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ႁၢמၾၤ Ϯ0Ϯϯ  

 

OPDIVO  
Concentrate for solution for infusion 

  ʥʡיʣפʥʠ 

 תמיʤʱ מרʦʫʥת ʰʫʤʬת תמיʲʬ ʤʱירʥי 

 

   ၥ,/יႁၿ  ת /ႁוႁ/ၥ,  ၩၿופא

ၰוၪၷיႁၢ תႁၢၩ- )ၰאႁႂי( ၢוויၿၷ ၷႁת מאייၤၢၯמת ၰၸ ၸיၤוၥၰ תוויות וၥ תၢၩႁၥၵוၯၤၸ ၵၯႁၾၰופא וႁၰ ၱיၶוၰၸ  

ၵוၤၶၢႂ ႁႂיၯתၥ ၰႂ  . 

 ၵၰၥၰ פיၯ ႁႂיၯתၥ תוויותၥ ותႁႂיאות ) ႂמאוႁၢၥ ၤႁႂי מ"ၸၥ תוויותၥၢ ၱיၶוၯၤၸ ומၷמ ၶ ၱ ၱ ၸၢၾၢ  י   אၤו

ႁႂאၯ  תၶומၷמ ၪၷၿၪ פתၷתוၵתוၩו תၿၢ ၪၷၿၪ תၿיၩו , מၿၢၥၾוၩ :) 

 

Unresectable or Metastatic Melanoma 

OPDIVO, as monotherapy or in combination with ipilimumab is indicated for the treatment of advanced 

(unresectable or metastatic) melanoma in adults and pediatric patients 12 years and older. 

Adjuvant Treatment of Melanoma 

OPDIVO is indicated for the adjuvant treatment of adult and pediatric patients 12 years and older with 
melanoma with involvement of lymph nodes or metastatic disease who have undergone complete 

resection completely resected Stage IIB, IIC, III, or IV melanoma. 

Neoadjuvant Treatment of Resectable Non-Small Cell Lung Cancer 

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated as neoadjuvant treatment 

of adult patients with resectable (tumors ≥4 cm or node positive) non-small cell lung cancer (NSCLC). 

Metastatic Non-Small Cell Lung Cancer 

• OPDIVO, in combination with ipilimumab and 2 cycles of platinum-doublet 

chemotherapy, is indicated for the first-line treatment of adult patients with metastatic 
or recurrent non-small cell lung cancer (NSCLC), with no EGFR or ALK genomic tumor 

aberrations. 

• OPDIVO is indicated for the treatment of adult patients with metastatic non-small cell 

lung cancer (NSCLC) with progression on or after platinum-based chemotherapy.  

Malignant Pleural Mesothelioma 

OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult patients with 

unresectable malignant pleural mesothelioma. 

Advanced Renal Cell Carcinoma 

• OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult patients 

with intermediate or poor risk advanced renal cell carcinoma (RCC). 

• OPDIVO, in combination with cabozantinib, is indicated for the first-line treatment of adult patients 

with advanced RCC. 

• OPDIVO as a single agent is indicated for the treatment of adult patients with advanced renal cell 

carcinoma (RCC) who have received prior anti-angiogenic therapy. 
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Classical Hodgkin Lymphoma 

OPDIVO is indicated for the treatment of adult patients with classical Hodgkin lymphoma (cHL) that 

has relapsed or progressed after: 

• autologous hematopoietic stem cell transplantation (HSCT) and brentuximab vedotin, or 

• 3 or more lines of systemic therapy that includes autologous HSCT. 

Squamous Cell Carcinoma of the Head and Neck 

OPDIVO is indicated for the treatment of adult patients with recurrent or metastatic squamous cell 

carcinoma of the head and neck (SCCHN) with disease progression on or after platinum-based therapy. 

Urothelial Carcinoma 

• OPDIVO is indicated for the adjuvant treatment of adult patients with urothelial carcinoma (UC) 

who are at high risk of recurrence after undergoing radical resection of UC.  

• OPDIVO (Nivolumab) is indicated for the treatment of adult patients with locally advanced or 

metastatic urothelial carcinoma who: 

• have disease progression during or following platinum-containing chemotherapy 

• have disease progression within 12 months of neoadjuvant or adjuvant treatment with 

platinum-containing chemotherapy. 

Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient (dMMR) Metastatic 

Colorectal Cancer 

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of adult 
and pediatric patients 12 years and older with microsatellite instability-high (MSI-H) or mismatch repair 

deficient (dMMR) metastatic colorectal cancer (CRC) that has progressed following treatment with a 

fluoropyrimidine, oxaliplatin, and irinotecan. 

Hepatocellular Carcinoma 

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of adult 
patients with hepatocellular carcinoma (HCC) Child-Pugh A who have been previously treated with  
sorafenib. 

Esophageal Cancer 

• OPDIVO is indicated for the adjuvant treatment of completely resected esophageal or 

gastroesophageal junction cancer with residual pathologic disease in adult patients who have 

received neoadjuvant chemoradiotherapy (CRT). 

• OPDIVO in combination with fluoropyrimidine- and platinum-based combination chemotherapy is 

indicated for the first-line treatment of adult patients with unresectable advanced, recurrent or 

metastatic esophageal squamous cell carcinoma (ESCC) with tumor cell PD-L1 expression ≥ 1%. 

• OPDIVO in combination with ipilimumab is indicated for the first-line treatment of adult patients 
with unresectable advanced, recurrent or metastatic esophageal squamous cell carcinoma (ESCC) 

with tumor cell PD-L1 expression ≥ 1%.  

• OPDIVO is indicated for the treatment of adult patients with unresectable advanced, recurrent or 
metastatic esophageal squamous cell carcinoma (ESCC) after prior fluoropyrimidine- and platinum-

based chemotherapy. 

Gastric Cancer, Gastroesophageal Junction Cancer, and Esophageal Adenocarcinoma 

OPDIVO, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is indicated for 

the treatment of adult patients with unresectable advanced or metastatic gastric cancer, 

gastroesophageal junction cancer, and esophageal adenocarcinoma. 

 
 

:ၰיၸפၥ ၢיၯႁמၥ Nivolumab 10mg/ml 
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 ת ၥၥתוויות ႂאוႁႂו. וၥၢၢၩႁၥၰתאၱ ၰၸၥוၶיၱ ႁၰופא וၸ ၵၯႁၾၰוၶၯၤו 

 ၰၸוၵၯႁၾၰ ၵ מႂוၿפיၱ ၸၢמוၤיၱ ၢၥאיၱ.  ၥၢႂיၶוייၱ ၸၥיႁၿייၱ ၰၸၢוႁၰ ၵופא ו

 

   .ၩוၿၢၥၾו , מၩיၿת ၿၢ ၪၷၿၪו תၩתוၵתוၷפת ၪၷၿၪ מၷומၶת 

 

 ၵၯႁၾၰ ၵוၰၸၥופא וႁၰ ၵוၰၸၥ ၱייၿၶၥ ၤႁႂמ ႁאתၢႂ ופותႁתၥ ႁၣמאၢ ၱוၷႁפၰ וၩၰႂၶ-  ၱၰၢၿၰ ၵיתၶיאות וႁၢၥ

ၷפၤמו ၱ  מאייၿၷ ၷႁוויၢ )יႁႂאၸၢ )ၰ"מ. -ၰၸ יၤי פၶייႁၥ ၰၸၢၰ ၥיႂוၱ ႁၢיၪၷוၰ י

 

 

  ,ၥၯႁၢၢ 

 ၵיၰၪיၣ ၥၶၰ 

   ႁוၩၿת ממוၥၶמၰၥၶת ၣႁוၾၰיၥ ו

ၰוၪၷיႁၢ-)ၰאႁႂי( ၢוויၿၷ ၷႁמאיי 

 



 

 

    

 ႂיၶוייၱ עיקႁייၱ בעၰוႁၰ ၵופא:

OPDIVO (nivolumab 10 mg/mL)  

Concentrate for solution for infusion 

 

FULL PRESCRIBING INFORMATION 

[...] 

