
Do All Your Eligible* Metastatic Cancer  
Patients Know Their MSI/MMR Status?

KEYTRUDA®, For MSI-H/dMMR Metastatic Cancer, Is Included In The 
Israeli Health Basket For The Following Indications 1,2:

* Eligible patients are described in detail in the PI
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SELECTED SAFETY INFORMATION
SELECTED THERAPEUTIC INDICATION:
Microsatellite Instability-High Cancer KEYTRUDA is indicated for the treatment of 
adult and pediatric patients with unresectable or metastatic, microsatellite instability-
high (MSI-H) or mismatch repair deficient:  solid tumors that have progressed 
following prior systemic treatment and who have no satisfactory alternative 
treatment options, or colorectal cancer that has progressed following treatment 
with a fluoropyrimidine, oxaliplatin, and irinotecan.
Limitation of Use: The safety and effectiveness of KEYTRUDA in pediatric patients with 
MSI-H central nervous system cancers have not been established.
CONTRAINDICATIONS: Hypersensitivity to the active ingredient or any excipient.
DRUG INTERACTION:No formal pharmacokinetic drug interaction studies have been 
conducted with KEYTRUDA
*WARNINGS AND PRECAUTIONS:
Immune-Mediated Pneumonitis Pneumonitis, including fatal cases, occurred in 
patients receiving KEYTRUDA as a single agent. Pneumonitis occurred in 94 (3.4%) 
of 2799 patients receiving KEYTRUDA, including Grade 1 (0.8%), Grade 2 (1.3%), Grade 
3 (0.9%), Grade 4 (0.3%), and Grade 5 (0.1%) pneumonitis. Monitor patients for signs 
and symptoms of pneumonitis. Evaluate patients with suspected pneumonitis with 
radiographic imaging and administer corticosteroids (initial dose of 1 to 2 mg/kg/day 
prednisone or equivalent followed by a taper) for Grade 2 or greater pneumonitis. 
Withhold KEYTRUDA for moderate (Grade 2) pneumonitis, and permanently 
discontinue KEYTRUDA for severe (Grade 3) or life-threatening (Grade 4) or recurrent 
moderate (Grade 2) pneumonitis.
In KEYNOTE-048 enrolling 300 patients with HNSCC who received KEYTRUDA as a 
single agent pneumonitis occurred in 18 (6%) patients, including Grade 3 (1.3%), Grade 
4 (0%), and Grade 5 (0.3%). Eight of the 18 patients received high-dose corticosteroids 
for a median duration of 14 days (range: 1 to 77 days). Pneumonitis occurred in 15 
(5.4%) patients of 276 patients with HNSCC receiving KEYTRUDA in combination 
with platinum and FU as first-line therapy for advanced disease, including Grade 3 
(1.1%), Grade 4 (0%), and Grade 5 (0.4%) pneumonitis. 
Immune-Mediated Colitis Colitis occurred in 48 (1.7%) of 2799 patients receiving 
KEYTRUDA, including Grade 2 (0.4%), Grade 3 (1.1%), and Grade 4 (<0.1%) colitis. 
Monitor patients for signs and symptoms of colitis. Administer corticosteroids (initial 
dose of 1 to 2 mg/kg/day prednisone or equivalent followed by a taper) for Grade 2 
or greater colitis. Withhold KEYTRUDA for moderate (Grade 2) or severe (Grade 3) 
colitis, and permanently discontinue KEYTRUDA for life-threatening (Grade 4) colitis.
Immune-Mediated Hepatitis (Keytruda) and Hepatotoxicity (in combination with 
Axitinib)
Immune-Mediated Hepatitis Hepatitis occurred in 19 (0.7%) of 2799 patients receiving 
KEYTRUDA, including Grade 2 (0.1%), Grade 3 (0.4%), and Grade 4 (<0.1%) hepatitis. 
Monitor patients for changes in liver function. Administer corticosteroids (initial dose of 
0.5 to 1 mg/kg/day [for Grade 2 hepatitis] and 1 to 2 mg/kg/day [for Grade 3 or greater 
hepatitis] prednisone or equivalent followed by a taper) and, based on severity of liver 
enzyme elevations, withhold or discontinue KEYTRUDA.
Hepatotoxicity (in Combination with Axitinib) KEYTRUDA in combination with 
axitinib can cause hepatic toxicity with higher than expected frequencies of Grades 3 and 
4 ALT and AST elevations compared to KEYTRUDA alone. Monitor liver enzymes before 
initiation of and periodically throughout treatment. Consider more frequent monitoring 
of liver enzymes as compared to when the drugs are used in monotherapy. For 
elevated liver enzymes, interrupt KEYTRUDA and axitinib, and consider administering 
corticosteroids as needed.
