MOHAN 4 MiCsLi MIC/s TPaHCIUTAHTALT CITiT PO3I/IAAATH JIHIIE

Yy BUMAJKYy, KOJIM KOPUCTh MEPEBUIIYE PU3UK Wil Kombinarii [uist okpemux nauieHtiB. Citig 6yTu 06epexxHuMu
B pasi 3acTOCYBaHHA 3ac00iB (HaNpHUKIIaJ, aMiHOTTIKO3KAIB Ta amboTepuuuny B), AKi, K BiOMO, MalOTh
HIKIUTHBHH BIUTHB Ha (PYHKUIXO HUPOK. J T

Y nauieHTiB i3 3aTPUMKOIO YHKLIT TpaHCIUTaHTaTa npemapar PanaMyH MoKe BiICTPOYHMTH BiIHOBIIEHHSA
byRKUIl HUPOK.
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5.9 IIporeinypis

PexoMenayeTscs BUKOHYBATH NEPIOJUYHHN KiNBKICHUM aHAaIi3 BMICTy Gika B cedi. Y mocmimpKeHHi, Mg yac
SIKOTO OIIHIOBAJIM Mepexif i3 3aCTOCY BaHHs iHri6iTopiB KanpuuHespuHy (CNI) Ha 3aCTOCYBaHHA

npenapaty PanamyH, y narieHTis, ski OTPHMyBAITH anpHMy}oqy Tepartio micis TpchrmaHTauu HUPKH,
depes 6—120 micsuiB nicis TpaHCILIaHTaNil 3a3BUali cocTepiranocs MmifBUIeH H BMICT Ginka B ceui
IpOTAroM 6—24 micALiB Micis Iepexo/ly Ha 3aCTOCyBaHHS Npenapary ParnamyH nopiBHSHO 3 IPOIOBKEHHIM
sacrocyBanHsa CNI [ous. po3oin «Kniniuni oocnioncennany (14.4), «Ilo6iuni peaxyii» (6.4)]. Haiibinpme
3POCIAHHA PIBHA upure’x’uy Pii 1t LEPEXO/LY HA 3dCTOCY BAHHS LIPEIIAPATY Pauamyu cuocrepirainocs

y MAIIEHTIR, Y AKWX TIeH MOKARAWK OYR OiTRIT BUCOKHAM 10 nepexojty. Takox MoRifoMIsIocs mpo Ruepime
BUSBIICHU I He(bpos (HepoTUUHUK CUHIPOM) SIK n061qHy peakiiro Ha JIIKYBaHHSI B 2,2 % mauieHTiB rpynu
nepexo/ly Ha 3aCTOCyBaHHA Nperiapaty Panamys nopiHsHo 3 0,4 % y TPy MALli€eHTiB, 10 TPOJOBKYBANHU
npuitManns CNL He(prTuqHa MPOTEIHYpis (mo BH3HAYAETHCA K CIIBBIJHOMEHHS O1IKa 10 KpeaTuHiHy

B cedi > 3,5) Takox CHOCTGplFaHaCB y 9,2 % nauieHTiB rpynu nepexony Ha 3aCTOCYBaHHS npenapary Pamamyn
HOplBHHHO 3 3,7 % y rpyni naui€eHTis, ki nposoBxKyBanH 3actocysants CNIL ¥V OKpEMHUX NalieHTIB
COCTEPIranocs 3HWKEHHs PiBHA BUILIEHH: OiNKa B ceyi Mic/is MPUNHHEHHS PUiiManus npenapary PanamyH.
besneunicts Ta epexTHBHICTE Tepexojty i3 3aCTOCyBaHHs iHribiTopis KallbIMHEBPHHY Ha 3aCTOCYBAHHSA
npenapary PamamyH y ImalieHTiB, sKi OTpUMYBAIH MiTPHMYIOUy TEPAIIito MiCJs TPAHCIUIAHTAL{T HUPKH.

5.10 JlaTtenTHi BipycHi indexmii

[MarienTy micas Kypey iMyHOCYIPECHBHOTO JKYBaHHS! 3a3HAKOTh i ABUIIEHOTO PU3UKY PO3BUTKY
ONOPTYHICTUYHUX 1H(DEKIi}, BKIIOYHO 3 aKTHBALLIEIO JIATCHTHAX BipyCHUX iHgexuii. Jlo HUX BiIHOCHTHCS
BK-BipycHa Hedporarisi, 1o crocrepiranach y Nali€HTiB mics TpaHCIIaHTai HUPKH, SIKi OTPHUMYBAITH
IMyHOCYIPECAHTH, BKJIIOYHO 3 npenapatom Panamyn. [ indexuis Moxe 6yTu 0B’ s13aHa 3 cepiio3HUMH
HaCITiIKaMH, 30KpeMa 3 NOripIIeHHAM (yHKIii HUPOK Ta BTPATO0 HHPKOBOT'O TPaHCILIaHTaTa [Ous. posoin
«Ilobiuni peakyii» (6.7)]. CIIOCTEpEIKCHHI MOXKE CIPHSTH BHUABIECHHIO HaI_U€HT1B 13 pu3ukoM po3ButKy BK-
BipycHoi Heponarii. Crix PO3IIIAHYTH MOXKIIMBICTE 3MEHIIEHHS iMyHOCYTIPeCii /1A NalienTiB, y AKX
CIIOCTEpIraeThest po3BUTOK 03HaK BK-BipycHoi Hedpormarii.

[ToBizoMIAIOCS PO BUMAJKK NIPOTPeCyr0d0i MyIbTHGOKaNBHOT nelikoenuedanonarii (IIMJI), iHozi
JIETABHOTL, Y MALIEHTIB, AKi OTPHMYBAIM iMyHOCYIIPECAHTH, BKIIOYHO 3 mpenaparoM Panamyn. [IMJI 3a3Buuait
NPOSBIISAETHCS reMinapesoM amnariero, CIUTYTaHICTIO CBiZIOMOCT], KOTHITHBHUMH BajlaMH1 Ta aTakciero. YNHHUKH
pusuky IIMJI BrmosaroTs 1MyHocynpeCHBHe JKyBaHHS Ta MOPYIIEHHSA IMYHHOI (byHKuu v nauleHTm i3
NPUTHIYEHUM IMYHITETOM CIIiz BpaxoByBaty [IMJI ipu mudepenuianbHoMy aiarHosi, sxi MOBiJOMJISIFOTH PO
MIOIBY HEBPOJIOTIYHHUX CUMIITOMIB, a KOHCYJIbTallisl HEBPOJIOra IOBMHHA PO3IIIAAATHCS SK KIIHIYHO I0Ka3aHa.
Crin PO3IJIAHYTH MTUTaHHsA PO 3MEHIUEHHS PiBHS IMyHOCYTIpeCii y NalieHTiB, y IKUX possuBaersest TIMIL

V nmauienTis micis TpaHCIUIAHTALIT CJTifl TAKOX BPaxOBYBAaTH PU3MK, SIKAH 3MEHIIEHHS iMyHOCynpecii
NpeCcTaBisA€ A TPaHCIUIaHTaTa.

5.11 InTepcTnnianbHa xBopo6a JereHiB / HeindeKUiiHUA THEBMOHIT

Bunanxu inTepcTuiiansHol XxBopo6u serenis [IXJI] (30er1vla ITHEBMOHITH, O6H1Tepyf0'—!I/II/I OpOHXIOMIT i3
MTHEBMOHI€I0 Ta $iGpos sereHs), JIGS[KI 3 JIeTalIbHUMHU HacIiaKamu, 6e3 Gy ap-sKoi neBHoi indekuitiHoi
eTioJorii criocrepiranuce y MAL€HTIB, AKI OTPUMYBAIH myHocynpecuBHe J'IleBaHHH BKJIFOYHO 3 MpernapaToM
Panmamyn. ¥V neskux Bunajgkax nosigomisinocs npo IXJI i3 nereHeBoro rineprensieio (BKIOYHO 3. T1EF€HEBOIO
aprepiaibHOIO rineptensieto [JIAI']) sik BropunHe yckimaadenns. Y aesxkux unagkax [XJI 3Hukae micis
TNPUTIMHEHHSA 3aCTOCYBaHHA 200 3MEHIICHHs 1031 npenapary PanamyH. Pusuk Mosxe Ii{BUITyBaTHCS 3i
30iNbIIEHHAM MiHIMaJIBHOT KOHIEHTpaLl cupostiMycy [Ous. po3oin «Ilobiuni peaxyiiy (6.7)].

5:12 - 3acrocyBanust de novo 6e3 HHKIOCTIOPHHY e

BesneunicTs Ta e(beKTHBmCTL 3aCTOCYBaHHs npenapaty PanamyH de novo 6e3 LuKI0CIIOpHHY B MariexTiB

i Vl'IlCJ'I}I TDaHCHHaHTaLIll HUPKW HE BCTAHOBJICHO. Y 6aFaTOLICHTDOBOMV KJIIHI'—IHOMV HOCJ’II)I)KCHHI l'IaIIIGHTH _

IiCIIs TPAHCIUIAHTALT HUPKK de novo, AKi OTpUMyBaJl ipenapat PamamyH, MOGeTHIT MiKopeHO paeMQ),




BiATOPrHEHH: Ta O1IbLI BUCOKMH pPiBEHb CMEPTHOCTI MOPIBHAHO 3 MAaIlieHTaMH, SIKi OTPUMYBAJIH LIUKIIOCTIOPHH,
MM®, crepoinu Ta aHtaroHict perentopa IJI-2. 3 Touku 30py nokpaiieHHs GyHKUIT HUPOK KOPHCThH He Oya
OYEBH/IHOIO B IPYIIi JIIKyBaHHS, 1[0 3aCTOCOBYBaJa Npenapat PamamyH de novo 6e3 LHKIIOCTIOpHHY.

L1i pe3ynbTaTé TaKOXK CIIOCTEPIralyCs B aHAJOTIYHIHA TPyl TiKyBaHHS B IHINOMY KJIIHIYHOMY HOCIIIDKEHHI.

5.13 Higsumennii pusuk IKH-inayKoBaHOr0 reMoTiTHYHO-yPEeMiIHOT0 CHHAPOMY /
" TpomMGoTHIHOI TpoMOOIHTONEHIYHOT MypnypH / TPOMGOTHYIHOT MiKpoaHrionaTii

OpanovacHe 3aCTOCYBaHHA Npenapaty PanamyH 3 iHTiOiTOpoM KaJIbLUHEBPHHY MOXKeE 301TBIINTH PU3UK MTOABH
IKH-i#1yKOBaHOTO MCMOJIITHYHO-YPCMIYHOrO CHHAPOMY / TPOMOOTHYHOI TPOMGOLUTONICHIYHOT ITypITypH /
TpomboTruHOi Mikpoanrionatii (I'YC / TTII/ TMA) [ous. po3din «Ilo6iuni peaxyiiy (6.7)].

5.14 IIporumikpo6Ha npodisakTnka

IToBimomutsanocs Npo BUNAAKK THEBMOHII, CIIPUUUHEHO1 Preumocystis carinii, y ALEHTIB TicIsa
TpaHCIUIaHTalll, AKI HE OTPUMYBAIX MPOTUMIKPOOHY MpodinakTuky. ToMy mpoTHMIKpOOHY POdiNaKTHKY
IPH nHeeMOYyUCmHKIl THEBMOHII CITiJ] IPOBOJUTH IPOTATOM 1 pOKY IiCJIs TpAaHCIUIAHTALI.

IIpodinakTuxy iHekiii, BUKINKaHOI IuTOMeranoBipycoM (LIMB), pekoMeHAYEThCS IPOBOAUTH HPOTATOM
3 MicAniB mic/is TpaHCIUIAHTaLl, 0COOIMBO B MALIIEHTIB i3 MiABUIIEHAM PU3UKOM 3aXBOprOBaHHA Ha [[MB.

5.15 Emo6pioderanbHa TOKCHYHICTH

BpaxoByro4m 0cobIMBOCTI MeXaHi3My Aii Ta JOCTIPKEHHS Ha TBapHHaxX (Oue. po3din «Kniniuna
papmaxonoziay (12.1)), npenapat PanamMmyH Moxke CIIPHYUHUTH LIKIUTHBHIA BIUTMB Ha [UTI y pasi npuiiMaHHsA
LbOro Npernapary MijJ 4ac BariTHOCTI. Y JOCJI/DKEHHAX Ha TBApUHAX CUPOJIIMYC CIPHYHHAB eMOpiodeTanshy
TOKCHYHY /110 IIPH 3aCTOCYBaHHI IPOTArOM NepioJy OpraHoreHe3y MpH BIUTHBI HA MATEPUHCHKHN OpPraHim,
AKUH OyB pIBHMM a00 MEHIIMM, HDK BIUIMB Ha OpPTaHi3M JIOAUHU MPH PEKOMEHIOBAHIM HAMHIKIIH
no4aTKOBiH 1031. Ci1ijl monepeIuTH BariTHUX XiHOK PO NOTEeHUIHHMM pu3uK s rioay. Chii monepeauTu
NaLiEHTOK PENpOIyKTHBHOTO BIKy 3aMo0iraTi BariTHOCTI Ta 3aCTOCOBYBATH BUCOKOE(EKTHBHI 3ac00H
KOHTpaLenuil Miji 4ac npuiMaHHA npenapary PanamyH Ta npotsarom 12 THKHIB mic/isA 3aKiHYeHH JTIKYBaHHS
[ous. pozoin «3acmocyeanns 6 okpemux epynax nayicumie» (8.1)].

5.16 Youosiye oe3mainas

MoxyTh criocTepiraTucs BUIIAZKK PO3BUTKY asoocnepMii abo onirocnepmii [Ous. po3din «Ilo6iuni peaxyiiy (6.2),
«doxniniyna moxcuxonozisay (13.1)].

Panamyn € anTunpostidepaTUBHUM MpeNapaToM, KU IMBUAKO BILTMBAE LIIAXOM IOITY KITHH, TaK

1 CTaTeBUX KJIITHH.

5.17 Pizni miniMaabHI KOHNEHTpawii cupoJiMycy Mixk XpoMaTorpadiunum Ta
iMYHO/IOTiYHHM ME€TOI0M aHAJTI3y

Hapasi B KI1iHI4HIM NpaKTULi KOHIEHTpaLii CHPOIIMYCY B LiJbHIH KPOBi BUMIPIOIOTECS 3a JIOMIOMOTOI0 Pi3HAX
XpomaTorpadiuHiX Ta IMyHOJIOTIYHMX METOIB aHaUTi3y. 3Ha4eHHS KOHLEHTpaLii B 3pa3kaX MalieHTa 3 pi3HUX
aHali3iB MOXYTh OyTH HE B3a€EMO3aMIHHUMU [Ous. po3din «Cnocib 3acmocysanus ma 0o3u» (2.5)].

5.18 Bunaaku paky mkipu

[TamieHTH, KI OTPUMYIOTH IMyHOCYIIPECUBHY TEPaIIilo, 3a3HAIOTh MTiABUILIEHOTO PU3HKY PO3BUTKY paKy WIKipH.
Cnix 0OMEXUTH BIIMB COHAYHOTO Ta yiabTpadioneroBoro (Y®) cBiTia, BUKOPUCTOBYIOUH 3aXHUCHHMN OJAT T4
COHIIE3aXHCHHH KPEM LIMPOKOro CIEKTPA Aii 3 BUCOKHUM 3aXUCHUM (akTopoMm [ous. poszdin «Ilobiuni

peam;zz» (6 1,6.2 6.7)]

5 19 Imymzaum

Hlﬂ yac IIIKYBaHHSI HpenapaTOM PanaMyH CHIJI y}mKam BHKOpHCTaHHH KUBHUX BaKLlI/IH SAKI MO)K}’TI: BKJIKOYATH,




IMyHOCYNpEcaHTH MOXKYTh BINIMBATH Ha BIAMOBIAB Ha BaKuuHaLi0. ToMy 1if 9ac JTiKyBaHHA NpenapaToM
PanamyH eeKTUBHICT IPOBEICHHS BaKI[MHALIT MOXKE OYTH 3MEHIIEHOO.

5.20 Bsaemonis i3 cunbHoxi0YAMH iHridiTopamu Ta ingykTopamu CYP3A4 Ta / a6o P-gp

YHHKalTe OHOYaCHOTO 3aCTOCYBAaHHS Npenapary PanamyH i3 canbHoi09MMuU inridiropamu CYP3A4 ta / abo
P-gp (HanpukiIaj, KETOKOHA30JI, BODHKOHA30M, ITPAKOHA30J1, EPUTPOMIIIMH, TENITPOMILMH 260 KIapUTPOMILUH)
a00 CUJIBHOIFOYUMHU IHIIyKTOpaMI/I CYP3A4 Ta/ abo P-gp (Hanmpukiaz, pudammin abo pudabyrun)

|ous. posoin «Bzaemooia 3 inwumu nikapcokumu 3acobamuy (7.2)].

6 IOBIYHI PEAKII
Hapeneni Hx4e mobivHi peakiii 611k JeTalbHO PO3rIAAAI0TECA B IHIIMX PO3/Iiax.

o IlinBuinena cXuIbHICTB 10 iHGEKIH, pO3BUTOK JNiMQOM Ta 3N0SIKICHUX HOBOYTBOPEHS [Ous. po3din
«3acmepesicenns 6 pamyiy, « Ocobnusocmi sacmocysannsy (3.1)].

o HanmipHa cMepTHICTB, BTpaTa TpaHCIUIAHTATa Ta TPOMOO3 MEYiHKOBOI apTepii y mallieHTiB micsa
TPaHCIUIAHTaWl] IEYiHKHU [Ous. po3din «3acmepedicenns 6 pamyin, « Ocobnusocmi sacmocysannsy (35.2)].

» HecnpoMoXHICTs OpOHXiaqPHOrO aHACTOMO3Y B MaIli€HTIB IiC/Is TPaHCIUIAHTALT JiereHiB [Ous. po3din
«3acmepesicenns 8 pamyin, « Ocobnusocmi sacmocysanusy (3.3)].

o Peakuii migBumienoi 4yTnuBocTi [0us. po3din « Ocobnusocmi sacmocyeanusny (5.4)].

» Excdoniatusuuii nepmatut [ous. posoin « Ocobnusocmi sacmocysannsy (5.4)].

o Habpax Keinke [ous. po3din « Ocobnusocmi sacmocysanusny (5.5)].

» HakonuyeHnHs piauHuU Ta MOTipINEHH 3aTOEHHA paH [ po3din « Ocobrusocmi sacmocysannay (5.6)].
o Tineprpurminepunemis, rinepxonecrepuneMis [0us. pozdin « Ocobnusocmi sacmocysanusy (5.7)].

¢ 3HwKeHHs QyHKIii HEPOK IPH TPUBAIOMY NPUMaHHI KOMOIHALIT IMKIIOCTIOPUHY 3 peHapaToM
Panamyn [0us. po3oin «Ocobnusocmi sacmocysannusy (5.8)].

 Ilporeinypis [ous. po3din «Ocobnusocmi sacmocysanusy (5.9)].
 InrepcTuniansHa XxBopoba nereHis [ous. posoin «Ocodnuseocmi sacmocysannsy (5.11)].

o IligBuimennii pusuk IKH-iHIyK0BaHOrO reMONIITHYHO-YPEMIYHOrO CHHAPOMY / TPOMGOTHYHOT
TPOMOOUMTONEHIYHOI IypITypH / TPOMOOTHYHOI MikpoaHrionatii [0us. po3din « Ocobnusocmi
3acmocysaunsay (5.13)].

o Em6pioderansHa TOKCUUHICTE [Ous. po3oin « Ocobnusocmi 3acmocysannsay (5.15)].

o Yonogiye 6e3mminns [ous. po3zoin « Ocobrugocmi zacmocysanusy (5.16)].

Hy>xe dacti mobiuHi peaKui’i (vactota > 30 %), mo cnocmpiraron:ca nijg yac 3aCTOCYBaHHA Ipenapary
PanaMyH y KIIHIYHHUX JOCTIDKEHHX i3 NpOGhiNaKTHKH BiITOPrHEHHS OPraiB y PELMITIEHTIB TPaHCILIAHTaTa
HUPKH, BKIIOYAIOTE TaKi: Nepupeputni HaOpsKy, rinepTpuriinepuaemis, apTepiajbHa rmepTeHsm rinep-
XOJIecTepHUHEMis, MiABUICHUHA PiBeHb KpeaTHHIHY, 3aKpert, Giilb y XUBOTI, iapes, FOOBHKH 6iTb, MiTBUIIEHHS
TEMIIEPATYpH, 1H(EKIIiA CEUOBUBIHUX HMUIAXIB, aHEMis, Hy0Ta, apTPaIris, Oiib Ta TPOMOOLUTONEHIS.

I[yme yacTi moOivHiI peakmii (‘{aCTOTa > 20 %), wo cnoc'replra}orbca TPH 3aCTOCYBaHHI npenaparty Panamyn
y KIiHIYHUX JOCTIKeHHAX i3 JikyBaHHA JIAM, BKIIOYAIOTh TaKi: CTOMATHT, [iapes, Oijb y )KUBOTI, HYJ0Ta,
Ha3o(apuHriT, akHe, OiIb y TpynsX, nepmbepnqm HAOPSIKY, iH(EKUis BEPXHIX MXATbHUX IUIAXiB, TONOBHHUI
61716, 3a11aMOPOYEHHS, MiaNris Ta rinepXxoIecTepUHEMIs,

Hageneni Hywxve mo6ivHi peakiii MpU3BEIIH A0 YaCTOTH NPUIHHEHHS JIIKYBaHHA > 5 % y KIHIYHUX
IIOCJIiIDKeHHHX i3 npocbinammm Binropmeﬂnx HUPKOBOIO TPaHCIUIAHTATA: Hi}lBI/IH.lCHHﬁ piBEHb KpPEaTHHIHY,
rineprpuriaigepuaemis ta TTII. Cepen nauienris i3 JIAM 11 % NPUITMHKITH JIIKyBaHHs Uepe3 po3BUTOK
no6iunux peaxuilt. Koana nodiuna peaxuis He Npu3BENa 10 MPHITHHEHHS meBaHHﬂ B hmmn HiN K oHoro.

I'IﬁI.(ICIITﬂ STKA OTPpHMYBAB TIperapar P amaMyH. T o T
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6.1 Bunaakn KJIiHIYHUX A0CTiKeHb NPOQIIAKTHKH BiATOPrHEHHSI OPraHiB mic/st
TPAHCILIAHTALIT HHPKH

ITix yac 1BOX paHAOMiI30BaHHX MOJABIMHUX CIINUX OaraTolEHTPOBUX KOHTPOJIBOBAHHUX AOCITIIKEHE OYII0
NpOBEZIEHE OLIiHIOBaHHA O€3MeYHOCTI i eeKTUBHOCTI po3urHy PanaMyH [yist epopaibHOro 3aCTOCY BAaHHS
1110710 PO} iTaKTHKYU BiITOPTHEHHS OpraHy Micis TpaHCIUIAHTALl HUPKU [0ue. po30in « Kniniuni 0ocnioscennsy
(14.1)]. Ilpodini Ge3mexu UUX ABOX JOCIIHKEHb OyIu MOIiIOHUMHU.

V tabnuui 1 npencTasieHi AaHi MOA0 YaCTOTH NOOIYHUX peaklliii y paHIOMi30BaHOMY MMOABIHOMY CIIiIOMY
0araToleHTPOBOMY IIale00-KOHTPOIBOBAaHOMY JOCIIDKEHHI (JOCTiIKeHHs 2) 3a yuacTio 219 mamieHTis
MicJIs TPAHCIIAHTALI] HUPKH, sIKi OTpUMYBaJIH po34uH PamaMmyH Ui mepopaibHOro 3aCTOCYBaHHs B 1031

2 mr/no0y, 208 nawi€eHTiB, AKi OTpUMYBaJIH pO3uMH PanamyH A7st mepopaabHOTO 3aCTOCYBaHHS B 1031

5 mr/po0y, Ta 124 nauieHTiB i3 rpynu mianebo. CepenHiii Bik JociipKyBaHOl mOMyJIsLil ckianas 46 pokiB
(Big 15 no 71 poky), po3nomia cTaHOBHUB 67 % mauieHTiB YONOBIYOT CTATI, a CKJIAJ MOMYJIALIT 3a pacoro
BUIJIAZAB TAKUM YMHOM: NIPEICTaBHUKH €BporeoinHoi (78 %), nerpoiguoi (11 %), Mouronoinuoi (3 %) pacw,
naTuHOaMepuKaHIi (2 %) Ta iHwmi (5 %). Yci naiieHTH OTpHUMYBaIH JIiKyBaHHS HUAKIOCIIOPUHOM Ta
KOPTHKOCTEpOifnaMu. Y HaBeleHii Huk4ye Tabaulli mpeAcTaBieHi qani (yepes > 12 MicswiB micis
TpaHCIUIaHTallii) 010 MOOIYHUX peakilii, 0 BUHUKAJIU LIOHAMEHINe B OJHIH i3 IpyH JTiKyBaHHSI
apenaparoMm PamamyH i3 gacrororo > 20 %.

ITpodine 6e3nexu TabneToK HE BiApi3HABCA BiA Mpodinto 6e3meKu po3yrHy ISl TIepOPaILHOTO 3aCTOCY BAHHS
[ous. po3oin « Kniniuni oocniosxcennsny (14.1)].

3arasnom, noOiuHi peakilii, OB’ s3aHi 3 3aCTOCYBaHHAM Ipenapaty PanamyH, 3anexanu Bix qo3u /
KoHLeHTpallil. He3paxarouu Ha Te, 1110 1060Ba MiATPUMYIOYa 103a 5 MT i3 HAaBAaHTAXKYBAJIBHOI 103010 15 Mr
TI0Ka3aJId CBOIO 0€3MEeYHICTh Ta €eKTUBHICTh, HE BiAMiYamocs )KOIHUX MepeBar e(peKTUBHOCTI 3aCTOCY BAHHS
JI034 2 MTI" JUIs MALli€HTIB Mic/s TpaHcIuianTauii HUpKku. [lanienTy, ski oTpuMyBaiu po3unH PanamyH aas
NIepOpaJIbHOTO 3aCTOCYBaHHs B 7031 2 MI Ha 100y, MPOAEMOHCTPYBaJIH 3arajioM Kpaiuil npodins Ge3nexu, Hix
NaLi€HTH, K1 OTpPUMYBaIX PO34MH PanmamMyH Ui EpopajbHOTO 3aCTOCYBaHHs B 1031 5 MT Ha 100Yy.

OcCKiTBKM KITIHIYHI TOCIIHKEHHSI IPOBOASATECS 32 Iy’KE Pi3HUX YMOB, YaCTOTY BUHMKHEHHS MOOIYHUX peaKiliit
y KIIHIYHOMY JOCIiDKEHHI OTHOTO MpernapaTy He MOXHa 6e31ocepeiHE0 MOPIBHIOBATH 3 MIOKA3HUKOM,
OTPUMAHUM y KJIIHIYHUX JOCIIDKEHHAX TOro camoro abo iHIIoro mpenapary, i 04ikyBaTH Takoi X 4acTOTH
Ha MPaKTHULI.

o
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TABJUALS 1: HOBIYHI PEAKIII, SAKI CIIOCTEPITAIOTHCS 3 YACTOTOIXO > 20 % IIPUHANMHI B OHIN
I3 FPYIIJIKYBAHHS IIPETAPATOM PATIAMYH Y JOCJILDKEHHI 3 ITPO®IIAKTUKY BIATOPTHEHHS
OPT'AHY (%) YEPE3 > 12 MIC. IIICJISA TPAHCIIVIAHTAIII (JOCJIIDKEHHS 2)*

——VPo3unn PanamyHn 1151 mepopaisHOro 3acTocyBaHHI——

2 mr/noGy 5 mMr/no6y ITnane6o

ITobiuna peakxuis (n=218) (n=208) (n=124)
[Mepudepuynnit HabpsKk 54 58 48
Tineprpurnivepunemis 45 57 23
AptepiasibHa rineprensisa 45 49 48
I'inepxonecrepuHeMist 43 46 23
[TigBuIeHUH piBeHb KPEATUHIHY 39 40 38
3akpen 36 38 31
Bine y xuBOTI 29 36 30
Hiapes 25 35 27
T'onoBHuit 6inb 34 34 31
ITinBuIeHHS TeMIIEpaTy Py 23 34 35
Indexuis ceuoBHUBIAHUX IUIAXIB 26 33 26
AHeMmis 23 33 21
Hynora 25 31 29
Aprtpanris 25 31 18
TpombouuToneHis 14 30 9
bine 33 29 25
Axkne 22 22 19
Bucun 10 20 6
Habpsixu 20 18 15

a — I[TalieHTH OTPUMYBAIIH LUKJIOCIOPUH Ta KOPTUKOCTEPOIIH.
IIpo HaBeneHi HIKYE MOOIYHI peakuii moBixoMysLIM pigure (> 3 %, ane < 20 %).

o 3 doKy opzanizmy 6 yinomy — cerncuc, nimMdolene, onepizyodui JIuIai, NpocTUi reprec.

e 3 boKy cepyeso-cyOunHol cucmemu — BeHO3Ha TpoMOoeMOoITis (BKIIFOYHO 3 JIETEHEBOIO eMOOITIETO,
TpoMO030M IIMOOKUX BEH), TaxiKapis.

o 3 0oKy mpagHoi cucmemu — CTOMaTUT.

e 3 oKy KposomeopHoi ma nimpamuinoi cucmemu — TpOMOOTHUYHA TPOMOOLIMTONIEHIYHA MTypITypa /
remoJtiTiko-ypemiunuii cuapom (TTIVTYC), nelikoneHis.

e Po3naod 06miny pewosun / xapuyeanta — NaToJOri9He 3arOEHHS, MiABUIEHHS PiBHSA
naktataerigporenasu (JIAD), rimokaniemis, ykpoBui aiaber.

e 3 60Ky KicmKo8o-m’A30801 cucmemu — HEKPO3 KiCTOK.

e 3 60Ky OuxanvHoi cucmemu — TTHEBMOHIsl, HOCOBI KpOBOTEUI.

o [Hepmamonoziuni peakyii — MenaHoMa, INIOCKOKJIITUHHHHI paK, 6a3albHOK/IITHHHUM paK.

e 3 6oky ceuocmamesoi cucmemu — nienoHePPUT, 3HIWKEHHS QYHKIIT HUPOK (MIABUILEHHS PIBHIO
KpeaTHHiHY) ¥ pa3i JOBTOTPUBAJIOr0 3aCTOCYBaHHs KOMOiHaLii IMKIOCIOpUHY 3 npenaparom Panmamyn

[ous. po3zoin « Ocobnusocmi 3acmocysannsy (5.8)], KICTH S€YHUKIB, IOPYIIEHHS MEHCTPYaJIbHOTO LIUKITY
(30Kpema aMeHOpest Ta MEHOparis).

Mo pinkicuux nobivHuX peakuiii- (< 3 %) HanexaTh Taki: J1iMpoma / NOCTTPaHCHIAHTALIHHEH SEEE—————
niMbonpomidepaTHBHEH po3naj, MikoGakTcpianbHi iHQCKuii (30KkpeMa cipuyuHCHI M. fuberculosis),
MaHKpEaTHT, iHdeKiil, cnpuunHeHi nuromeranopipycoM (IIMB) i Bipycom Emmreiina — bapp.

Ty
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ITineuinenyii piBeHb XOJIECTEPUHY Ta TPUINTILEPUIIB Y CHPOBATLI KPOBI

3actocyBaHHs npenapary PanaMmyH naljieHTaMu miciis TpaHCIUIAHTAIlil HUPKH CYTIPOBOIKYBAIOCH i IBUINECHHAM
PpiBHS XOJIECTEpPHUHY Ta TPUTJILEPUAIB y CHPOBATLIi KPOBI, IO MOXKEe TOTPeOyBaTH BiAIIOBI{HOIO JIIKyBaHHSI.