1  INDICATIONS AND USAGE] 

1.1     UNRESECTABLE OR METASTATIC MELANOMA 

OPDIVO, as monotherapy or in combination with ipilimumab is indicated for the treatment of 

advanced (unresectable or metastatic) melanoma in adults and pediatric patients 12 years and older.  

1.2      Adjuvant Treatment of Melanoma 

OPDIVO is indicated for the adjuvant treatment of adult and pediatric patients 12 years and older 

with melanoma with involvement of lymph nodes or metastatic disease who have undergone 

complete resection completely resected Stage IIB, IIC, III, or IV melanoma. 

1.3      Neoadjuvant Treatment of Resectable Non-Small Cell Lung Cancer 

OPDIVO, in combination with platinum-doublet chemotherapy, is indicated as neoadjuvant 

treatment of adult patients with resectable (tumors ≥4 cm or node positive) non-small cell lung 

cancer (NSCLC). 

1.4      Metastatic Non-Small Cell Lung Cancer 

• OPDIVO, in combination with ipilimumab and 2 cycles of platinum-doublet 

chemotherapy, is indicated for the first-line treatment of adult patients with metastatic or 

recurrent non-small cell lung cancer (NSCLC), with no EGFR or ALK genomic tumor 

aberrations. 

• OPDIVO is indicated for the treatment of adult patients with metastatic non-small cell lung 

cancer (NSCLC) with progression on or after platinum-based chemotherapy.  

1.5      Malignant Pleural Mesothelioma 

OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult patients 

with unresectable malignant pleural mesothelioma. 

1.6      Advanced Renal Cell Carcinoma 

• OPDIVO, in combination with ipilimumab, is indicated for the first-line treatment of adult 

patients with intermediate or poor risk advanced renal cell carcinoma (RCC). 

• OPDIVO, in combination with cabozantinib, is indicated for the first-line treatment of adult 

patients with advanced RCC. 

• OPDIVO as a single agent is indicated for the treatment of adult patients with advanced renal 

cell carcinoma (RCC) who have received prior anti-angiogenic therapy. 



 

 

    

1.7     Classical Hodgkin Lymphoma 

OPDIVO is indicated for the treatment of adult patients with classical Hodgkin lymphoma (cHL) 

that has relapsed or progressed after: 

• autologous hematopoietic stem cell transplantation (HSCT) and brentuximab vedotin, or 

• 3 or more lines of systemic therapy that includes autologous HSCT. 

1.8     Squamous Cell Carcinoma of the Head and Neck 

OPDIVO is indicated for the treatment of adult patients with recurrent or metastatic squamous cell 

carcinoma of the head and neck (SCCHN) with disease progression on or after platinum-based 

therapy. 

1.9      Urothelial Carcinoma 

OPDIVO is indicated for the adjuvant treatment of adult patients with urothelial carcinoma (UC) 

who are at high risk of recurrence after undergoing radical resection of UC.  

OPDIVO (Nivolumab) is indicated for the treatment of adult patients with locally advanced or 

metastatic urothelial carcinoma who: 

• have disease progression during or following platinum-containing chemotherapy 

• have disease progression within 12 months of neoadjuvant or adjuvant treatment with 

platinum-containing chemotherapy. 

1.10 Microsatellite Instability-High (MSI-H) or Mismatch Repair Deficient 
(dMMR) Metastatic Colorectal Cancer 

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of 

adult and pediatric patients 12 years and older with microsatellite instability-high (MSI-H) or 

mismatch repair deficient (dMMR) metastatic colorectal cancer (CRC) that has progressed 

following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan. 

1.11 Hepatocellular Carcinoma 

OPDIVO, as a single agent or in combination with ipilimumab, is indicated for the treatment of 

adult patients with hepatocellular carcinoma (HCC) Child-Pugh A who have been previously 

treated with sorafenib. 

1.12 Esophageal Cancer 

• OPDIVO is indicated for the adjuvant treatment of completely resected esophageal or 

gastroesophageal junction cancer with residual pathologic disease in adult patients who have 

received neoadjuvant chemoradiotherapy (CRT). 

• OPDIVO in combination with fluoropyrimidine- and platinum-based combination 

chemotherapy is indicated for the first-line treatment of adult patients with unresectable 

advanced , recurrent  or metastatic esophageal squamous cell carcinoma (ESCC) with tumor 

cell PD-L1 expression ≥ 1% . 

• OPDIVO in combination with ipilimumab is indicated for the first-line treatment of adult 

patients with unresectable advanced, recurrent or metastatic esophageal squamous cell 

carcinoma (ESCC) with tumor cell PD-L1 expression ≥ 1%.  



 

 

    

• OPDIVO is indicated for the treatment of adult patients with unresectable advanced, recurrent 

or metastatic esophageal squamous cell carcinoma (ESCC) after prior fluoropyrimidine- and 

platinum-based chemotherapy. 

1.13 Gastric Cancer, Gastroesophageal Junction Cancer, 
and Esophageal Adenocarcinoma 

OPDIVO, in combination with fluoropyrimidine- and platinum-containing chemotherapy, is 

indicated for the treatment of adult patients with unresectable advanced or metastatic gastric 

cancer, gastroesophageal junction cancer, and esophageal adenocarcinoma. 

 

2 DOSAGE AND ADMINISTRATION 

… 

2.1 Recommended Dosage  

The recommended dosages of OPDIVO as a single agent are presented in Table 1. 



 

 

    

 
Table 1: Recommended Dosages for OPDIVO as a Single Agent 

 
Indication 

Recommended OPDIVO 

Dosage 

Duration of 

Therapy 

 

Unresectable or metastatic melanoma 

  

3 mg/kg every 2 weeks  

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

 or  

480 mg every 4 weeks 

(60-minute intravenous infusion) 

Until disease 

progression or 

unacceptable 

toxicity 

 

 

 

 

Advanced renal cell carcinoma  

 

 

Esophageal squamous cell carcinoma 

 

Unresectable or metastatic melanoma 

 

Adult patients and pediatric 

patients age 12 years and older 

and weighing 50 kg or more: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

or 

480 mg every 4 weeks 

(60-minute intravenous infusion) 

Until disease 

progression or 

unacceptable 

toxicity 

Pediatric patients age 12 years 

and older and weighing less than 

50 kg: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

6 mg/kg every 4 weeks 

(30-minute intravenous infusion) 



 

 

    

 
Table 1: Recommended Dosages for OPDIVO as a Single Agent 

 
Indication 

Recommended OPDIVO 

Dosage 

Duration of 

Therapy 

 

Adjuvant treatment of melanoma 

Adult patients and pediatric 

patients age 12 years and older 

and weighing 50 kg or more: 

3 mg/kg every 2 weeks  

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

 or  

480 mg every 4 weeks 

(6030-minute intravenous 

infusion) 

Until disease 

recurrence or 

unacceptable 

toxicity for up to 1 

year 

Pediatric patients age 12 years 

and older and weighing less than 

50 kg: 