Immune-Mediated Endocrinopathies Adrenal Insufficiency Keytruda can cause 
adrenal insufficiency (primary and secondary). Monitor for signs and symptoms 
of  adrenal insufficiency. Administer corticosteroids and hormone replacement as 
clinically indicated. Withhold KEYTRUDA for moderate (Grade 2) adrenal insufficiency 
and withhold or discontinue KEYTRUDA for severe (Grade 3) or life-threatening (Grade 
4) adrenal insufficiency.
Hypophysitis Hypophysitis occurred in 17 (0.6%) of 2799 patients receiving KEYTRUDA, 
including Grade 2 (0.2%), Grade 3 (0.3%), and Grade 4 (<0.1%) hypophysitis. Monitor 
for signs and symptoms of hypophysitis (including hypopituitarism and adrenal 
insufficiency). Administer corticosteroids and hormone replacement as clinically 
indicated. Withhold KEYTRUDA for moderate (Grade 2) hypophysitis and withhold or 
discontinue KEYTRUDA for severe (Grade 3) or life-threatening (Grade 4) hypophysitis
Thyroid Disorders Hyperthyroidism occurred in 96 (3.4%) of 2799 patients 
receiving KEYTRUDA, including Grade 2 (0.8%) and Grade 3 (0.1%) hyperthyroidism. 
Hypothyroidism occurred in 237 (8.5%) of 2799 patients receiving KEYTRUDA, 
including Grade 2 (6.2%) and Grade 3 (0.1%) hypothyroidism. Thyroiditis occurred in 
16 (0.6%) of 2799 patients receiving KEYTRUDA, including Grade 2 (0.3%) thyroiditis. 
Monitor patients for changes in thyroid function (at the start of treatment, periodically 
during treatment, and as indicated based on clinical evaluation) and for clinical signs and 
symptoms of thyroid disorders. Consider more frequent monitoring of thyroid function 
when KEYTRUDA is administered in combination with axitinib. Administer replacement 
hormones for hypothyroidism and manage hyperthyroidism with thionamides and 
beta-blockers as appropriate. Withhold or discontinue KEYTRUDA for severe (Grade 
3) or life-threatening (Grade 4) hyperthyroidism.
Type 1 Diabetes mellitus KEYTRUDA can cause type 1 diabetes mellitus, including 
diabetic ketoacidosis, which have been reported in 6 (0.2%) of 2799 patients receiving 
KEYTRUDA. Monitor patients for hyperglycemia or other signs and symptoms of 
diabetes. Administer insulin for type 1 diabetes and withhold KEYTRUDA and administer 
anti-hyperglycemics in patients with severe hyperglycemia.
Immune-Mediated Nephritis and Renal Dysfunction  Nephritis occurred in 9 (0.3%) of 
2799 patients receiving KEYTRUDA, including Grade 2 (0.1%), Grade 3 (0.1%), and Grade 
4 (<0.1%) nephritis.. Patients receiving KEYTRUDA in combination with pemetrexed 
and platinum, including Grade 3 (1%) and Grade 4 (0.5%) nephritis. Monitor patients for 
changes in renal function , Administer corticosteroids (initial dose of 1 to 2 mg/kg/day 
prednisone or equivalent followed by a taper) for Grade 2 or greater nephritis. Withhold 

KEYTRUDA for moderate (Grade 2), and permanently discontinue KEYTRUDA for 
severe (Grade 3) or life-threatening (Grade 4) nephritis.
Immune-Mediated Skin Adverse Reactions Immune-mediated rashes, including SJS, 
TEN (some cases with fatal outcome), exfoliative dermatitis, and bullous pemphigoid, 
can occur. Monitor patients for suspected severe skin reactions and exclude other 
causes. Based on the severity of the adverse reaction, withhold or permanently 
discontinue KEYTRUDA and administer corticosteroids. For signs or symptoms of SJS 
or TEN, withhold KEYTRUDA and refer the patient for specialized care for assessment 
and treatment. If SJS or TEN is confirmed, permanently discontinue KEYTRUDA.
Other Immune-Mediated Adverse Reactions Immune-mediated adverse reactions, 
which may be severe or fatal, can occur in any organ system or tissue in patients 
receiving KEYTRUDA. While immune-mediated adverse reactions usually occur during 
treatment with PD-1/PD-L1 blocking antibodies, they may occur after discontinuation 
of treatment.
The following clinically significant, immune-mediated adverse reactions occurred in 
less than 1% (unless otherwise indicated) of 2799 patients treated with KEYTRUDA: 
arthritis (1.5%), uveitis, myositis, Guillain-Barré syndrome, myasthenia gravis, vasculitis, 
pancreatitis, hemolytic anemia, sarcoidosis and encephalitis. In addition, myelitis and 
myocarditis were reported in other clinical trials, including cHL, and post-marketing 
use. Solid organ transplant rejection has been reported in the post-marketing setting 
in patients treated with KEYTRUDA. Treatment with KEYTRUDA may increase the risk 
of rejection in solid organ transplant recipients. Consider the benefit of treatment with 
KEYTRUDA versus the risk of possible organ rejection in these patients. 