V pocnimxenssax 1 Ta 2 3a y4acTro Nali€eHTIB M TPaHCIUIAHTALIT HUPKH de novo, siKi po3royaiiu

JOCTI DKEHHS HaTImecepIie, 3arajbHUN piBeHB XOJIECTEPHHY B CHPOBATI{ KPOBi cTanoBuB < 200 I/ abo
HaTIeceplie, 3arajbHUM piBeHb Tpurmuepm:[m y CHpOBATIi KpoBi cTaHoBHB < 200 Mr/ 1, crioctepiraiocs
30UIBLICHHS BUIIAJIKIB rilepXoecTepuHeMii (piBeHb X0IeCTePUHY B CHPOBATIL KPOBi HaTIEecepLie

> 240 mr/a) abo rinepTpuriainepraeMis (piBeHbs TPUIIILEPHIIB B CHPOBATII KpoBi Hariiecepiie > 500 mr/mn)
Bi/ITIOBiHO B MAI[i€HTIB, Kl OTPUMYBAaJIU 5K Mpenapat PanamyH y 1031 2 Mr, Tak i B 103i 5 MT, y MOpiBHAHHI

3 KOHTPOJIBHOIO TPYIION0 a3aTiONpHUHY Ta Iianedo.

JlikyBaHHS BIIEpIIE BUSBJICHOI TiNEpXOJECTEPUHEMIT 3a TOMIOMOTOFO TiMOiNiAeMidHKX Ipenaparis 6yo
HeoOxinHuM y 42—52 % nanieHTiB, BKIIIOYEHUX J0 rpyNHu npernapary PanamyH y pociimkennsx 1 1a 2,
HOPiBHSAHO 3 16 % mauieHTiB y rpymi miane6o ta 22 % nauieHTiB y rpyr[i azarionpuHy. B iHmux
JIOCII/DKEeHHX Ipenapary PanamyH y IauieHTis mics TpchnnaHTaun HUpKH 710 90 % marfienTis
noTpedyBaly NiKyBaHHS rinepiimigemii Ta rmepxoneCTepHHeMu 3a JIONIOMOT 00 nnommneMquHX 3ac00iB
(HampHKIa, CTaTUHAMY, (1)16paTaM1/I) Hespaxaroun Ha l"ll'[OJIlHl,E[eMl‘{Hy Tepam}o y 50 % marieHTiB piBeHb
XOJIECTEpUHY B cupOBaTul KpoBi Hatiecepue OyB > 240 Mr/ai, a piBeHb TPUTIILIEPU/IIB TEPEBHUIIYBaB
JEKOMEHIOBaHi LibOBI MOKA3HUKU [0u8. po30in « Ocobausocmi sacmocysannsny (5.7)].

IMarosoriyge 3arocHHs

Bunajxy natonorigyHoro 3aro€HHs IMiciis TPaHCIIIAHTAL] BKIIOYAIOTh PO3XO/KEHHS IIBiB allOHEBPO3Y,
TPHKY MicisonepariiiHoro py6is Ta NopyIieHHs aHacTOMO3y (HalpUKIia paH, CyIuH, IUXaJIbHUX MUIAXIB,
CEYOBIIHUX IUIAXIB, )KOBYOBUBITHUX IIIAXiB).

3105KiCHI HOBOYTBODPEHHS

V¥ tabnuui 2 nani HaBeaeHa y3aranabHeHa iH(opMallis 10 YaCTOTH 3JI0AKICHHX HOBOYTBOPEHB Y ABOX
KOHTPOJIbOBaHUX AOCHIKEHHAX (focaiakeHHs 1 Ta 2) mpo¢inakTUKU TOCTPOro BiATOPTHEHHS [0us. po30in
«Kniniuni oocnioocennsy (14.1)].

He Bigmiuanocs cyTTeBHUX BiAMIHHOCTEHM MiX rpynamHu JiKyBaHHA yepe3 24 micsui (mocnimkenns 1) ta
36 micauiB (mociKeHHS 2) Mic/s TpaHCIUIaHTaIlil.

TABJIIIA 2: YACTOTA BUHUKHEHH (%) 3MOSKICHAX HOBOY TBOPEHb Y IOC/IDKEHHI 1
(YEPE3 24 MICSIIY) I JOCJDKEHHI 2 (YEPE3 36 MICSIIIB) ITICJISI TPAHCILIAHTAILIII™ ¢

Po3uyun PanamyH Pozyun Panamyn
IUTA TIEPOPAITBHOTO JUISL IEPOPANTEHOTO A3sariornpuH,
3acTOCyBaHH4, 2 MI/no0y 3acTocyBaHHs, 5 Mr/no0y  2-3 mr/kr/mo6y  IDiaue6o
Hocnimxenns 1 JTocnmimkedns 2 Jocnimxenns 1 Tocmimxedns 2 Hocnimxenns 1 JocimipkeHHs 2
3105IKiCHE HOBOYTBOPEHHS (n=1284) (n=227) (n=274) (n=219) (n=161) (n=130)
Jlimpoma / nimdonpotidpeparusue 0,7 1,8 1,1 3,2 0,6 0,8
3aXBOPIOBAHHS
Pax mkipu
By np-sKuit TIOCKOKIIITHHHUHA pak® 0,4 2,7 2,2 0,9 3,8 3,0
By np-sxuit 6a3anpHOKIITHHHAM pak® 0,7 22 15 1,8 2.5 53
Menanoma 0,0 0,4 0,0 1.4 0,0 0,0
" IHiuKWiA Tull paky / He BKa3aHO ~o00 00 o000 00 08 T/
3arajbHe 3HAYEHHS 1,1 4.4 33 4,1
—— I srenieni-nopoyrpopesit—————bLl———— 2,2 1.5 14 06

a — [JauieHTH OTPUMYBAIU UUKIOCIOPHH Ta KOPTHKOCTEPOIIH.
© — Bxkimovae nauieHTiB, sAKi NeperyacHo NMPUIMHHIN JIIKY BAHHS.
B — llandenTu MoOxyTh 8yTH BiIHECEH] 10 KiNbKOX Kareropi.




6.2 IIpenapat PanamyH nicjisi NPUNHHEHHS 32CTOCYBAaHHA HKJIOCIIOPHHY

V pangoMizoBaHOMy 6araTolE€HTPOBOMY KOHTPOJIEOBAHOMY JOCIIDKEHHI (JOCIIKEHHA 3) 32 ydJacTio

215 namieHTiB mic/sg TPaHCIUIAHTALT HUPKH, SKi OTpUMYBaJIM Npenapat PanaMyH Ak cXxemy NiATPUMYIOUOTro
JKYBaHHS MiC/I IPUIMUHEHHS 3aCTOCYBaHHS [IUKJIOCIIOPHHY, a TAKOXK 3a y4acTro 215 NawieHTiB, 5Ki
OTpUMyBaJK mpenapaT PanaMyH mif yac JTiKyBaHHS LUKJIOCIIOPHHOM, YaCTOTY PO3BHTKY NOOIYHUX peakuii
BH3HAYAIM MPOTAroM 36 MicAwiB [0us. po3din «Kniniuni oocniodcennay (14.2)]. Yci nauieHT# OTpUMyBaiIn
JiKyBaHHs KopTuKocTepoinaMu. [Tpodins 6e3mexu 10 paHgoMizaLii (MOYaTOK MPUIMHEHHS 3aCTOCYBaHHS
uuknocnopuny) 6ye noaibuum a0 npodinto B rpynax npenapaty PanamyH y 1o3i 2 mry gocaigpkensax 1 ta 2.

[Ticns pasmgomizanii (yepe3 3 MicsLl) y MAIi€HTIB, sKi MPUMUHUIMA 3aCTOCYBAHHS LIUKJIOCTIOPUHY,
criocTepiranacs GBI BUCOKA YacTOTA TaKUX IMOOIYHUX peaKI(iif: BIAXUICHHS BiJf HOpMHU O10XIMiUHMX
NIOKa3HKKIB QYHKIIOHANBHOrO CTaHy NMEYiHKH (BKIOYHO 3 migsuimeHHsM piBHIO ACT ta AJIT), rimokaniemis,
TpOMGOIMTONIEHIsI Ta NATOJIOrYHE 3aroeHHs. | HaBMmaky, YacTOTa HaBEJEHUX HIDKYE MOOIYHMX peakuiil Oymia
BHIIIOO B MAI[IEHTIB, AKI MPOJIOBXKYBAIU IPUHMATH UKIIOCIIOPHH, HIXK Y MALli€HTIB, SKi IPUMUHILIA
3aCTOCOBYBATH L[UKJIOCIIOPHH; 30KpeMa HIEThCs PO apTepialbHy rinepTeH3iI0, TOKCHYHICTh UKJIOCIIOPUHY,
HiIBULIEHUH piBEHBb KpEeaTHHIHY, TOpYIIEeHHs (QyHKIII HUPOK, TOKCUYHY HedponaTiro, HabpsKy,
rinepkajgieMiroo, rinepypuKeMiro Ta rinepruiasito sceH. CepeaHiil NOKa3HUK CUCTOJIIYHOIO Ta JiaCTOJNIYHOIO
apTepiaJbHOr0 THCKY 3HAYHO NOKPAIMBCSA MIC/IA MPUITHHEHHS 3aCTOCYBaHHA LIUKIOCIIOPHHY.

310KiCHI HOBOYTBOPEHHS

YacToTa po3BUTKY 3JI0AKICHUX IyXJIMH Y AOCHiKeHH] 3 [0us. po30in «Kniniuni docnioscennsy (14.2)]
npescTaBiIeHa B Tabauui 3.

VY mocnimkeHHi 3 yacToTa po3BHTKY JimMbomu / nimponpomideparuBHoi XBopobu Oya 0HAKOBOO B yCIX
rpynax JiKyBaHHs. 3arajibHa 4acTOTa PO3BUTKY 3JI0SKICHUX HOBOYTBOPEHB OyIa BHINOIO B MAIli€HTIB, AKi OTpHU-
MyBaJli npernapat PamamyH 13 LIMK/IOCTIOPHHOM, NOPIBHAHO 3 MALIEHTaMH 3 BIAMIHOKO HUKJIOCTIOpHHY. ToMy
HEMOXKJTMBO MiZICYMyBaTH JaHi IIOA0 BiAMIHHOCTEH Y 4aCTOTI PO3BUTKY 3NOSKICHUX HOBOYTBOPEHb, OCKIIBKU
JOCHIPKEHHs 3 MPOBOJUIOCH HE ISl BpaXyBaHH:A YMHHHKIB PU3UKY 3/105KiCHHX HOBOYTBOpPEHb ab0 cucTeMa-
THYHOTO OOCTE)KEHHS MAI[IEHTIB HA HASBHICTh 3JI0SKICHMX HOBOYTBOpEHb. KpiM Toro, 6i1bIIiCTh NALi€HTIB 13
IPYIH 3aCTOCYBaHHs Mpenapary PanamMyH i3 HHKIOCIOPHHOM B aHaMHe31 0 TpaHCIUIAHTaLlii MaJli paK LIKipH.

TABJIMLS 3: YACTOTA BUHUKHEHHS (%) 3JIOSAKICHUX HOBOYTBOPEHD Y JOCJILDKEHHI 3
(IOCJIPKEHHSA 3 IIPUITMHEHHSIM 3ACTOCYBAHHS IUKJIOCIIOPUHY)
YEPE3 36 MICSILIB IICJISI TPAHCIUIAHTALII ®

Panamyn Pamamyn
i3 niKyBaHHAM Hic/s NPUIMHEHHS 3aCTOCY BAHHS
HepangomizoBaHe ILMKJIOCIOPHHOM LHUKJIOCTIOPHHY

30sikicHE HOBOY TBOPEHHS (n=95) (n=215) (n=215)
Jlimpoma / aimbponpo.idepaTuBHe 3aXBOPIOBAHHS 1,1 14 0,5
Pax mkipu

Byap-sKni IJIOCKOKIIITUHHUM pak® 32 33 2,3

Bynb-sixuii 6a3ansHOKIITHHHIA pak® 3,2 6,5 2,3

Menanoma 0,0 0,5 0,0

[HIM# THII paKy / HE BKa3aHO 1,1 0.9 0,0
S3aransHe 3HAMEHHA A2 — DS S I
Tnl 3ronkicui HoBoyTBOpEHHS 3,2 33 1,9

a — [TalieHTH OTPUMYBAJIH LUKJIOCIIOPHH Ta KOPTUKOCTEPOIIH.
6 — Bxmoyae nani€eHTiB, SKi nepe1yacHo NPUITMHWIN JIiKy BaHHS.

B — IlallieHTH MOXYTh OyTH BiZIHECEH] 4O KITBKOX KaTeropii.
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6.3 IManienTH mic/as TpaHCIUIAHTANI] HUPKH 3 BUCOKUM IMYHOJIOTIYHUM PU3HKOM

OuinroBaHHs 0€3MEYHOCTI MPOBOIMIN B 224 MALli€HTIB, AKi OTPUMYBAJIX MPUHAWMHI OHY 03y CHPOJIIMYCY
3 LMKJIOCTIOPUHOM [0u8. po3oin «Kniniuni docnioxcennay (14.3)]. 3aranom gactora Ta XapakTep po3BUTKY
noOIYHKX peakiliii Oy NoAIOHUME O THX, IO CIIOCTEPIraJich Yy MONEpeaHiX KOMOIHOBAaHUX JOCIIHKEHHAX
i3 mpenaparom PanamyH. YacToTa po3BUTKY 3JI0SKICHUX HOBOYTBOpeHb cTaHOBUNA 1,3 % yepes 12 micswis.

6.4 Iepexia i3 3acTocyBaHHA IHTIOITOPIB KAJIbIMHEBPUHY HA 3aCTOCYBaHHsA npenapaty Panamyn
y Nali€HTIB, AKi OTPHMYBAJIH NiATPHMYOYy Tepamiio MicJIA TPAaHCILUIAHTALIT HHPOK

BesmneunicTs Ta €EKTUBHICTB MEPEXOy i3 3aCTOCYBaHHs iHTiOITOPIB KaNbIMHEBPHHY Ha 3aCTOCYBaHHs Nperna-
pary PanamyH y mami€HriB, siKi OTpUMYIOTH HiATPUMYIOHY TEpAIIiio MicsA TpaHCIUIAHTAIlil HUPKU, HE BCTAHOB-
neHo [ous. po3oin «Kniniuni docnioocennsny (14.4)]. Ilig yac mocnikeHHs 3 OLIHIOBaHHS O€3TMIEYHOCTI Ta
e(heKTUBHOCTI Mepexony i3 3aCTOCYBAHHSA IHTiGITOPIB KATbLHHEBPUHY Ha 3aCTOCYBAHHS Nperapary PamamyH
(movaTkoBi LIBOBI KOHIEHTpaNii cuposiimycy cranoBuau 12—20 ar/mia, a motiM 8—20 Hr/Mi, 1 BU3SHAYAIIHUCh

3a JIOTIOMOTO0 XpOMaTorpadiqHoro aHajily) y Mali€eHTiB, AKi OTPUMYBAIH HiATPUMYIOUY TEPAIito Mics
TpaHCIUIaHTALil HUPKH, BKITIOUEHHS 10 JOCHiKeHHs 0yJI0 MPUITMHEHO B MiArpyi namienTiB (n = 87) i3
BUIXiTHOIO MIBUAKICTIO KiTyO0uKkoBoi (pinbTpanii merme 40 Mi/XB. ¥ 1iii rpyri JTiKyBaHHS MpenapaToM
Pamamyn criocrepiranacs 6ib11 BUCOKa YacTOTa CepHO3HUX MOOIYHUX peakiliif, BKIIOYHO 3 MTHEBMOHIEIO,
TOCTPUM BiJTOPTHEHHSIM, BTPATOO TPAHCILJIAHTATA Ta JIETATEHUMHU HACIiAKaMHU.

[ligrpyna maui€eHTiB i3 BUXiIHO MBHAKICTIO KiIy00ouKoBoi (inbTpanii mexme 40 MII/XB MPOXOAUIIa MOJaJTbIIi
CIIOCTEPEXKEHHS MPOTArOM 2 POKIB MiCIsA paHAoMi3alii. Y [UX MAI[i€EHTIB YaCTOTa PO3BUTKY ITHEBMOHIT
craHoBuia 25,9 % (15/58) mpotu 13,8 % (4/29), BTpaTa TpaHcIIaHTaTa (3a BUHATKOM JICTAIbHUX HACITiIKIB

i3 QyHKI[IOHAIEHOIO BTPATOIO TpaHcIulanTaTa) ctaHoBuna 22,4 % (13/58) npotu 31,0 % (9/29), a yacrota
JeTaybHUX HacliakiB craHoBuia 15,5 % (9/58) npotu 3,4 % (1/29) y rpymi nepexomay Ha 3aCTOCYBaHHS
CHpOJIIMYCY Ta rpyIli NpoJoBxeHHs 3acTocyBanHsa CNI BianosigHo.

Hinrpyna nauieHTiB i3 Buxiguoro KD ToHa/ 40 MJI/XB HE OTpUMaIa JKOJHUX TIepeBar Bij epexo.ry o0
noJinmenHs QyHKIIT HUPOK, a TaKOX y rpym nepexoy Ha 3aCToCyBaHHs Mpenapary PamaMyH croctepiranacs
G110 BUCOKA YAaCTOTA PO3BUTKY MPOTEIHYPii.

3arajiom y [boMy OCIiDKEHHI CIIOCTepiranock S-pa3oBe 30iIbIIeHHS MOBiJOMIIEHb OO PO3BUTKY
TyOepKynbp03y B rpymi JiKyBaHHS cupodimycoM (2,0 % (11/551)) i rpyni nikyBaHHS MpenapaToM MOpiBHAHHA
(0,4 % (1/273)) 31 cxemoro panaomizanii 2 : 1.

[Tix yac gpyroro AOCHIIKEHHS 3 OL[IHIOBaHHS 0€3MeYHOCTI il €EeKTUBHOCTI IEPEXOAyY i3 3aCTOCYBaHHA
TaKpOJIiIMyCy Ha 3acTOCyBaHHA npenapaty PamamyH yepe3 3—5 MicsiuiB miciis TpaHCIUIAHTAIil HUPKU B pasi
nepexoy Ha npenapaT PamaMmyH criocrepiranacs 6ibII BUCOKA YacTOTa NOOIUHUX peakiiil, IpUNUHEHHS JiKy-
BaHHA yepe3 MoOiYHi peakiiil, rocTpOro BiATOPrHEHHS Ta BIIEPIIE BUABICHOTO LyKpoBoro aiabery. Takox He
BiZIMiYaJocs )KOTHUX mepeBar mozao GyHKIIT HUPOK, a TaKoX criocTepiraiacs 61l BUCOKA 4aCcTOTa PO3BUTKY
NpOoTeiHypil mics mepexoay Ha 3aCTOCYBaHHSA CUPOITIMYCY [(0us. po3din « Kniniuni docnioxcennn» (14.4))].

6.5 IMauieHTH TUTAYOro BiKy mic/si TPAHCIVIAHTALIT HUPKH

OuwinroBaHHA 6€3MEYHOCTI MPOBOIHIIN MIPOTATOM KOHTPOJIBOBAHOIO KIIIHIYHOTO AOCIIKEHHS 3@ Y4acTIO
MAalliEHTIB UTAYOro BiKy MiCJs TPaHCIUIaHTALil HUPKH (BikoM Mojoame 18 pokiB), siki BBaXKaIOThCS TPyTIO0

3 BUCOKMM iMYHOJIOTIYHMM PU3HKOM, 31 BCTAHOBJIEHUM B aHaAMHE31 0JHUM ab0 AeKiTbKOMa BUITaJKaMU
FOCTPOTO BiATOPTHEHHs aJOTpaHCIUIaHTaTa Ta / ab0 MiATBEPAXKEHOIO 3a JONOMOTOk0 GioTICil HUPKM XPOHIYHOIO
TpaHCIUIaHTaiiHO HedponaTieto [ous. posodin «Kniniuni docniocennsay (14.6)]. 3actocyBaHHs npenapary
PanmamyH y xomOiHamii 3 iHribiTopaMu KaablMHEBPUHY Ta KOPTUKOCTEPOIAaMU CyPOBOIKYBAIOCS O1/IbII

_ BHCOKOIO YaCTOTOIO MOripimenHs yHKIii HUPOK (I1iABUIEHOTO PiBHS KPEATHHIHY) MOPIiBHSAHO 3 JIiKyBaHHAM

Ha OCHOBI 1Hri0ITOPiB KAJTBLIMHEBPHHY, YaCTOTHU IOPYIICHHA PiBHA JNiMiIiB y CHpOBAaTLi KpoOBi (30KpeMa,
i IBUIICHOTO PiBHA TPHIMILEPHIIB Ta XOJIECTEPHUILYy B CHPOBATI Kpobi) Ta indexuiii ceoBHBiAHHX MUIIXIB.




[ous. posoin «Kniniuni docnioocennay (14.7)). o6iuHi peakuii Ha Npenapar, IO COCTEPIraNich y oMY
JOCIIIDKEHHI, Y3ro/DKyBaJIUCh 13 BiTOMUM IpodineM Oe3neKH [UIA Mali€HTiB i TPaHCIUTAHTAL] HUPKH,
SIKi OTpUMYBAJIM Ipenapat PanamyH, 3 qogaBaHHAM 3MEHIIESHHS MacH Tijia, PO IO MOBIOMIIIIOCE i3
O1IBIIOI0 YAaCTOTOIO MPU 3aCTOCYBaHHI npemnapary Pamamyn nopiBHAHO 3 miane6o. [1o6iuni peaxii, mo
CHOCTep1raansI 3 yacToToo > 20 % y rpymi meBaHHﬂ npenaparoM PamaMyH i 3 GiBIIO0 YaCTOTOXO, HIXK
y rpyni nianeo, BKIIOYAKOTh TaKi: CTOMATHT, Aiapes, OLIb y )KUBOTI, HY/0Ta, Hasoq)apnﬁru" aKkHe, Gins

¥ TPYAIX, IeprudepuHi HaOpsKY, IHGEKLIT BEPXHIX NUXaIBHIX IULIXIB, TOJOBHUMA Ok, 3aI1aMOPOYCHHS,
Mianris Ta rinepXxojaecTepHHeMis.

6.7 Hocein nmicispeecTpanifiHOro 3aCTOCyBaHHA

[IpoTsirom micnsipeecTpaniifHOro nepiomay 3acTOCYBaHHS Ipenapary PamamyH y NauieHTIB micist
TpaHCIUTaHTaLii OyJIi BUSABJIECH] HaBeIeHI HIDK4YE M0O14HI peakuii. OCKUIBKH Il peakiii MoBiIOMIIAIOTECS Ha
JOOpOBIIEHINA OCHOBI BiJl HOMMYJISALii HEBIZIOMOIO pO3Mipy, HE 3aBXKIH MOMXJIMBO JOCTOBIPHO OLIIHATH iXHIO
4acTOTy a00 BCTAHOBUTH NMPUYMHHO-HACIIKOBUH 3B’ 30K 13 3aCTOCYBaHHSM Ipenapary.

o 3 60Ky opzanizmy 6 yinomy — nimdbenema.

e 3 foKy cepueso-cyOuHHOi cucmemy — NepUKapAiaIbHUNA BUMIT (BKJIFOYHO 3 FeMOAMHAMIYHO
3HAYYIIMMH BUIIOTaMH Ta TAMIIOHA/OIO, 1[0 BUMAarae BTpy4aHHs B JiTeH Ta TOPOCTHX) Ta HAKOMMYEHHS
piauHu.

o 3 6oky mpaenoi cucmemu — acluT.

o 3 60Ky KposomeopHoi / nimpamuynoi cucmemu — MaHIUTONEHIA, HEATPOIICHIA.

o 3 00Ky newiHKuU i 2#C08406UBIOHUX WNIAXI6 — TEIIATOTOKCUYHICTD, 30KpeMa JICTATbHUI HEKPO3 MEHiHKH,
3 MiJBUIIECHOO MiHIMAJIBHOKO KOHIIGHTPALIEI0 CHPOIIIMYCY.

e 3 60Ky iMyHHOI cucmemu — peaxiil MiABUIIEHOI Yy TIIUBOCTI, 30KpeMa aHadinaktu4Hi / aHadinakroinai
peakuii, HabpsAk KBiHke Ta 1eHKOUUTOKIACTHYHUI BaCKYMIT [0us. po30in « Ocobnusocmi
sacmocysanusay (5.4)].

o Inghexyii — tybepkynso3. BK-BipycHa Hepponaris ciocrepiranacs y MaijieHTiB, AKi OTPUMYBaJIH
IMyHOCYIIpECaHTH, BKJIIOUHO 3 penapaToMm Pamamys. Lls indexuis Moxe 6yTa moB’s13aHa 3 CEpHO3ZHUMHU
HaCJIIIKaMH, 30KpeMa 3 MOTipLUIeHHAM (QyHKII{ HIPOK Ta BTPAaTOI0 HUPKOBOI'O TPAHCILIAHTATA.
IToBimomitsiocs PO BUIAAKHU IpOrpecyroqoi MyasTudokansHol JielikoeHnedanonarii (ITIMJI), iHoai
JeTabHOI, y MAI[iEHTIB, AKi OTPUMYBAIH IMYHOCYIIPECAHTH, BKIIOYHO 3 MpernapaTom Pamamyn
[ous. po3zoin «Ocobrusocmi 3acmocysanusay (5.10)]. Entepokomnit, Buknukanuii Clostridium difficile.

o Po3nao o6miny pewogun / xap4yeanHa — BIIXUICHHS Bil HOpMH O10XIMIYHHX MOKA3HUKIB
GYHKIIOHANBHOTO CTaHy Ie4iHky, migsunienuit pisens ACT, migsumenuii pisens AJIT,
rinogocdaremis, rinepriikemis, IyKpoBUi 1iabeT.

o 3 60Ky Hepeosoi cucmemu — CUHIPOM 33/IHEOT 000POTHOI eHIedaonarii.

o 3 oKy ouxanvHoi cucmemu — BUIAIKH IHTEPCTULIATBHOT XBOPOOH JIereHiB (30KpeMa IMHEBMOHITH,
o6tiTepyrouniit OpOHXIONIT 13 HTHEBMOHIEIO, Ta (ibp0o3 JIereHk), NesAKi 3 JeTATbHUMHU HacligKaMH,
6e3 Oynb-AKo1 eBHOT iHGEKLIHHOT eTioNOorii CIOCTepiraayuch y Nalie€HTiB, AKi OTPUMYBaIU
IMYHOCYIIpECUBHY TEpalliio, BKJIIOYHO 3 npenapaTom PanamyH. Y neskux BUMaAKax iHTEpCTHLIANbHA
XBOpoOa JIereHiB 3HUKAE MTiC/Is MPUIIMHEHHS 3aCTOCYBaHHs npenapaTy PanamyH abo 3MeHIIEHHS
fioro no3u. Pu3uk Moxe miABUILyBaTUCA 31 30UIBIIEHHAM MiHIMaIbHOI KOHIEHTPALIl CHPOTIMYCy
[ous. po30in «Ocobnusocmi 3acmocysanusay (5.11)]; nereHeBi KPOBOBUJIMBU; [IEBPAJILHUI BUIIIT;
aJbBEOJIIPHUN TPOTETHO3.

o lepmamonoziuni peaxyii — HeHpOSHIOKPHUHHA KapIlIMHOMa IIKIpH (paK i3 KITAH Mepkes)
[ous. pozoin «Ocobrusocmi sacmocysannsny (5.18)], ekchosiaTUBHUIA JepMATHT [0u8. po30in
«Ocobnusocmi zacmocysannsy (3.4)].

¢ 3 Gory cewocmamesgoi cucmemu == 1IepPOTAIIIHI CHIIIPOM, TIPOTEIITypisy; POKAIGIIO-CerMelTapmi
[JIOMEPYIOCKIIEPO3, KICTU S€YHUKIB, NOPYLUEHHS MEHCTPYANbHOIO LMKY (BKIIOYHO 3 aMEHOPEEIO Ta
MeHopariero). [Tig yac 3acTocyBaHHs npenapaty PanaMyH MOBiJOMIISIOCS PO a300CTIEPMIt0, TIPOSIBU




7 B3AEMOIA 3 IHHNIUMU JTKAPCBKUMUA 3ACOGBAMU

Biquo, 10 CHPOTTIMYC € CyGeTpaToM AK s uutoxpoMy P-450 3A4 (CYP3A4), Taxk i ans p-raikompoTeiny
(P-gp). Innyxropu CYP3A4 Ta P-gp MOXyTs 3MEHIIYBATH KOHLIEHTpALIil CHPOJIMYCY, TOZi AK iHriGiTopH
CYP3A4 1a P-gp MOXKyTh 3011bIIyBaTH KOHLIEHTPALIT CHPOIIMYCY.

7.1 3acTocyBaHHsA 3 HHKJIOCHOPHHOM

IIpu oaHOYACHOMY 3aCTOCYBaHHI i3 CHPOIIMYCOM UKIOCHIOPUH (Cy6eTpar Ta inriditop CYP3A4 i P-gp)
IPOJIEMOHCTPYBAB IiABUIIEHHA KOHLUEHTpawii cuposiMmycy. Jlis 3MeHIeHHs HACIIKIB 1€l B3aeMoIii i3
IUKJIOCTIOPHHOM PEKOMEHIYETECS NpUiMaTh npenapat PanamyH yepes 4 roquHu miciis npuiMaHHs pO3YHHY
UMKJIOCIIOpUHY JULA IiepopalibHoro 3acrocysanns (3MIHEHO) ta / abo mukiocnopuny B Kancynax
(BMIHEHO). I1pu BiaMiHi UMKIOCTIOPUHY 3 KOMOIHOBAHOTO JIIKYBaHHs IperapaToM PamamyH HeoOXinHi B
1034 Npenapary PamamyH st miATpUMaHHA PeKOMEHIOBaHHUX Nialla30HiB MiHIMAIEHUX KOHIIEHTPAIIiit
cupoutimycy [ous. posdin «Cnocib sacmocysanns ma 0osuy (2.2), «Kniniuna papmarxonoziay (12.3 )]

7.2 Cuabnoaioui ingykTopu Ta inriéitopu CYP3A4 ta P-gp

Crtijt yHUKaTH O/JHOYACHOTO 3aCTOCYBaHHS CHPOMIMYCY i3 CHIIBHOIOYMMH iHTyKTOpaMy (HAIPHKIIAL,
pudammnininom, pudabyTHHOM) Ta CUIBHOLIOYUMH {HTiGITOpaMy (HAPUKIIA, KETOKOHA30JI0M,
BOPUMKOHA30JI0M, ITPAKOHA30/I0M, EPUTPOMILIMHOM, TETITpOMilHOM, Knapurpominuaom) CYP3A4 ta P-gp.
Crtift posriIsiHYTH anbTepHATUBHI 3aC00M 3 MEHIIMM MOTEHIIAIOM B3aeMOl i3 cupomiMycom [Ous. posdin
«Ocobnusocmi sacmocysaunsy (5.20), «Kniniuna papmaxonoziay (12.3)].

7.3 I'pefindpyToBmii cik

Ockinbku rpedindpytosuit cik npurnidye CYP3A4-omocepeKoBanuii MeTaboI1i3M cHpOITIMyCy, HOTO HE CIIiL
BUKOPHCTOBYBATH JULS 3alMBaHHs ab0 po3Be/ieHHsA Nperaparty Pamamyn [0ue. posdin «Cnoci6 3acmocyeanns
ma do3uy (2.9), «Bsaemooin 3 inwumu nikapcokumu sacobamuy (7.3), «Kniniuna gpapmaronozisy (12.3)].

7.4 Caabo- Ta nomipnozgirodi inxyxkropu ado inriiropu CYP3A4 ta P-gp

Crin Oyt 00epeXkKHMMH [IPH 3aCTOCYBAHHI CHPOIMYCY 3 penapaTamMu abo 3aco6am, AKi € MOAYIATOpaMH
CYP3A4 ta P-gp. Moske BUHUKHYTH HEOOXIiHICTE KOPUTYBaHHS 1034 Npenapaty PamamyH ta / aGo
CYNPOBOJDKYIOYOTO Npenapary [ous. po3din «Kniniuna gpapmaronoziay (12.3)].

o Ilpenapary, ki MOXYTb 30iMBIIMTH KOHIECHTPAL{IO CHPOJIIMYCY B KPOBI:

BpOMOKpHUIITHH, LWMMETHAMH, LM3aNpPH, KIOTPUMA30J, JaHa30M, JuiTiazeM, GIyKoHasod, iHriGiTopu
npoteasy (Hanpuxiaz, BUI ta renatut C, mo BKIIOYAIOTH TaKi IperapaTy, K pPUTOHABIp, iHAMHABID,
Oouenpesip Ta Teaanpesip), METOKIIONpaMif, HIKapAUIIiH, TPOJIEaHIOMILIMH, BEpanamin

e IIpenapaTu Ta iHwi 3ac00H, AKi MOXXYTh 3MEHIIUTH KOHLEHTPALIO CHPOIIMYCY:
KapGamasenin, henobapbitan, denitoin, pudanentuy, 3sipobiii 3euvaiinuit (Hypericum perforatum)

o Ilpemapatu 3 KOHUEHTPALIEIO, KA MOXKE 301IBIIYBATUCS PH OAHOYACHOMY 3aCTOCYBAHHI 3 IPErapaToM
Panamyn: Bepanamiin.
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8 3ACTOCYBAHHS B OKPEMUX I'PYIIAX ITAIIIEHTIB
8.1 Barithicre

Orsan indopMartii CTOCOBHO PU3HKIB

BpaxoByroun oco6IMBOCTI MeXaHi3My Aii Ta JOCJI/DKEHHS Ha TBapUHaX, npenapar Panmamyn Moxe
CTIPUYMHUTH MIKIJUIMBUH BIUIUB Ha IUIL y pa3i NpH3HAYESHHs IIbOTO NpenapaTy BariTHil xKiHii [Ous. po3oin
«Janiy, «Kniniuna gpapmaxonozisy (12.1)]. Jlani o0 BUKOPUCTAHHS CHPOJIIMYCY ITi/] Yac BariTHOCTI
OOMesKeH]; OJIHAK LUX JJAHUX HEJOCTATHBO A1 iHQOPMYBaHHS PO CYMyTHI PU3UKH HECTIPHATIMBUX HACIIIKiB
po3BHTKY 110y. [TpoTsrom 1ociiKeHb Ha TBAPHHAX CUPONIIMYC NPOSBHB emOpioderanshy TOKCHYHY JIiI0

Ha mypm npu cyOTepaneBTUUHHX 103aX [Ous. po3din «/Janiy]. Ciix monepeuTH BariTHAX JKiHOK PO
NOTEHUIHHUI PU3MK IS TJIOMY .

