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Rapamune is indicated for the prophylaxis of organ rejection in adult patients at low to moderate
immunological risk receiving a renal transplant.

It is recommended that Rapamune be used initially in combination with cyclosporine
microemulsion and corticosteroids for 2 to 3 months. Rapamune may be continued as
maintenance therapy with corticosteroids only if cyclosporine can be progressively discontinued.
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2. Qualitative And Quantitative Composition

Excipients with known effect:

Each mL contains up to 25 mg of ethanol, approximately 350 mg of propylene glycol (E1520) and 20 mg of
soya oil.

4.4 Special warnings and precautions for use

Rapamune has not been adequately studied in renal transplant patients at high immunological risk, therefore
use is not recommended in this group of patients (see section 5.1).

In renal transplant patients with delayed graft function, sirolimus may delay recovery of renal function.

Concomitant therapy

Immunosuppressive agents (Renal transplant patients only)

Sirolimus has been administered concurrently with the following agents in clinical studies: tacrolimus,
ciclosporin, azathioprine, mycophenolate mofetil, corticosteroids and cytotoxic antibodies. Sirolimus in
combination with other immunosuppressive agents has not been extensively investigated.

Periodic quantitative monitoring of urinary protein excretion is recommended. In a study evaluating
conversion from calcineurin inhibitors to Rapamune in maintenance renal transplant patients,
increased urinary protein excretion was commonly observed at 6 to 24 months after conversion to
Rapamune (see section 5.1). New onset nephrosis (nephrotic syndrome) was also reported in 2% of
the patlents in the study (see sectlon 4.8). ¥h%sa£ety—aﬂd—efﬁeaeyeﬁeeﬂ¥ers&eﬂ—fref&ea{emebm

: ished. Based
on 1nformat10n from an open- label randomlsed study, conversion from the calcineurin inhibitor
tacrolimus to Rapamune in maintenance renal transplant patients was associated with an
unfavourable safety profile without efficacy benefit and can therefore not be recommended (see
section 5.1).

Angioedema Angiotensin-converting-enzyme-inkibitors{ACE)

The concomitant administration of Rapamune sirehmus and angiotensin-converting enzyme (ACE)
inhibitors has resulted in angioneurotic oedema-type reactions. Elevated sirolimus levels, for
example due to interaction with strong CYP3A4 inhibitors, (with/without concomitant ACE



inhibitors) may also potentiate angioedema (see section 4.5). In some cases, the angioedema has
resolved upon discontinuation or dose reduction of Rapamune.

Increased rates of biopsy confirmed acute rejection (BCAR) in renal transplant patients have been
observed with concomitant use of sirolimus with ACE inhibitors (see section 5.1).

Ethanol

Rapamune oral solution contains up to 3.17 2-5 vol % ethanol (alcohol). A 6 mg loading dose contains up to
150 mg of alcohol which is equivalent to 3.80 3 mL beer or 1.58 +25 mL wine. This dose could potentially
be harmful for those suffering from alcoholism and should be taken into account in pregnant or
breast-feeding women, children and high-risk groups such as patients with liver disease or epilepsy.

Maintenance doses of 4 mg or less contain small amounts of ethanol (100 mg or less) that
are likely to be too low to be harmful

4.8 Undesirable effects

Undesirable effects observed with prophylaxis of organ rejection in renal transplantation

System organ Very common Common Uncommon Rare Frequency not
class (=1/10) (=1/100 to (=1/1,000 to (=1/10,000 to | known (cannot
<1/10) <1/100) <1/1,000) be estimated
from available
data)
Infections and Pneumonia, Sepsis, Clostridium
infestations Fungal Pyelonephritis, difficile
infection, Cytomegalo- colitis,
Viral infection, | virus infection, Mycobacterial
Bacterial Herpes zoster infection
infection, infeetion caused (including
Herpes simplex | by the varicella | tuberculosis),
infection, zoster virus Epstein-Barr
Urinary tract virus infection
infection
Neoplasms benign, Non-melanoma | Lymphoma*, Neuroendocrine
malignant and Sskin cancer* Malignant carcinoma of
unspecified melanoma¥*; the skin*
(including cysts and Post-
polyps) transplant
lympho-
proliferative
disorder
Hepatic failure* Liver function Hepatobiliary
test abnormal disorders

(including
alanine
aminotransferase
increased and
aspartate amino-
transferase
increased)

Investigations

Blood lactate
dehydrogenase




increased,
Blood
creatinine
increased,Liver
function-test

5.1 Pharmacodynamic properties

In an open-label, randomised, comparative, multi-centre study where renal transplant patients were
either converted from tacrolimus to sirolimus 3 to 5 months post-transplant or remained on
tacrolimus, there was no significant difference in renal function at 2 years. There were more adverse
events (99.2% vs. 91.1%, p=0.002*) and more discontinuations from the treatment due to adverse
events (26.7% vs. 4.1%, p<0.001*) in the group converted to sirolimus compared to the tacrolimus
group. The incidence of biopsy confirmed acute rejection was higher (p=0.020*) for patients in the
sirolimus group (11, 8.4%) compared to the tacrolimus group (2, 1.6%) through 2 years; most
rejections were mild in severity (8 of 9 [89%] T-cell BCAR, 2 of 4 [50%] antibody mediated
BCAR) in the sirolimus group. Patients who had both antibody-mediated rejection and T-cell-
mediated rejection on the same biopsy were counted once for each category. More patients
converted to sirolimus developed new onset diabetes mellitus defined as 30 days or longer of
continuous or at least 25 days non-stop (without gap) use of any diabetic treatment after
randomisation, a fasting glucose >126 mg/dL or a non-fasting glucose >200 mg/dL after
randomisation (18.3% vs 5.6%, p=0.025*). A lower incidence of squamous cell carcinoma of the
skin was observed in the sirolimus group (0% vs. 4.9%). *Note: p-values not controlled for multiple
testing.
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https://www.old.health.gov.il/units/pharmacy/trufot/index.asp?safa=h
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	רופא/ה, רוקח/ת נכבד/ה,
	maintenance therapy with corticosteroids only if cyclosporine can be progressively discontinued.
	העדכונים העיקריים בעלון לרופא:
	להלן העדכונים העיקריים בעלון לצרכן:
	השינויים המודגשים ברקע צהוב מהווים החמרה. כמו כן, בוצעו שינויים נוספים הכוללים תוספת מידע, השמטת מידע ועדכוני נוסח שאינם מהווים החמרה. העלונים המעודכנים זמינים באתר משרד הבריאות.