For suspected immune-mediated adverse reactions, ensure adequate evaluation 
to confirm etiology or exclude other causes. Based on the severity of the adverse 
reaction, withhold KEYTRUDA and administer corticosteroids. Upon improvement 
to Grade 1 or less, initiate corticosteroid taper and continue to taper over at least 1 
month. Based on limited data from clinical studies in patients whose immune-related 
adverse reactions could not be controlled with corticosteroid use, administration of 
other systemic immunosuppressants can be considered. Resume KEYTRUDA when the 
immune-mediated adverse reaction remains at Grade 1 or less following steroid taper. 
Permanently discontinue KEYTRUDA for any severe or Grade 3 immune-mediated 
adverse reaction that recurs and for any life-threatening immune-mediated adverse 
reaction.
Infusion-Related Reactions KEYTRUDA can cause severe or life-threatening infusion-
related reactions, which have been reported in 6 (0.2%) of 2799 patients receiving 
KEYTRUDA. Monitor patients for signs and symptoms of infusion-related reactions 
including rigors, chills, wheezing, pruritus, flushing, rash, hypotension, hypoxemia, and 
fever. For severe (Grade 3) or life-threatening (Grade 4) infusion-related reactions, stop 
infusion and permanently discontinue KEYTRUDA .
Complications of Allogeneic HSCT after KEYTRUDA  Immune-mediated 
complications, including fatal events, occurred in patients who underwent allogeneic 
hematopoietic stem cell transplantation (HSCT) after being treated with KEYTRUDA. 
Of 23 patients with cHL who proceeded to allogeneic HSCT after treatment with 
KEYTRUDA on any trial, 6 patients (26%) developed graft-versus-host-disease 
(GVHD), one of which was fatal, and 2 patients (9%) developed severe hepatic veno-
occlusive disease (VOD) after reduced-intensity conditioning, one of which was fatal. 
Follow patients closely for early evidence of transplant-related complications such 
as hyperacute GVHD, severe (Grade 3 to 4) acute GVHD, steroid-requiring febrile 
syndrome, hepatic VOD, and other immunemediated  adverse reactions, and intervene 
promptly. 
Allogeneic HSCT prior to treatment with KEYTRUDA In patients with a history of 
allogeneic HSCT, acute GVHD, including fatal GVHD, has been reported after treatment 
with KEYTRUDA. Patients who experienced GVHD after their transplant procedure 
may be at increased risk for GVHD after treatment with KEYTRUDA. Consider the 
benefit of treatment with KEYTRUDA versus the risk of possible GVHD in patients 
with a history of allogeneic HSCT.
Embryo-Fetal Toxicity Based on its mechanism of action, KEYTRUDA can cause fetal 
harm when administered to a pregnant woman. Animal models link the PD-1/PD-L1 
signaling pathway with maintenance of pregnancy through induction of maternal 
immune tolerance to fetal tissue. If this drug is used during pregnancy, or if the patient 
becomes pregnant while taking this drug, apprise the patient of the potential hazard to 
a fetus. Advise females of reproductive potential to use highly effective contraception 
during treatment with KEYTRUDA and for 4 months after the last dose of KEYTRUDA.
Increased Mortality in Patients with Multiple Myeloma  When KEYTRUDA is added 
to a Thalidomide analogue and Dexamethasone. In two randomized clinical trials in 
patients with multiple myeloma, the addition of KEYTRUDA to a thalidomide analogue 
plus dexamethasone, a use for which no PD-1 or PD-L1 blocking antibody is indicated, 
resulted in increased mortality. Treatment of patients with multiple myeloma with 
a PD-1 or PDL1 blocking antibody in combination with a thalidomide analogue plus 
dexamethasone is not recommended outside of controlled clinical trials. 
 ADVERSE REACTIONS:
Most common adverse reactions (reported in ≥20% of patients) were:  KEYTRUDA as 
a single agent: fatigue, musculoskeletal pain, decreased appetite, pruritus, diarrhea, 
nausea, rash, pyrexia, cough, dyspnea, constipation, pain, and abdominal pain.  
KEYTRUDA in combination with chemotherapy: fatigue/asthenia, nausea, constipation, 
diarrhea, decreased appetite, rash, vomiting, cough, dyspnea, pyrexia, alopecia, and 
peripheral neuropathy.

Before prescribing Keytruda please see the full MoH approved prescribing 
information
Ref: Keytruda PI as approved by the Israeli MoH, August 2020
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