3 mg/kg every 2 weeks  

(30-minute intravenous infusion) 

or 

6 mg/kg every 4 weeks  

(30-minute intravenous infusion) 

 

Metastatic non-small cell lung cancer 

3 mg/kg every 2 weeks  

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

 

 

Until disease 

progression or 

unacceptable 

toxicity 

 

Classical Hodgkin lymphoma 

 

Squamous cell carcinoma of the head 

and neck 

 

Locally advanced or metastatic 

urothelial carcinoma 



 

 

    

 
Table 1: Recommended Dosages for OPDIVO as a Single Agent 

 
Indication 

Recommended OPDIVO 

Dosage 

Duration of 

Therapy 

 

 Hepatocellular carcinoma  

 

 

Adjuvant treatment of urothelial 

carcinoma (UC) 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

 or  

480 mg every 4 weeks 

(60-minute intravenous infusion) 

Until disease 

recurrence or 

unacceptable 

toxicity for up to 1 

year 

 

Microsatellite instability-high (MSI-

H) or mismatch repair deficient 

(dMMR) metastatic colorectal cancer 

Adult patients and pediatric 

patients age 12 years and older 

and weighing 40 kg or more: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

 

Until disease 

progression or 

unacceptable 

toxicity 

 

 

Pediatric patients age 12 years 

and older and weighing less than 

40 kg: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

 

 

Adjuvant treatment of resected 

esophageal or gastroesophageal 

junction cancer 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

 or  

480 mg every 4 weeks 

(30-minute intravenous infusion) 

Until disease 

progression or 

unacceptable 

toxicity for a total 

treatment duration 

of 1 year 

 

The recommended dosages of OPDIVO in combination with other therapeutic agents are presented 

in Table 2. Refer to the respective Prescribing Information for each therapeutic agent administered 

in combination with OPDIVO for the recommended dosage information, as appropriate. 



 

 

    

 
Table 2: Recommended Dosages of OPDIVO in Combination with Other 

Therapeutic Agents 

 Indication Recommended OPDIVO Dosage Duration of Therapy 

 

Unresectable or 

metastatic melanoma 

1 mg/kg every 3 weeks 

(30-minute intravenous infusion) 

with ipilimumab 3 mg/kg 

intravenously 

over 90 minutes on the same day 

In combination with ipilimumab for a 

maximum of 4 doses or until 

unacceptable toxicity, whichever occurs 

earlier 

 Adult patients and pediatric patients 

age 12 years and older and weighing 

50 kg or more: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

or 

480 mg every 4 weeks 

(60-minute intravenous infusion) 

After completing 4 doses of 

combination therapy, administer as 

single agent until disease progression or 

unacceptable toxicity 

Pediatric patients age 12 years and 

older and weighing less than 50 kg: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

6 mg/kg every 4 weeks 

(30-minute intravenous infusion) 

 

Neoadjuvant treatment 

of resectable non-small 

cell lung cancer 

360 mg every 3 weeks 

(30-minute intravenous infusion) 

with platinum-doublet chemotherapy 

on the same day every 3 weeks 

In combination with platinum-doublet 

chemotherapy for 3 cycles 

 

Metastatic or recurrent 

non-small cell lung 

cancer 

360 mg every 3 weeks 

(30-minute intravenous infusion) 

with ipilimumab 1 mg/kg every 

6 weeks 

(30-minute intravenous infusion) 

and histology-based platinum 

 doublet chemotherapy every 3 weeks 

In combination with ipilimumab until 

disease progression, unacceptable 

toxicity, or up to 2 years in patients 

without disease progression 

 2 cycles of histology-based 

platinum-doublet chemotherapy 



 

 

    

 

Malignant pleural 

mesothelioma 

3 mg/kg every 2 weeks  

(30-minute intravenous infusion)  

with ipilimumab 1 mg/kg every 6 weeks  

(30-minute intravenous infusion) 

 or 

360 mg every 3 weeks 

(30-minute intravenous infusion) 

with ipilimumab 1 mg/kg every 6 

weeks 

(30-minute intravenous infusion) 

In combination with ipilimumab until 

disease progression, unacceptable 

toxicity, or up to 2 years in patients 

without disease progression 

 

Advanced renal cell 

carcinoma 

3 mg/kg every 3 weeks 

(30-minute intravenous infusion) 

with ipilimumab 1 mg/kg 

intravenously 

over 30 minutes on the same day 

In combination with ipilimumab 

for 4 doses 

 240 mg every 2 weeks 

(30-minute intravenous infusion) 

or 

480 mg every 4 weeks 

(60-minute intravenous infusion) 

Administer OPDIVO in combination 

with cabozantinib 40 mg orally once 

daily without food 

OPDIVO: Until disease progression, 

unacceptable toxicity, or up to 2 years 

 

Cabozantinib: Until disease progression 

or unacceptable toxicity 

 3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

or 

480 mg every 4 weeks 

(60-minute intravenous infusion) 

After completing 4 doses of 

combination therapy with ipilimumab, 

administer as single agent until disease 

progression or unacceptable toxicity 

 

Microsatellite 

instability-high (MSI-H) 

or mismatch repair 

deficient (dMMR) 

metastatic colorectal 

cancer 

3 mg/kg every 3 weeks 

(30-minute intravenous infusion) 

with ipilimumab 1 mg/kg 

intravenously 

over 30 minutes on the same day 

In combination with ipilimumab 

for 4 doses 

Adult patients and pediatric patients 

age 12 years and older and weighing 

40 kg or more: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion) 

 

After completing 4 doses of 

combination therapy, administer as 

single agent until disease progression or 

unacceptable toxicity 

 Pediatric patients age 12 years and 

older and weighing less than 40 kg: 

3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 



 

 

    

 

Hepatocellular 

carcinoma 

1 mg/kg every 3 weeks 

(30-minute intravenous infusion) 

with ipilimumab 3 mg/kg 

intravenously 

over 30 minutes on the same day 

In combination with ipilimumab 

for 4 doses 

  3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

240 mg every 2 weeks 

(30-minute intravenous infusion 

After completing 4 doses of 

combination therapy, administer as 

single agent until disease progression 

or unacceptable toxicity 

 Esophageal squamous 

cell carcinoma 
240 mg every 2 weeks 

(30-minute intravenous infusion) 

or 

480 mg every 4 weeks 

(30-minute intravenous infusion) 

 

Administer OPDIVO in combination 

with fluoropyrimidine- and 

platinum-containing chemotherapy 

OPDIVO: Until disease progression, 

unacceptable toxicity, or up to 2 years 

 

Chemotherapy: Until disease 

progression or unacceptable toxicity 

 3 mg/kg every 2 weeks 

(30-minute intravenous infusion) 

or 

360 mg every 3 weeks 

(30-minute intravenous infusion) 

with ipilimumab 1 mg/kg  

every 6 weeks 

(30-minute intravenous infusion) 

 

In combination with ipilimumab until 

disease progression, unacceptable 

toxicity, or up to 2 years 

  

 

 
Gastric cancer, 

Gastroesophageal 

junction cancer, and 

Esophageal 

adenocarcinoma 

240 mg every 2 weeks 

(30-minute intravenous 

infusion) with 

fluoropyrimidine- and 

platinum-containing 

chemotherapy every 2 weeks 

or 

360 mg every 3 weeks 

(30-minute intravenous infusion) with 

fluoropyrimidine- and platinum-

containing chemotherapy every 3 weeks 

 

 

 

 
Until disease progression, unacceptable 

toxicity, or up to 2 years 

 

[...] 