OuikyBaHuil QOHOBHUI PU3UK PO3BUTKY TSHKKHUX BPO/DKEHHX BaJ Ta MAMOBLIBHUX BUKUIHIB IS 3a3HAYEHOT
nomyaAuii HeBifoMuid. Y 3aranpHiit rpyni namientiB y CILIA ovikyBaHuit GOHOBHI PH3UK PO3BUTKY 3HAYHUX
BPOJLKECHUX BaJl Ta MUMOBIIBHUX BUKU/HIB Y pa3i KITiHIYHO MiATBEPKEHOT BariTHOCTI CTaHOBUTE 2—4 % Ta
15-20 % BigmoBigHo.

Jani
ani, ompumani na meapurax
CuponimMyc NpoHIIOB MIaLeHTapHui 6ap’ep i IPOSBUB TOKCUYHY IO HA KOHIEIITYC.

Iix vac gocipkeHb eMOpiopeTanbHOro po3BUTKY Ha nypax BariTHi caMUIli MepopaIbHO OTPUMYBAH
CHPOJIIMyC IPOTSTOM IepioAly opraHoreHesy (mens recrauii 6-15). Cuponimyc TPU3BO/IUB [0
eMOpiodeTanbHOT CMepTHOCTl B pazi 3aCTOCYBaHHA 103 0,5 mr/kr (y 2,5 pa3y Ginplie KIiHigHOI 1031 2 MI
3a IJIOLIEIO TIOBEPXHI Tijia) 1 3MEHIIEHOI MacH 1oAY B pasi 3acTocyBaHHs 103U 1 mMr/kr (y 5 pasiB Ginbire
KJIiHI9HOT 103H, 1[0 CTAHOBUTH 2 MT). MakcuMalbHa 103a Ipenapary 6e3 nposiBy nodiunux ssuin (NOAEL)
1151 PeTOTOKCHYHOCTI B IypiB cranoBuaa 0,1 mr/kr (y 0,5 pasy Ginbiue kiiniynoi mosu 2 mr). Tokcuuna mis
Ha MaTepHHCHKUH OpraHisM (BTpaTa Baru) croctepiranacs npu 1o3i 2 mr/kr (y 10 pasis Ginblre KiiHigHOT
n034 2 Mr). MakcumaibsHa J103a npenapary 6e3 nposy nobiunux ssum (NOAEL) ais ToxcuuHoi aii Ha
MaTepUHCBKMI OpradisM cranoBuna 1 Mr/kr. ¥V komO6iHallii i3 MUKIOCIIOPHHOM ¥ LIypiB CIIOCTEpiraiach
niJBUIIEHAa eMOpiodeTanpHa CMEPTHICTE MOPIBHAHO i3 OKPEMUM 3aCTOCYBAHHSAM CHPOJIIMYCY.

ITig gac mocimkens eMOpiodeTalTbHOro po3BUTKY Ha KPOJMKaX BariTHI CaMHIli MEPOPATBHO OTPUMYBAIH
CHpOJIIMYC IIPOTArOM Ilepiofy opraHoreHesy (neHs recrauii 6—18). He Biamiuanocs »oqHoro BILIMBY Ha
emOpiodeTanpHuil po3BuTOK npu go3ax 1o 0,05 mr/kr (y 0,5 pasy Ginblue KiIiHi4HOT 03K 2 MT Ha OCHOBI
IUTOLIi TOBEPXHi TiNa); ogHaK npu no3ax 0,05 Mr/kr i BUIIE criocTepiraBcs HEraTUBHUM BIUIAB HA MOJMKJIUBICTE
HiATPMMAaHHSA yCHilmHoro nepebiry BaritHocti (To6To eMOpioderansHmii BUKHAEHb a00 paHHs pe3opOis).
Toxcuuna nis Ha MaTepUHCHEKUI OpraHi3M (3HIXKEHHS MacH Tina) crocrepiranack npu a03i 0,05 mr/kr.,
MaxkcumaneHa 103a npenapary 6e3 nposBy no6iunux ssui (NOAEL) mst TokciyHOT i Ha MaTepUHCBKHUA
oprani3M craHoBuia 0,025 mr/kr (y 0,25 pa3u Ginbine KIiHIYHOT 1031 2 MT).

ITix yac gocnimKeHHs IPeHaTalbHOrO Ta IIOCTHATAIBHOTO PO3BUTKY HA Iypax BariTHI CaMUI{ OTPUMYBAJIU
npenapar Iij 9ac mepiofy recraiii Ta nepioay nakrauii (i3 gus 6 recrauii mo aus 20 gakranii). 301abIEHHS
4acTOTH 3arubeti NPUILIOAY, IO MPU3BOAMIIO 0 3MEHILIEHHS KiTBKOCTI JKMBHUX AUTHHYAT y TIOCIi/I,
criocrepiranocs 3a no3u 0,5 mr/kr (y 2,5 pasy OinpIIe KIIHIYHOT A03U 2 MI/KT 34 IIJIOIIEO HOBerHl Tija).
[To6iyHi sBUILA B IPUILIONY HE crIOCTeplranHCL npu 1031 0,1 mr/kr (y 0,5 pa3y 6inbiue KiIiHiYHOT 1031 2 MT).
CuponiMyc He BUKIMKAB TOKCHYHOT /il HA MaTepPUHCHKUH OPraHi3M Ta He BIUTMBAB HA MOKA3HUKU PO3BUTKY
B 30epexxeHoro npumiony (MophoaoriyHuil po3BUTOK, PyXOBi QYHKIIT, 3AaTHICT 40 HaBYaHHSA a00
OI[iHIORAHHS (pepTUIRHOCTI) TP 1031 0,5 MI/KT — HaiiBWINA MepeBipeHa n03a.

82 " Toaysauu# rpyanio

Or JUsiL indopMaLii crocoBHO pyum(is

TPYAUIFO Ta BHpOOIIEHHS Monoka. PapMakOKIHETHUHWH npo«bmb Ta npodik Ge3nekn cuposTim,
HeBiZOMi. CHPOTIMYC IPOHMKAE B MOJIOKO FOyIO4HX I1ypiB. Bpaxosyroun oco6miBocti Mext
npenapary, HassBHUM NOTEHLIHHUI PU3UK PO3BUTKY CEPHO3HHMX MOOIYHKMX SBUII CHPOIIIMYEA




JUTHHH BiJl TPyJHOTO BUTOOBYBaHH: CJIiJl OLIHIOBATH HMOPSAJA i3 KIIHIYHOIO MOTpeOOoro MaTepi B penapari
PamamyH, a TakoX BpaxoByBaTH Oy/b-sKi NOTEHNIHI TOOIYHI ABHINA penapaTy PamaMyH y HEMOBJISATH Ha
IPyIHOMY BUTOZOBYBaHHI.

8.3 3acTocyBaHHS B »KiHOK TA 40JIOBIKiB peNpOIyKTHBHOIO BiKYy

KonTtpaueniiis

[Tix gac npuitManHs npenapaTy ParnaMyH ;KiHKM He TOBHHHI OyTH BariTHHMHU Ta IJIaHYBAaTH BACiTHICTh.

Crig momnepeAnuTH XKIHOK PeNpoyKTHBHOTO BiKy IPO AaH1 MO0 IIKITHBOTO BIUTMBY Ha PO3BUTOK IUIOAY,
OTpHMaHIi 3 JOCIIIKeHb Npenapary PanaMyH Ha TBapuHax. JKiHKaM penpoayKTHBHOIO BiKy PEKOMEHIYETCS
3aCTOCOBYBATH BUCOKO€(hEeKTHBHUH 3aci® KoHTpauenuii. [lepea moyatkom, mig 4ac ta mpoTsarom 12 THXHIB
Tic/is IPUIMHEHHS TiKyBaHHA NpenapaToM PamaMyH ciif po3novyaTd BUKOPUCTAHHS e(EKTUBHHUX 3aC00IB
KOHTpauenuii [ous. pozoin «Ocobausocmi sacmocysantay (5.15), «3acmocysanns 6 okpemux epynax
nayiewmie» (8.1)].

besmians

BpaxoByrouu pe3ynpTaTH KJIIHIYHUX JOCIIKEHb Ta JOCIIKeHb Ha TBAPHHAX, JIIKYBAHHSI [IPENApaToM
Panamyn Moske mpHU3BeCTH A0 NOPYIIEHHSA GEPTUIIFHOCTI B YOJIOBIKIB Ta XKiHOK [0us. po3din «Ilobiuni
peaxyiiy (6.7), «Jokniniyna mokcuxonoziay (13.1)]. ITIoBigoMIsIOCS PO BUIMAAKH MOABH KiCT S€UHHKIB Ta
MOPYLIEHHS MEHCTPYaJIbHOIO LUKITY (BKIIOYHO 3 aMEHOPEEI0 Ta MEHOPATIEI0) Y XKIHOK ITiJl 4ac 3aCTOCYBAHHS
npenapaty Panamys. IIpu 3actocyBanHi npenapaty PamaMmyH y 40JIOBIKiB MOBIZOMIISIIOCS IIPO a300CIIEPMITO,
MPOSIBU SIKOI B OLBIIOCTI BUNIAZIKIB YCYBATIMCS IiC/ISA NPUIIMHEHHS 3aCTOCYBaHHS MPEapary.

8.4 3acTocyBaHHA B jiTeid

TpagcIuiagTallisg HUPKU

besneyHicTh Ta €heKTUBHICTD 3aCTOCYBaHHs NpenapaTty PamaMyH y namieHTiB IUTAYOTO BiKY MOJIOJIIE
13 pokiB HE BU3HAYaIIM.

BesneyHicTh Ta eheKTUBHICTD PO3UHHY IJIS [IEPOPATBHOrO 3aCTOCYBAHHS i TabeTok PanaMmyH BcTaHoBIEH]
LIOJ0 3aCTOCYBaHHA A NPO(ITAKTUKY BIATOPTHEHHS OpPraHiB MiC/s TPAaHCIUIAHTALl HUPKH B ITEH BiIKOM

> 13 poxkiB sK1 pO3MIIAAAIOTECA K IPyIa 3 HU3bKUM 200 MOMIpHUM IMYHOJIOTTYHUM pH3UKOM. [IpuiiManHs
PO34HHY AJIA EpOPaAIbHOTO 3aCTOCYBaHHA 1 TabneTok PamamyH y wiii rpymi xiteit Bikom > 13 pokis

M ATBEPDKYETHCSA NTaHUMH HAJIEKHO CIIAaHOBAHUX, KOHTPOJILOBAHUX KJIIHIYHUX JOCIIPKEHb PO3YMHY PanamyH
UL IEpOPAIbHOTO 3aCTOCYBAHHS 32 Y9aCTIO JOPOCIIUX i3 OAATKOBUMHU (apMaKOKIHETHIHUMH JaHHUMHU

i y maiieHTiB QUTAYOro BiKY ITiCNIs TPAHCIUIAHTALI] HUPKU [Ous. po3din «Kniniuna gpapmaronoziay (12.3)].

IH(bopMaum npo 6e3MewHICTh Ta eEKTUBHICTD, OTPHMAHA I1iJl YaC KOHTPOJILOBAHOTO KIIHI4HOTO MOCIIiDKEHHS
B AiTe Ta MiUNITKIB MiC/IA TPAHCILIAHTALIT HAPKH (BIKOM < 18 pOKiB), 5IKi pO3[JIAAAIOTECA AK IPYTIA 3 BUCOKHM
IMYHOJIONIYHUM PH3UKOM, 31 BCTAHOBJIEHHM B aHaMHe31 OJJHUM a0o0 JeKiIbKoMa BUIIaAKaMHt roCTPOro
BIATOpPrHeHHs Ta / a0 HAsBHICTIO XPOHIYHOI TpaHCIUIaHTAliHHOT HedpomaTii, He MATPUMYE TPHBAJIOTO
3aCTOCYBaHHS PO34YMHY JJIs NEPOPabHOro 3acTOCyBaHHSA abo TabneTok PamamyH y moeaHauHi 3 iHribitopamu
KaJIbLIUHEBPUHY Ta KOPTHKOCTEPOiaMH depe3 OiIbIl BUCOKY YaCTOTY MOPYIIEHHS PiBHA JMilTiAiB i MOripIeHHA
GyHKIIT HUPOK, OB’ I3aHUX 13 UMM CXEMaMU IMyHOCYIIPECUBHOTO JTIKYBaHHS, OPIiBHSAHO 3 iHribiTopamMu
KaJIbLIMHEBPUHY, 0€3 OTpUMaHH:A 0a)kaHOi KOPUCTI 1100 FOCTPOro BiATOPrHEHHS, BIDKUBAHHS TPAHCILIAHTATA
abo mauienTa [0us. po3oin «Kniniuni oocnioxcennsay (14.6)].

Jlimdanrioneiomiomaro3s

besneuHicTh Ta eheKTUBHICTH 3aCTOCYBaHHs IpenapaTy PanmaMyH y naui€HTiB JUTAYOrO BiKy MOJIOIIE
18 pOKlB HE BU3HAYA/H.

8 5 3aCTOCYBaHHﬂ B NALI€HTIB JiTHLOrO Ble

KinekicTs yqacmdms BiKOM > 65 pOKlB y KIIIHIYHUX IIOCII]}I)KCHHSIX pOSLH/IHy ,ZI.HS[ nepopaﬂbﬂoro 3aCTOC}’BaHH5I
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BIICYTHICTH HEOOXITHOCTI KOPUTYBAHH O3 3aJIeXKHO BiJ BiKY B MAI[i€HTIB JITHHOrO BiKy IiC/IA
TpaHCIUTaHTALlli HUPKH.

Pisnunp y BifnoBii Mix naiieHTaMH BikoBOI IpyIH Ta GiMbII MOOMX NALIEHTIB HE BCTAHOBJIEHO. Y IiTOMY
obupaty 103y /A NaLli€HTIB JIITHBOTO BiKy HEOOXiTHO 3 0GEPEIKHICTIO, K MPABMIIO, TIOYHHAIOYH 3 HIDKHBOT
MEXKi Jliana3oHy 103, KepYFOUHCh THM, L0 B Liif BIKOBi# rpyIi GBI 9aCTO CHOCTEPIraeThCs SHIKEHHS
GbyHKUIT IeYiHKK YM CEPII, a TAKOK OLIBII YACTHUMH € CYITyTHI 3aXBOPIOBaHHs a00 3aCTOCYBaHHS iHIIMX
JKapchKUX 3ac00iB.

8.6 ITauienTH 3 nopymeHHsaM QyHKUIT nediHKH

IligTpumyrody 103y npernapaTy Panamys ciiji 3MEHIIHTH B NAIL[i€HTIB i3 HOPYIIEeHHAM QYHKIT MediHKu
[Ous. pozoin «Cnocib 3acmocysanna ma 0o3uy (2.7), «Kniniyna papmaxonoziay (12.3)].

8.7 IanienTn 3 nopymenHsaM pyHkuii HHEPoK

Kopurypanns 1034 B Nalli€HTIB i3 MOpymeHHAM (yHKIIl HUPOK He NOTpeOyeThes [Ous. pozdin «Cnocib
3acmocyeanns ma 0o3uy» (2.8), «Kniniuna gpapmarxonoziay (12.3)].

10 HEPEJO3YBAHHSI

Hanxomunu moBigoMieHHs 010 BUIIAJKIB epeno3yBaHHs npenapary PamaMmys, npore gaHi oOMexeHi.
3arasom, no6ivHi ABMINA MepeN03yBaHHs BiAMOBINAIOTE NepetiveHuM y posaini «[To6iuni peaxiii»
[ous. po3oin «Ilobiuni peaxyii» (6)].

V Oynp-aKkuX BHNafKaX MepeJo3yBaHHs CIiJl JOTPUMYBATHCS 3arajlbHUX MiATPUMYIOUMX 3aX0/1iB. Buxoasan
3 HA3BKO1 PO3YMHHOCTI Y BO/I1 Ta BUCOKOIO PiBHA 3B’I3yBaHHs CHPONIMYCY 3 OiIKaMu €pUTPOUMTIB i I1a3MK
KpOBI, Mepe0ayacThes, IO CHPOJIIMYC He MiaeThes Jiaizy B 3Ha4HiM Mipi. Y Muuei Ta mypis roctpa
HanisjeTanpHa 1o3a (LDso ) y pasi mepopanabHOro 3actocyBaHHS mpenapary craHouia nonan 800 Mr/kr.

11 Oonuc

Panmamyn (cuponimMyc) € iMyHOCYnIpecaHTOM iHribiTopa MilneHi panaminuHy B KiituHax ccasiis (mTOR).
CuponiMyc — Lie MaKpOLMKJIIYHHIM TaKTOH, KU OTPUMYETHCS 3 IPOAYKTIB XUTTENISIBHOCTL

Streptomyces hygroscopicus. CupoiMyc (TaKoxK BITOMHIA SK panaMilliH) Ma€ TaKy XiMiuHy Ha3By:
(3S,6R,7E,9R,10R,12R,14S,15E,17E,19E,21S,235,26R,27R,34aS)-
9,10,12,13,14,21,22,23,24,25,26,27,32,33,34,34a-rexcagexarinpo-9,2 7-gurigpoxcu-3-[(1R)-2-[(1S,3 R 4 R)-4-
rigpoxcu-3- MeTOKcnunKnoreKcnn] l-Memnemn] 10,21-numeTokcu-6,8,12,14,20,26-rexcamerun-23,27-
enokcu- 3H-mipuno[2,1-c][1,4] okcaazanuknorenrpiakontus-1,5,11,28,29 (4H, 6H ,31H)-nieHTOH. Horo
monekynsapHa popmyna — CsiH7oNO13, a MmonexynapHa Maca cTaHoBHTE 914,2. CtpykTypHa dopmyiia
CHPOJTIMYCY 300pakeHa Ha PUCYHKY HIKHYE.
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IIpenapat Panamys fjoctynuui s npuiiMands y GopMi po3urHy [Is IEpOpabHOrO 3aCTOCYBAHHA i3
BMicTOM cupostiMycy 1 mr/mi. [Ipenapat Pamamys Takox noctynuuii y gopmi TabneTok TpukyTHOT Gopmu
KOPHYHEBOTO KOJIBOPY 13 BMicTOM cupostimycy 0,5 mr, y gopmi TableTox TpuKyTHOT popMu 6i10ro Koasopy
i3 BMicTOM cuponimMycy 1 M, Ta y dopmi TabeToK TPUKYTHOT GOPMH Biff )KOBTOTO 10 6EXKEBOT0 KOIBOPY i3
BMICTOM CHUPOJIIMYCY 2 M.

JlonoMibKHI pe40BUHH po34MHYy PanaMyH a1 mepopaisHOro 3actocyBaHHs BKIo4YaoTs Phosal 50 PG®
(bochaTuannxomis, MPONIEHTIIIKOIb, MOHO- Ta UITLEPH/IN, €TaHO, COEBI XKUPHI KMCIOTH Ta acKopOi-
najeMirat) Ta nonicopbar 80. Posuun Pauamyn st HEPOPAILHOIO 3aCTOCYBAHHS MicTHTS 1,5-2,5 % eTanony.

HomomiKHI peqoBHHH TabNeTOK PanaMyH BKIIOYAIOTE ¢axapo3y, JIAKTO3Y, MOJTieTHIEHTTiKoIb 8000, cysdar
KaJIbI{il0, MiKPOKPHCTAJTIYHY LENk0N03y, (hapMaleBTHUHY [1a3yp, TalbK, JIOKCH/ TUTaHy, CTeapaT MarHilo,
NOBI/IOH, Nosokcamep 188, monieTunenrnikoss 20 000, riinepuiMoHooear, KapHayochbKuil Bick, dl-anbda-
Toko(epoI Ta iHmi peyoBHHY. Jlikapebki dhopmu i3 qo3yBanusaM 0,5 M Ta 2 MT TAKOX MICTSATH KOBTHUN OKCHI
3aji3a Ta KOPUYHEBHIA OKCHJI 3aJ1i3a.

12 KIIITHIYHA ®APMAKOJIOI'TA
12.1 Mexanizm il

Cuponimyc npuraivye aKTHBalio Ta mpoideparito T-tiMbouuTis, mo BigdyBaeThes y BiANOBIiAE Ha
aHTUICHHY Ta UMTOKIHOBY (inTepneikin[LI]-2, IJI-4 Ta IJI-15) cTuMynsuio 3a J0IOMOTOK MEXaHi3My,
BIMIHHOTO BiJl IHIIKMX iMyHOCYynpecaHTiB. CHpOIIMYC TaKOX MPHIHIYy€e BUPOOIEHHS aHTUTUL. Y KIITHHAX
CUpOJIMYC 3B’A3y€ThCA 3 iMyHOdininoM, FK-3Bs13yrounm 6inkom-12 (FKBP-12), yteoproroun
imyHoCynpecuBHy cnionyKy. Crioyka cuponimyc FKBP-12 He BruMBac Ha aKTHBHICTb KaTbI[HEBPUHY.

Lis crioimyka 38’ A3y€ThCs Ta NIPUTHIYYy€e aKTHBAIIIIO MIlIEHI panaMilkHy B KiliThHax ccaBuis (mTOR), kmo4oBoi
perynstopHoi Kinasu. Take npurnidenns 6iokye nporniteparito T-KIiTHH, KEPOBaHY HUTOKIHAMH, iHIIOYIOUH
nporpecysanns Big Gi 10 S ¢pasu KIiTHHHOro HMKIIY. IHriGiTopy MileHi panaMinuHy B KIITHHAX CCaBI[iB
(mTOR), Taki sk cHpOJTiMYC, IIPOAEMOHCTPYBAIIM iR Vitro NPUrHiYeHHs BUPOOIIEHHs EBHUX (BaKTOPiB POCTY,
AKi MOXYTh BIUTMBATH Ha aHTioreHes, mpoideparito $piGpo6racTis Ta MPOHUKHICTE CYAMH.

JlocnimxenHs Ha eKCIEpUMEHTANIEHIX MOJIE/AX MOKA3yFOTh, IO CUPOIIMYC IIPOIOBKYE TEPMiH BHKHBAHHA
aJIOTpaHCIUIaHTaTa (HUPOK, CEpIIA, MIKipH, OCTPIBLIB, TOHKOI KHIIKH, TAHKPEATO-Ay0AEHATBHOTO0, a TAKOX
KICTKOBOro MO3Ky) y MUIIEH, ITypiB, CBHHEH Ta / aGo mpumartis. CupostiMyc 3amno6irae rocTpomy
BiITOPTHEHHIO aJI0TPAHCIUIAHTATIB CEpIIs Ta HUPOK Y IIyPiB Ta MPOJOBKYE TEPMiH BUKABAHHA TPAHCIIAHTATA
B [IOTIEPEIHBO CEHCHUOINI30BaHUX IYPiB. ¥V AESKUX AOCIIKEHHAX OyII0 IIOKA3aHo, 1O IMyHOCYHPECUBHA JTisl
CUpOJIIMYCY TPUBAE 10 6 MICALIB MiC/IA NPUNMHEHHS NiKyBaHHs. Takuil eeKT ToepyBaHHs € cnenudiaHuM
A1 130aHTHIEHIB.

ITix yac MoJeMOBaHHA ay TOIMYHHOTO 3aXBOPIOBAHHS HA IPU3YHAX CHPOJIIMYC IPUTHIYYE IMyHO-
OIIOCEPE/IKOBAHI BUIA/IKH, TI0B’A3aHi i3 CHCTEMHHMM YePBOHUM BOBYAKOM, KOJIAreH-iHIYKOBAHUM apTPHTOM,
ayToiMyHHHM JiabeToM I THIy, ayTOIMyHHHM MiOKapJUTOM, €KCIEPUMEHTAILHIM aIEpPriYHuM
eHuedanoMieniToM, XBopoOOKO «TpaHCIIaHTaTa NPOTH FOCIIOAAPS) Ta AYTOIMYHHHUM YBEOPETHHITOM.

JlimdanrionefioMmioMaTos XapaKTepu3yeThest iH(INMBTPallito IereHeBol TKAHUHH 13 T1aKOM’ S30BUMH
KJIITHHAMH, IO MICTATh iHAKTHBYIOU1 MyTallii reHa KoMIUIeKCy TyGepKyapo3Horo ckieposy (TSC) (JIAM
kiiTuayu). Brparta dynkuii rena TSC aktuBye curnansauit muisx mTOR, 1110 IpU3BOaUTE 10 KIITHHHOI
npomideparrii Ta BUBiNbHEHHA TiMpaHrioreHHUX hakTopis pocty. CHpoNiMyC NPUTHIYYE aKTUBOBAHMH IUTAX
mTOR i, Takum 4niHOM, nposidepario JIAM wriTHH.

12.2 PapmakoanHaMiKa

3actocysaHHs npenapaTy Panamyn nmepopansHo B no3ax 2 mr/no0y ta 5 Mr/no6y 3Ha4HO 3HIKYE 9acTOTY

T BIITOPrHEHH: OPraHy B TAMICHTIB THCI TPaRCINIaHTaIlll HAPKA 3 HA3EKAM a00 TTOMIPHAM IMyHOJ
PU3MKOM Yepe3 6 MICALIB MiCNsd TPaHCIIAHTAL] TOPIBHAHO 13 3aCTOCYBAHHAM a3aTiONpPHHY aﬁﬁiﬂ
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n060BOT MiATPUMYIOYOT JO3H 5 MT IIPU HABAHTAXKYBaJIbHIN 1031 15 M MOPIBHSAHO i3 JOOOBOKO MIATPUMYIOYOKO
7103010 2 MT IIPM HaBaHTaXXyBallbHiH 1031 6 Mr. J[14 niATpuMaHHA KOHIEHTpALIl CUPOTIMYCY B MEXax
IiIEOBOTO Jialla30Hy CJIijl IPOBOJUTH MOHITOPHHT TePANEBTUYHOI KOHIEHTpauii [0us. pozdin «Cnocio
3acmocysanna ma oo3uy (2.5)].

12.3 dapMakoKiHeTHKA

DapMaKoKiHETHYHY aKTHBHICTh CHPOJIIMYCY BU3HAYAIIHM HicJisl MEPOPATBHOrO 3aCTOCYBAHHS KIIHIYHO
3[0POBMMHU NALIEHTAMH, NAlllEHTaMM AUTSYOTrO BiKY, MALIEHTAMH i3 MOPYIIEHHAMH QYHKIIIT NEYiHKH Ta
MaI[ieHTaM¥ MicJs TPAHCIUIAHTALlll HUPKH.

V tabnuni 4 HaBezeHi y3aranbHeHi papMaKOKiHETHYHI TapaMeTpH CHPOIIIMYCY B JOPOCIIUX MAIIE€HTIB MMiCIs
TpaHCIIaHTALlll HUPKU 3 HU3BKUM 200 IOMIpHUM IMyHOJIOTIYHHM PU3UKOM ITiCJIA 6araropaszoBoro
3aCTOCyBaHHsA npenapary PamamyH y 1031 2 Mr/no0y B O€IHaHHI 3 HUKJIOCIIOPHHOM Ta KOPTUKOCTEPOiAaMu.

TABJHULA 4: PAPMAKOKIHETHYHI IAPAMETPH CHPOJIIMYCY (CEPETHIV IIOKA3HUK + CTAHJAPTHE
BIIXWJIEHHS B PIBHOBAKHIN KOHUEHTPAIIIT) ¥V HALIEHTIB IICJISI TPAHCILIAHTALI HUPKH
3 HU3bKHM ABO IIOMIPHIUM IMYHOJIOTTYHUM PH3UKOM NICJISI BACTOCYBAHHS IPEIIAPATY
PATIAMYH 2 yr HA IOBY*®

bararopa3oBa no3a (zo6oBa 103a)

Pozuun Tabierku
Crnax (HI/MIT) 144+53 15,0+ 4,9
tmax (TOZ) 2,1+0,8 35+24
AUC (areron/mn) 194 £ 78 230+ 67
Cin (ar/™mim)® 7,1+3.5 7,6 £3,1
CL/F (Mn/ron/xr) 173 £50 139+ 63

a— Ha ¢oHi nux10Ccnopuny, Npu3HaYeHOro 3a 4 TOAMHY 0 3aCTOCYBaHHs Ipenapary PanamyH.
6 — 3a naHuMwy, 3i6panumu gepes 1 i 3 micsaui micis TpancnaHTalil.
B — CepenHiit moka3HHK Cpin IPOTAroM 6 MicsiiB.

MisnimaneHi KOHueHTpaun CUpPOJIMYCY B umLHm KpOBIi, BUMipsHi 3a gonomororo LC/MS/MS y name}mB
TiCJIs TPAHCILTAHTALIT HUPKH, CYTTEBO CIIiBBIHOCHIACE 3 moKasHUKaMi AUCrss. IIpoTsrom fociimxenns

3 IOBTOPHUM BHKOPUCTaHHAM 6aratopa3oBHX 103 JBidi Ha 100y 06e3 NpU3HaYEeHHs M0YAaTKOBOT HABAHTAXKYIOUOL
7034 cepeiHA MiHIMabHa KOHIEHTpAllid CHpOJIIMYCy 301UIbIIyeThCs MPUOIU3HO B 2—3 pa3d HPOTArOM MEPIIHX
6 IHIB JTIKyBaHH:; y TOH )K€ 4ac JOCAraeThCA piBHOBaXHA KOHIEHTpalis. HaBanTaxxyBanbHa /103a, 0 BTpUYi
NEepEBUINYE MIATPUMYIOTY 103y, Y OLIBIIOCTI NaIliEHTIB 3a6€3MeYUTh JOCATHEHHS PiBHOBAXKHOI KOHLEHTPALi]
npotaroM 1 gHa [0us. po3oin «Cnocib 3acmocysanus ma 003uy (2.3, 2.5), « Ocobausocmi 3acmocysannsy

(5.17)].