 



 

 

    

6   ADVERSE REACTIONS 

The following clinically significant adverse reactions are described elsewhere in the labeling. 

• Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings and Precautions (5.1)] 

• Infusion-Related Reactions [see Warnings and Precautions (5.2)] 

• Complications of Allogeneic HSCT [see Warnings and Precautions (5.3)] 

6.1               Clinical Trials Experience 

[...] 

Adjuvant Treatment of Melanoma 

CHECKMATE-76K 

The safety of OPDIVO as a single agent was evaluated in CHECKMATE-76K, a randomized 

(2:1), double-blind trial in 788 patients with completely resected Stage IIB/C melanoma who 

received OPDIVO 480 mg by intravenous infusion over 30 minutes every 4 weeks (n=524) or 

placebo by intravenous infusion over 30 minutes every 4 weeks (n=264) for up to 1 year [see 

Clinical Studies (14.2)]. The median duration of exposure was 11 months in patients treated with 

OPDIVO and 11 months in patients treated with placebo.  

Serious adverse reactions occurred in 18% of patients treated with OPDIVO. A fatal adverse 

reaction occurred in 1 (0.2%) patient (heart failure and acute kidney injury). Permanent 

discontinuation of OPDIVO due to an adverse reaction occurred in 17% of patients. Adverse 

reactions which resulted in permanent discontinuation of OPDIVO in >1% of patients included 

diarrhea (1.1%), arthralgia (1.7%), and rash (1.7%).  

Dosage interruptions of OPDIVO due to an adverse reaction occurred in 25% of patients. Adverse 

reactions which required dosage interruption in >1% of patients included COVID-19 infection, 

infusion related reaction, diarrhea, arthralgia, and increased ALT. 

The most common adverse reactions (reported in 20% of patients) were fatigue, musculoskeletal 

pain, rash, diarrhea, and pruritus. 

Tables 11 and 12 summarize the adverse reactions and laboratory abnormalities, respectively, in 

CHECKMATE-76K. 



 

 

    

Table 11: Adverse Reactions Occurring in 10% of Patients Treated with OPDIVO - 

CHECKMATE-76K 

Adverse Reaction 

OPDIVO 

(n=524) 

Placebo 

(n=264) 

All Grades 

(%) 

Grades 3-4 

(%) 

All Grades 

(%) 

Grades 3-4 

(%) 

General 

 Fatiguea 36 0.4 34 0.4 

Musculoskeletal and connective tissue 

 Musculoskeletal painb 30 0.4 26 0.4 

Skin and Subcutaneous Tissue 

Rashc 28 1.1 15 0.4 

Pruritus 20 0.2 11 0 

Gastrointestinal 

 Diarrhead 23 1.3 16 0 

Nausea 14 0 11 0 

Endocrine 

 Hypothyroidisme 14 0 2.3 0 

Nervous system  

 Headachef 12 0.2 14 0.8 

Toxicity was graded per NCI CTCAE v5. 
a Includes asthenia. 
b Includes arthralgia, arthritis, back pain, bone pain, musculoskeletal chest pain, musculoskeletal discomfort, 

musculosketal stiffness, myalgia, neck pain, non-cardiac chest pain, spinal pain, pain in extremity.   
c Includes dermatitis, dermatitis acneiform, dyshidrotic eczema, eczema, eczema asteatotic, eyelid rash, genital rash, 

pemphigoid, penile rash, rash erythematous, rash follicular, rash macular, rash maculo-papular, rash papular, rash 

pruritic, rash pustular, rash vesicular, skin exfoliation, toxic skin eruption. 
d Includes autoimmune colitis, colitis, diarrhea, enteritis, enterocolitis 
e Includes autoimmune hypothyroidism, blood thyroid stimulating hormone increased. 
f Includes cluster headache, migraine. 

 

Table 12: Laboratory Abnormalities Worsening from Baselinea Occurring in 10% of 

OPDIVO-Treated Patients - CHECKMATE-76K 

Laboratory Abnormality 

OPDIVO 

(n=524) 

Placebo 

(n=264) 

All Grades 

(%) 

Grades 3-4 

(%) 

All Grades 

(%) 

Grades 3-4 

(%) 

Hematology      



 

 

    

Table 12: Laboratory Abnormalities Worsening from Baselinea Occurring in 10% of 

OPDIVO-Treated Patients - CHECKMATE-76K 

Anemia 19 0 14 0 

Lymphopenia 17 1.1 17 1.7 

Neutropenia 10 0 10 0.4 

Chemistry     

AST increased 25 2.2 16 0.4 

Lipase increased 22 2.9 21 2.3 

 ALT increased 20 2.1 15 0.4 

Amylase increased 17 0.4 9 0 

 Creatinine increased 15 0.4 13 0 

 Sodium decreased 13 0.6 11 0.4 

 Potassium increased 13 1.0 15 1.1 
a Each test incidence is based on the number of patients who had both baseline and at least one on-study laboratory measurement 

available: OPDIVO group (range: 262 to 513 patients) and placebo group (range: 138 to 261 patients). 

 

CHECKMATE-238 

[...] 

 

6.2       Immunogenicity 

As with all therapeutic proteins, there is a potential for immunogenicity. The detection of antibody 

formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the 

observed incidence of antibody (including neutralizing antibody) positivity in an assay may be 

influenced by several factors including assay methodology, sample handling, timing of sample 

collection, concomitant medications, and underlying disease. For these reasons, comparison of 

incidence of antibodies to OPDIVO with the incidences of antibodies to other products may be 

misleading. 

Of the 2085 patients who were treated with OPDIVO as a single agent at dose of 3 mg/kg every 2 

weeks and evaluable for the presence of anti-nivolumab antibodies, 11% tested positive for 

treatment-emergent anti-nivolumab antibodies by an electrochemiluminescent (ECL) assay and 

0.7% had neutralizing antibodies against nivolumab. There was no evidence of altered 

pharmacokinetic profile or increased incidence of infusion-related reactions with anti-nivolumab 

antibody development. 

Of the patients with melanoma, advanced renal cell carcinoma, metastatic colorectal cancer, 

metastatic or recurrent non-small cell lung cancer, and malignant pleural mesothelioma who were 

treated with OPDIVO and ipilimumab and evaluable for the presence of anti-nivolumab 

antibodies, the incidence of anti-nivolumab antibodies was 26% (132/516) with OPDIVO 3 mg/kg 

followed by ipilimumab 1 mg/kg every 3 weeks, 25.7% (69/269) with OPDIVO 3 mg/kg every 2 

weeks and ipilimumab 1 mg every 6 weeks in malignant pleural mesothelioma patients,  and 38% 

(149/394) with OPDIVO 1 mg/kg followed by ipilimumab 3 mg/kg every 3 weeks. The incidence 

of neutralizing antibodies against nivolumab was 0.8% (4/516) with OPDIVO 3 mg/kg followed 

by ipilimumab 1 mg/kg every 3 weeks, 0.7% (2/269) with OPDIVO 3 mg/kg every 2 weeks and 



 

 

    

ipilimumab 1 mg every 6 weeks in malignant pleural mesothelioma patients, and 4.6% (18/394) 

with OPDIVO 1 mg/kg followed by ipilimumab 3 mg/kg every 3 weeks. 

Of the patients with hepatocellular carcinoma who were treated with OPDIVO and ipilimumab 

every 3 weeks for 4 doses followed by OPDIVO every 2 weeks and were evaluable for the presence 

of anti-nivolumab antibodies, the incidence of anti-nivolumab antibodies was 45% (20/44) with 

OPDIVO 3 mg/kg followed by ipilimumab 1 mg/kg and 56% (27/48) with OPDIVO 1 mg/kg 

followed by ipilimumab 3 mg/kg; the corresponding incidence of neutralizing antibodies against 

nivolumab was 14% (6/44) and 23% (11/48), respectively. 

Of the patients with NSCLC who were treated with OPDIVO 360 mg every 3 weeks in 

combination with ipilimumab 1 mg/kg every 6 weeks and platinum-doublet chemotherapy, and 

were evaluable for the presence of anti-nivolumab antibodies, the incidence of anti-nivolumab 

antibodies was 34% (104/308); the incidence of neutralizing antibodies against nivolumab was 

2.6% (8/308). 

There was no evidence of increased incidence of infusion-related reactions with anti-nivolumab 

antibody development. 

[...] 

 

8.4             Pediatric Use 

The safety and effectiveness of OPDIVO as a single agent and in combination with ipilimumab 

have been established in pediatric patients age 12 years and older with microsatellite instability-

high (MSI-H) or mismatch repair deficient (dMMR) metastatic colorectal cancer (mCRC) that has 

progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan. Use of 

OPDIVO for this indication is supported by evidence from adequate and well-controlled studies 

of OPDIVO in adults with MSI-H or dMMR mCRC with additional population pharmacokinetic 

data demonstrating that age and body weight had no clinically meaningful effect on the steady-

state exposure of nivolumab, that drug exposure is generally similar between adults and pediatric 

patients age 12 years and older for monoclonal antibodies, and that the course of MSI-H or dMMR 

mCRC is sufficiently similar in adults and pediatric patients to allow extrapolation of data in adults 

to pediatric patients [see Dosage and Administration (2.2), Adverse Reactions (6.1), Clinical 

Pharmacology (12.3), Clinical Studies (14.10)]. 

The safety and effectiveness of OPDIVO have not been established (1) in pediatric patients <12 

years old with MSI-H or dMMR mCRC or (2) in pediatric patients less than 18 years old for the 

other approved indications [see Indications and Usage (1)]. 

The safety and effectiveness of OPDIVO have been established in pediatric patients aged 12 years 

and older for the following indications: as a single agent and in combination with ipilimumab for 

the treatment of unresectable or metastatic melanoma, as a single agent for the adjuvant treatment 

of completely resected Stage IIB, Stage IIC, Stage III, or Stage IV melanoma and, as a single agent 

or in combination with ipilimumab for the treatment of MSI-H or dMMR mCRC that has 

progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan. Use of 

OPDIVO for these indications is supported by evidence from adequate and well-controlled studies 

in adults with melanoma or MSI-H or dMMR mCRC and additional pharmacokinetic data in 

pediatric patients. Nivolumab exposure in pediatric patients 12 years and older is comparable to 



 

 

    

that of adults and the courses of melanoma and MSI-H or dMMR mCRC are similar in pediatric 

patients aged 12 years and older to that of adults to allow extrapolation of safety and efficacy [see 

Adverse Reactions (6.1), Clinical Pharmacology (12.3), Clinical Studies (14.1, 14.10)]. 

The safety and effectiveness of OPDIVO have not been established for pediatric patients younger 

than 12 years old with melanoma or MSI-H or dMMR mCRC. 

The safety and effectiveness of OPDIVO have not been established in pediatric patients with non-

small cell lung cancer, malignant pleural mesothelioma, advanced renal cell carcinoma, classical 

Hodgkin lymphoma, squamous cell carcinoma of the head and neck, urothelial carcinoma, 

hepatocellular carcinoma, esophageal cancer, gastric cancer, gastroesophageal cancer and 

esophageal adenocarcinoma. 

[...] 

 

12 CLINICAL PHARMACOLOGY 

12.1 Mechanism of Action 

[...] 

12.2            Pharmacodynamics 

There are no clinically significant exposure-response relationships for efficacy or safety for 

nivolumab monotherapy, and in combination with ipilimumab and/or chemotherapy, over the 

approved dosing regimens, regardless of cancer type. 

12.3 Pharmacokinetics 

[...] 

Specific Populations  

The following factors had no clinically important effect on the clearance of nivolumab: age (29 to 

87 years), weight (35 to 160 kg), sex, race, baseline LDH, PD-L1 expression, solid tumor type, 

tumor size, renal impairment (eGFR ≥ 15 mL/min/1.73 m2), and mild (total bilirubin [TB] less 

than or equal to the ULN and AST greater than ULN or TB greater than 1 to 1.5 times ULN and 

any AST) or moderate hepatic impairment (TB greater than 1.5 to 3 times ULN and any AST). 

Nivolumab has not been studied in patients with severe hepatic impairment (TB greater than 

3 times ULN and any AST). 

Pediatric Patients 

The exposures of nivolumab in pediatric patients 12 years of age or older are comparable to those 

in adults at the recommended dosage. [see Dosage and Administration (2.2).] 

Drug Interaction Studies 

When OPDIVO 3 mg/kg every 3 weeks was administered in combination with ipilimumab 1 

mg/kg every 3 weeks, the CL of nivolumab and ipilimumab were unchanged compared to 

nivolumab or ipilimumab administered alone. 



 

 

    

When OPDIVO 1 mg/kg every 3 weeks was administered in combination with ipilimumab 3 

mg/kg every 3 weeks, the CL of nivolumab was increased by 29% compared to OPDIVO 

administered alone and the CL of ipilimumab was unchanged compared to ipilimumab 

administered alone. 

When OPDIVO 3 mg/kg every 2 weeks was administered in combination with ipilimumab 

1 mg/kg every 6 weeks, the CL of nivolumab was unchanged compared to OPDIVO administered 

alone and the CL of ipilimumab was increased by 30% compared to ipilimumab administered 

alone. 

When OPDIVO 360 mg every 3 weeks was administered in combination with ipilimumab 1 mg/kg 

every 6 weeks and chemotherapy, the CL of nivolumab was unchanged compared to OPDIVO 

administered alone and the CL of ipilimumab increased by 22% compared to ipilimumab 

administered alone. 

When administered in combination, the CL of nivolumab increased by 20% in the presence of anti-

nivolumab antibodies. 

12.6 Immunogenicity 

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and 

specificity of the assay. Differences in assay methods preclude meaningful comparisons of the 

incidence of anti-drug antibodies in the studies described below with the incidence of anti-drug 

antibodies in other studies, including those of OPDIVO or of other nivolumab products. 

Anti-drug antibody and neutralizing antibody responses were monitored throughout the treatment 

period where the benefit to risk ratio was assessed. Incidence of anti-drug antibodies and 

neutralizing antibodies are presented in Table 47. 

Table 47: OPDIVO Anti-Drug Antibody (ADA) and Neutralizing Antibody (NAb) Incidence 

Treatment Regimena Indication(s) ADA NAbb 

OPDIVO as a single agent Multiplec 
11% 

(229/2,085) 

7% 

(15/229) 

OPDIVO with ipilimumab for 4 doses 

followed by OPDIVO as a single agent 

Melanoma 
38%  

(149/394) 

12% 

(18/149) 

HCC 
56%  

(27/48) 

41% 

(11/27) 

RCC and CRC 
26%  

(132/516) 

3% 

(4/132) 

OPDIVO with ipilimumab 
Malignant Pleural 

Mesothelioma 

26%  

(69/269) 

2.9% 

(2/69) 

OPDIVO with ipilimumab and 2 cycles of 

platinum-doublet chemotherapy 
NSCLC 

34%  

(104/308) 

8% 

(8/104) 
a Details of each treatment regimen are described in Section 14 [see Clinical Studies (14)]. 
b NAb incidence is reported among the subset of patients positive for ADA. 
c Includes unresectable or metastatic melanoma, metastatic NSCLC, advanced RCC, cHL, recurrent or metastatic SCCHN, and UC indications. 