YcMokTyBaHHS

[Ticnsa npuiimaHHs po3urHy PanamyH 11 epopabHOrO 3aCTOCYBAaHHS CEPEIHi 4ac JOCATHEHHS MIKOBOT
KOHUEHTpaLi (tmax) CHPOIIMYCY CTAHOBHTH MPHOIU3HO | rofuHy Ta 2 rOJUHH B KIIIHIYHO 30POBHX IMAIiEHTIB
1 malieHTIB mics TpchnnaHTaui'i HUPKH BiINOBiHO. BioIOCTYMHICTE CHPOJTIMYCY € HU3BKOIO 1, 3a OL[IHKaMH,
CTaHOBHUTH NpUOIM3HO 14 % micist npuiMaHHA pO3YHHY Panamyn ans NePOPAIBHOT0 3aCTOCYBAHHL,

Y KILHIYHO 310POBHX NMALIEHTIB CepeHs 6i0A0CTYHICT CHPOIIMYCY TICHIs NPUAMaHHS TabJIeTKH NPHOIU3HO
Ha 27 % Buine l'IOplBH}IHO 3 PO3YUHOM. Tabnetku cupomMycy He € 010€KBIBAJICHTHUMHU PO3YMHY; OJHAK IPU
71031 2 Mr BiaMidanack KiiHiuHa exsiBaneHTHicTs. ITicas npuiivanss posuuny PanamyH s NepopaLHOro
3aCTOCYBAHHI [ALIEHTAMH 31 CTAOUILHOIO PYHKIIEI TPAHCIUIAHTATA HUPKY KOHUEHTpaLii CHpomtimMycy
MPONOPIiiiHI 031 1 CTAHOBNATH 3—12 Mr/m~.

|
[ous. pozoin «Kniniuni oocnioscenns» (14.1)]. He Binmivamu xomHux nepeBar eheKTHBHOCTI 3aCTOCYBAHHS
|
\

Brums Dxi

Jlns MiniMizanii MiIUTHBOCTI KOIIeNTpaii CHPOJIMYCY PO3UHH [JIA ICPOPANILHOLO 3aCT00yBaHH5{_ﬂ»"ﬂl‘a6flCTKH$ i
‘PanamyH ci1in npuiiMaTh KOKHOTO JIHA i 4ac abo Mik npuﬁMéi{HHM i [us. posoin «Crocib 3acmocysanns
ma 0ozu» (2)]. Y XIMHIYHO 3/I0pPOBWX MAIIEHTIR RIKURAHHS DK 3 BUCOKAM BMIiCTOM xcnpm (861,8 kxam, 54,9 %
KKaJI i3 )KMpIB) BUKJIMKAJIO 30UIBIICHHS CEPEAHBOr0 MOKa3HUKa 3arajlbHOT €KCIIO3HLIil (AUC) cnpomMycy Ha

}%é%ﬂep%maﬁeeyaaﬂmﬁpe&apaﬁhﬁﬁwepﬁe%ﬂma cepeAHIFROKASHIK-Crme————————

CUpOJIiMyCy OYB CyNepewIUBIUM 3aI€3KHO BiJ] OL[IHIOBAHOI JTIKapchKoi GOPMHU Mperapary PanaM ;
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Posnoain

Cepe/iHilf MOKa3HKK (+ CTAHJAPTHE BiAXHIICHHS) CIIiBBIHOIUCHHS BMICTY cyxpomMycy B LIUTBHIH KPOBI Ta I1a3Mi
cranoBmIIO 36 + 18 y malieHTiB y CTaliBHOMY CTaHi MiCIIs aNoTPaHCILIAHTALIlT HUPKH, 10 BKa3ye Ha IHTEHCHUB-
HUI po3nois cupoiMycy y dopmeHHx eneMenTax kposi. Cepeniii 06’em posnoainy (Vss/F) cuponlMycy cTa-
HOBHTB 12 71+ 8 ;1 Ha Kr. CHpPOJIIMYC aKTHBHO 3B’13Y€ThCs (MPHOIH3HO 92 %) 3 BikaMu u1a3Mu KpOBI JIFOAUHH,
FOJIOBHAM YMHOM i3 CUPOBATKOBUM ajibOyMiHOM (97 %), 0l1-KUCIOTHUM T1iKONIPOTETHOM Ta JIiNONPOTEIHAMH.

Meraboizm

Cupomnimyc € cyGCTpaTOM SIK J71s HUTOXPOMY CYP3A4, rak i nis p- riikonpoteiny (P-gp). CnpomMyc AKTURHO
MeTaboIi3y€eThCs B CTIHKAX KHIIEYHUKY i meuiHLi Ta 3a3Ha€ 3yCTPIYHOrO TIEPEHECEHHS 3 EHTEPOLUTIB TOHKOI
KHLIKHA B IPOCBIT ILTyHKOBO-KUIIKOBOTO TPakTy. Inri6itopu CYP3A4 ta P-gp 36inbmyrors KOHLIEHTpALli0
cupomimycy. Iuaykropu CYP3A4 ta P-gp 3MeHIIyI0Th KOHLIEHTPALLiI0 CUpOJIiMycCy [Ous. po3din « Ocobrusocmi
sacmocysannsny (5.20), « Bzaemoois 3 inwumu nikapcokumu 3acobamuy (7)]. CuponiMyc akTUBHO
MeTabonizyeTbes musxom O-gemMeTnnoBaHHs Ta / a00 IiJPOKCUIIOBAaHHA. Y LiIBHIN KPOBI MOXHA
inenTudixysaru ciM (7) OCHOBHUX MeTabOITiB (30KpeMa TiipOKCH, AUMETHUI Ta TiAPOKCHAUMETHII).

Jleski 3 (X MeTa0OoJIITIB TAKOXX MOXKHA BHABUTH B 3pa3Kax IIa3Mu, Kay Ta cedi. CHpoIliMyc € OCHOBHUM
KOMITOHEHTOM y ILIBHIN KPOBI JIFOUHH | NPU3BOAUTE 40 6inbi Hixk 90 % iMyHOCYNpeCHBHOI aKTHBHOCTI.

BuseneHHs

Ticis omHOpa30BOro NPUMMaHHS PO3YUHY CHPOJIMYCY [14C] JUTSL TIEPOPATIBHOTO 3aCTOCY BAHHSA KJTiHIYHO
3[I0pOBHMH no0poBonbLsAMHE Oibia dactuna (91 %) pamoaKTHBHocn BUBOIMTHCA 3 KaJIoM, i JIMLIe He3HaYHa
KiNbKicTh (2,2 %) BUBOAUTHCA i3 cedero. 3a OLliHKaMH, Cepe/iHil MOKa3HUK + CTaHAapTHE BiAXUIICHHA
KiHIIEBOTO Mepioy HamiBBuBeaeHHS (ty;) CHpoIiMyCy Micis 6araTopa3oBOro 3aCTOCyBaHHsA MalliEHTaMH

3i cTabiNBHOI GYHKIIE TPAHCIITAHTATa HUPKU CTAHOBHMIIM OJ1M3bKO 62 roguHu + 16 roquH.

KomnmenTpaitil cupoaiMycy (xpomarorpadiuHuii eKBiBaIeHT), 110 CIIOCTEPIraIkch Y KIIHIYHAX JOCIiDKEHHIX
III dasu

HaBezieHi HuyKue KOHIIEHTpaLLii cupoiiMycy (xpomaTtorpadidHuii eKBiBaJEHT) CIOCTEPIraluch y KIiHIYHAX
nocimxernsx 111 ¢pasu momo npodiNakTUKy BiATOPTHEHHS OPraHiB y MALi€HTIB MiC/A TPaHCINAHTaLil HUPKH
de novo [0ue. po30in «Kniniuni docniocennsa» (14)].

TABJIALA 5: MIHIMAJIBHA KOHINEHTPALLSA CHPOJIIMYCY B IUIBHIA KPOBI, 1[0 CIIOCTEPITAETHCSL
B MAIIEHTIB IICJISI TPAHCILTAHTAIIT HUPKH, SIKI MPUAMAJIN YYACTD V JJOCJIUDKEHHSIX 111 ®A3HA

Pix 1
Pix 3
JlociimkyBaHa KaTeropis narjieHriB JlikyBaHHA Cepenniii 3 10-ro mo 90-ro Cepenniii 3 10-ro mo 90-ro
(nocnimxenns Ne) MOKa3HUK MIPOLIEHTHJIS MOKa3HUK MPOLEHTHIIA
(ur/mur) (ur/mm) (ur/mm) (Hr/m)
Husbkuii abo PanamyH e 3,611 - -
nomipynﬁ PH3HK (2 mr/no6y) + CsA
(nocnimxenns 1 i 2) PanamyH 14 8-22 _ _
(5 mr/moby) + CsA
Huszexuii abo PamamyH + CsA 8,6 5-132 9,1 5,4-14
MOMipHHH PH3HK Jlure PanamyH 19 14222 16 11-22
(mocnimkenHs 3)
Bucokuii pusuK Panamyn + CsA 15,7 5,4-2773% - =
(mocnimxkenust 4) 11,8 6,2-16,9°
11,5 6,3-17,3"

a— 3 4 o 12 micaue.

6— IIO 2-ro THIKHS; CIIOCTEpeXxcyBaHMiA noka3zHUK CSA Crin cTaHoBMB 217 (56-432) Hr/mm.

B — I3 2-T0 TIDKHS A0 26-T0 THIKHI. “cnoc"rcpe)xynamm rokasnHK CsA Cain cranosus 174 (71 288) nr/mr.
' — I3 26-10 10 52-I'0 THAKHA; CIOCTEPEKy BaHUM NOKa3HUK Cmin CSA cTanoBuB 136 (54,5-218) Hr/m.

[IpunyHeHHs 3aCTOCY BAHHA LUKIOCIIOPHUHY Ta OJJHOYacHe 30i/IbIIeHHs MiHIMaIbHUX KOHIEHTPALIA
CHPOJIIMYCY /10 PiBHOBa)XHOT KOHLIEHTpALlil 3aHHAII0 npu6M3HO 6 THXHiB. [Tics MIPUITHHEHHS 3307
LUKJIOCTIOPHHY MOTpeGyBaIncs GLIbLI BUCOKI 103U Tpenapary PanmamyH yepes BiCy THICTS ] FRUTE g@gk' 2N
MeTabomi3My Ta TPAHCIIOPTYBaHHs CUPOJIIMYCY UKJIOCIOPHHOM, & TAKOXK JJIsI ﬂoc;lmem-}ﬂ/m;n Bucm(’u;( \\
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LiTEOBUX MIHIMATFHUX KOHLEHTPALIH CHPOIIMYCY i/l Hac 3aCTOCYBAHHSA 3 KOHTPOJIEOBAHO0 KOHIICHTPALi€l0
[ous. posoin «Cnocib sacmocysanns ma dosuy (2.1), «B3aemodis 3 inwumu nikapcoxumu 3acobamuy (7.1)].

Jimgpanzionetiomiomamos

Y KiIiHIYHOMY HOCIi/DKeHH] 3a YHaCTIO MalieHTiB i3 MMpaHrioneHoMioMaTo30M cepeHa MiHiManbHa
KOHIEHTpAIlif CHPOMIMYCY B LiTbHii KPOBIi Yepes 3 THKHI 3aCTOCYBaHHS TaGNETOK CHPOTIMYCY B 103
2 mr/no6y cranosuna 6,8 Hr/mi (iHTepKBapTHIBHUIA Aianasod Bix 4,6 1o 9,0 Hr/mm; n = 37).

(DaQMaKOKiHeTPIKa B OKPEMHX IpyHax Ialli€HTIiB

IHopywenns ¢ynxyii newinku

IIpenapar PanamyH y BAIISAI OHOPA30BOI MePOPANLHOT 103K OTPHMYBAJIH IAIIEHTH i3 HOPMATBHOKO
(yHKIi€rO TIEYiHKK Ta NAIIEHTH 3 HOPYIIeHHAM GyHKIT medinku 3a mkanoro Yaiinna — IT’1o0 A (merke),

B (HOMlpHe) abo C (TsoKke). HOplBHﬂHO 3 NIOKa3HUKaMH B IpyIIi HaIIIEHTlB i3 HOPMaJIBHOIO (DYHKIIEIO MEYiHKH,
y NMALIEHTIB i3 JIETKUM, CEPEIHIM Ta TSLKKHM NOPYIICHHAM QyHKUIT neviHku cepenni nokasaukn AUC
CI/IpOJ‘IlMycy cranoBHIH 43 %, 94 % Ta 189 % BiamoBigHo, 6€3 CTATUCTHYHO 3HAYYIIMX BIAMIHHOCTEH
CEPENIHIX MOKA3HUKIB Crmax. 31 301IBIIEHHAM TSHKKOCTI MIOPYLIEHHA (yHKITIT MeiHKH CIIOCTGplI‘aJIOCS{ CTiiiKe
30UIbLIEHHS CEPE/IHBOTO TIOKA3HUKA t1/2 CUPOIIMYCY Ta BMEHIIEHHS CEPEIHBOTO KIIipeHCY CHPOTIMYCY,
CKOpHUroBaHoro mozao macu Tina (CL/F/kr).

Ci1ijt 3SMEHIIUTH MiATPUMYIOUY 103y TIpenaparty PanamyH npuiu3HO Ha TPETHHY B TALIEHTIB i3 IOPYIIEHHM
(yHKUii neyiHKu serkoro abo cepeHLOro CTYHEHs Ta NPHOINU3HO Ha NOJOBHHY B TALliEHTIB i3 NOPYIIEHHM
(byHKuu NEeYiHKH TSHKKOTO CTyNeEHs [0us. pozoin «Cnocib sacmocysanns ma oosuy (2.5)]. Hemae HeoOXinHOCTi
3MIHIOBATH HaBaHTA)XYBaJIbHY [I03y NpenapaTy PamaMyH y nauienTis i3 mopymeHHsM GyHKIT Te4iHKH JETKOro,
CEpeIHBOrO Ta TAKKOTrO CTYNeHsA. PEKOMEHAY€EThCs IPOBEACHH. MOHITOPUHTY TePareBTHIHOI KOHIIEHTPALIil

Yy BCIX IaLi€HTIB i3 HOpymeHHaM GyHKUil edinku [0us. pos3oin «Cnocib sacmocyeanns ma dozun (2.7)].

Iopywennus ¢ynxyii Hupox

BrutB nopymeHHs GyHKuii HHUPOK Ha (bapMaKOKmeme cupotimMycy HeBinoMuit. OfHaK y KIiHIYHO 300POBHX
106pOBOIBLIB CIIOCTepira€Thes MiHIMasbHe BUBE/IEHHS i3 ceyelo TpenapaTy abo iforo MetaGouitis (2,2 %).
HapanTaxyBanbHa Ta IATPUMyIOYa /1034 Npenapaty PamamyH He moTpeGyioTh KOPUryBaHHS B MAIiEHTIB

i3 opymennam QyHKIIi HUPOK [Ous. po30in « Cnocib 3acmocyeanns ma dosuy (2.6)].

llayienmu oumsa4o2o 6iKy nicns mpaHcniaHmayii HUpKY

IIpoTsrom mocmimKeHs i3 KOHTPOTEOBAHOKO KOHHCHTpaLUe}O cHpoTiMycy 36upanu GpapMOKiHETHYHI JaHi

B NALIi€HTIB JMTSHOTO BIKY MIC/Is TpaHCIUIaHTauil HUPKH, 5Ki TAKOXK OTPHMYBAJIM UMKIOCTIOPHH Ta KOPTHKO-
ctepoiau. L{inpoBi qiama3oHu MiHIMaIBEHHUX KOHueHTpaum cta”HoBuM abo 1020 ur/mit g 21 guTusw, ki
OTpHMYBaIu TabneTKy, abo 5—15 Hr/Mi 1yt oHiel AUTHHY, KA OTpUMyBaJla PO3YUH /ISl [IEPOPATLHOTO
3aCTOCYBaHHS. Hitn Bikom 611 pokis (n = 8) oTpuMyBaJu 103H i3 cepeHIM OKA3HUKOM + CTaHnapTHHM
BI,IIXI/UIEHHHM 1,75 mr £ 0,71 mr na no6y (0,064 mMr = 0,018 mr Ha kr, 1,65 Mr + 0,43 mr Ha M?). JliTH BikoM
1218 poxkiB (n = 14) oTpuMyBasH 1031 i3 CEpeTHIM IIOKa3HUKOM * CTaHIApTHUM BUIXI/IJI%HHHM 2,79 mMr = 1,25 mr
Ha 1106y (0,053 mr + 0,0150 mr na kr, 1,86 Mr + 0,61 mr Ha M?). Ha MOMEHT B3sITTS KpOBl Ha BMICT CHpOIMYCy
U OLIIHIOBAHHS (bapMaKomHeTnxn GitbiricTs (80 %0) NaUi€HTIB IUTAYOrO BiKY NPUNHAIH npenapat Pamamys
4epe3 16 roguH micis 3aCTOCYBaHHS LUKJIOCIIOPHHY OJHH pa3 Ha q00y. Jlus. Tabnuio 6 Jari.

TABJIULA 6: PAPMAKOKIHETHYHI IIAPAMETPU CHPOJIIMYCY (CEPEJTHE + CTAHJIAPTHE BIAXUJIEHHST)
Y HAIIEHTIB JUTSYOI O BIKY MICJISI TPAHCILIAHTAIIIT HUPKY (KOHTPOJIb KOHIIEHTPA LT

BATATOPA30BOI JTO3N)*
Bik n  MacaTtina Chmaxss tiaxsa Crinss AUCs CL/F® CL/F®
(BiK, (xr) (Hr/Mn) (rom) (mr/vun) (ur-rog/mi) (Ms/ron/kr) (n/ron/m?)
PORIR) o ———
611 8 27+10 22,1+8,9 5,88 + 4,05 10,6 £ 4,3 356 L 127 214 + 129 54+28
12-18 14 52+ 15 34,5+ 12,2 2,7+ 1,5 14,7 £ 8,6 466 + 236 136 £57 4,7+1,9

a — [lpenapar PanamyH Npu3HaqaioTh OAHOYACHO 3 PO3YHHOM LHKJTOCTIOPYHY JUISL 1€POPAIbHOO 3aCTOCY BAHHS [3MIHEHO] o

~ (HampuKiIan, 3 po3duHoMm Heopan® ans nepopansﬂoro '3aCTOCYBaHHs) 1/ ab0 3 IUKIIOCIIOPHUHOM Y Kancynax [3MI,.
(wanpukiian, 3 npenapatom Heopan® y M’ sKUX JKeTaTHHOBHX Karcynax).
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TABJINIA 6: PAPMAKOKIHETHYHI TAPAMETPU CUPOJIMYCY (CEPEJHE + CTAHJJAPTHE BIJIXUJIEHH)
Y INAOIEHTIB JUTAY0I'O BIKY ITICJIA TPAHCII.JIAHTAIIII HUPKHA (KOHTPOJIb KOHIEHTPAILIIT

BAI'ATOPA30BOI 103M)* 5
Bix n  Maca Ttina Chragi toiax,s Caings AUC,s CL/F® CL/F®
(Bik, (xr) (ar/mn) (rom) (ur/mon) (ur-rog/mi) (mut/rom/xr) (n/ron/m?)

POKiB)
6 — BumMiproeTscs MeTonoM pinuHHOI XpoMaTorpadii / TanaemMHo1 Mac-cnektpoMetpii (LC/MS/MS).
B — Kopexuis KIipeHCy npenapary miclisl HEpOPAITBHOr0 3aCTOCYBAHHS BUKOHYETBCS 3aJIEXHO Bifl Macu Tina (kr) abo Bix miomi
noBepxHi Tina (M?).

V tabnuui 7 faii HaBeZieHi y3araipHeHi apMakoKiHeTHYHI JaHi, OTPUMaHI B MAIIEHTIB JUTAYOTO BiKY Ha
JiaJizi 3 XpOHIYHUMM NMOPYUIEHHAMH (PYHKIIIT HAPOK.

TABJHUIA 7: PAPMAKOKIHETHYHI IAPAMETPH CHPOJIMYCY (CEPEJHE + CTAHJIAPTHE BIAXWJIEHHSI)
Y HMAIIEHTIB JUTAYOI'O BIKY 3 TEPMIHAJIBHOIO CTAJIE€IO XBOPOBH HUPOK, SIKI IIATPUMYIOTHCSI
HA TEMOJIAJII3I YY1 NEPUTOHEAJIBHOMY AIAJI3I (OAHOPA30OBA J103A 1, 3, 9, 15 mr/m?)*

BikoBa rpyna (Bik) n tmax (TOIT) tin (rom) CL/F/WT (Mn/rom/kr)
5-11 9 1,1+£0,5 71+£40 580 + 450
12-18 11 0,79 £ 0,17 55+18 450 + 232

* Vi naniedTH OTpEMYBATH PO3YHH PanaMyH /Uit IIepOpaJbHOro 3aCTOCY BAHHS.
Ilayienmu nimnvozo 8ixy

KinpkicTs ydyacHHMKIB cTapiie 65 poKiB y KIIHIYHUX JOCTIPKEHHSX IpenapaTy Pamamys He 6yia JOCTaTHEOIO,
11100 OLIHUTH PI3HULIO Y BiNOBI/i MALIEHTIB i€l BIKOBOI rpymu Ta 6isin MoJioaux nanieHTis. Iics
MpUHMaHHA PO3YMHY U IEPOPAILHOIO 3aCTOCYBaHH:A a0o TabieTok PamaMyH naHi o010 MiHiMaabHOL
KOHIIEHTpaIil CHPOJIIMyCYy B IALli€HTIB MicC/ TPAHCILIAHTAL] HUPKHU > 65 poKiB Oy/u MOMIOHUMHE JI0 JaHUX

y mopocioi rpynu Bix 18 go 65 pokis.

Cmamyb

KnipeHnc cupomimycy B 4oJI0BiKiB OyB Ha 12 % HIDKYIMUM, HDK Y JKiHOK. ¥ MAaI[i€HTIB 40JIOBIYOI CTATI CIIOCTE-
piraBcsi 3Ha4HO OUIBIINIT TOKA3HUK t1/2, HDK Y MalieHTiB xiHO4Ooi cTaTi (72,3 rogunu npotu 61,3 roguHm).
BuUKOHaHHS KOpPUTYBaHHS 031 3aJI€XKHO BiJI CTAaTi HE PEKOMEH/IYEThCS.

Pacosa npunanescnicmeo

ITpotsrom mocmimxens I ¢azu 3 mpodinakTHk BiATOPrHEHHS TPaHCIIAHTATA ITICIA TPAHCIUIAHTALT HUPKH
3 BUKOPUCTAHHAM pO34uHy abo TabieTok PanaMyH Ta po34uHy HHKJIOCIIOPUHY /IS IIEPOPAIBLHOIO 3aCTOCY-
panns [3MIHEHO] (sanpuknaz, pozuuay Heopan® nmia nmepopansHoro 3actocysanus) i/a6o LUUKIOCIIOPHHY
B Kancynax [3MIHEHO] (wanpukian, npenapary Heopan® y M’AKuX XenaTHHOBHX Kancynax) [Ous. po3din
«Kniniuni oocnioocennsny (14)], npoTarom nepmux 6 MICSLIB Mic/s TPaHCIUIAHTAaLlii HE crocTepiranocs
CYTTEBUX BIAMIHHOCTEH y CepeiHIX MiHIMAIbHUX KOHLEHTPAIISIX CHPOTIMYCY B TUHAMIL[ 3a 4aCOM MK
narieHTaMu HerpoigHoi pacu (n = 190) i inmumu nanientamu (n = 852).

MbxitikapebKi B3aeMOil

Bigomo, 1o cuposaimyc € cyberparoM sk ans nuroxpomy CYP3A4, tak i s p-riikonporeiny (P-gp).
DapMaKOKIHETHYHA B3aEMO/IisI MDK CHPOJIIMYCOM Ta OJJHOYACHO 3aCTOCOBYBAaHUMH TIperiapaTaMu
obroBoproeTscs gani. JlocnieHHs B3aeMO/Ii 3 IHITUMY JTIKapCHKUMH 3ac06aMH MPOBOIMIIUCS BHKIFOUYHO
3 JTIKapChKUMH 3ac00aMU ONMCAaHUMH JaIi.

LJurnocnopun. Luknocnopud — cybcrpar ta inribirop CYP3A4 ta P-gp. Cuponimy¢ ciiij npuimaiu

Yepes 4 TOOMHH TICIIA PO3YHHY UMKJIOCTIOPHHY IUTA IepopanbHoro 3actocysanua (AMIIHEHO) ta / abo
HHKJIoCHOpHHY B Karcynax (3SMIHEHO). Kouuequauiﬂ CHPOJIIMYCY MOJKE 3MEIIIIYBATHCS TIPH MPUITHIISHII
3aCTOCYBAHHS IUKIIOCTIOPHHY, 32 BUHATKOM Bnna}mm Ko/ 11032 Npenapaty PanaMyH 361m>meHa

=~ {ows pozoin«Criocio 3acr




ITpoTsAroM KOCHILKEHHS MDKITIKAPCHKOT B3a€MOIi 3 OZIHOPa30BHM 3aCTOCYBAHHAM Mpenapary 24 KIiHi9HO
310pOBUX NOOPOBOJBL NpuiiMany Tabnetku PanamyH y 103i 10 Mr ogHodacHo abo yepes 4 roguHu micsist
3acTocyBaHHs npenapaty Heopan® y M’sKux jKeNaTHHOBUX Karicyiax y 4o3i 300 mr (TuKIOCTIOpUHY

B kancynax [SMIHEHOY]). Ilpu onrovacHOMy 3acTocyBansi cepeqHi mokasHUKU Crmax Ta AUC 3611bmmInch
Ha 512 % Ta 148 % BiAnOBiAHO, MOPIBHAHO i3 3aCTOCYBAaHHAM JIHIIE CUpoiMycy. OIHaK y pasi 3acTOCYBaHHS
Yepes 4 TOIHHMU MiC/IA NPUHMaHHA UMKIOCTIOPHHY MOKa3HUKH Cmax Ta AUC cuponiMycy 3611bImuncst Jiie
Ha 33 % NOPIBHAHO 3 MOHOTEPAIIEIO CHPOTIMYCOM.

ITpoTsarom pocnimpxkeHHs MDKITIKapChKOT B3aEMO/IIT i3 3aCTOCYBaHHAM OJTHOPA30BUX /103 24 KJIIHIYHO 3A0pPOBi
1oOpOBONBLI MpukiMay po3urH PamamMyH 11s nepopalbHOro 3acTocyBaHHA B 1031 10 Mr ogroYacHO a6o
4epe3 4 TOJIMHM TICIIA 3acToCyBaHHs npenapaty Heopan® y M’ skux skeNaTHHOBHX Kancynax y 103i 300 mr
(muxnocnopuny B kancynax [SMIHEHOY]). Ilpu ogrodacHoMy 3acTocyBasHi cepeHi mokasHUKH Crmax Ta AUC
CHPOTIIMYCY ITCII OJHOYACHOT0 3aCTOCYBaHHA 30inbmmIICch Ha 116 % Ta 230 % BiANOBiHO, TOPIiBHSHO i3
3aCTOCYBaHHIM Jilue cuponimycy. OnHaK y pa3i 3acTocyBaHHs Yepe3 4 FoMUHM Mic/s IPUHHATTS M’ IKUX
XeaTHHOBHUX Karicyn Heopan® (uKIocmopuHy B Kancymax [BMIHEHOY]) noxasuunk Cmax Ta AUC cupostimMycy
36inpumAcs nume Ha 37 % ta 80 % BiANOBiHO, MOPIBHIHO 3 MOHOTEpAITiErO MpenapaToM PamamyH.

IIpoTsrom repexpecHoro JoCHiLKEHHS MiXKITIKapchKol B3aeMOZIT i3 3aCTOCYBaHHAM OJHOPA30BUX 03

33 KIJIiHIYHO 340pOBi JOGPOBOJBII NPHAMAITH JHLIe PO3urH Panamyn mms IEPOPAIEHOTO 3aCTOCYBAHHS B 7031
5 Mr 3a 2 rogunu abo yepe3 2 rofiMHHM Miciid 3acTocyBanHs npenapaty Heopan® y M sxux jxenaTHHOBUX
Karcynax y 103i 300 mr (umxiiocniopuny B kancytax [SMIHEHOY). V pasi 3acTocyBanss 3a 2 FOQHHM 10
npuitasTTsa npenapaTy Heopan® y M’ AKHX KelTaTHHOBHX Karcynax (UMKIOCIOpUHy B Kancynax [3SMIHEHO])
noKa3HUKH Cmax Ta AUC cupostimycy Oynu NopiBHIOBAHUMH 3 TAKUMH, 10 OYJIM OTpUMaHi IIif 4ac
MoHoTepanii cuposlimycoM. OnHAK y pa3i 3acToCyBaHHS Yepe3 2 TOAMHM CepeHi MOKa3HUKH Cmax Ta AUC
cuponiMycy 30ibLIHIKECE Ha 126 % Ta 141 % BiANOBIAHO, NOPIBHSAHO 3 MOHOTEPAMIEIO CHPOITIMYCOM.

Cepenni moxasHUKH Cmax Ta AUC UMKIIOCTIOpHHY He 33a3HAIM CYTTEBUX 3MiH Y pa3i OJHOYACHOTO TIPHAMAHHS
po3uMHy PanmaMyH 151 mepopasisHOro 3acTocyBanns abo B pasi NpuilMaHHs Yepes 4 FOAMHH MiCIA 3aCTOCY-
BaHHA npenaparty Heopai™ y M’AKuX jXelaTHHOBHX KallCy/nax (MHKIOCHOpyHy B Kancynaax [SMIHEHO]).
Opuax micsist 6araTopasoBoro 3acTOCYBaHHs CHPOJTIMYCY depe3 4 FOJMHHM Micis NpuitHaTTs npenapary Heopan®
Y MALli€HTIB MiCJIs TPRHCIUIAHTANi] HUPKU MPOTATOM 6 MiCAL{B KIIPEHC WMKIOCIOPUHY TIiCITA IEPOPATEHOr0
3aCTOCYBaHHS 3HIDKYBABCH, 1 AU MIATPMMKH L[i7I50BOT KOHLEHTPALil LHKJIOCHIOpUHY Oy/I1 HOTPi6HI MeHIi
nosu npemnapaty Heopan® y M’ sIKux keTaTHHOBHX KaIncysax (muxocnopuHy B Karcynax [3SMIHEHO]).

ITpoTsAroM NOCHIHKEHHS 3 BAKOPHCTAHHAM IIOCTYIIOBO 3pOCTAI0YHX /103 32 ydacTio 150 marmieHTis i3 ricopiazom
cuporimyc y moszax 0,5, 1,5 Ta 3 Mr/M*/106y 3aCTOCOBYBAIIM OJHOYACHO 3 pozurnom Canzimyr® ms
TNEPOPAILHOrO 3aCTOCYBaHHA (PO3YMHOM LMKIIOCTIOPUHY I IEPOPATBHOTO 3aCTOCYBAHHS) y 1031

1,25 mr/xr/no6y. 36inbuIeHHs cepeHiX MiHIMAIbHIX KOHUEHTpPAL[H CHPONIMyCY CTaHOBHJIO Bix 67 % 10 86 %
TNOPIBHSHO 3 THM, KOJIM Npenapat PanamyH 3acTocoByBam 6e3 HHKIOCIOpUHY. MiHIHBICTE Y Ipyi MalieHTiB
(% CV) nist MiHiMaJIbHUX KOHIIEHTpaNlil cuponiMycy KouBanack Bix 39,7 % 1o 68,7 %. ITicns npuitMaHHs
posuuHy CaHIIMYH"™ JUIsl IEPOPAIBHOTO 3aCTOCYBAHHS (PO3YHHY LUKIOCIIOPHHY IS IEPOPATBLHOTO 3aCTOCY-
BaHHJ) HEe BiAMIYaJIocs 3HAYHOTO BILIMBY 3aCTOCYBaHHA 0araTopasoBUX 03 CHPOINMYCy Ha MiHIMaIbHi
KOHLeHTpalii nukocnopuny. Oxnak koedimient minusocti (% CV) 6ys Bumum (Bix 85,9 % 10 165 %),

HDX y NOTEPEIHIX TOCITIIKEHHIX.

Hunmiasem. luntiazem — cy6erpar Ta inriditop CYP3A4 Ta P-gp. Citig KOHTPOJIOBATH KOHIIEHTPAILIIO
CHPOJIIMYCY, | MOXKE 3HATOOMTHCS KOPUTYBaHHs 103U [0u6. po30in «B3aemodia 3 inuwumu nikapcorumu
3acobamuy (7.4)]. OqHOYacHe MPUAMaHHsA PO3YHHY CHPOTIMYCY IS IEPOPaIbHOr0 3aCTOCYBAHHS B 031

10 mMr/no0y Ta muTiazemy B 1031 120 Mr cyTTeBO BIUTHHYJIO Ha GiogoCTynHicTh cupoimMycy y 18 kminidgHo
310poBUX J06poBOIbLiB. [TokasHHKH Cmax, tmax Ta AUC cuponimycy 36unsiryBanucs y 1,4, 1,3 Ta 1,6 pasu
BiAnoBigHO. CHpoJiMyC He BIUTMBAB Ha (hapMaKoOKiHETHKY Hi AuITiazeMy, Hi Horo MeTtabositis
JIe3aleTHITHNITIa3eMy Ta JeCMeTHIAITIateMy.