ADA= treatment-emergent anti-nivolumab antibodies, NAb= neutralizing antibodies, HCC = hepatocellular carcinoma, RCC = renal cell 

carcinoma, CRC = colorectal cancer, NSCLC = non-small cell lung cancer. 

 

Effects of Anti-Drug Antibodies  



 

 

    

Presence of treatment-emergent anti-nivolumab antibodies increased nivolumab clearance by up 

to 20% after administration of nivolumab as monotherapy or in combination with ipilimumab. 

These anti-drug antibody-associated pharmacokinetic changes were not considered to be clinically 

significant. There was no identified clinically significant effect of anti-drug antibodies on 

incidence of infusion-related reactions. The effects of anti-drug antibodies on effectiveness have 

not been fully characterized.   

 

14 CLINICAL STUDIES 

[...] 

14.2            Adjuvant Treatment of Melanoma 

CHECKMATE-76K 

CHECKMATE-76K (NCT04099251) was a randomized, double-blind trial in 790 patients with 

completely resected Stage IIB/C melanoma. Patients were randomized (2:1) to receive OPDIVO 

480 mg or placebo by intravenous infusion every 4 weeks for up to 1 year or until disease 

recurrence or unacceptable toxicity. Enrollment required complete resection of the primary 

melanoma with negative margins and a negative sentinel lymph node within 12 weeks prior to 

randomization, and ECOG performance status of 0 or 1. The trial excluded patients with 

ocular/uveal or mucosal melanoma, autoimmune disease, any condition requiring systemic 

treatment with either corticosteroids (≥10 mg daily prednisone or equivalent) or other 
immunosuppressive medications, as well as patients with prior therapy for melanoma except 

surgery. Randomization was stratified by AJCC 8th staging system edition (T3b vs. T4a vs. T4b). 

The major efficacy outcome measure was recurrence-free survival (RFS) defined as the time 

between the date of randomization and the date of first recurrence (local, regional, or distant 

metastasis), new primary melanoma, or death, from any cause, whichever occurred first and as 

assessed by the investigator. Tumor assessments were conducted every 26 weeks during years 1-

3 and every 52 weeks thereafter until year 5. 

The trial population characteristics were: median age 62 years (range: 19 to 92), 61% were male, 

98% were White, 0.4% Black or African American, 0.1% Asian, and 1.1% race unknown, 2.2% 

Hispanic or Latino, 58% Not Hispanic or Latino, 40% ethnicity unknown, and 94% had an ECOG 

performance status of 0. Sixty one percent had stage IIB and 39% had stage IIC melanoma.  

CHECKMATE-76K demonstrated a statistically significant improvement in RFS for patients 

randomized to the OPDIVO arm compared with the placebo arm. Efficacy results are shown in 

Table 50 and Figure 4.  



 

 

    

Table 50: Efficacy Results - CHECKMATE-76K 

 OPDIVO 

N=526 

Placebo 

N=264 

Recurrence-free Survival   

 Number of events, n (%)  66 (13%) 69 (26%) 

Median (months) b 

 (95% CI) 

NRa 

(28.5, NR)
 

NRa 

(21.6, NR) 

Hazard ratioc 

 (95% CI)  

 p-valued 

0.42 

(0.30, 0.59)  

p<0.0001 

a Not reached. 
b Based on Kaplan-Meier estimates. 
c Hazard Ratio is OPDIVO over placebo based on a stratified Cox proportional hazard model. 
d Based on a 2-sided stratified log-rank test. Boundary for statistical significance: p-value <0.033. 

 

Figure 4: Recurrence-free Survival -CHECKMATE-76K 
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ʯʫʸʶʬ ʯʥʬʲʡ ʭʩʩʸʷʩʲ ʭʩʩʥʰʩʹ: 
 

 
1986  – ʥ"ʮʹʺʤ )ʭʩʸʩʹʫʺ( ʭʩʧʷʥʸʤ ʺʥʰʷʺ ʩʴʬ ʯʫʸʶʬ ʯʥʬʲ 

 ʣʡʬʡ ʠפʥʸ ʭʹʸʮ ʩפ ʬʲ ʺʷʥʥʹʮ ʤפʥʸʺʤ 

 
 ʥʡʩʣʴʥʠ 

 ʺʰʫʤʬ ʺʦʫʥʸʮ ʤʱʩʮʺʩʣʩʸʥ ʪʥʺ ʩʥʸʩʲʬ ʤʱʩʮʺ 
 
… 
 

 ʱʩʫ ʪʩʸʣʮ ʬʴʥʨʮʬʥ ʬʴʥʨʮʬ ʩʺʥʧʩʨʡ ʲʣʩʮ ʱʩʨʸʫ 
 ʭʩʮʩʩʷ ʥʡʩʣʴʥʠ ʸʩʹʫʺʬ ,ʯʥʬʲʬ ʳʱʥʰʡ ʱʩʫ ʪʩʸʣʮ ʬʴʥʨʮʬʥ .ʬʴʥʨʮʬ ʩʺʥʧʩʨʡ ʲʣʩʮ ʱʩʨʸʫ 

ʤʥ ʱʩʫʤ ʪʩʸʣʮʡʥʹʧ ʩʺʥʧʩʨʡ ʲʣʩʮ ʭʩʬʩʫʮ ʱʩʨʸʫ,  ʺʲʣʬ ʪʩʬʲʹ,   ʪʬʤʮʡʥ ʬʥʴʩʨʤ ʺʬʧʺʤ ʩʰʴʬ
 ʯʩʩʲʬ ʹʩ .ʭʤʩʴ ʬʲ ʬʥʲʴʬʥ ʥʡʩʣʴʥʠʡ ʬʥʴʩʨʤʱʩʫʤ ʪʩʸʣʮʡ ʬʴʥʨʮʬʱʩʨʸʫʡ ,   ʬʴʥʨʮʬ ʩʺʥʧʩʨʡʤ ʲʣʩʮʤ

.ʸʩʹʫʺʡ ʹʥʮʩʹʤ ʺʬʩʧʺ ʭʸʨʡ ʯʫʸʶʬ ʯʥʬʲʡʥ   ʺʣʩʮʡ ʳʱʥʰ ʯʥʩʲʬ ʱʩʫʤ ʪʩʸʣʮʥ ʱʩʨʸʫʤ ʺʠ ʸʥʮʹʬ ʹʩ
ʪʸʥʶʤ . 