Epumpomiyun. Eputpomitnn — cyGeTpar ta inriditop CYP3A4 ta P-gp. He pekoMeHIyeThes onouacie
MPUAMAHHS PO3YUHY JUTH TIEPOPATRHOTO 3ACTOCYBAHHA 400 TAGIETOK CHPOIIIMYCY Ta epUTPOMILIAHY [Ou6. po30in
«Ocobrusocmi sacmocyeannsy (5.20), «B3aemoois 3 inwumu nixapcoxumu 3acobamuy (7.2)].

as
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€PUTPOMIIIMHY Y BUIIIII TabIETOK ePUTPOMILIMHY eTHICYKIMHATY B NOCTiHHiM 1031 800 mgl
A
9%




CYTTEBO BIUIMHYJIO Ha 610J0CTYIHICTE CHPOIIIMYCY Ta €PHTPOMINUHY B 24 KIIIHIYHO 310POBUX JOOPOBOIBLB.
IMoxazHuku Cmax Ta AUC cuponimycy 36inbmmnucs y 4,4 ta 4,2 pa3y BiAmoBigHO, a tmax — Ha 0,4 ronuHu.
IMoxasuuku Cmax Ta AUC eputpoMinuHy 30inbmmiuce y 1,6 Ta 1,7 pasy BigmoBiaHo, a tmax — Ha 0,3 roguHm.

Kemoxonason. Kerokonazon — cunpHoAir0umi cyocrpar Ta inribitop CYP3 A4 ta P-gp. He pexomenayerscs
OJIHOYACHE 3aCTOCYBaHHs PO3YMHY AJIA IEPOPATHLHOTO 3aCTOCYBAHHS a00 TabIETOK CHPOJIIMYCY Ta KETOKOHA30ILY
[Ous. pozoin « Ocobnusocmi sacmocyeannay (5.20), «B3aemooia 3 inuwumu nikapcoxumu 3acobamuy (7.2)].
3acTocyBaHHs 6araTopa3oBHX /103 KETOKOHA30Iy CYTTEBO BIUTMBAJIO HA MIBHUAKICT T4 CTYMiHb BCMOKTYBAHHS
Ta BIUIUB CHPOJIIMYCY IicJIA NpUMMaHHA po34uHy PamamyH a1t iepopaibHOro 3acTOCYBaHH, 10
BiTOOpaXaeThCsl 30UIBIIEHHAM NMOKA3HUKIB Cmax, tmax Ta AUC cupomnimycy B 4,3 pasy, 38 % ta 10,9 pasy
BiamoBinHO. OHaK KiHLEBMI MOKAa3HUK ty, CHpONTIMyCy He 3MiHIOBaBCst. OHOpPa3oBa 103a CHpONIMYCY

He BIUIMBAJIA Ha PIBHOBAXKHI KOHUEHTpAIlil KETOKOHA30JIy B [U1a3Mi KpoBi npoTsroM 12 rogus.

Pugpamnin. PI/Iq;aMniH — CHIIbHOAIX0YMH cyOcTpaT Ta inribitop CYP3A4 ta P-gp. He pexomenayerses
OJIHOYaCHE MPUHMAHHSA PO3UHHY /A NEPOPAJILHOrO 3aCTOCYBaHHs ab0 TabneTok Panamyn ta pudamminy.

Y malienTis, AKMM NOKa3aHHi PUDAMITIH, CI1iX POSITIAHYTH 32CTOCYBAHHS ANBTEPHATHBHHUX JIKAPCHKIX
3aco0iB i3 MEHIIHM MOTEHLIAJIOM iHAYKLIT GepMeHTIB [Ous. poz0din « Ocobrusocmi sacmocysannsy (3.20),
«Bzaemooia 3 inmumu nikapcexumu 3acobamuy (7.2)]. Honepem{e JikyBaHHSA 14 KITiHIYHO 3I0pPOBHX
R06poBOIIBIIiE GaraTopa3oBUMH 03aMH pudamiiny B 103i 600 Mr/no6y npotsarom 14 i i3 mopansmoro
OZIHOPA30BOIO JI03010 PO3UMHY CHPOIIMYCY IS IEPOPANBHOro 3aCTOCYBaHHS B 1031 20 MI', 3HaYHO 3MEHIIUIIO
nokazHUKd AUC ta Cmax cuposniiMmycy npu6mmzso Ha 82 % ta 71 % BimmosigHo.

Bepanamin. Bepanamin — cy6cTpar Ta inri6itop CYP3A4 ta P-gp. Citiy KOHTPOJIIOBATH KOHIEHTPALIIIO
CHPOJIIMYCY, 1 MOXE 3Ha0OUTHCS KOPUTYBAHHS 103H [0u8. po30in « B3aemoois 3 inumumu nikapcokumu
3acobamuy (7.4)]. OqHO4acHe nepopanbHe MPHAMaHH PO3UUHY CHPOIIMYCY UL [EPOPATLHOIO 3aCTOCYBAHHS
B 71031 2 Mr/no6y Ta Bepanaminy B mocTiiHiH 1031 180 MI koxkHi 12 TOMH CYTTEBO BIUIMHYJIO Ha 61010CTYIHICT
CHpOJIIMYCy Ta Bepanaminy y 25 KIIHIYHO 3A0pOBUX ,L[O6pOBOJIBIIiB IToxazuuku Cmax Ta AUC cupostimycy
30UTBLIMITHCE Y 2,3 Ta 2,2 pasy BIATIOBIAHO 6€3 CYTTEBHUX 3MiH tmax. [l0Ka3HHKH Cmax Ta AUC hapmakonoriqso
aKTMBHOrO S(-) eHaHTiOMEepY Bepanamily 301TbIHIHCE Y 1,5 pasH, a tmax 3MEHIIMBCS Ha 1,2 FOIUHY.

Jlixapcvki 3acobu, AKi MON*CYMb 30CMOCO8YBAMUCL OOHOYACHO be3 KOPU2Y8aHHs 003U

Kuniniyno 3Ha9ymmx ¢papMaKkoKiHETHYHHX B3a€MO/IH TIKapChKUX 3aCO0IB HE CIIOCTEPIraoch y AOCTIIKEHHAX
NpUBEJEHMX Jali npenapaTiB. CuposiMyc MOXe OJJHOYaCHO 3aCTOCOBYBATHUCS 3 IPHBEICHUMH JTIKAPCHKUMH
3acobamu 6e3 He0OXiJHOCTI KOPUTYBaHHS 03H.

e  ANUKIOBIp.

e ATOpBacTaTHH.

e  JIMrOKCHH.

e T'nibypun.

e Hidenunin.

e Hoprectpen / etuninectpanion (Lo/Ovral®).

e JIpenHi3omnoH.

e Cynsdamerokcason / tpumetonpum (Bakrpim®).

Trmwi misicnixapcoki 63a€mo0ii

He pexoMeHIyeThCs OIHOYACHE 3aCTOCYBAHHs IIpenapaty PanamyH 3 iHmmMy BITOMHUMH CHIBHOAIIOYMMH
IIII‘161TOpaMH CYP3A4 ta/ abo P-gp (nanpuknas, BOPHKOII3071, iTpaKonasoul, TemTpomumI a6o

CYP3A4




Crizg 6yTH 0GEpEKHIMH NPH 0HOYACHOMY 3aCTOCYBAHHI npernapaty PanmamyH 3 j1ikapCbKUMU 32C06aMH UM
IHIMMU PEYOBHHAMH, SIKi € cyOcTpaTamu Ta / aGo iHribitopamu 4u ingykropamu CYP3A4. Inmi JIKApCBKi
3ac0o0HM, AKi MOXKYThb 30LTBIIMNTH KOHLEHTPALIIO CUPOIIMYCY B KPOBI, BKIIFOYAIOTh, 30KpEMa, HACTYIIHI.

e biokaTopH KajbLi€BUX KaHAJIIB: HIKapUITiH.
e IIpoTurpubkoBi 3aco0u: KIOTpUMAa30J1, GJIYKOHA30J1.
* AHTUOIOTHKHU: TPOJI€AIOMILIUIL.

 [IpokiHeTH4Hi 3ac00H 1714 TiKYBaHH: 3aXBOPIOBAHb LITYHKOBO-KMIIKOBOIO TPAKTY: IIU3AIIPHI,
METOKJIOTIpaMmi.

* [nwi nikapceKi 3acobu: GpOMOKPUNTHH, IMMETHANH, NaHA30I, iH2IOimopu npomeasu (Hanpuknao, ons
BI/I ma 2zenamumy C, wo sxmiouaioms maxi npenapamu, AK pumonasip, indunasip, 6oyenpegip ma
menanpesip).

[nmri nikapceKi 3aco6u, AKi MOXKYTh 3MEHIIYBATH KOHIEHTPALIIO CHPOIIMYCY, BKIIIOYAIOTh, 30KpeMa, HACTYIIHi.

e Ilpotucynomsi 3acobu: kapbamasenin, penobapbiran, GpeHiToin.
e AHTUOGIOTHKU: pUdATICHTHH.

ITnwi nikapcovko-xap4o8i 63aemo0ii

[petindpyToBuii cik 3menmye CYP3A4-onocepenkoBanuii metabounism. I'peiindpyToBuii cik He ciix
BUKOPHUCTOBYBATH ISl 3alIUBaHHA a0 po3eefienHs npenapaty Panamys [ous. posdin «Cnocib sacmocyeanns
ma 0o3uy (2.9), «Bsaemooia 3 inuwumu nikapcokumu 3acobamuy (7.3)].

Bzaemooina nixapcokux 3acobis i3 pimonpenapamamu

3Bipo0iii 3Buyaituuii (Hypericum perforatum) 1H7yKYye CYP3A4 ta P-gp. Ockinbku cuposiMmyc € cybcTpaTtom
AK 1A HTOXPOMY CYP3A4, Tax i aisa P-gp, HasBHA HMOBIPHICTH TOTO, IO BUKOPHCTAaHHS 3Bip060I0
3BMYAMHOrO B MALI€HTIB, SKi OTPUMYIOTE MpenapaT PanamyH, MOXe IIPU3BECTH 0 3HIKEHHS KOHIEHTpaILii
cupoinimycy [ous. po3oin «Bzaemooia 3 inwumu nikapcokumu 3acobamuy (7.4)].

13 JOKJIIHIYHA TOKCHKOJIOI'IA

13.1 Kanneporenes, Myrarenes, nopymeHHs (pepTujabHOCTI

HocmimxeHHs KaHI.IepOFCHHOCTi MPOBOJIMITM Ha MHIIAX Ta LIypaXx. ITix yac 86-TXHEBOrO HOCIIHKEHHS HA
CaMMLAX MHIIEH y pasi 3aCTOCYBaHHs CHPOJIMYCY B 03aX, sKi B 30~120 pasis nepeBuILyOTh KIHI4HY 103y
2 mr (i3 xopeKme}o Ha MIONLY MOBEPXHI Tina), CMOCTEPIranocs CTaTUCTUYHO 3HaYyIe 301TbUIEHHS YacTOTH
TOSBM 3/105KICHOI J1IM(OMH Ha BCIX PIBHSX /I03U MOPIBHSHO 3 KOHTPOJIEHOIO rpynoso. IIporirom apyroro
IOCIIDKEHHS Ha MHLIAX i3 3aCTOCYBAaHHSM Tpenapary B 103ax, o B 3—16 pasis nepeBHILyIOTh KIIHIYHY
7103y (i3 KOPEKII€O Ha ILIONLY nosepxm Tisa), y caMLiB CIOCTEPIraues renaToueioNspHa aleHoMa Ta
KapIMHOMa, AKi BBaXAIIHCS OB’ I3aHUMH 13 3aCTOCYBAHHAM cuponimycy. ITpotsirom 104-TmkHeBoro
JOCIIKEHH Ha Iypax i3 3aCTOCYBaHHIM npernapaTy B 103aX, IO TOPIBHIOKOTH a00 MeHIIi 3a KJHi4HY
103y 2 Mr/po6y (CKOpHroBaHy Ha IUIOILY [OBEPXHi TiNd), He BIAMIYaiocs 3HAYyLIUX Pe3yIbTaTiB.

CuponimMyc He IPOsSBHUB FEHOTOKCHYHY niro B aHaJIi3i 6aKTepianLHo'1' 3BOPOTHOT MyTaui'l' in vitro, aHani3i
XPOMOCOMHHX abepauiil KIITHH S€4HUKIB KHTaHCBKOTO XOM’AKa, aHalli3i MyTauil KiIiTHH TiMpoMu Muwwui
abo MIKposiAepHOMY aHai3i in vivo.

[Ticiis BBeAGHHS CHPOIIMYCY CaMULIAM Iy piB Tepe3 UUTYHKOBHET 30111 i CIIapioBaniis i3 caMLAMH, AKi HC
OTpUMYBaJId penapaTt, GepTUibHICTh CaMULb 3me<yBanac>1 3a 1031 0,5 Mr/kr (y 2,5 pasy Ginblue KIiHIYHOL
JIO3H, IO CTAHOBUTH 2 MI 32 IIOLUCIO IOBEPXHI Ti/Ia) y 3B’ A3KY 31 3MEHIEHHAM imMmnanTarii. Kpim Toro,
CIOCTEpIrasocs 3MEHIIEHHS] MacH SE€YHUKIB Ta MATKH. MaKCI/IMaJ'ILHa nosa npenapaTy 663 nposmy rx061q}mx

———aBu(NOAEL) 11 depTiibHOCTI caMUHb-HEYPiB- CTAHOBUIL




[Ticns BBEIEHHS CUPOJIIMYCY CaMIIAM LIYpPiB Yepe3 HMITyHKOBHIA 30H i CIIapIOBaHHS i3 CAMULIAMM, SAKi He
)TpUMYBaJIU Npenapat, GepTUIIBHICTh CaMIliB 3HIKYBaacs 3a 1034 2 Mr/kr (y 9,7 pasy 6iiblue KIiHIYHOT
JI03H 2 MT 3a IIOLIero NoBepxHi Tina). Crioctepiranack atpodist S€40K, e JUIUMIIiB, IPOCTATH, HACIHHEBUX
KaHaJbLiB Ta 3MEHLIEHHS KIJIBKOCTI criepMi. MakcuMalibHa 11032 Mpernapary 0e3 nposBy MOGIUHUX SBHUII
(NOAEL) puia pepTunbHOCTI camiiB IypiB craHoBuia 0,5 Mr/kr (y 2,5 pa3y Oijblre KiIiHiUYHOT 1034 2 M),

TyOynsapHa jJereHepaiiis s€40K crocTepiranacs TakoX MPOTAroM 4-THXKHEBOTO JOCIIKEHH] Py
BHYTpIIIHBOBEHHOMY BBEJIEHHI CHpOJIiMyCy MaBram y f03i 0,1 Mr/kr (B 1 pa3 Giblie KIiHIYHOT 4031
2 M Ha MiACTaBi IUIOIII MOBEPXHI TiJa).

14 KJITHIYHI JOCILIKEHHSA

14.1 IIpodinaxkTuka BiJTOPrHeHHs: OPraHy Micjsi TPAHCIVIAHTALIT HUPKH

Pozuun Panamyn 0115 nepopatetio2o 3acmocyeants

ITig yac 1BOX paHIOMi30BaHMX MOABIHHHUX CIINUX OararoleHTPOBUX KOHTPOIBOBAHUX JOCIIIKEHD TIPOBO UM
OL[{HIOBaHHS 0e3MeuHOCTi i eeKTUBHOCTI po3uuHy PamamyH /Uis epopaibHOro 3aCTOCYBaHHS MO0
npo(diNaKTHKK BiATOPTHEHHS OpPraHy MiCJIsA TPAHCIUIAHTaUil HUPKU. Y [UX JOCIIKEHHAX MOPiBHIOBAIM

JIBi piBHi 7034 po3unHy PamamyH ai1s nepopajibHOro 3acTocyBaHHS (2 Mr Ta 5 MT OJJMH pa3 Ha n00y)

3 azaTionpuHOM (HocmimkeHHs 1) abo manedo (JociipreHHs 2) y pasi 3aCTOCYBaHHS B KOM61Haull 13
LHMKJIOCTIOPHHOM Ta KOPTHKOCTEPOIAaMH. I[ocmmKeHHx 1 mpoBoamiock y CILIA y 38 mocmigHHIBKIX LeHTpaXx.
Cimcort e’ atHaauaTh (719) manieHTiB Oyu BKIFOYEHI Ui y4acTi B IBOMY JOCIIDKEHH] Ta paHI0Mi30BaHi
nicis TpaHciuianTauii; 284 6yn1u paHaoMi30BaHi 11 OTpUMaHHS po34nHy PanaMyH ist IepopaibHOro
3aCTOCYBaHHA B 1031 2 MI/100y; 274 Gy paHAOMi30BaHi JUIsl OTPUMaHHs pO34uH PamamyH [yis NepopaisHOro
3aCTOCYBaHHA B 1031 5 Mr/n00y, a 161 — asationpuny B 103i 2—3 Mr/kr/no6y. JlociipreHHs 2 TPOBOIAUIOCEH

y 34 pocnigHunpKux neHTpax B Ascrpanii, Kanani, kpainax €sponu ta CIIIA. I’ arcoT cimMaecsaT micTsb

(576) mauienTis Oy/u BKIIOYEH] /A Y4acTi B LIbOMY JOCIi/DKEHHI Ta paHIOMI30BaHi 10 TpaHCIUIaHTAaLlil;

227 6ynu paHIOMi30BaHi [JI OTPUMAaHHS Po34YKHy PamamyH [uis epopajibHOro 3aCTOCYBaHHS B 1031

2 mr/no6y; 219 6ynu panaomizoBaHi A1 OTPUMaHHS PO3YHHY PanamyH uist mepopaisHOro 3aCTOCY BAHHS

B 11031 5 Mr/n06y, a 130 — s orpuManHs m1ane6o. B 060X qocimiPKeHHAX 3aCTOCY BAHHS TEparlii iHayKy-
BaHHsS yTBOPEHHS aHTHIIM(OLUTADHUMHU aHTHUTIIAMH OyI10 3a00poHeHO0. B 060X mociimkeHHIX TEPBHHHOIO
KIHLIEBOIO TOYKOIO OLIiHIOBaHHs €()EKTUBHOCTI OyB MOKa3HHUK BiCYTHOCTI €(EKTHBHOCTI MIPOTATOM IEPUINX

6 MicAwiB micyig TpaHcIIaHTanii. BigcyTHICTh eeKTUBHOCTI BU3HAYANH SIK I€pIe BUHUKHEHHS BUMIAIKY
rOCTPOro BiATOPrHEHHs (ITiATBEPKEHOr0 OiONCi€l0), BTpaTH TPAHCIIaHTaTa abo JIeTalbHOTO HACIIAKY.

VY Tabnuipix HUKYe HaBeeHi y3arajabHeHi pe3yibTaTi MEPBUHHOIO aHalli3y e(eKTUBHOCTI LUX JOCiHKEHb.
IpuiimMansst po3duHy PanaMyH Jist MepopajibHOro 3aCTOCYBaHHs B J03ax 2 Mr/no6y Tas Mr/noﬁy 3HaYHO
3MEHIIHIIO YaCTOTY BiJICY THOCTI e(beKTI/IBHocn (cTaTicTUYHA 3HAYYILICTH Ha piBHi < 0,025; HoMiHaNbHUH
piBEHb 3HAUYUIOCTI CKOPUIOBAaHUH 7151 MHOXKUHHUX MOPIBHAHB 703 [2]) yepe3 6 MicsLiB micius
TpaHCIUIaHTaLlil MOPIBHIHO 3 a3aTiONPUHOM Ta mianedo.

TABJALISA 8: HACTOTA (%) BIICYTHOCTI EGEKTUBHOCTI YEPE3 6 TA 24 MICSIIIB J1JIs1 JOCJIII)KEHHSA 126

Pozunn Panamyn mis Pozuun PanamyH s Azarionpux
MepOpPaAIEHOrO MepopaIbHOro 2-3 mr/xr/mo0y
3aCTOCYBaHHA 3aCTOCY BaHHA (n=161)
2 mr/noby 5 Mr/moby
ITokasHuK (n=284) (n=274)
BincyTHicTh edpexTHBHOCTI Hepe3 6 micsnis® 18,7 16,8 32,3
- Komnonenmu eiocymuocmi-epexmuenocmi—— PR VS ——— SESt
[MixToepmierie 6i0MCicIO rOCTpPe BiATOPTIEINIT 16,5 11,3 29,2
Brpara TpaHcIutanTaTta 1,1 2.9 X
Jleranpnuid Hacmimok %7 18
Brpauchuit 38’ 130K AJI IOAAJIBIIOTO 0,4 0,7
CIIOCTEPEIKEHHS

31




BincyTHicTh edpexTHBHOCTI Yepe3 24 micaniB 32,8 25,9 36,0

Komnonenmu eiocymrnocmi egpexmugnocmi

ITinTBepmxene Gionciero 23,6 17,5 32,3
TOCTPE BiATOPrHEHHS

Brpara TpaHcniaHTaTa 3,9 4,7 3,1
JletansHu# HacHigoK 4.2 3.3 0
Brpauenuil 38’ 130K U4 IOAAJIBLIOTO 1,1 0,4 0,6
CIOCTCPCIKCHHS

a — ITarienTy OTPUMYBaJIM LIUKJIOCIIOPHH Ta KOPTHKOCTEPOIIH.
6 — Bxuroyae naniexTiB, SKi NepeayacHo NPUIMHIIM JIKYBaHHI.
B — IlepBHHHA KiHIIEBA TOYKA.

TABJIMIA 9: YACTOTA (%) BIHCYTHOCTI EGEKTUBHOCTI YEPE3 6 TA 36 MICSIIIB AJIA JOCIII>KEHHS 25

Pozuun Panamyn mst Pozuun Panamyn s [Tnane6o
[epOPAIEHOTO [IEpOpaBLHOTO (n=130)
3aCTOCYBaHHs 3aCTOCYBaHHS
2 mr/poby 5 Mr/noby
Tloxazuuk (n=1227) (n=219)
BigcyTHicTh edexTUBHOCTI Yepe3 6 micsauin® 30,0 25,6 47,7
Komnonenmu eiocymtuocmi egpexmugHocmi
[MinTBepmKene Giomnciero rocTpe BiATOPrHEHHS 24,7 19,2 41,5
Brpara TpaHcniaHTara 3,1 3,7 3.9
JleTansHuii HACTIAOK 2.2 2,7 2,3
Brpauenuii 38’ 130K 111 IOJAJIBILIOTO 0 0 0
CIIOCTEPEIKECHHS
BiacyTnicTs edexTuBHOCTI 9epe3 36 micauis 44,1 41,6 54,6
Komnonenmu eiocymrnocmi ecpexmusnocmi
I[TinTBepkeHe 6iomnciero rocTpe BiITOPrHEeHHS 32,2 27,4 43,9
Btpara TpaHcniaHTara 6,2 7,3 4,6
JletanpHM HACTIAOK 5,7 5,9 5,4
Brpauenuii 38’430K J1s1 HOJA/IBIIOTO 0 0,9 0,8

CIIOCTECPEKEHHA

a — IlalieHTH OTPUMYBANIH HUKJIOCIOPUH Ta KOPTHKOCTEPOIIH.
6 — Bxuroyae nauieHTiB, Aki nepeayacHo MPUIHHHIM JIiKyBaHHS.
B — [IepBUHHA KiHIleBA TOYKA.

BrxuBaHHS Mali€HTa Ta TpaHCIUIaHTaTa yepe3 1 pik Oynu KoMOIHOBaHMMH NEPBUHHUMHU KiHIIEBUMH TOYKAMH.
Y Tabnuni HK4Ye HaBEJCHI JaHi 00 BI)KMBAHHA TpaHCIUIAHTATA Ta MallieHTIB Yepe3 1 Ta 2 poku

B ocaipkeHHi 1 Ta yepes 1 Ta 3 poku B gociipkenHi 2. [Toka3HUKM BIOKUBAaHHS MallieHTa Ta TPAHCIUIAHTATA
Oynu OHAKOBUMMM B MALI€HTIB, sIKi OTPUMYBaIX npenapar PanamyH, i B nali€HTiB, SKi OTPUMYBaJIH JTIKYBaHHSI
HpernapaToM MOPiBHIHH.




TABJINIA 10: BAXKUBAHHS TPAHCILIAHTATA TA IMALUIEHTA (%) Y TOCJIKEHHI 1 (YEPE3 12 TA
24 MICSII) TA JOCJIIKEHHI 2 (YEPE3 12 TA 36 MICSIIIB)*®

Po34un Panamyn ams Po3uun Panamyn s AszationpuH ITnanebo
TIEPOPaNbHOr0 3aCTOCYBaHHs, M[E€POPAIEHOIO 3aCTOCY BaHHA 2-3 mr/xr/moby
[Tokasuuk 2 mr/zo6y 5 Mr/no6y
Hocnimxkenns 1 (n=1284) (n=274) (n=161)
BuxuBaHHs TpaHCIUTaHTATa
Micsnes 12 94,7 92,7 93,8
Micsus 24 85,2 89,1 90,1
BuxuBanHs namieHnra
Micsups 12 97,2 96,0 98,1
Micsup 24 92,6 94,9 96,3
Jocnimxenns 2 (n=227) (n=219) (n=130)
BuxuBaHHS TpaHCIUIaHTATa
Micsaup 12 89,9 90,9 87,7
Micsaup 36 81,1 79,9 80,8
BuxupanHs nauienra
Micsmp 12 96,5 95,0 94,6
Micsup 36 90,3 89,5 90,8

a— [anienTy OTpUMyBaIN IMKIOCIOPHH Ta KOPTHKOCTEPOIIHU.
6 — Bxuroyae nanienTis, ki nepex4acHo NPUIUHUIM JTiKyBaHH.

3HIDKCHHSA YacTOTH BIEpLIE MiATBEP/UKEHHX OiONCi€lo BUMAAKIB FOCTPOro BiATOPTHEHHS B MALiE€HTIB, jKi
OTpUMyBaJIH NpernapaT PanaMyH, MOPIBHSHO 3 KOHTPOJIBHUMH IPYNaMH, BKIIFOYAJIO 3MEHIIEHHS BCIiX CTYIIEHIB
BIITOPrHEHHS.

Y mocmiukeHHi 1, sike 6yI10 MpOCIEKTUBHO CTPaTH(IKOBaHE 3a PAacOIO B JOCIIIHHIEKOMY LEHTPI, 4acToTa
BiJICYTHOCTi €(peKTHBHOCTI GyJia OTHAKOBOIO B pa3i NPUAMaHHs po34uHy PanamyH 1 nepopaisHOro
3aCTOCYBaHHS B 1031 2 MI/100Y Ta HIXKUOIO B pa3i MPUHMaHHs po3unHy PamaMyH U1 mepopaibHOro
3aCTOCYBaHHA B 1031 5 MI/H00y B IIOPiBHAHHI 3 a3aTIONPHHOM Y NALIEHTIB HErPOIAHOT pacH. Y JocIimKeHHi 2,
sIKe He OyII0 NIPOCTIEKTHBHO CTPaTH(iKOBAHMM 3a PAacOI0, YaCTOTA BiICYTHOCTI e(heKTHBHOCTI 6y 0HAKOBOKO
Asst 060X 103 po34MHY PanamyH Ui iepopasibHOro 3aCTOCYBaHHs B MOPIBHAHHI 3 U1a1e60 B MALICHTIB
HErpoiiHoi pacu. PillIeHHs 1010 NpUiMaHHs GiTbII BUCOKOI JO3H PO34KMHY PanaMyH a1 mepopaasHOro
3aCTOCYBAaHH B NALIEHTIB HETPOIAHOI PACH MOBUHHO GYTH 3BaXKEHE 3 ypaXyBaHHAM ITiIBUIIEHOrO PH3UKY
A0303aJIeXKHUX MOOIYHMX peaKLi, AKi crocTepiraucs B pasi 3acTocyBaHHs po3unHy Panmamys ais
IIepOPabHOTrO 3aCTOCYBAHHA B 11031 5 MT [0us. po3oin «Ilobiuni peakyiiy (6.1)].

TABJIMIA 11: ITPOUEHT BIACYTHOCTI EOEKTUBHOCTI 3A PACOBOIO HAJIEXKHICTIO YEPE3 6 MICSIIIIB*®

Po3uun Panamyu ms Po3uun Panamyn ans Aszationpux ITnaue6o
TIEPOPANILHOTO 3aCTOCYBAHHA MEPOPABHOTO 3aCTOCYBAHHS 2-3 Mr/kr/noby
[Toka3zHuk 2 mr/noby 5 Mr/noby -
Jocnimxenns 1
[TpencraBHHKH HErpoinHOI pacH
(n=166) 34,9 (n=63) 18,0 (n=61) 33,3 (n=42)
1 14,0 (n =221) 16,4 (n=213) 31,9 (n=119)
(n=553)
Jocnimxenus 2
I[IpencraBHMKH HErpoinHOT pacu
(n=66) 30,8 (n=26) 33,7(0n=27) 38,5 (n=13)
IHui 29,9 (n=201) 24,5 (n=192) 48,7 (n=117)

(n=510)

a— ITauienTn OTPUMYRANH TUKTOCTIONKUH TA KOPTUKOCTEPNTHN,
6 — DBraaoyae nauieHTis, AKi NEPEAIACHO NPUIKAHMIMA JiKyBatHs. |

Cepenui noxasuuku LIIK® nicna tpancmianTanii pospaxosysamm 3a dpopmynoro Haukiseuia uepes 12 1a 24 micsaui
B J0C/Ii/DKeHHi | Ta yepes 12 i 36 micsauiB B nocmimkenni 2. Cepenni nokasuuxu HIK® Gy Hixanmu

B MALI€HTIB, AKi OTPUMYBA/IH LMKJIOCHIOPHH i po3yMH PanamyH juist 1epopalbHOro 3aCTOCYBAHHS, IOPIBHAHO

3 NALIEHTAMU, TKi OTPUMYBAIM LMKJIOCIOPHH, Ta Y BIANOBIAHIH KOHTPOBHIM rpymi a3aTIONpHHY a
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TABJHIL 12: 3BATAJIBHA PO3PAXYHKOBA IBUJAKICTH KJIYBOUYKOBOI ®LIBTPAIT
(cepenHiii MOKa3HMK + CTaHIAPTHA MOXHOKA CEPEHBOr0, Ky6. CM/XB)
3A ®OPMYJIOKO HAHKIBEJLIA IICJISI TPAHCIIJIAHTAILLII® 6

Po3uun PanamyH ans Pozunn PanamyH ams AszaTtionpux ITnane6o
IIEpOPATHLHOTO 3aCTOCY BaHHS TNIEPOPATILHOTO 3aCTOCY BaHHS 2-3 mr/xr/mody
IToka3HuK 2 mr/moby 5 Mr/mo0y
Jocnimkenus 1
Micsus 12 574+13 546+13 64,1+ 1,6
(n=1269) (n=1248) (n=149)
Micsus 24 584+1,5 52,6 1,5 62,4+1,9
(n=221) (n=222) (n=132)
Jocnimpkenus 2
Micsup 12 524+1,5 51,5+ 1,5 58,0+2,1
(n=211) (n=199) ‘ (n=117)
Micsus 36 48,1 +1,8 46,1 +2,0 53,4+£27
(n=183) n=177) (n=102)

a — Bximoyae naiienTis, AKi NepeqyacHo IPHITHHUIH JTiKyBaHH.
6 — ITauienTiB i3 BTpaToIo TpaHCMIaHTaTa 010 BKIIOYEHO [0 aHAi3y i3 3a3Ha4yeHHsM nokasuuka [IIK® ma pisgi 0,0.

Y KOXHIM rpymi JIIKyBaHHS B NOCHTIKeHHAX 1 Ta 2 cepenniit mokasuuk IIIK® yepes 1 pik micna
TpaHCIUIaHTalli OyB HIKYMM y NALI€HTIB, Y AKUX CIIOCTepiraBcs NpUHAAMHI O/{H BUMAJ0K ITiATBEPIKEHOTO
6iorci€r0 roCTPOro BiATOPTHEHHS B NOPIBHSAHHI 3 HOTO BiICYTHICTIO.

Y NawienTiB i3 MiABUIIEHHM PiBHEM KPEaTHHIHY B CHPOBATLli KPOBI CIIiZl KOHTPOIOBATH (BYHKI[IFO HHPOK,
a TaKOX CJIi/l PO3IVIHYTH BiJTOBIIHE KOPUTYBAHHSA CXEMHU IMYHOCYIIPECHBHOTO JIiKyBaHHA [Ous. po30in
«Ocobnusocmi 3acmocysanuay (3.8)].

Tabnetku Panamys

BesneynicTs 1 eeKTHBHICTE PO3YHHY IS IEPOPabHOTO 3aCTOCYBaHHs i TabeToK PanamyH oo
npodUTAKTUKH BiITOPrHEHHS TPAHCIUIAHTATA ITiCHIS TPAHCILUIAHTALI] HAPKK Oy/IM KITiHIYHO eKBiBAICHTHUMH
B PaH/IOMi30BaHOMY 6araToLEHTPOBOMY KOHTPOILOBAHOMY HOCTI/LKEHH] [0us. po3din «Kniniuni
Oocnioocennay (12.3)].