 
 

1.  ?ʤʴʥʸʺʤ ʺʣʲʥʩʮ ʤʮʬ 
 

  ʺʰʺʩʰ ʥʡʩʣפʥʠʡ ʬʥפʩʨʬ: 
 

•  ʤʮʥʰʬʮ ʢʥʱʮ ʸʥʲ ʯʨʸʱ 
o  ʥʡʩʣפʥʠ ʣʩʧʩ ʬʥפʩʨʫ ʥʠ ʭʲ ʡʥʬʩʹʡʡʠʮʥʮʩʬʩפʩʠ (pilimumabi)    ʺʣʲʥʩʮʬʡ ʬʥפʩʨʭʩʸʢʥʡʮ  ʥ ʭʩʣʬʩ 

 ʬʩʢʮ12  ʤʬʲʮʥ  ʭʲ    ʤʮʥʰʬʮ ʺʮʣʷʺʮ( ʥʠ ʤʧʩʺʰ ʠʬʺʩʺʸʥʸʢ). 
o  ʥʡʩʣפʥʠ  ʺʣʲʥʩʮʫ ʬʥפʩʨ ( ʭʩʬʹʮadjuvant )ʡ ʭʩʬפʥʨʮ ʬʩʢʮ ʭʩʣʬʩʥ ʭʩʸʢʥʡʮ12 ʤʬʲʮʥ  ʭʲ ʤʮʥʰʬʮ

ʡʡʬʹIIB , IIC ,III   ʥʠIV ʺʩʺʸʥʸʢ  ʥʠ ʤפʮʩʬ ʺʥʨʥʬʡ ʺʡʸʲʮʤ ,   ʸʧʠʬ  ʤʺʩʸʫʤʸʱʤ ʤʠʬʮ. 

• ʩʠʺ ʢʥʱʮ ʺʥʠʩʸ ʯʨʸʱʭ  ʭʩʰʨʷ ʭʰʩʠʹ(non-small cell lung cancer) 
o  ʡʬʹʮ ʭʲ ʡʥʬʩʹʡ ,ʥʡʩʣפʥʠ( ʭʥʰʩʨʬפ ʬʩʫʮʤ ʩפʸʺʥʮʩʫplatinum-doublet chemotherapy)  ,

 ʬʥפʩʨʬ ʺʣʲʥʩʮʩʧʥʺʩʰ ʭʣʷ (neoadjuvant  )  ʬʹ ʬʣʥʢʡ ʭʩʬʥʣʩʢ( ʧʩʺʰ ʺʥʠʩʸ ʯʨʸʱ ʭʲ ʭʩʸʢʥʡʮʡ4  
ʭʩʰʨʷ ʭʰʩʠʹ ʭʩʠʺ ʢʥʱʮ )ʤפʮʩʬ ʺʥʨʥʬʡ ʭʩʡʸʲʮ ʥʠ ʤʬʲʮʥ ʮ"ʱ 

o ʥʡʩʣפʥʠ , ʡʠʮʥʮʩʬʩפʩʠ ʭʲ ʡʥʬʩʹʡ(ipilimumab)    ʬʹ ʬʥפʩʨ ʩʸʥʦʧʮ ʩʰʹʥ  ʡʬʹʮʩפʸʺʥʮʩʫ ʬʩʫʮʤ  
ʭʥʰʩʨʬפ (doublet chemotherapy-platinum) ,ʺʣʲʥʩʮ ʫ ʬʥפʩʨ ʯʥʹʠʸ ʥʷʡ  ʭʩʬפʥʨʮ ʭʲ ʭʩʸʢʥʡʮ

  ʺʥʠʩʸ ʯʨʸʱ ʩʺʸʥʸʢ ʸʦʥʧ ʥʠʭʩʰʨʷ ʭʰʩʠʹ ʭʩʠʺ ʢʥʱʮ ʭʩʰʢʡ ʭʩʩʥʰʩʹ ʠʬʬʥ , EGFR ʥʠ ALK   .ʬʥʣʩʢʡ 
o  ʥʡʩʣפʥʠʲʥʩʮ ʣʺ   ʬʥפʩʨʬ ʡʭʩʬפʥʨʮ  ʭʩʸʢʥʡʮ  ʭʩʰʨʷ ʭʰʩʠʹ ʭʩʠʺ ʢʥʱʮ ʩʺʸʥʸʢ ʺʥʠʩʸ ʯʨʸʱ ʭʲ

 ʩʣʫ ʪʥʺ ʤʮʣʷʺʤ ʭʺʬʧʮʹ ʬʥפʩʨʥʠ  .ʭʥʰʩʨʬפ ʺʱʱʥʡʮ ʤʩפʸʺʥʮʩʫʡ ʬʥפʩʨ ʸʧʠʬ 
 

• ʮʦ ʬʹ ʤʸʩʠʮʮ ʤʮʥʩʬʺʥʤ( ʤʸʥʠʬʴmalignant pleural mesothelioma)-    ʬʺʥʦʮ ʩʠʺ ʬʹ ʯʨʸʱ
 ʺʠ ʭʩʡʩʫʸʮʤ( ʸʣʠʤ ʭʥʸʷʤʠʩʸʤ ʺʴʨʲʮ)  

 ʡʠʮʥʮʩʬʩפʩʠ ʭʲ ʡʥʬʩʹʡ ʥʡʩʣפʥʠ(ipilimumab)  ʺʣʲʥʩʮ  ʯʥʹʠʸ ʥʷ ʬʥפʩʨʬʡ  ʤʮʥʩʬʺʥʦʮ ʭʲ ʭʩʸʢʥʡʮ
  ʬʹ ʤʧʩʺʰ ʠʬ ʤʸʩʠʮʮʤʤʸʥʠʬפ. 

 
• ʯʨʸʱ ʩʠʺ ʤʤʩʬʫ ʭʣʷʺʮ (advanced renal cell carcinoma) 

o  ʥʡʩʣפʥʠʹʡ ʩ ʭʲ ʡʥʬ ʡʠʮʥʮʩʬʩפʩʠ(pilimumabi )ʺʣʲʥʩʮ  ʬʥפʩʨʬ ʯʥʹʠʸ ʥʷʡ ʭʩʬפʥʨʮ ʭʩʸʢʥʡʮʭʲ 
  ʯʨʸʱ  ʩʠʺʭʣʷʺʮ ʤʩʬʫ,  ʡ ʤʤʥʡʢ ʥʠ ʺʩʰʥʰʩʡ ʯʥʫʩʱ ʺʢʸʣ . 

o  ʡʩʰʩʨʰʦʥʡʷ ʭʲ ʡʥʬʩʹʡ ʥʡʩʣפʥʠ(cabozantinib)   ʺʣʲʥʩʮʡ ʯʥʹʠʸ ʥʷ ʬʥפʩʨʬ ʭʩʬפʥʨʮ ʭʩʸʢʥʡʮ ʭʲ
  .ʭʣʷʺʮ ʤʩʬʫ ʩʠʺ ʯʨʸʱ 

o  ʥʡʩʣפʥʠʣʩʧʩ ʬʥפʩʨʫ  ̋ ʣʲʥʩʮ ʡ ʬʥפʩʨʬ  ʭʩʬפʥʨʮ ʭʩʸʢʥʡʮ ʭʲ ʭʣʷʺʮ ʤʩʬʫ ʩʠʺ ʯʨʸʱ  ʬʥפʩʨ ʥʬʡʩʷʹ
ʩʨʰʠ- .ʭʣʥʷ ʩʰʢʥʩʢʰʠ 

 

• ( ʩʱʠʬʷ ʢʥʱʮ ʤʮʥʴʮʩʬ ʯʩʷ'ʢʣʥʤʭʣʤ ʯʨʸʱ ʬʹ ʢʥʱ) 
 ʥʡʩʣפʥʠʺʣʲʥʩʮ   ʭʩʸʢʥʡʮʡ ʬʥפʩʨʬʭʲ ʩʱʠʬʷ ʢʥʱʮ ʤʮʥפʮʩʬ ʯʩʷ'ʢʣʥʤ ʸʦʧʹʤ   ʥʠʣʷʺʤʤʮ ʸʧʠʬ : 

o   )ʺʩʢʥʬʥʨʥʠ( ʩʰʥʮʶʲ ʸʥʷʮʮ ʲʦʢ ʩʠʺ ʺʬʺʹʤʥʬʥפʩʨ  ʡ ʤפʥʸʺbrentuximab vedotin  ʥʠ 
o 3  ʸʺʥʩ ʥʠ ʩʥʥʷ ʬʥפʩʨ ʭʩʩʮʨʱʩʱ   ʬʬʥʫʲʦʢʤ ʩʠʺ ʺʬʺʹʤ  )ʺʩʢʥʬʥʨʥʠ( ʩʰʥʮʶʲ ʸʥʷʮʮ . 