14.2 Hocuinkenns i3 NPUNMHEHHAM 32CTOCYBaHHS UKJIOCHOPUHY B NANCHTIB mic/as
TPaHCIUIAHTANIl HUPKHU

BesneunicTs Ta edekTHBHICTS Npenapaty PanamMyH K CXeMH MiATPUMYIOYOTO TiKyBaHHS OLiHIOBAIH TiCHs
NPUIUHEHHS 3aCTOCYBAaHHS LIUKJIOCIIOPHHY Yepe3 3—4 Micslli micis TpaHCIulaHTalii Hupku. J{ocmimkenns 3
OyJ10 paH/IOMi30BaHUM, 6araTOIEHTPOBUM, KOHTPOJILOBAHUM JOCI/UKEHHSM, SKe MPOBOAMIOCE y 57 Hocmif-
HHMUBKMX leHTpax B ABcTpanii, Kanani ta kpainax €sponu. Y mocmimkenns 6ysio BKIIOYEHO M’ ITCOT ABAALUAT
°a1h (525) manieHTis. Yci MallieHTH B bOMY JOCTI/UKEHHI OTPUMYBAIIH JIKapChKy GOpMY y BUITIAAI
TabseToOK. Y LBOMY JIOCIIi/DKEHH] MTOPiBHIOBA/IM TALIEHTIB, AKi Ge3nepepBHO OTpUMYBaIH npenapaT PamamyH,
LUKIIOCIIOPHH Ta KOPTUKOCTEPOIIH, 3 MALIEHTAMH, AKi OTPUMYBAIH ITiKyBaHH 33 OJHIE€I0 CTAHAAPTU30BAHOIO
CXEMOIO MPOTArOM MEPIIMX 3 MICALIB Mic/s TpaHCIUIaHTauii (epio 0 paHaoMisalii) i3 MoAaNbIIHM
IPUNIHEHHAM 3aCTOCYBaHHS UUKIIOCTIOpHHY. [1ig yac NpunMHeHH 3aCTOCYBaHHS LUKJIOCTIOPUHY T03yBaHHS
npenapary PanamyH KopuryBsau JUist JOCATHEHHS HTEOBUX Jialla30HiB MIHIMaIbHOT KOHIIEHTpaLil
CUpOJIIMYCY B LIBHIM KpoBi (Bi 16 10 24 Hr/mn 1o 12 Micswis, noTiM Big 12 1o 20 Hr/mi1, BUPaKEHHX SK
3HaYeHHs XpoMarorpadivnoro ananizy). YUepes 3 micaui 430 mauientie Oy piBHOMipHO paHIOMi30BaHi a60
B IPYIy IPOJIOBXKEHH JIIKyBaHHA MpenapaTtoM PanaMyH Ta UMKIOCTIOPHHOM, a60 B IPyIly MiATPHMYIOUOTO
JiKyBaHHA TpenapaTtoM PanamyH miciis NpUMHHEHHs 3aCTOCYBaHHS MKIOCIIOPHHY.

Kpurepii 1u1st mpoBeieHHs panaomisanii BKIIOYay BiCyTHICTh BHIAJKy FOCTPOro BigTopruenns banda

3 crynens abo CyAMHHOTrO BiATOPrHEHHs 3a 4 TIXKHI 10 paHIOMi3allil, piBeHb KpeaTHHiHy B CUPOBATIIi KPOBi
<4,5 Mr/aui Ta AOCTATHIO (DYHKIIiIO HUPOK /T NPHITMHEHHS 3aCTOCYBaHHS LMKIIOCTIOPUHY (Ha JyMKY JOCITiTHHKA).
[TepBMHHOK KIHUEBOK TOYKOK OLiHIOBaHHA ePeKTUBRHOCTI ByN0 BIKWBAHHS TpaHCcTaHTaTa yepes |2 Micauir

THicIr TpancruanTanii. BTOpHHHAMH KIHIEBHMH TOYKaMH OL{HIOBAHHA CPCKTHBHOCTI 6Y/IM YacToTa BUNAAKIE
OiATBEPKEHOro 610MCi€r0 roCTPOro BiATOPrHEHHs, BIXKHBAHH MALIIEHTA, YaCTOTa BiCyTHOCTI e)eKTHBHOCTI
(BU3HAYAETHCA K MEpIIE BUABJIEHHA ab0 MiATBEp/KEHe Gi0NCi€l0 rocTpe BiATOPrHEHHS, BTPAaTa TPAHCIIAHTATA

HpHﬁM&IIIISI, rocrTpe Bi}lTOpI‘IIeIIIISI, BTpaTa TpallCIIaHTaTa YH JIETaJIbHUM HaCHiHOK).

34



V Tabnuui HWKY€e HABOATHCS y3araJbHEHi pe3yIbTaT BUKUBAHHS TPAHCIUIAHTATA Ta MAIlieHTIB uepes 12, 24
Ta 36 MicALIB IPOTIAroM LpOro pociimpkenns. Yepes 12, 24 ta 36 MicsLiB MOKA3HUKU BUSKUBAHHS
TPAHCIJIAHTAT Ta NAL€HTIB OyJIM OHAKOBUMH JIst 000X IPYIL

TABJINIA 13: BUWKUBAHHSI TPAHCIIVIAHTATA TA MAIIEHTA (%): JOCJIPKEHHS 3°

PanamyH i3 1iKyBaHHAM LHKJIOCTIOPHHOM PanamyH niciis mpUnUHEHHS 3aCTOCY BAHHS
UHKITOCTIOPHHY

[Toxa3Huk (n=215) (n=215)
BrxuBaHHs TpaHCIUIaHTATA
Micsnps 12° 95,3® 97,2
Micsis 24 91,6 94,0
Micsues 367 87,0 91,6
BuwxuBanHs naniesTa
Micsup 12 97,2 98,1
Micsus 24 94,4 95,8
Micsups 367 91,6 94,0

a— BrJ1rovae nani€esTiB, Aki nepeayacHo NPUIHHAIH JIiKy BaHHS.

6 — IlepBHHHA KiHIIeBa TOYKA OLiHIOBaHHS €(EKTUBHOCTI.

' B— BmxuBanHs, 30kpeMa BTpaTa JUisl HOJAIBIIOrO CIIOCTEPEKEHHS K SBHILE.
r — IToyarkoBa 3ariaHOBaHa TPHBATICTE JOCIIIKEHHS.

Y Tabnuui HIKYEe HABOAATHCA y3arajibHeHi pe3ysbTaTH IIEPLIOro MiATBEPIKEHOTO BiOMCiEr0 rocTporo
BIITOPTHEHHs Yepe3 12 ta 36 micsuis. ITics pangomizanii Ta yepes 12 micsuis crioctepiranacs 3Ha4Ha
PI3HHLIS B 4aCTOTI BUMA/KIB MiATBEPIXKEHOTO biomncieio BinToprHenHs. BinsmicTs BUMaakis roctporo
BIITOPTHEHHS TiCJIA PaHIOMi3aLii TPAIULUTHCS B Hepii 3 Micsiii mic/ist mpoBeIeHHs paHAOMi3aLii.

TABJIUMIA 14. YACTOTA MIATBEPIPKEHUX BIOIICIEIO T'OCTPUX BIATOPIHEHD (%) 3A I'PYIIOIO
JIIKYBAHHS YEPE3 36 MICSIIIB: JOCJIIJDKEHHS 3*6

PanmamyH i3 nikyBanusam PamamyH niciist npunuHeHHs
LUKI0CHOPHHOM 3aCTOCYBaHHS LIUKJIOCIIOPUHY
ITepion (n=215) (n=215)
o panpomizauii® 9,3 10,2
IIpotsarom 12 micsAuiB micns pangoMizari® 42 9,8
3 12-ro 1o 36-ro MicsAus micns pasgomisanii 1,4 0,5
Yepes 36 micsuis micns pangomizanii 5,6 10,2
3aranom gepes 36 micsmisB 14,9 20,5

a— Bxmoyae nani€eHTiB, AKi NepeAYacHO IPUIMHIIIN JIiKy BaHHA.
6 — VYci naiieHTs OTpUMYBaIH KOPTHKOCTEPOIIH.
B — PaHpnoMizauis BinOynacs yepes 3 micsni + 2 THXHI.

V nmauienTis micis anoTpaHcIIaHTalil HUPKHK 3 po3bikHocTsIMH HLA -anTHreHy > 4 crioctepiranacs 3Ha4HO
BHIL[@ YaCTOTA FOCTPOrO BiJTOPrHEHHS MiC/IA paHAOMI3aLil y rpyIi NPpUIHMHEHHS 3aCTOCYBAHHS IUKJIOCIOPHHY
HOPIBHAHO 3 MaLliEHTaMH, AKi MPOIOBXKYBaJIH JIiKyBaHHA LukiIocroputom (15,3 % nportu 3,0 %). IanienTy,
AKi OTPUMYBAJIA HMPKOBI a/I0TpaHCIUIAHTATH 3 po30ikHOCTIME HLA-anTHreHy < 3, mpogeMoHCTpyBaiu
TO/1iOHI MOKa3HHKH FOCTPOro BiATOPTHEHHA MK IpynaMu JiKyBaHHst (6,8 % ripotu 7,7 %) mic/is panaomisarii.

Y Talimui I0KIe ABOAATLCS y3araJLiielli OKasIHKH cepennoi pospaxyuxosoi KD y nocmimkenni 3

(JIOCTTIIKEHHS 13 PUIHIENHIM 3aCTOCYBAHIS LUKIOCTIOPHHY).
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TABJIAIIA 15: POSPAXYHKOBA IIBUAKICTh KJIYBOUKOBOI (I)IJII)TPAU;H (msi/xB) 3A ®OPMYJIOIO
HAHKIBEJUIA YEPE3 12, 24 TA 36 MICAIIB INICJISI TPAHCIUIAHTALIIL: TOCJHIKEHHS 3% 5®

PanamyH i3 nikyBaHHAM PanamyH miciis IpHITMHEHHS
LIKJIOCTIOPHHOM 3aCTOCYBaHHs LIMKJIOCTIOPUHY
IToka3HHK
Micsiup 12
Cepenniit 532+15 59,3+1,5
MOKa3HMK + CTaHAapTHA (n=208) (n=203)
noxubKa cepeHbOro
3HAYEHHS
Micsamp 24
Cepenniit 484 +1,7 584+1,6
MOKa3HHUK + CTAaHOAapTHA (n=203) (n=201)
noxubka cepeqHBOro
3HAYEHHS
Micsup 36
Cepenniit 47,0+1.8 58,5+1,9
IMOKa3HHUK + CTAaHAAapTHA (n=196) (n=199)
oxXubKa CepeTHLOro
3HAYEHHS

a — Bxmoyae nmanieHriB, sKi nepea4acHo MPUITMHKIIN JTIKY BaHHS.
6 — ITauienTiB i3 BTpaTOIO TpaHCIIaHTaTa Oy 10 BKIIOYEHO IO aHAi3y i3 3a3HadeHHsM nokasuuka [IIK® ua piewi 0,0.
3 — Vi maiieHT OTpUMYBaIi KOPTHKOCTEPOIH.

Cepenniii nokasnuk ILIK® uepes 12, 24 ta 36 micswiB, po3paxoBanuii 3a popmyoo Haukisenna, 6yB 3Ha4HO
BUINMM Yy MALII€HTIB, AKi OTpUMYBay Npenapat PanamyH sik cxemy HiITpUMYIOYOro JiKyBaHHS Hicis
NPUIIMHEHHS 3aCTOCYBaHHs LMKIOCIIOPHHY, HIXK Y THX, XTO OTPMMYBAaB IpernapaT PanamMmyH i3 HHKJIOCTIOPHHOM.
V nauienTis, AKi Manu roctpe BiATOPrHeHH:A A0 paHaoMizawil, nokasuuk [IIK® micis npunvHeHHs
3aCTOCYBaHHA LMKJIOCIIOPUHY OyB 3HaYHO BHILIMM, HiX Y MALliEHTIB i3 rpynu mpenapary PanamyH Ta rpymnu
uuknocnopuny. He crioctepiranocs xomHo1 cyTTeBoi pisHuLi B nokasnukax IIK® Mix rpynamu nauieHris,
SIK1 IepEeHeCIM FOCTpe BiATOPTHEHHS MiCIs paHIoMi3allii.

HesBaxarouu Ha Te, 10 IOYAaTKOBUI NPOTOKOJ OyB po3pobiieHuit Ha 36 MicALiB, IPOBOAKIOCA MOJAIBIIE
KOPUTYBaHHs 3 METOKO IPOJJOBKEHHS LIbOTO JOCJIKEHHS. Pe3ynpTaTy rpynu NpUIiMHEHHS 3aCTOCY BAHHS
LIMKJIOCTIOpPMHY Ha Micsui 48 Ta 60 BianoBiganu pe3yipraraM Ha Micsii 36. [T staecsat asa Bigcorku (112/215)
Mali€HTIB Y rpyImi NPUITHHEHHS 3aCTOCY BaHHS LIMKJIOCIIOPHHY MPOI0BXKYBAJIH JIIKYBaHHS 10 Micsig 60

1 IeMOHCTpyBaJy cTilki nokasHuku LLIIK®.

14.3 IManieHTH Micas TpaHCIIAHTaNil HHPKH 3 BUCOKHM IMYHOJIOTIYHHM PH3HKOM

IIpenapat PanamyH BMBYaIy NpOTAroM OJHOPIYHOTO KJIIHIYHOTO JOCIIIKEHHS 3a Y4acTIO NALi€HTIB i3
BHCOKMM PH3MKOM(IOCTiIKEHHs 4), iKi OyJIi BU3HAYEH] SK PELMITIEHTH HErpoiqHOI pacu Ta / aG0 peluITieHTH
NOBTOPHOI TPaHCIUIAHTALIT HUPKH, Ki BTPATUIU NONEPeHIN anoTpaHCIUIAHTAT 3 IMYHOJIOTYHUX IPUYHH,

Ta / a00 MallieHTH 3 BUCOKHM piBHEM NaHeNb-peakTUBHUX aHTUTLT (PRA; mik-PRA > 80 %). [Tanientu oTpumy-
BAJIM CHPOJIIMYC Ta UKIIOCIIOPHH i3 KOHTPOJIb0BaHO KoHLeHTpauieo (3MIHEHO) Ta kopTtiukoctepoiau
BiITIOBIZHO 10 MiCLIEBOI MPAKTUKHM JiKyBaHHs. [IpoTsarom 12-MicauHOTO nepiomy AOCIiHKEHHS 103y Mpenapary
PanamyHa KopuryBasu Ui JOCATHEHHS LiILOBHX MiHIMaJIBHUX KOHLEHTpALil CUPONIMYyCy B LILIBbHIH KpOBi
10-15 Hr/ma (xpomarorpadiunuii Mmeton). {03y HMKIOCHOPUHY KOPUTYBATH IS JOCATHEHHS L(iIEOBUX
MiHIMaJIbHIX KOHLIEHTpallii y uinbHii kpoBi 200—300 Hr/mi yepe3 2 TvxHi, 150-200 Hr/Mi i3 2-ro g0 26-ro
THkHA Ta 100-150 Hr/mn i3 26-ro JI0 52-r0 THXKHA [Ous. po30if1 «Kniniyna ghapmaronozisy (12.3)] pns
CMIOCTEPEXKYBAHMX Aiana3oHiB MiHIMa/IbHIX KOHUCHTPaIlii. [HyKyBaHHA YTBOPCHH:A AHTHUTIJT OYJI0 HO3BOJICHO

3ULAHO UPOTOKOILY, BOIHOBICHOLO B LIEPCLICKIMBL B KOXKHOMY LUCHLPL TPAHCIUIAHTANT, | 3dCTOCOBY BAIACh

y 88,4 % nauientie. Le nocmimkenns nposoaunocs B 35 uentpax y CIUA. 3aranom 224 nauienTv OTpUMAanTH
TpchnnaHTauiro Ta NpUHAHMHI OJIHY 103y cplponiMy Cy Ta UMKJIOCTIOPHHY, CCPC SKHX 6me 77,2 % narnjieHTiB
Herpou:mm pacu, 24 1 % peHHHICHTlB HOBTOpHOl TpchnnaHTauu HUPKY T2 13 5 % nameHTlB i3 BHCOKHM

BIICYTHICTB e(beKTHBHocn (BM3HAYa€THCS SIK MEPIIUH BUMATOK HlI[TBCpD;)KeHOFO biormcie
RIJIPOPUHEHHS, BIPATU TPAHCIITARTATA A00 NeTaIIhHUX HACTTIKIR), HePUIMA BUNALO0K BIPA
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NeTaTbHUM HACTIIOK, Ta QyHKLIT HUPOK (IKy BUMIpPIOBAJIH 3a JOMIOMOTOI0 po3paxyHkoBoi [IIK® 3a popmynoro
JapkiBenna). YV TabnuI[i HHXKYE HABOAATHCS y3arajibHEH] pe3y IbTaTH 3aCTOCOBAHUX KiHI[EBHX TOYOK.

TABJIMIA 16: YACTOTA BIICYTHOCTI EOEKTUBHOCTIL, BTPATH TPAHCIIVIAHTATA ABO JIETAJIbHUX
HACJIUIKIB, A TAKOK PO3PAXYHKOBA IIBAJIKICTH KJIYBOYKOBOI ®UIBTPAIIII (wa/x8) 3A ®OPMYJIOIO
HAHKIBEJUIA YEPE3 12 MICSAIIIB IICJIS TPAHCIUTAHTAIII: TOCIKEHHS 4

[Ipenapar PamamyH i3
LHIJIOCTIOPUHOM, KOPTHKOCTEPOiAaMH

IToka3zHuk (n=224)
BincytHicts edexkTuBHocTi (%) 23,2
Brpara Tpanciantata abo JeTalibHHi Hacinok (%) 9,8
DyHKIIS HA é)ox (cepenHii MOKa3HUK + CTAaHAAPTHA MOXHOKA CEPETHBOTO 52,6 +1,6
3HAYEHHS )

(n=222)

a— Po3paxyHkoBa IIBUIKICTH KiIy004uKoBoOi (hinpTpanii 3a dopmynoro Hankisesa.

6 — V anayi3 Oysiu BKIIFOYEHI MAI€HTH 3 BTPATO TPAaHCIUIAHTaTa, a nokasHuk IIIK® 6ys BcTaHoBiIeHMH Ha 0.

BmxrBaHHS nawieHTiB yepes 12 micauiB craHoBuino 94,6 %. Yacrora miaATBEpKEHOr0 6iOMNCi€r0 roCTpOro
BiATOprHeHHs craHoBuaa 17,4 %, 1 OinbLIICTh BUMAJKIB FOCTPOro BiATOPTHEHHS OYJIH JIETKAUMH 3a CTYIICHEM
TSDKKOCTI.

14.4 ITepexin i3 3acTocyBanHs iHri0iTOPIB KAJbIIMHEBPUHY HA 3aCTOCYBaHHS npenaparty PanamyH
Y Nani€HTIB, siIKi OTPUMYBAJIM NIATPHUMYIOYy Tepalliio mic/1s TPAHCIUIAHTAL HUPKH
ITepexin i3 3acTocyBaHH: iHri6iTOpiB KansLuHEeBpHHY (CNI) Ha 3acTocyBaHHs npenaparty PanamyH y maifieHTis,
AKi OTpUMYBAJIU MIATPUMYIOUY TEpaIIito Mic/A TPAHCIIAHTALli] HUPKH, OLiHIOBAJIK MPOTATOM MEPioay Bif
6 micsaniB no 10 pokiB micns TpaHcrianTauii (qocmikeHus 5). Lle pangoMizoBane 6aratoleHTpoOBe
KOHTpPOJIbOBaHE JOCTIKEHHA NpoBoauiock y 111 mochifHANBEKHUX OEHTpaX y BChOMY CBiTi, a Takox B CIIIA
Ta KpaiHax €Bpony; iforo MeToro O6y10 NpoJEeMOHCTPYBaTH MOKpALIeHHA (DYHKIIIT HUPOK ITiCIIA Mepexoy i3
3aCTOCYBaHHS KaJIbLIMHEBPHHY Ha 3aCTOCYBaHHs npenapary PamamyH. ¥V nocnimkeHHs 6yii0 BKIIOYESHO
BiciMcoT TpuAATh (830) mauieHTiB i3 cTpaTH(iKaLI€IO 3a BUXiTHOI PO3PAXyHKOBOKO MBUAKICTIO KIIyOOUKOBOL
dinsrpanii (IUK®, 2040 mi/xB npotu 40 Mi/xB). ¥V LsOMY JOCHTIPKEHHI HE CIIOCTEPIraiocs XKOIHUX IepeBar
Y 3B’513KY 3 [IEPEX0/IOM IIO0/I0 NOMNIMEeHHs $YHKIIIT HUPOK, Ta OyJia OLIBLI BHCOKA YaCTOTa PO3BUTKY
NpoTeiHypii B IPyIIi nepexo/y Ha 3aCTOCyBaHHs npenapary PanamyH. Kpim Toro, BKIIOUYEHHS B JOCIIKEHHS
NaLi€HTIB i3 BUXiAHOIO po3paxyrkoBoro IIK® menre 40 Mit/XB Y110 NPUITMHEHO Yepe3 Gillblil BUCOKHIA PIBEHB
Cepiio3HUX MOOIYHUX peaKiliif, 30KpeMa IMHEBMOHIi, FTOCTPOro BiATOPTHEHHS, BTPATH TPAHCIUIAHTATA Ta
JIeTaNbHUX HACHIJIKIB [Ous. po3din «Ilo6iuni peaxyiiy (6.4)].

VY npoMy mociiKeHH1 HOpiBHIOBaJII/I [TOKa3HUKH MALli€HTIB MicIsA TpaHCIUIaHTallil HUpKH (uepe3 6—120 micsuis
TiCJ1s TPaHCIUIAHTANi), SIKi MepeiLIIi i3 3aCTOCYBaHHS IHIIGITOPIB KalbLHEBPHHY HA 3aCTOCY BAHHS IPENapaty
PamamyH, i mauieHTiB, siKi MPOAOBXKYBAJIK OTPUMYBATH iHriGiTopu KanbLuHeBpUHy. CynyTHi iIMyHOCYIpECaHTH
BKJTIOYAIU MikodeHonmat ModeTu (M(DM) azaTtionpuH (AZA) Ta KOPTHKOCTEPOiM. 3aCTOCYBaHHs IIpenapary
PanamyH po3nounHamy 3 0IHOPa30BOi HABAHTAXKYBANEHOT 1031 12—20 Mr, MiC/Is YOro JO3yBaHH:A KOPHIYBaJH
JUTSL JIOCATHEHHS ITBOBOT MiHIMATBHOT KOHIEHTpallii CHpOITiMyCy B LiIbHIH KpoBi 8—20 Hr/Mi1 (xpomatorpadiuHmuii
METOJ). KmueBy TOYKY OLIIH}OBaHH}I e(eKTUBHOCTI PO3paxoByBalId 33 MIKANIOIO HIK® uepe3 12 micALiB micus
panziomisaltii. JIo1aTKOBI KiHIIEBi TOUKM BKIOYAIH M ATBEp UKEHE GiOMNCi€r0 rocTpe BiATOPrHEHH s, BTpaTy
TpaHCIUIaHTAaTa Ta JIETAJbHUM HacHi oK. Jlani HaBOATECS pe3yIbTaTH, OTPUMaHi B CTPaTi Mali€HTIB i3
BUXigHOIO po3paxyHkoBoro LIIK® 6insime 40 mi/xB (nepexin Ha 3acTocyBaHHA npenapary PanamyH, n = 497,
MPOJOBXKEHHS 3aCTOCYBaHHS KalbLMHEBPHUHY, n = 246). He crioctepiranocs sxoJHUX KITiHIYHO a00 CTAaTUCTUYHO
3Hauymux noJjinieHs nokasHuka K 3a ¢popmyoro HankiBemia mopiBHAHO 3 BUXiTHUM piBHEM.

TABJUIA 17: ®YHKIIA HUPOK Y ITAIIEHTIB I3 CTABIJIBHOIO ®YHKIIECIO TPAHCIIVIAHTATA HUPKH
3 BUXTJTHOIO IIK® > 40 ma/xs Y JOCJIIIXKEHHI 3 HEPEXOJIOM HA 3ACTOCYBAHHS ITPEITAPATY PAITAMYH

(JSQC TII&KEHHSI 5! . ‘
lloxkasaux |  Tlepexin Ha3actocysanHs | | [IpOJOBXEHHS MiKyBaHHH HriOiTOpoM | Pizuuna |
npenapary Pamamyn N = 496 KansLuHeBpuHY N = 245 (95% 1)
H_IKCD MJI/XB ((I)opmyna 59,0 57,7 1,3 (-1,1;3,7)
LHKCD MJI/XB ((bopMyna 53,7 52,1
Haukiseruna) uepes 2 poku
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YacToTa rocTporo BiATOPrHEHHs, BTPaTH TPAHCIIAHTATA Ta JI€TAIBHUX HACNIAKIB OyJia 0JIHAKOBOIO Yepes
112 poxwu. [1o6i4Hi peakuii, o BUHMKAIIH ITi/] 4ac JIIKyBaHHS, YacTillle CIIOCTEPiraikcs IPOTArOM TEPIIUX
6 MicsILIiB MMiCNIs MEPEX0y Ha 3acTOCyBaHHs Npenapaty Panamyn. Yactora po3BUTKY MHEBMOHII OyJia 3Ha4HO
BUILOIO JIsl TPYTIM NIEPEXOAY Ha 3aCTOCYBaHH: CUPOJIMYCY.

Xoya cepefiHe i Me/liaHHE 3HAUEHHS CiBBIAHOLICHH: OiJKa 10 KpeaTHHIHy B ceui OyIio moaibHUM MiX rpyrnamu
JNiKyBaHHS Ha BUXIJHOMY DiBHI, CIIOCTEPIraBcsi 3HAYHO BUINUI CepeqHiii Ta MeiaHHUi piBHI BULIEHHS OiaKa
i3 ceuero B rpyIi mepexoy Ha 3aCTOCyBaHHs npenapaty PanamyH uepes 1 Ta 2 poku, sAK I0Ka3aHo B TaGIuLi
Jani [ous. po3oin « Ocobnusocmi sacmocysannsy (5.9)]. Kpim Toro, y nopiBHsHHI 3 namieHTaMu, ki
NPOJIOBXXYBaIl OTPUMYBATH iHri0ITOPU KalbLMHEBPUHY, Y O1IbIIOT BiICOTKOBOT YaCTKH MAIi€HTIB 6y 10
Cl’IiBBiIIHOIIIeHHSI 6inka 10 KpCaTI/IHiHy B ceui > 1 yepe3 lta2 poKu Ticlis epexoay Ha 3aCTOCYBaHH
cuponimycy. L1s pisHus criocTepiranacs sk y MALli€HTIB i3 CrIiBBIAHOWEHHAM GiKa 10 KpeaTuHiHy B cevi < 1,
TaK 1 B MMALIEHTIB i3 CMiBBiAHOMEHHAM OLIKa 10 KpeaTHHiHY > | Ha BUXifHOMY piBHi. ¥ GiNbIIOCTI NaieHTiB
Y Tpy1i Nepexoy Ha 3aCTOCYBAHHS CHPOJIIMyCy PO3BHHYJIACsS HEPPOTHIHA NPOTETHYPis, AKA BU3HAYAETHCS AK
CIiBBIAHOIIEHHS OiJTKa zio KpeaTHHIHY B cedi > 3,5 (46/482 [9,5 %] IPOTH 9/239 [3,8 %]), HaBiTh mics
BUKITFOUCHHS Malli€HTIB i3 HEPPOTUUHOK NPOTEIHYpi€i0 Ha BUXiAHOMY piBHi. YacToTa pO3BUTKY He(pOTHIHOT
npoTeiHypii Oy1a 3HAYHO BHUILOIO B IPYIi MEPEX0/y Ha 3aCTOCYBAHHS CHPOJIIMYCY NOPIBHSHO 3 IPYIOKO
NMPOJIOBXKEHHSA 3aCTOCYBAHH IHTIGITOPIB KaIbLMHEBPHHY 3 BUXiJHUM CIIiBBiJHOIIEHHAM OijKa /10 KpeaTHHiHy
B cedi > 1 (13/29 npotu 1/14), 3a BUHATKOM Mali€HTIB i3 HEGPOTHYHOIO MPOTETHYPi€rO HA BUXiHOMY PiBHi.
TABJIAIIA 18: CEPE/IHE i MEAIAHHE 3HAYEHHSI CIIBBITHOIIEHHS BLIIKA JIO KPEATHHIHY B CEYI

(mr/mr) MDK TPYIIAMM JIIKYBAHHS HA BUXITHOMY PIBHI, YEPE3 1 12 POKH B I'PYIII 3 BUXITHOIO
PO3PAXYHKOBOIO IIK® > 40 ma/xB

ITepion Ilepexin Ha 3acTocyBaHHSA CHPOJIMYCY IIpoaoBxkenHs JiKyBaHHs iHri0iTOPpOM KanbUHHEBPHHY
JIOCIiIZKeHHSI
N CepenHniii Mepianne N Cepenniit Mepnianne p-
NOKA3HHK * CTAHJAapTHE | 3HAYEHH: MOKAa3HUK + CTAHJAPTHE | 3HAYEHHSI | 3HAYEHHS
BiAXHJIEHHS BiIXHJICHHS
BuxigHuit 410 0,35+0,76 0,13 207 0,28 + 0,61 0,11 0,381
piBEHb
1 pix 423 0,88+ 1,61 0,31 203 0,37+ 0,88 0,14 < 0,001
2 poKH 373 0,86+ 1,48 0,32 190 0,47 + 0,98 0,13 < 0,001

Buinerkazany indopmariro ciif 6paTé 40 yBar Ipu po3riisiii MATaHHs PO MepexXij i3 3acToCyBaHHS
iHribiTOpiB KaJIbLIMHEBPHHY Ha Npenapar PanamyH y HaLi€eHTIB i3 cTabUIBHOIO QYHKIIIEIO TpaHCIIIaHTaTa
HUPKH Yepe3 BiICyTHICTE JI0Ka3iB NOKpaleHHs QyHKI] HIPOK ICIIst IEPEXO/Ly, & TAKOXK BHABJIEHHS O1IbII
3HAYyLIOTO 30i1bIEHHs BULICHH GilKa i3 ceuero Ta 301IbIIEHHs YaCTOTH PO3BUTKY He(pOTHIHOT
npoTeiHypil BHACIIIOK JIIKYBaHHS MMIiC/Is MEPeXo/Ly Ha 3acTOCyBaHHs npenapary PamamyH. Ocobiuso e
CTOCYBAJIOCS MAI[IEHTIB 13 HASIBHUM NaTOJOIYHUM BUIUIEHHAM OiJKa i3 ceuero o mepexoy.

He cniocrepiranocs 6yap-1koi CyTTE€BOI pi3HULI y QYHKIIT HUPOK Yepe3 2 pOoKH Micis TpaHCIUIAHTAL] Mif] 9ac
BiIKPUTOTO PaHJIOMi30BaHOTO MOPiBHAJIBHOTO 0araToLEeHTPOBOro JOCTIHKEHHS 3a yYacTIO NMAIi€HTIB MicIs
TPAHCILIAHTALIT HUPKH, ki abo MEPEXONUITH I3 32CTOCYBAHH TaKPOJIIMYCy Ha 3aCTOCYBAHHs CHPOIIIMYCY Yepes
3-5 micsLiB niciis TpaHCIUIaHTaLil (rpyna CUpoIiMyCy), b0 MPOIOBKYBAIK 3aCTOCOBY BATH TaKpommyc
3aranom 44/131 (33,6 %) NPUMUHKIN meBamm B IPYIIi CHPOJIIMYCY npoTH 12/123 (9,8 %) y rp

TaKpoJiiMycy. binbia KibKiCTh MalieHTiB r[oaulowl;ma npo no6iuHi peaxuii 130/131 (99,2 %) l'IpOTH 112/123
91,1 %) ajie TakoK OibIIa KiNbKiCTh Nalli€HTIB rIOBmOMmma MPO NPUMHHEHHS TiKyBaHHSA uepes no6iyHi
peaxuii 28/131 (21,4 %) npotu 4/123 (3,3 %) y rpyni cupoiiMycy MOPiBHAHO 3 IPYIIOIO TAKPOJIIMYCy.

YacToTa po3BUTKY MiATBEpIKEHOr0 Oi0MCi€I0 rOCTPOro BiATOPrHEHHs OyJia BUILIOKO sl MALiEHTIB IPyId
cupoinimycy 11/131 (8,4 %) nopiBHsiHO 3 rpymnoro Takpoiimycy 2/123 (1,6 %) gepes 2 poku micis
TpaHcruianTauii. Yactora Briepiie BUABIEHOTO [[yKPOBOTO AiabeTy micisi paHIoMi3allil, 110 BU3SHAYA€THCS K

30 nHiB abo 6inplne TpUBasoro abo NpuHaiMHI Oe3nepepBHOrO 3aCTOCYBAHHA MPOTArOM 25 AHIB Oy Ab-IKOro
JUKYBaHH:A 3 IPUBO/LY LlyKPOBOI'O Aiabety michs paH/oMi3ailil, Dyjia BULIOI B I pyiii cupoilimycy (15/82,
18,3 %) nopirHgHO 3 rpynoro Takponimycy (4/72, 5,6 %) 3 piBHEM TITIOKO3U Harlecepue > 126 mr/nn abo
piBHEM rmorcosn HE HaTmecepue > 200 MF/JIII BlJII:IlIa 4acToTa po3Bm1<y npOTemypu cnocreplranaCL y rpyru
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14.5 Hepexia Bil cXeMH JIiKyBaHHA i3 3CTOCYBAHHAM iHri6iTopiB KaJbUHH
JIKYBAHHS i3 32CTOCYBAHHIAM CHPOJIMYyCY B Nai€HTIB Mic/Is Tpaﬂcng@
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Ilepexin Big cxemu JiKyBaHH: 3 iHTiOITOPOM KaXbLUHEBPUHY [0 CXEMH JIIKyBaHHS i3 CHPONIMYCOM OLIHIOBAIIA
3 MaLi€HTIB i3 cTabiABHO0 QYHKIIIEIO TPAHCILIAHTATY Me4iHKH Yepe3 6—144 micswi micns TpaHCcIUIaHTalil.
BararoleHTpoBe KOHTPOJIbOBaHe KIIiHIYHE JOCIIPKEHHS 3 paHIOMi3alli€lo B CIiBBIAHOMEHH] 2 : 1
IPOBOAWIOCE ¥ 82 MOCHIAHUIBKAX IIEHTPAX Y BChOMY CBiTi, a Takox y CIIIA Ta kpainax €sponu; Horo MeToro
0yJI0 IPOIEMOHCTPYBATH MOKpalleHHA GyHKIIT HUPOK Micis nepexoy i3 3actocyBanHs CNI Ha 3acTocyBaHHsA
npenapary PanamyH 6e3 HEraTUBHOIO BILUTHBY Ha epeKTUBHICTh a00 6€3MeYHICTh CXEMH JiKyBaHHS.

Venoro B gociimpkeHHs 6yno BkiroueHo 607 mauieHTiB.

V LpoMy JOCITIIKEHH] He BIAJIOCS IiATBEpIUTH ITepeBary Mepexoy Ha cxeMmy JiKyBallis 3 npernaparom Pamamyn,
MOPiBHSAHO 3 MPOJIOBXKEHHAM cXeMH JiKyBaHH:A 3 CNI, 3i ckopurosanoro 3a Buxiguoro HIK®, pospaxosaHoro

3a popmyiioro Kokpodra —I onra uepes 12 micsuis (62 Mi1/XB y rpyi nepexoay Ha 3aCTOCYBaHHS Npenapary
Pamamyn ta 63 MiI/XB y rpyIii mpogoBxkeHHs cxemu JikyBaHHs 3 CNI). [IpoTsirom gociikeHHs TaKoXK HE
BJIQJIOCS [IPOJEMOHCTPYBATH BiICYyTHICTE MepeBaru Mmoo KOMIUIEKCHOT KiHIIeBOT TOUKH, IO CKJIafanach i3
BTpATH TPAHCIUIAHTATA Ta JIETATbHIX HACIIIKIB (BKIIOYHO 3 NMaLli€HTaMH, 11010 BIKMBAHHA AKUX He OyJI0
JIaHKX), y TPy Mepexo/ly Ha 3aCTOCYBaHH: Npenapary PanaMyH NOpPiBHAHO 3 IPYTIOI0 PONOBXKEHHS CXEMU
nikysanHs i3 CNI (6,6 % npotu 5,6 %). KinekicTs neTansHUX HACTIIKIB y IPyII IEpeX0Ay Ha 3aCTOCY BAaHHSA
npenapary Pamamys (15/393, 3,8 %) Gyna Bumoro, HiX y rpyIii HPOAOBKEeHHS cXeMH JiKyBaHHs i3 CNI (3/214,
1,4 %), xoua pi3HuLs He OyJIa CTAaTHCTHYHO 3HAYYyIIO, YacToTa nepeqyacHoro NpUIMHEHHS y4acTi B J0Cij-
JKeHHi (TlepeBaykHO Yepe3 MooiyHi peakii abo BiACYTHICTh eeKTUBHOCTI), MOOIYHHMX PEaKIii 3arajioM (30Kpema,
ingexuii) i migTBEpMKEHOro GiONCi€r0 rOCTPOro BiATOPTHEHHS TPAHCIUIAHTATa MediHKyY dyepes 12 micauiB Gyna
CYTTEBO BHIIOIO B TPyYIIi NEepexo/y Ha Npernapar PamaMyH NopiBHAHO 3 IPpyIO0 NpoAoBkeHH:A 3acTocyBanHs CNIL.

14.6 IManieHTH QUTSIY0ro BiKy micjsl TPAaHCILIAHTALIl HUPKH

[Ipotsarom 36-MiCSYHOTO BiJKPHTOTrO PaHIOMi30BaHOTO KOHTPOIbOBAHOTO KJIIHIYHOTO JOCIIKECHHS

B 14 mocmigHUIBKUX NeHTpax KpaiH [liBHiYHOT AMEpUKY NPOBOIMIIN OLIHIOBaHHS Npenapary Panamys 3a
YYACTIO MAI[i€HTIB JUTAYOrO BiKYy MicJs TpaHCIUIaHTalil HUPKH (BikoM Bif 3 1o < 18 pokiB), sIKi BBaXKarOThCA
CPYTIOIO 3 BUCOKHM iMyHOJIOTIYHMM PH3UKOM PO3BHTKY XPOHIYHOI TpaHCIUIAHTalliiiHOT Hedponartii, 31 BCTaHOB-
JIEHUM B aHaMHe31 0JHMM a00 AeKiTbKoMa BUMaKaMy FOCTPOro BiATOPTHEHHS aJloTpaHCIIanTara Ta / abo
MiATBEPKEHOIO 33 JOMIOMOror0 6iorcii HUpKK XPOHIYHOK TpaHCIUIaHTaLiliHOO Hedponartiero. CiMaecaT Bicim
(78) mauienTis Gyau paHgoMi3oBaHi y criBBigHOmeHH] 2 : 1 Ha JiKyBaHHA npenaparoM PanamyH (11081 KOH-
ueHTpanii cupoiMycy Big S5 1o 15 ur/mi, xpomarorpadidaum aHanizom, n = 53) y kom6inauii 3 iHribiropom
KaNbLUHEBPUHY Ta KOPTHKOCTEPOifaMu abo Jist IPOIOBKEHHs IMyHOCYIpeCUBHOT Tepartii Ha OCHOBI iHri6iTopis
KanbLUHeBpuHy (n = 25). [lepBUHHOIO KiHI[EBOIO TOYKOKO OLiHIOBAHHS I[OT0 JOCIIPKEHHS Oyia BiICyTHICTh
e(eKTHBHOCTI, BU3HAYCHA MEPIIUM BUIMAJAKOM IiITBEPI)KEHOTO 010ICi€I0 FOCTPOro BiATOPTHEHHS, BTPATH
TpaHCIUIaHTaTa ab0 JIETATEHOTO HACIIIKY, a HOCHIiLKeHHs OyJI0 po3pobIeHo Ui eMOHCTpallii nepeBaru
3aCTOCYBaHHs npenapary PanaMyH 3 iMyHOCYIPECHBHHUM JIIKyBaHHSM i3 iHTiIOITOpamMu KalbIMHEBPUHY ITOPIB-
HSHO 3 II0YaTKOBOK CXeMOIO JiKyBaHHs. CyKyIHa 4acToTa BiICYyTHOCTI €(eKTHBHOCTI 10 36 MicsLiB CTaHO-
Buia 45,3 % y rpymni npenapary PanamyH mopisHsHO 3 44,0 % Y KOHTponLHiﬁ IpyIii, i He JOBOJMIIA [IEPEBArH
TaKoTo JiKyBaHHs. Y KOXHiH i3 rpymn MaB Miclie O/(uH JleTalbHUi HACIiNOK. 3acTocyBaHHs Ipenapaty PanamyH
y xoMGinauii 3 iHribiTopamMu KanpLUHEBPUHY Ta KOPTHKOCTEPOiIaMK CYIPOBO/KYBAIOCH ITi ABUIICHHM
PU3UKOM ToTipieHHst QyHKIT HUPOK, MOPYIIEHHAM piBHA JiMi/iB y CHPOBATIIi KPOBi (30KpeMa ITi JBULEHUM
piBHeM TPHIJIiLIEPUAIB Ta XOJIECTEPUHY B CUPOBATL KPOBi) Ta iH(l)eKuiﬂMH CEYOBUBIHUX IIIIXiB [Ou8. po30in
«Ocobnusocmi 3aCMOCY8AHHAY (5.8)]. Pe3ynLTaTu TOCJIiKEHHS HE I'IlIlTpI/IMyIOTB J0JIaBaHHA TpenapaTy
Panamys 1o 1myﬂocyrxpeanH01 Teparlii 3 iHriGiTopamMu KaJbUUHEBPUHY B Wil rPyIi Mali€eHTiB AUTSIOTO BiKy
Mic/s TPAHCIUIAHTALT HUPKH.

14.7 ManienTn 3 1imdanrioneriomiomarozom

[TpoTSroM pasgoMi30BaHOTO MOABIHHOTO CIIINOro 6araToLeHTPOBOrO KOHTPOJIBOBAHOTO JOCIIIKEHHS [IPOBOIHIHA
OTiHIORAHHS OE3TEYHOCTI i eeKTUBHOCTI penapary PanmaMmyH mozo TikyBaHHS JiMdaHrioneioMmiomarosy (JIAM).

v LBOMY HOCJ‘li,Z])KeHHi mpernapar PamamyH (ckopurorana 03a Jiis mi JITPAMAHHS MiHIMATRHWX mm(empauiﬁ
Y.KpoBi MiX 5-15 Hr/MI) DOPIBHIOBAI 3 ITALEO0 IPOTALOM . 12-micsaunoro. He‘pl()lIy_JIIKyBaHHSI, aTOTIM —
12-micsyHOTO TIepioTy CTIOCTEPEIKSHHA. V pociipKeHHs 0yio BKIKOUEHO Bicimaecsrt aes’sth (89) IlclLl,l(.H riB;

43 nauienTy OyJi paHIOMi30BaHi B rpyIry Iuiaiebo Ta 46 nauieHTis y rpyny npenapary Panamyn. HepBI/IHHOIO
KiHLIEBOIO TOYKOFO OyJia pi3sHUIA MIBUAKOCTI 3MiH (HaxuiTy) Ha Micsaipb y 06’eMi GpopcoBaHoro BUANXyY 3a

T CEKyHITy (ODBTI) cepen rpym. IIpotsrom nepiony JIIKYBaHHS HaxuJl O(DBI CTaHOBHB — —12 M1 £ 2 mu1 Ha MIcALB

eERHALS [}




O®BI1 npotsirom 12-Mics9Horo nepiofy JikyBaHHs craHoBuiaa 153 mu, abo npubnusno 11 % cepenusoro OOB1
Ha MOMEHT BKJIFOUEHHs 10 nociimpkeHHs. [Toai0Hi mokpaleHHs TaKokK CIoCTepiraiucs moao GopcoBaHoi
seHTUIALIHOT 3naTHOCT (DB3). [Ticns npunrHeHHs 3acTOCYBaHHA Mpenapaty PanamyH 3HWKeHHS GyHKIIT
JIETeHiB BiTHOBHJIOCH y IpyTi npenapaTy PanaMmyH Ta mapanensHo B rpyni miane6o (aus. PucyHok 1).

PUCYHOK 1. 3MIHH B OB’€MI ®OPCOBAHOI'O BUIUXY 3A 1 CEKYHAY (O®B1) III/1 YAC ®A3 JIIKYBAHHSA
TA CIIOCTEPEXXEHHS TOCJI/DKEHHA B MAIIEHTIB I3 TIM®AHT TOJIEHOMIOMATO30M

®da3a nikyBaHHS asza cnocTepexeHHst

3
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i
i
1

1,69

Cuponimyc

O®B; ()
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I

1,04 Mnauebo
V4
0,0 T T T T T T T
0 3 6 9 12 15 18 21 24
Micsub
K-Tb nauieHTis
Cuponimyc 46 43 41 38 41 21 14
Mnaue6o 43 40 42 39 34 22 13

[IBuakicTs 3MiH mpoTsaroM 12 MicsuiB gakTopy pocty cyaunHoro egporenito (VEGF-D), nimdanrioreHHoOro
dakTopy pocty, SKHii 3riIHO OTPUMAHUX JaHUX OyB MiABUINEHUM Yy nanieHTiB i3 JIAM, cyTTeBO BiApi3Hanacs
B rpyIii JikyBaHHs npenapatoM Panamys (—88,0 nr + 16,6 nr/mi/Mics1iis) NOPiBHAHO 3 IPyIOIO Manedo
(2,42 nr + 17,2 nr/mn/micAne), e pisHULA MiK METOAMH JIIKyBaHHsA cTaHOBUNIA —86 mr/mi/micaus (95%-ui
JII: —133; —39). AGcomoTHA pi3HULL MiXK IpyTaMy WOJ0 cepefHboro nokasHuka smind VEGF-D npotsarom
12-micsyHoTrO Mepiony miKyBaHHA craHoBuiIa —1017,2, a6o npubnusHo 50 % cepeauporo VEGF-D Ha MoMeHT
BKJIFOYEHHS 10 JOCIIIKEHHS.

15 IHHOCHJIAHHAA

Clinical Therapeutics, Volume 22, Supplement B, April 2000 [ous. po3oin «Cnocib 3acmocyeanus ma
0o3u» (2.5)].

16 ®OPMA BUITYCKY, 3BEPII'AHHS TA IIOBO/UKEHHS 3 IIPEITAPATOM

Ockinpku npenapat PamamyH He BCMOKTY€EThCS Yepe3 IIKipy, HeMae oTpebr B 0COOJIMBUX 3aX0aax
nepectoporu. OuHak y pasi 6e3nocepeTHOro KOHTAKTy PO3YHHY I EPOPaNbHOrO 3aCTOCY BaHHA 31 LIKiPOIO
a60 ourMa HeOOXiIHO PETETHHO MPOMUTH IIKipY BOJOO 3 MUJIOM i IPOMUTH OUi YUCTOIO BOJOIO.

He 3acTocoByBaru npemnapar PanamyH Iiciist 3akiHYeHHs TepMiHy IpUAaTHOCTI. TepMiH mpuaaTHOCTI
Bi/INOBiIa€ OCTAHHBOMY JIHIO BKa3aHOTO MiCSIIS.

16.1 Poaqm{ Panamyﬂ zmﬂ nepopa.rlbﬂoro 3acrocvnamm

Koncua ynalcomca PO3YHHY Panamyﬂ JITA ICPOPATBHOTO 32CTOCY BaHHA, NDC 0008 1030 06 MICTUTB OIHY
CKJISIHY TUIAIIKY (60 mut) 3 )KOBTOTO CKIIa i3 cupoaiMycom (KOHueHTpaum 1 Ml"/MII), Oty nepexuu{y KAHIOJIIO

LullpldU,lB JJ1A HepraJ'IbHOI JIO3U KOBTOI'O KOJIBOpy i KOBMauKiB JJIA IOACHHOI'0 JO3YBaHHA, W g
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[Tnamxu 3 posyrHoM Panamys Juis mepopajibHOro 3acTOCyBaHHS il 30epiraTy 3aXuIIeHUMH Bij CBITIA

B XOJIOAWIBHHUKY npH Temmneparypi 2—8 °C. [Tici BiAKpUTTA IISMIKK BMICT CJTijl BYXUTH POTATOM OHOTO
Micsus. SIKio noTpibHo, MauieHT Moxe 30epiraTu IUIAIIKY IpU KiMHATHIA TemiepaTypi 1o 25 °C npoTsarom
KOPOTKOTO Iepiofly dacy (Hampukniaj, He 6inbuie 15 naiB ais mismok).

JU1s BUKOHAHHA J03YBaHHA MaIOTh BAKOPMCTOBYBATHCS IINPHIL VIS EPOPATBHOI 03K KOBTOTO KOJILOPY Ta
KoBnayok. [Ipenapar MoxkHa 36epiratu B mpwuii He 6inbie 24 roauH npu KiMHaTHIN TeMmeparypi 10 25 °C
abo B XOJIONUIBHUKY TIpH Temreparypi 2—8 °C. LLnpury ciif yTHIi3yBaTH Miciis 0IHOPa30BOT0 BUKOPHCTAHHA.
[Tics po3Befens Mpenapar CIIii BIKHTH HeranIio.

Po3unH PanamyH 1ist iepopanbHOro 3aCTOCYBaHHs B IUIAIIKAX MOXE [ELIO MOMYTHITH I1iJ{ yac 36epiranss
B XOJIOMHIBHUKY. Y 1IBOMY BHIIAJIKy 3aJIMINTE Npenapar Npu KiMHATHIN TeMIeparypi, a oTiM 06epesKHO
300BTHITB IUIALIEYKY /10 3HUKHEHH:A NoMyTHIHHA. HasBHICTh IOMYTHIHHS HE BIUIMBAE HA AKICTh TIPENapary.

16.2 Tabaerkn Panamyn
Tabnerxku PanmamyH 1oCcTyIHi B Takiil TiKapchKiit popMi:

. NDC 0008-1040-05, 0,5 Mr, KOpHYHEBOTO KOJIBOPY, TPHKYTHOI (hopMmH, 3 MapkyBanHsIM «KRAPAMUNE
0.5 mg» 3 ogHOro 60Ky; B ruIsAmLi Mictutscs 100 TabneToK;

. NDC 0008-1040-10, 0,5 Mr, KOpHIHEBOTr0 KOJIBOPY, TPUKYTHOT popmu, 3 MapKyBaHHSIM «KRAPAMUNE
0.5 mg» 3 oHOTO GOKY; B ynakosui Redipak® mo 100 ta6aerox (10 6micTepie o 10 Tabrerok y
KOXKHOMY);

. NDC 0008-1041-05, 1 mr, 6i10r0 KOIBOPY, TPHKYTHOI opMH, 3 MapkyBanHsM «KRAPAMUNE 1 mg»
3 ofiHOro 60Ky; B muiAnILi Mictutsesa 100 Taberoxk;

. NDC 0008-1041-10, 1 mr, 6i10r0 KOJIBOPY, TPHKYTHOT OpMH, 3 MapKyBanHsM «KRAPAMUNE 1 mg»
3 ofiHOro GOKY; B yrakosui Redipak® mo 100 ta6nerox (10 6micrepis mo 10 TaGnerok Yy KOXXKHOMY);

. NDC 0008-1042-05, 2 mr, Bifi %0BTOro 10 6€XKEBOro KOIbOPY, TPUKYTHOT (OPMH, 3 MAPKyBaHHIM
«RAPAMUNE 2 mg» 3 ogHoro 60ky; B msmii Mictutsess 100 Tabnerox.

Tabnerxu PanamyH ciin 36epiratu npu Temneparypi Bin 20 °C go 25 °C [3rigHo pekomenanii ®apmaxomnel %
CHIA «KoHTposboBaHa KiMHaTHa TeMIIEpaTypay]. BHKopHCTOBYiiTe yIIakoBKY, 100 3aXUCTUTH GIicTepu Ta \
IUIACTHHY BiJ CBiTJIa. BukoHyliTe H03yBaHHsI 0 MIIIBHOT, CBITIOCTIMKOT EMHOCTI 3riHO 3i BKa3iBKamMu ‘
®apmaxkornei CILIA.

17 IHOOPMAIIA IJI51 MALIEHTIB

IlopazpTe narienTam, 4ieHam ixHix ciMei Ta ocobam, Mo JOrIAAAI0TH XBOPHX, O3HalomuTHcs 3 [ndopmartiero
TpO JiKapChKui 3aci6 1 mauienTa Ta IHCTpyKii€ero Moo npHiAMaHHs PO3UKHY JUIS IEPOPaIEHOTO
3aCTOCYBAHHSI, & TAKOXK IOMOMOXITE iM 3po3yMmiTH ixHilt 3micT. [ToBHui Texcet [Hopmanii po gikapeskuit
3aci6 s nauienTa i [HCTpyKuii M0/10 3aCTOCYBaHHS PO3YHHY I [IEPOPATBHOTO 3aCTOCYBAHHS HABEICHHUH y
KiHI[ [FOTO JOKyMEHTa.

Hus. 3arBepmkeny FDA Indopmaniro npo nikapcbkuit 3aci6 it nauienTa ta [HCTpyKiiio moxo 3acTocyBaHHsA
PO3UMHY AJI NEePOPAILHOTO 3aCTOCYBaHHS.

17.1 Ho3yBanust

- Cunii HajiaTh NaLicHTaM BUUePIHi BKa3iBKH 00 A03yBaHHs [Ous. «3ameepoocena EDA Ingpopmayis npo—————
nirapcorutl 3acio 0ns nayicumay).

172 Bunaaxu paky mkips

Ciii orepenTH Nali€enTiB, O Yepe3 MiABUINeHUH PH3UK PaKy MIKipH BILIMB COHSYHOrQAG i
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ToBoro (Yd) cpiTaa ciifi 0GMCKHTH BHKOPHCTAHHAM 38XHCHOTO OJUITY T conueaaxncu@r‘_é{@e
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creKTpa Aii 3 BUCOKUM 3axuCHUM akTopom [Ous. posoin « Ocobnusocmi sacmocysanusy (5.18)].
17.3 Ilepion BariTHOCTI Ta TOAYBAHHS IPYIII0

Criin morepeuTy Mal[i€HTOK PENpPO/IyKTHBHOTO BiKy 3aro0iraTi BariTHOCTI IPOTAroM yChOro Hepiofy
nikyBaHHSA Ta 12 THKHIB MiCIIs IPUIMHEHHS TiKyBaHHs npenaparom PamamyH. 3acTocyBaHHs penapaty
PariaMyH IiJi 9ac BariTHOCTi MOKE CIPMYMHUTH LIKiAMMBUH BIIUB Ha T, CIiijj monepeauTy BariTHy xKiHKY
1pO MOTeHIiHK# pu3uK Juist wioy. Ilepes IPUIHATTAM pillleHHs MO0 TOAYBAHHS [PY A0 CIILA
TIOTePeIUTH MALIEHTKY TIPO T€, 1O BILIMB IOyBaHHSA IPY IO 1L Yac 3aCTOCYBaHHS L{BOTO Tperapary
HeBiOMHi, aJle HasBHA HIMOBIPHICTE PO3BUTKY CepHO3HUX NMOOGIYHUX ABUII [Ous. po3din « Ocobrusocmi
sacmocysanuay (3.15), «3acmocyeanns 6 okpemux epynax nayienmiey (8.1, 8.2, 8.3)].

174 Besnaigasn

C11iz IoTepeIUTH TAMi€HTIB Y0T0B{YOT Ta XKiHOYOI CTaTi, 10 npenapar PanaMyH Moxke CIpHYHHATH
nopymeHHs pepTHIBLHOCTI [Ous. po3din «Ocobnusocmi 3acmocyeannsy (5.16), «1lobiuni peaxyii» (6.7),
«3acmocysanns 6 oxpemux zpynax nayienmiey (8.1, 8.3), «[loxniniuna moxcuxonozisy (13.1)].

IH(opMaIis Npo 3acTOCYBaHHs LBOTO Ipernapary Moxe OyTu oHoBiieHa. [ToTo4Hy Bepcito MOBHOT iHCTpYKLIIT
VI MEIMYHOTO 3aCTOCYBaHHs JIKapChKOro 3aco0y MOXKHA OTPHMATH 3a apecoro: www.pfizer.com.

Hucmpu6’romop
[Mororur: Baiier ®apmacsiotikans JIIC/
Pfizer] Wyeth Pharmaceuticals LLC
[ovipHs komnania MNdaiisep, k. /Pfizer, Inc., Pinagensdis,
wr. MeHcunbBanis, 19101/Philadelphia, PA 19101
LAB-0473-14.0
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TH®OPMAIIIA JJIA ITAIIEHTA IIPO JIIKAPCHLKHM 3ACIB
Tabnerkn PAITAMYH (RAAP-a-mune) (ciposimyc)
Pozunn PATTAMYH st mepopalbHOro 3acTocyBaHHs (CHpoIliMyc)

Sxy nanBaxusimy indopmaniro ciig 3HaTH npo npenapar PAITAMYH?

[Tpenapat PATTAMYH moxke cCipuunHATH CEepHo3Hi NOOIvHI peakLii, 30kpema:

1. migpumenui pusux 3apaxenns indexuismn. HassHa AMOBIpHICTE 3apaxkeHHs 1HPEKLIIMHU, 0COOINBO COIPUYMHEHUX Bipycamu,
Gaxrepiamu Ta rpubamu (apixmxamu). Jlikap moxe npu3Ha4ydTH Bam mikapcbki 3aco0H IS MOTIEPEKEHHS PO3BUTKY AEIKHX
iHpeKIi#.

SIximo iz 9ac 3acTocyBaHHs mpenapary Pamamys y Bac croctepiraiorsest cumMntomy iHgekuil (30Kpema miIBUIEHHA TeMTIEPATy Py
a00 03H00), HEeralfHO 3BEPHITHCS IO JKaps;

2 nigBHIUEHUH PU3HK PO3BUTKY NEBHHX BUAIB paKy. Jliony, Axi npuiMaroTs npenapar PanaMyH, CXUbHi 10 [ ABHAIIEHOTO PU3HKY
PO3BUTKY NiM(OMH Ta iHIIMX BUMIIB paKy, 0coOIMBO paky mKipy. IIpoKOHCYIBTYHTECS 3 JIIKApeM LIOHO PU3MKY PO3BUTKY paKy.
He poseneno OesneqnicTs Ta edexrusHicTs npenapaty PAITAMYH ajist siogeit micst TpancmiianTauii neginku ado JereHis.
3acrocypanns npenapaty PAITAMYH mojke CIPpHUYMHHTH CepPio3HI YCKJIAAHEHHS TA JIeTajdbHI HACKIAKH B Jioaell mic/s
TpancnanTanii nedinku a6o Jeredis. Y pasi TpaHCIIaHTauUil edinky abo JiereHiB He ciix npuiiMatu npenapat PAITAMYH 6e3

MOTIepeTHBOI KOHCYIBTALlI 3 JIiIKapeM.

Indopmanito moao inmmx nobiunnx peaxuiii npenapary PAITAMYH aus. y posgini «fxi moxsmsi noGiuni peaxuii ma

npenapat PAITAMYH?».

II{o Take PAIIAMYH?

PATTAMYH — ue peuentypHuii likapchkui 3aci6 a1 npodinakTHKH BIATOPTHEHHS TPAHCIUIAHTATA HUPKH (JTiKapchKKi 3aci6 mpoTH

BITOprHeHHs) y moneH Bikom Bix 13 pokis. BinroprHeHHs BinOyBaeThes, KONH IMyHHA CHCTEMa OpradizMy pO3Ili3HAE HOBUM OpraH

K «UY>KOpiAHY» 3arpo3y i atakye Horo.

Ipenapatr PATIAMYH 3acTocoByeThcd 3 IHIIMMM JiKapChKHMHM 3acobamu, Hanpukiaf, uukiocnopunom (Tenrpad, Heopa,

CangiMyH) Ta KopTuKocTepoinamu. Jlikap BUPILIHTE:

® uy nigxoxuts Bam nikyBanus npenapatom PAITAMYH; ta

® 5K HallKpalle 3aCTOCOBYBATH Liei Mpenapar i3 HUKIOCIOPUHOM Ta KOPTHKOCTEPOIAaMH IiCist TPAHCIUIaHTaL].

Hapazsi neBinomo, 4yu € npenapatr PAITAMYH 6Ge3neynum ta edekTUBHEM Ui AiTe monoame 13 pokis.

PATIAMYH — e peuentypHui JNikapchKUil 3aci6, KU TAKOX 3aCTOCOBYETBCS Jis JiKyBaHHs JiMdanrioneiomiomarosy (JIAM).

JIAM — ue pinkicHe nporpecyioue 3aXBOPIOBaHHs JICLEHIB, SIKE BpaXkae MepEeBaXKHO KIHOK PENPONYKTHBHOTO BiKy.

Komy ne ciia npuiimatu PAITAMYH?

He cnin npuiimaru npenapat PAITAMVYH, sxmo y Bac anepris Ha cuponiMyc abo Oyap-sKy iHLIy pedoBUHY npernapary. [loBHuii

nepestik pedoBuH, 10 BXOAATH A0 ckiaay npenapaty PAITAMYH, Bu Moxere 3HalTH B KiHII LBOTO JMCTKA-BKIAJKH.

o cnix noBigoMuTH JIiKapIo MepeJ MOYaTKOM 3aCTOCyBaHHs npenapaty PAITAMYH?

® Bu maete nopyiueHHs GyHKLIT MeYiHKY;

® Bu Maete pak wmkipu abo Horo HasBHICTB ¥ CiMEHHOMY aHaMHesi;

® Bu MaeTe BHCOKUil piBeHB X0ONeCTeprHy ab0 TPUIITiLEpHIiB (KUpiB y KpoBi);

e Bu BariTHi a60 € XiHKOIO pernpoayKTuBHoro Biky; Ilpenapatr PAIIAMYH mosxe 3apnaty mkoau rionori. He cnix BariTHIiTH
I Yac iKyBaHHs Ta NPOTAroM 12 TIDKHIB Mic/s 3aKiHYeHH Jliky BaHHs niperiapatom PAITAMYH. Jlns 3ano6iragas BariTHOCTI
XKIHKaM PENpoAyKTHBHOTO BiKy CJIiZi BUKOPUCTOBYBATH e(EKTHBHI 3acO0M KOHTpauenuil mix vac JiKyBaHHA i MPOTArOM
12 TIOKHIB MiCNIA OCTAHHBOTO 3acTOCY BaHHs npenapaty PATTAMYH. ITpokoHCY nbTy HTeCh 3 JIKapeM 100 HalKpaIoro METOIy
KOHTpaLenuii npoTsroM 1poro nepioxy. Skio Bu 3aBariTHinu abo BBaXkaeTe, IO 3aBaTiTHLIM MM Yac JiKyBaHHs | NPOTATOM
12 TeoKHIB MiCNA OCTAHHBOTO 3acTocyBaHHs nmpenapaty PATIAMYH, HeraifHo 3BEpHITHCS 0 JliKaps.

¢ Hemae nanux mwono BrumBy npenapaty PATTAMYH Ha rpyaHe Mosioko. OfiHaKk HassBHUI pU3HK PO3BUTKY CEPHO3HMX MOGIYHUX
peakiliii y HEeMOBIAT Ha rpyJHOMY BUroAoByBaHHi. SIkmo Bu mpuiimaere mnpemnapatr PAITAMVYH, pasom 3 sikapem ciiin
BUPIIIUTH OO HAHKPAIOTO CMOCO0Y TOLYBaHHS JUTUHU.

PoskaskiTe nikapio npo Bei gikapebki 3aco0u, siki By npuiiMaere, BIIFOUHO 3 peHENTYPHUMH i Oe3peLienTy pHUMY Tperaparamu,

BiTamiHamu Ta 6Giogo6aBkamu. 3acTocyBaHHs npenapaty PATIAMYH y komGiHauii 3 iHIIUMH JTiKapCLKUMM 3aC00aMU MOKeE BILIMBATH

Ha TXHIO aKTUBHICTb, CIIPUUUHSIOYH PO3BHUTOK CEPHO3HUX MOOIYHUX peaKLiiil.

PATTAMYH moxe BIUIMBaTH Ha IO iHIIMX Npenaparis, a iHIIi MpernapaTti MOXKYTh BILIMBATH Ha Aito npenapaty PATIAMYH.

Oco6nuBo BayKJIMBO MOBIAOMHUTH JTIKapto, KO Bu npuiimacre:

® JliKapcbKUH 3aci0 IS 3HDKEHHS PIBHS XOJIECTepUHY ab0 TPHIIILEPHIIB;

® uKIocnopuH (3okpema ['enrpad, Heopan, Cannimyn) adp takponimyc (IMporpat) abo iwmi iMyHocynpecurHi mikapehki
3ac00u;

® aHTHOIOTHK;
® NpPOTUrPHUOKOBUH nperiapar;
® J'IlKapCbKl 3aco614 Bil nlleHLueHoro TUCKY 200 cepueBO CYHHHKX 3aXBOpiOBaHb
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JaHazoJ1;
mikapchKi 3acobu ans nikyeanHs BIJI abo rematury C;
3BipoOili 3BHUAHUIA.

Ax caip npuiimaTtu npenapat PAITAMYH?

Jns orpumanHs indopMauii 10010 HaANEKHOTO crocody npuiiManHs pozunHy PAITAMYH asis nepopaibHOro 3acTocyBaHHs
MPOYUTANUTE CYTIPOBIAHI IHCTPYKIIT i3 3aCTOCY BAHHSI.
[Mpuitmaiite npenapat PATTAMYH 3rifnHo oTpuMaHuX BKa3iBOK JliKaps.

Jlixap moBigoMute Bam B skili 103i Ta konu npuiimaru npenapat PATTAMYH. He smintoiite 103y npenapary 6e3 BimmosigHoi

BKa3iBKM JlKaps.
V pasi ogHoYacHOro 3acrocyBaHH: LukiocropuH (I'enrpad, Heopan, CannimyH) ciig 3actocoByBatu npenapat PATTAMVYH i
LUMKJIOCTIOPHUH 3 IHTEPBATIOM NPHOJIU3HO 4 TOUHU.

He npununsiite npuiimara npenapat PAITAMYH a6o iHui Jlikapcbki 3ac00M MPOTH BINTOpPrHEHHs 0€3 BigIIOBiAHOI BKa3iBKU
JKaps.

Jlixap Oyne nepepipsty pieHb npenapaty PAITAMYH y xpoBi. 3aneHo Bin pe3ysisTartiB aHaizy KpoBi JKap MOXe 3MIHUTH
no3y npenapaty PAITAMVYH.

[Mpemapat PAITAMYH HeoOxinHo npuiiMaTy HepopaibHO OMUH pa3 Ha 100y LOAEHHO.

He pospasmoiite, posxosyiire abo posnamy#re Tabnerku PAITAMVH. Ilosimomre nikaps, skuio y Bac BUHHKAIOTH TPy AHOL
npu HpOKOBTyBaHHl Tabnerox PAITAMYH. Jlikap moske npu3Hauutu Bam npenapar PAITTAMYH y sursaai po3dusy.
Ipuitmaiite Bei go3u npenapary PATTAMYH B onnaxosuit crioci6 nia yac a6o Misx npuiMaHeaMu Dxi. bka Moske BITMBaTH Ha
00’eM JTiKapchKOTo 3acody, IO MOTparuiie B KPOB. 3aCTOCYBaHHs KOXHOI no3u npemnapaty PATTAMVYH s ognakosuii criocid
cripusie 30epexeHHIo Horo cTabineHOi KoHUEHTpanil B kposi. He npuiimaiite npenapar PAITAMYH 3 rpeiindpyToBUM COKOM.
Pozuun PATTAMYH anist nepopassHOTO 3aCTOCYBaHHSA MOXKE N0 MOMYTHITH I Yac 3GepiraHHs B XONOAMILHHKY. Y 1EOMY
BHITAJIKy 3aJMIITE HOTo NMPH KiMHATHIN TeMieparypi, a MoTiM odepexHo 300BTaiTe IAIMEYKY A0 3HUKHEHHA [IOMYTHIHHS.
V pasi norparussas po3undy PAITAMYH st nepopaibHOTO 3aCTOCYBaHHs Ha LIKIPY MPOMMITE MUIIHKY BOJOK) 3 MAIOM.
V pasi norpamsaHs po3unHy PAITAMYH nuist nepopaiibHOTO 3aCTOCYBaHHs! B OUi MPOMUITE IX BOLOKO.

Sxuo By npuiinsnm 6ineme HEOOXIAHOT 103U Mpernapary, HerailHo 3BEpHITHCS 10 JiKapsA abo A0 HalONumK4Oro BiAmilIeHHS
MIBUAKOT TOITOMOTH.

Yoro cJIig yHHKATH NPOTATOM 3acTocyBaHHs npenapaty PAITAMYH?

VHuKaiTe 3aCTOCYBaHHA XHMBUX BaKUMH A yac npuiiManss npenapaty PAITAMYH. Ipuiimauns npenapaty PATTAMYH
MOXe 3MEHIIyBaTH €)eKTHBHICTD IEIKHUX BaKLIHH.
Ob6mexte yac repebyBaHHs Ha COHAYHOMY Ta yibTpadioseroBoMy cBitii. [IpukpuBaiite mKipy OAAroM Ta BUKOPUCTOBYHMTE
COHLIE3aXHUCHUH KPeM MIMPOKOTo CreKTpa Aii 3 BUCOKUM 3aXHCHUM (aKTOpOM uepes MiABUIIEHUM PU3HK PO3BUTKY PaKy LKipH
npH JikyBaHHI npenaparom PAITAMYH.

Sxi moxknuBi moGiuHi peakuil Ha npenapat PAITAMYH? Ilpenapar PAITAMYH moske cipudauHsiTH cepiio3Hi mobiuni peaxuii,
BKJ/II0YA0YH HACTYNHI.

“TepesipKkH ORI TIHPOK TIPOTSITOM TIpHiMarsr iperapary PATIAMY H iz mrorocroprnon (npertaparaste Ferrpady; Heopa,

Higsumenuii pusuk sipycHux indexuii.

JuB. «Axy HaliBazkausimy iHgpopmauiro ciain 3HaTn npo npenapar PAITAMYH?»
CepiiosHi anepriuni peakuii. [Toigomre nikaps ado HeralHO 3BEpHITHCS 32 MEIUUYHOKO IONIOMOTOR), KO ¥ Bac 3°sBuBCs Oy 115~
AKHH 13 TAKMX CUMITOMIB alepriyHoi peaxuil:

O Habpsk o6nuyus, ouel abo pOTOBOI OPOXKHHUHH; O 6u1b 200 CTHCHEHHS B IpyIsiX;
O  yTpyIHEeHe NMXaHHS a00 XPUITH; O BiAYYTTA 3aramMopoYeHHs abo BTpaTa CBIJOMOCTI;
O  BIAYYTTS CTUCHEHHS B rOpIIi; O BHcUI abo JTyIIEeHHs WKipH;

Ha6psixu. ¥V kiHLiBkax i pi3HHX TKaHHHAaX OpraHisMy, 30KpeMa B CepLeBiil cymui a0 JiereHsX, MOYKe HaKOMNYYBaTUChH PiIMHA
[NoBimomTe Nikaps Npu NOSBI yTPYAHSHHS JUXaHHS.
ITorane 3aroenss pan. [Ipenapar PAITAMYH moske nmpusBecTH nO MOBIMBHOrO abo MOraHoro 3aroeHHs pad. [loeimomre
Jixaps, Ko y Bac criocrepiraerses mouepBOHiHHA 200 JpeHyBaHHsI, paHa HE 3arofOETHCs ab0 BIIKPUBAETHCA.

Higsnumennii pisenb XoJecTEpPUHY Ta TPUIJiLepuiis (iniais ado xkupy) y kposi. Jlikap Mae Ha3HAYATH aHATI3H KPOBI 15
TepeBipKY pIBHS JiMiAiB mij yac nikyeawHs npenaparom PATTAMVYH. Skio piBeHs NimifiB 3aHagTO BUCOKHH, JiKap MOXe
NPU3HAYUTH JIIKYBaHHA HieToro, (izuuHuMM BrpaBaMu abo mikapchkuMmu 3acobOamu. Ilin yac nikyBaHHS npenapaTtom
PAITAMYH piBeHb XOJECTEPHHY Ta TPUITILEPHIAIB Y KPOBI MOXeE 3aJMIIATHCI BUCOKMM, HaBiTh KO Bu morpumyerecs
TIPU3HAYEHOTO IUTaHY JIiKyBaHHSI.
Brnuims Ha ¢pynkuiro nupok. Konu npenapar PAITAMY H 3acrocoByethes B komOiHauil i3 uuknocnopunom (lenrpad, Heopain
CangimMyH), e MOXe BIUTMHYTH Ha (YHKLUIOHYBAHHS TpaHCIUIaHTOBaHOI HUPKH. Jlikap Mae perymspHO Mpu3HayaTH aHami3u A

CaHlIMyH).
Minsumenni Bmict Gika B ceui. JTikap MOXKe perysspHO NepeBipsTH BMICT Oifka B ceyi.

o Jlesi RIDYCH MOXYTh )KUTH y Barmomy npraHnM: Ta cnpuqnmwx meWTOK AKTURHNX QmpM IH(‘I)GK i
iMmyHHo1 cuctemu. BK-Bipyc MoXxe BIUTMHYTU Ha pOOOTY HUPKH Ta CIIPUYMHUTH 3011 y (byHKL[lO
HUDKH,
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® [lesnuid BipyCc MOXE BHKJIHKATH PiAKICHY CepHo3Hy iH(EKII0 TOTOBHOrO MO3KY, TaK 3BaHy IpPOrPECYFOMy MYJbTH-
¢dokansHy neikoeHuedanonarito (IIMJT). IIMJT 3a38uuaii MPU3BOAUTE 10 JETaIbHUX HACIIAKIB 200 TSHKKOT 1HBAJTI THOCTI.
HeraliHo 3BepHITECS 110 JliKaps, AKIO By MOMITHIIM PO3BHTOK HOBHX MOPYLIEHb a00 MOTIPIIEHHS CTaHy 30pOB’ S, a came:
B CIULyTaHiCTh CBIAOMOCTI;
B panTOBi 3MiHU XapaKTepy MUCICHHS, XOIH, CUIH 3 OMHOTO GOKY TiJa;
®  iHLI NOPYIIEHHS, SKi TPUBAIOTH MPOTATOM AEKIIBKOX [IHIB.

o Ilopymenns ¢pynkuii neress aGo AuxaHHs. Y NEIKUX BUMNAJKaX L€ MOXKe NPU3BECTH IO NeTanbHuX Hacmiakis. [ToBimomre
nikaps, axio y Bac 3’sBuBcs abo noripuryeTscs Kalleib, 3aiHIlKa, YTPYJHEHE AMXaHHA abo HOBi MOPYLIEHHS JMXaHHA.
Mo3kTHBO, JliKapeBi 0BEAETHCS 3yNUHATH a00 3MeHIuuTH 103y npenapaty PAIIAMYH.

o Ilopyuiennsi 3roprannsi Kposi. 3actrocyBanns npenapaty PAITAMYH y komGinawii i3 LuKII0CTIOpuHOM 260 TakpomiMycoM
MOX€E CHPHYMHHTH PO3BUTOK MOPYLIEHb 3ropTaHHA kposi. [loBimomTe mikaps, skio y Bac crocrepirarotbes He3posymini
KpOBOTEYi a00 CHHLI.

o Moxuausa wkoaa jjs miony. Ipenapar PAITAMYH moxe 3aBnatu mxony riogosi. He ciin sariThiTu mix yac nikysasHA Ta
npoTsAroM 12 TWXKHIB Mmicns 3aKiHUeHHs JikyBanHA mpenapatom PATTAMYH. Jlus. «llo caix mosizoMuTH Jikapio mepex
04YATKOM 3acTrocyBanHs npenapaty PAITAMYH?».

HAy:xe yacri noGiuni peaxuii npenapaty PAIIAMYH y moaeii micast TpaHciuianTauii HAPKH BKIIOYAIOTH:

O MiJBUILUEHNI TUCK; O iH}eKIis CeYOBHBITHUX [IAXIB;

O 6inb (BKIIIOYHO 3 60OJIEM Y JKHMBOTI Ta Cyryiodax); o HHU3BKUH PIBEHb EPUTPOLUTIB (aHEMIf);

o miapes; O HYyHOTa;

O TOJOBHMI Oinb; O HU3BKHH piBEeHb TPOMOOLMTIB (KIIITHHU, AKI JONIOMAararoTh
3TOPTaHHIO KPOBI);

O TMi/IBULIEHHS TeMIepaTypH; O  BHCOKHII piBE€Hb LYKPY B KpoBi (miader).

Ayxe yacri nobiuni peakuii npenapary PAITAMYH y siioaei iz JIAM BKJIIOYAIOTD:

O BHUPa3KH B POTOBiH MOPOXKHHHI; O Oine y rpynsx;

O piapes; O iH(exUis BepXHiX QUXalbHUX LIJXIB;

O 0inb y )KHUBOTI; O  TOJIOBHHII OiJib;

O Hy[IOTa, O  3arMnaMOpPOYEHHS;

o 6ine y ropi; O Oinb y M’s13ax.

O aKHe;

Inmi noGiuni peaxuii, Aki MoKy Th BHHHKHYTH IPH 3acTocyBaHui npenapaty PAITAMYH
o [lpenapar Moxe BIUTMBATH Ha (EPTHIBLHICTH KIHOK Ta Ha 3JaTHICTh 3aBariTHITH. [I[poKOHCYNbTYiTECH 3 JikapeM, SKIIO L
OUTaHHA XBWIOE Bac.
e [Ipenapar Moxxe BIUIMBaTH Ha (EPTHILHICTL YONOBIKIB Ta Ha 3MATHICTH 3ayaTTs. [IpOKOHCYNBTYHTECH 3 JliKapeM, AKIO L&
NUTaHH XBUIIOE Bac.
[Tosinomte nixapto, axuio y Bac cnocrepirarorses nobiuni peakii, ki Bac TypOyroTh Ta He MPUNMHSIOTHCSL.
Le e Bei no6ivmi peakuii, 10 MOy Th BUHHKATH T/ 4ac 3acTocyBaHHs npenapary PAITTAMYH. [I1s oTpuMaHHS JOAATKOBOT
iHopmanii 3BepHiThCA 10 Jikaps abo dapmaLeBTa.
3BepHiTbCst 10 JiKapsi A5 OTPUMAHHS KOHCYJIbTalil 1010 NoGiuHuX peakuiii. Bu moxere mosizomuTu npo noGiuni peaxuii
A0 YpaB/liHHs 3 KOHTPOJIIO SIKOCTi Xap4OBHX NPOAYKTIB Ta Jikapchkux 3aco6is CIIA (FDA) 3a nomepom Tesedony 1-800-
FDA-1088.

SAx caix 36epiraTu npenapatr PAIIAMYH?
Taonerku PATIAMYH
® 30epiratu Tabnetkn PATTAMYH npu kimHatHil Temniepatypi Bin 20 °C mo 25 °C.
® bricrepu Ta miacTvHHM: 36epiraTv TabNETKH B OpUriHaNbHii GicTepHii ynakosui. BHKOPHCTOBYBATH yMAaKOBKY A/S 3aXHCTY
GuticTepiB Ta MUIACTHH Bij CBiTIA.
o ITmawku: 36epiraty mswky 3 tabnerkamu PATTAMYH winbHo 3akputoro.
Po3zunn PAITAMYH aJisi mepopajibHOro 3aCTOCYBAHHS
® 306epiratu sk 3 pozuuHom PATTAMYH n1s nepopaiibHOro 3acToCyBaHHs B XOJOAHIBHUKY py Temmeparypi 2—8 °C.
e 306epiraTu B 3aXUICHOMY BiJ CBiTJIa MicL.
® 3a HeoGxigHocTi msuwku 3 pozunHoMm PAITAMVYH ans mepopanbHOro BHKODHCTAHHsS MOXHA 30epiraTv Mpu KiMHATHiH
Temreparypi 1o 25 °C npotsarom 15 axis.
e Binkputy nswky 3 posunHom PAITAMYH nns nepopansHOro 3acTOCy RAHHS CITi/L RKUTH poTarom 1 micatis
| Biupuasy sunmrn possenennit posund PATTAMYH ans nepopaibHOro 3acToCY BAHHS. e e
He 3acrocosysaru npenapar PanamyH micns 3axiHueHHa TepMiHy npuaaTHOCTI. TepMiH NPUAATHOCTI BiAMNOBiNAE OCTAHHFOMY IHIO
BKa3zaHoro Micsus. He 36epiratu nikapchKuii npenapart i3 TepMiHOM BMKOPHCTAHHS, IO 3aKiHTIHBCS, 3 TAKOXK SKLIO Bill GinbLIe 11e
MOTPiIOHUH.




|3aram,na indopmania uogo 6e3meyHOro Ta eeKTHBHOIO 3acTocyBaHHs npenapaty PAIIAMYH.

HOJIi JiiKapcbKi 3aCO0M BHIUCYIOTH UL LNeH, BIIMIHHMX BIX THX, L0 mepenideHi B Indopmauii npo nikapcekuil 3aci6. He 3acto-
coyiire mpenapatr PATTAMYH nans mikyBaHHs 3aXBOpPIOBAaHHsA, IUIS SIKOro Horo He mpusHauanu. He mepenasaiite mpemapaT
PAITAMYH iHmuM MOIIM, HaBITh AKIIO B HUX Taki cami CUMIITOMH, sik 1 y Bac. [le Moyke 3aBIaTH iM IUKOIH.

B wiit Indopmanii npo sikapcekuii 3aci6 MmiacyMoByrOThCS HalBaXIMBII faHi npo mpenapat PAITAMVYH. o6 otpumaru Ginbine
inopmauii 3BepHiTECA 10 CBOro Jikapsa. Bu Moxere nmonpocuty B Jikaps abo dapmariesra inpopmauiro npo npemapat PATIAMYH
JUlA TpaLliBHUKIB OXOPOHU 310poB’s. JlonaTkoBy iH(opmauio MOKHA OTPHMATH Ha BeOcaiiTi www.rapamune.com abo 3a tenedoHom
1-800-934-5556.

SIki peyoBnHM BXOAATH 10 ckaaay npenapaty PAITAMYH?

Jliroya peq4oBHHA: CHUPOIIMYC

Jonomixui pewosrHu: pozuns PAITAMYH s nepopaisuoro sacrocysanss: Phosal 50 PG® (dochaTunnixomit, MpomileHr TiKoIb,
MOHO- Ta AWIJIUEPHIH, €TAHON, CO€EBi JXHMPHI KHCJIOTH Ta ackopbiutmansmitar) Ta monicopGar 80. Posuun PATIAMYH mma
MEPOPANIbHOrO  3aCTOCYBaHHA MicTuTh 1,5-2,5 % eranony. [JomomixHi peuoBuHH: Tabimerku PAIIAMYH: caxaposza, jakrosa,
nofierunenrixkoas 8000, cynsdar kanpLiro, MiKpOKpUCTaliYHa IEM0N03a, GapMaleBTHYHA r1a3yp, TAIbK, HJIOKCHI TUTAaHy, CTeapar
Marsiro, ToBiOH, nonokcamep 188, monierunenrnikons 20 000, riinepuiMoHooeaT, KapHay6cbkuil Bick, dl-ambda-Tokodepon Ta
i pevosuny. Jlikapceki Gopmu i3 n03yBaHHAM 0,5 MI Ta 2 MI' TAKOXK MICTATh KOBTUI OKCHI 3aJli3a Ta KOPHYHEBMH OKCHI 3aJ1i3a.

[ucmpub’romo

[[Torotun: Baiier ®apmackroTixans JIJIC/
Pfizer] Wyeth Pharmaceuticals LL.C
[DouipHs komnanis MNdanzep,
IHk./Pfizer, Inc., dinapenbdis,
wT. MeHcunbBaHis, 19101/Philadelphia,
PA 19101

Jlna Tabnerox i po3uuHy PamamyH A1t mepopaibHOro 3aCTOCY BaHH:
LAB-0578-8.0
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HCTPYKIIII IIIOJIO 3ACTOCYBAHHS
PAITAMYH /RAAP-a-mune/ (cuposimyc)
Po34nH 1151 NepopanbHOro 3acToCyBaHH

OG0B’3K0BO MPOYHMTANTE Ta 3p03yMiliTe 3MiCT HaBeICHUX HIDKYE BKA3iBOK IOJI0 NIPABUIBHOTO PO3BEICHHS Ta
npuiivants po3unHy PAITAMYH nns mepopansnoro 3actocyBanss. [lpokoscynsryiitecs 3 nikapem a6o
GbapmarieBTOM, SAKIIO B B 4OMyCh He BIIEBHEHI.

Baxnugo!
® 3aBKaM TPUMAaNTe IUIAIIKY Y BEPTUKAIBHOMY [OJI0KEHH.
° Habpannit y mrpuy posuun PAITAMYH ans nepopansHOro 3acTocyBanHs MOKHA 36epirata npu

KiMHaTHi# Temmeparypi 25 °C abo B X010AMIBHUKY [pH Temneparypi 2-8 °C npotsirom 24 rogu. Jlus. « Sk
cnij 36epiratu npenapat PAITAMYH?» B kiHui 1iei iHCTpyKILi MO0 3aCTOCYBaHHS.

° Pozunn PAITAMYH st nepopalbHOro 3aCTOCYBaHHs MOXKe JEIN0 OMYTHITH Mif yac 30epiraHus B
XOJIOMUNIBHUKY. Y LBOMY BUIIAJIKy 3aIMIITe HOro NpH KIMHATHil TeMIeparypi, a HoTiM 06epexHo 360BTaiiTe
UIAIEYKY [0 3HUKHEHHS IOMYTHIHHS.

° Mt posenenns posunny PAITAMYH nms nepopaibHOro 3acToCyBaHHs BUKOPUCTOBYIITE JIHIIE
CKJIAHY a00 IUIACTUKOBY EMHICTb.

° Skmo Bu nornspaere 3a XBopuM, YHUKaiiTe noTpamisays posunny PAITAMYH s IIEPOPAIBHOTO
3aCTOCYBaHHs Ha IIKIpY abo B o4i. ¥ pasi motpannguus pozunty PAITAMYH mis nepopansHoro
3aCTOCYBaHHA Ha MIKIPY POMUMATE AUIAHKY BOJIOIO 3 MINIOM. ¥V pasi HOTPAIUISHHS PO3YKMHY TS TIEPOPaBHOTO
3aCTOCYBaHHs B 04i IPOMUMTE 1X BOIOIO.

° Ipu nposmeanni posuuny PATTAMYH st epopanbHOro 3acTocyBaHHs IPOMOKHITE MICIIe CYXUM
NanepoBUM PYITHHKOM, a [OTIM HPOTPITh AUIAHKY BOJOTMM MANlepPOBUM PYIIHHKOM. BHKMHBTE BUKOpHCTAH]
NanepoBl pyIMHUKH B CMITHHK | peTeIbHO BUMUITE PYKH BOAOIO 3 MUJIOM.

Kosxna ynaxkoska poszunny PAITAMYH a1 nepopaisHOro BAKOPUCTAHHS MICTHTD TaKe:

a) CKJIHa IUrsAmka (60 MiT) 3 )KOBTOTO CKIIa i3
_ cuposiMycoM (KoHueHTparis 1 mr/mi), 1 mr.;
0) nepexijiHa KaHIOJs IIIPHIA IS IEPOPanbHOT
T JIO31 JIIsl BCTAHOBJIEHHS B FOPJIOBUHY IUISIIKHM, 1 1IT.;

B) JOCTaTHs KiNbKICTh OTHOPA30BUX INTPHILIB
IUTsl IEPOPATBHOI 103 KOBTOIO KOMBOPY 1 KOBIAYKIB

ﬁ JUISL IO IEHHOTO JO3YBAHHS;
r) ¢byTnap, 1 mr.

a 0 8 OO

Taxox Bam 3nano6asaTecs:
. CKJIsTHA 200 TUIACTUKOBA EMHICTE;

. 180 mn BoaM abo anenbCHHOBOTO COKY.

Pucynox 1. BigkpuTTs mismku

,\;A.\:L‘ﬂ)u;'»,.'!m
227 Mg,
(700 pCTa8 Y N,/

N,
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| \ 1. BigkpuiiTe IAIMKy 3 pO3YHHOM.

® 3HIMITB 3a1I00DKHUIM KOBIIAYOK, CTHCHYBLIH
BUCTYTIM 3 KOKHOTO OOKY KOBITauka Ta MOKPYTUBIIN
[IPOTH FOJUHHUKOBOI cTpinku (Pucyrox 1).

2 Ilix yac nepmoro BUKOPUCTAHHS IUIALIKY 3
poszurHoM PATTAMYH nmns nepopansHoro
BUKOPUCTAHHS:

° PO3MICTITh MepexifiHy KaHIOJO MIIPHUIA s
HEepOPaNBHOI 1031 (IUIACTHKOBY TPYOKY i3 MPOOKOI0)
I0{JIEHO [0 IUTAIIKH, JOKH BOHA HE BUPIBHAETHCS

3 BEPXHBOK0 YaCTUMHOIO IUIAIKH (puUc. 2);

) He BUMMaiTe NMepexiIHy KaHIOMIO MINpHUIa is
HepOPaIbHOI 103M 3 IUIAIIKY ITICIIS PO3MIIIEHHS.

Pucynok 3. Po3mimieHns mmpuia 3. BukopucToByiiTe HOBUI OTHOPA30BUIA IIITPHI]
JUIS IEpOPAJILHOT JO3H )KOBTOTO KOJNBOPY IUIs 3a60py
KOxHOI 1034 po3unnHy PAITAMYH nns
NIEpOPaILHOTO 3aCTOCYBaHHA.

° Jlo KiHLI HATUCHITH Ha TOPIIEHb
OJJHOPa30BOTO IINPHIA A1 NepOPaTBHOI J031
JKOBTOT'O KOJILOPY (CIYCTITh MOBITPS).

® [ToTiM IiIBHO PO3MICTITH MITIPHUIL IS
NepopasbHOl 03K B OTBIp MepexiaHol KaHoi
(puc. 3).

4 Buxonatite 3a6ip HE0OXiHOT KITBKOCTI
po3zunny PAITAMYH nns nepopansHoro
3aCTOCYBaHHS:

° IUIABHO MOTATHITH MOPLIEHH WINPHUIA, TIOKH
piBEHB IEPOPATIBHOTO PO3UUHY HE 3PiBHAETHCA 3
NO3HAYKOK0 HA LINPHLI 11 HeoOXiqHOT 103,

° 3aBXXJU TPUMaKTE IUISIIIKY Y BEPTUKAIBEHOMY
TI0JIOKEHHI;
° y pasi nosiBu Oynp0alIoK y mImpuii 3

NepOpanbHUM PO3YMHOM, 31MHTE BMICT HINPHIA Y
IUIALIKY Ta HOBTOPITH Kpok 4 (puc. 4);

e MOXJIUBO, I 3a00py HEOOXIMHOT HO3H
npenapary Bam nosenerscs NoBTOpUTH Kpok 4
KiJIbKa pasiB.

PucyHoK 5. 3aKynoproBaHHs LIMPHUIA 5 Axmo By oTpumanu BKa3iBKU B JTiKaps
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HOCUTHU JIKapChKUil 3aci6 3 co60r0:

® He0OX1IHO BUKOHATHU 3a0ip KOKHOI 103U
posunny PAITAMYH nis nepopansHoro
BUKOPHUCTaHHs B MINPUIL IS IEPOPATBEHOL JO3U.
Hapniiino po3micTiTh KOBIa40K Ha KOXKEH IIIPHILI.
KoBna4ok noBUHEH 3aKpilUTHCS HA CBOEMY MiCIIi
(Pucynok 5);

) HOMICTITh 3aKyIIOpeHuit mmpuil y QyTisp y
komiuiekTi (Pucynok 6);

Pucynok 6. Po3mimenns mmpwuia B GyTisip Sxmo Bam notpi6Ho 6inbmre 1 dyTisipa, 3BepHITECS
J0 nikapst abo dapmareBra.

° JUISl BKa31BOK IOJI0 30epiraHHs JUB. pO3ii
«Ix cuin 36epiratu npernapat PAITAMYH?».

Pucynox 7. CriopokHeHHs BMICTy IINIpULA Y CKIAHY 6. [puiimanns no3u posuuny PATIAMYH nis
€MHICTB NIEPOPATIBLHOIO 3aCTOCYBAHHS:

° HIAroTyiTe YuCTy piBHY pobouy TTOBEPXHIO.
Hoxnazite Ha po6o4dy TOBEPXHIO YHCTUH NarepoBui
pyHUK. BUMuiiTe i BUCYIIITE PYKH;

° CIIOPOKHITE BMICT IIIIpUIA Y CKISIHY 200
IUIACTUKOBY €MHICTH 3 60 mit (1/4 cxnsuku) Boau abo
arejIbCUHOBOIO COKY, PETENBHO MepeMilnanTe mpo-
TAroM 1 XBUIMHU Ta ofpa3y Bunuiite (Pucysox 7);

° SIKIIO JIJIS TIPU3HAYEHO]T 103U HEOOXiaHO
BUKOPUCTATH Olnblie 1 mmpuna, BUimiite po3uuH s
NEPOPANILHOrO 3aCTOCYBAHHA 3 YCIX IIIPUIIIB B OAHY
CKJIHY 200 MIaCTUKOBY €MHICTB 3 BOJIOIO YU
anejib.CMHOBUM COKOM;

° 3HOBY HalOBHITh €EMHICTH IIOHAMEHIIE

120 mu (1/2 ckisHKM) BOAM 200 aneasCHHOBOTO COKY,
peTensHO nepeMilnaiiTe Ta Bunumiite. He po3soasTe Ta
He 3anuBaiire po3urH PAITAMYH nns nepopansHoro
3aCTOCYBaHHS AOIYYHUM COKOM, rpeindpyToBUM
cokoM abo 1HmuMH piguHamu. s po3BeneHHs!
posuriny PAITAMVYH nist nepopansHoro
3aCTOCYBAHHI CITi /L BUKOPHCTOBYBATH JIIIE CKIIAHI
ano HHRCTI/IKOBI EMHOCTI;

. HIITpHI] Ta KOBIAYOK CHi}Z[ BUKOPHCTOBYBATH
JIure oIl pas, a IIOTIM }/THJ'IiByBaTH‘

o BHUKHWHBTE HaHeDOBI/II/I PYIIHWUK Ta HDOTDITL

po6ody nosepxHio. Bumuiite pyki.
7 3amxau 30epiraiire nnﬂmmfg
X
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3aC000M y XOJOIWIBHUKY.

Sk cnig 30epiratn npenapat PAITAMYH?

® 36epiraru ruismky 3 po3urnHoM PATIAMYH st nepopansHOro 3acTocyBaHHS B XOJIOJUIIBHUKY TIPH
Temrneparypi 2—8 °C.

® 30epiratu B 3aXUIIEHOMY BiJ CBiT/Ia MicL.

° Habpanuit y mnpun posunn PATTAMYH 1 nepopaiisHOro 3actocyBanHs MOKHA 30epiraTi 3a
KiMHATHOI Temnepatypu 25 °C a60 B X0JIOAMILHUKY TIpH TemrepaTypi 2—8 °C IPOTATOM 24 roiuH.

® 3a HeoOXiAHOCTI MIAWKH 3 po3unHoM PATTAMYH s nepopaisHOro BUKOPUCTAHHS MOYKHA 30epiraTu
npu KiMHaTHiN Temmepatypi no 25 °C nporsrom 15 gHis.

° Binkputy muisamky 3 posunaom PAITAMYH uist nepopaibHOTo 3aCTOCYBaHHS CIIi/l BYKUTH IPOTATOM

1 micsus.

@ Binpasy sunuti possenenuii posuns PAITTAMYH mis nepopaibHOro 3acTocyBaHHS.

30epiraTu npenapat PAIITAMYH Ta Bci nikapebKi 3aco0u B HeIOCTYNHOMY U151 AiTel MicIi.

I inctpyxkuiro mozno 3acrocysanns Gyo cxBaneHo YIPaBIiHHAM i3 KOHTPOIIO AKOCTi Xap4OBHX IPOAYKTIB
Ta jikapcbkux 3acobiB CIIIA (FDA).

ﬂucmeuﬁ ’romoe

[JToroTun: Baiier ®apmacsiorikans JIJIC/
Pfizer] Wyeth Pharmaceuticals LLC

HouipHs xomnanis [1daiizep,
[nx./Pfizer, Inc., ®inagensdis,

w. [Tencunesanis, 19101/Philadelphia,
PA 19101

LAB-0579-4.0
Penakuis: civens 2020 p.
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