 



 

 

 

 

• ʯʨʸʱ  ʤ ʬʹ ʹʷʹʷ ʩʠʺ ʹʠʸʥ ʤʸʠʥʥʶ (squamous cell carcinoma) 
 ʥʡʩʣפʥʠʺʣʲʥʩʮ  ʬʥפʩʨʬ  ʡ ʭʩʬפʥʨʮ ʭʩʸʢʥʡʮ ʺʥʸʥʸʢ ʥʠ ʺʥʰʹʩʤ ʭʲ ʬʹ  ʯʨʸʱ ʹʠʸʤ ʬʹ ʹʷʹʷ ʩʠʺ
ʸʠʥʥʶʤʥ  ʭʺʬʧʮʹ ʩʣʫ ʪʥʺ ʤʮʣʷʺʤ   ʥʠ ʸʧʠʬʱʱʥʡʮʤ ʩפʸʺʥʮʩʫ ʬʥפʩʨ   .ʭʥʰʩʨʬפ 

 

•  ʬʺʥʸʥʠʤ ʩʠʺ ʬʹ ʤʮʥʰʩʶʸʷ(urothelial carcinoma) -  ʯʨʸʱ ʩʫʸʣʡʯʺʹʤ ʯʺʹʤ ʺʩʧʥʴʬʹ ʥʠ 
o  ʥʡʩʣפʥʠʺʣʲʥʩʮ   ( ʭʩʬʹʮ ʬʥפʩʨʫadjuvant )ʡʭʩʬפʥʨʮ   ʭʩʸʢʥʡʮ ʯʺʹʤ ʩʫʸʣʡ ʯʨʸʱ ʭʲ  ʺʩʧʥפʬʹ ʥʠ

ʤ ʯʺʹ ʬ ʤʥʡʢ ʯʥʫʩʱʡ ̋ ʥʰʹʩʤ   .ʬʥʣʩʢʤ ʬʹ ʺʩʬʷʩʣʸ ʤʸʱʤ ʸʧʠʬ ʤʬʧʮʤ 
o  ʥʡʩʣפʥʠ   ʺʣʲʥʩʮʬʡ ʬʥפʩʨʭʩʬפʥʨʮ  ʭʩʸʢʥʡʮ ʯʨʸʱ ʭʲ  ʭʣʷʺʮ ʩʮʥʷʮʺ   ʥʠ  ʩʺʸʥʸʢʡʯʺʹʤ ʩʫʸʣ    ʥʠ

ʺʩʧʥפʬʹ ʯʺʹʤ : 
o  ʸʧʠʬ  ʥʠ ʪʬʤʮʡ ʤʮʣʷʺʤ ʭʺʬʧʮʹ ʩפʸʺʥʮʩʫ ʬʥפʩʨ ʸʧʠʬʤ ʱʱʥʡʮ  ʺʭʥʰʩʨʬפ   
o   ʤʮʣʷʺʤ ʭʺʬʧʮʹ ʸʧʠʬ ʪʬʤʮʡ12  ʭʩʹʣʥʧʮ  ʬʥפʩʨ ʩפʸʺʥʮʩʫʤ ʱʱʥʡʮ ̋ ʺʩʰʹ ,ʭʥʰʩʨʬפ ʯ  

  ʧʥʺʩʰ ʩʰפʬ ʬʥʣʩʢʤ ʺʸʱʤʬ(neoadjuvant )( ʭʩʬʹʮ ʬʥפʩʨʫ ʥʠadjuvant .ʧʥʺʩʰ ʸʧʠʬ ) 
 
•  ʯʨʸʱ  ʬʹ ʩʺʸʥʸʢ ʱʢʤ ʩʲʮʤ ̋ ʬʥʧʬʧʤ ʥʠ   

 ʥʡʩʣפʥʠ ʭʲ ʡʥʬʩʹʡ ʥʠ ʣʩʧʩ ʬʥפʩʨʫ ʡʠʮʥʮʩʬʩפʩʠ(pilimumabi)  ʺʣʲʥʩʮ  ʡ ʬʥפʩʨʬ ʭʩʬפʥʨʮ  ʭʩʣʬʩʥ ʭʩʸʢʥʡʮ
 ʬʩʢʮ12  ʤʬʲʮʥ  ʭʲ  ʯʨʸʱ ʬʹ ʩʺʸʥʸʢ ʱʢʤ ʩʲʮʤʺʬʥʧʬʧʤ ʥʠ  ʠʨʡʮʤdMMR (mismatch repair deficient)  

ʥʠ (microsatellite instability-high) MSI-H , ʡ ʬʥפʩʨ ʸʧʠʬ ʤʮʣʷʺʤ ʭʺʬʧʮʹ ʯʩʣʩʮʩʸʩפʥʸʥʠʥʬפ,  
ʯʩʨʬפʩʬʱʷʥʠ ʯʠʷʨʥʰʩʸʩʠʥ.  

 
• ( ʣʡʫ ʯʨʸʱhepatocellular carcinoma) 

ʥʡʩʣפʥʠ,  ʬʥפʩʨʫ( ʡʠʮʥʮʩʬʩפʩʠ ʭʲ ʡʥʬʩʹʡ ʥʠ ʣʩʧʩpilimumabi ,) ̋ ʣʲʥʩʮ ʬʭʩʬפʥʨʮ  ʭʩʸʢʥʡʮ  ʯʨʸʱ ʭʲ
 ʣʡʫ( ʤʬʷ ʺʩʣʡʫ ʤʲʩʢפ ʭʲChild-Pugh A )( ʡʩʰפʠʸʥʱʡ ʬʥפʩʨ ʸʧʠʬsorafenib) . 

 
•  ʨʹʥ ʯʨʸʱ 

o  ʥʡʩʣפʥʠ  ʺʣʲʥʩʮ ( ʭʩʬʹʮ ʬʥפʩʨʫadjuvant  ʺʮʥʶ ʯʨʸʱ ʥʠ ʨʹʥ ʯʨʸʱ ʬʹ ʤʠʬʮ ʤʺʩʸʫ ʸʧʠʬ )
ʤʡʩʷ- ʺʩʸʠʹ ʭʲ ,ʨʹʥ ʤʬʧʮʡ ,ʺʩʢʥʬʥʺפʭʩʬפʥʨʮ  ʭʩʸʢʥʡʮ  ʥʬפʥʨʹʥʮʩʫ ʬʥפʩʨʡ-ʩʺʰʩʸʷ   ʩʰפʬ

ʤʺʩʸʫʤ  . 
o  ʡʥʬʩʹʡ ʥʡʩʣפʥʠ ʭʲʩפʸʺʥʮʩʫ ʡʬʹʮ ʱʱʥʡʮʤ    ʯʩʣʩʮʩʸʩפʥʸʥʠʥʬפʭʥʰʩʨʬפʥ   ʥʷ ʬʥפʩʨʬ ʺʣʲʥʩʮ

  ʨʹʥ ʯʨʸʱ ʭʲ ʭʩʸʢʥʡʮʡ ʯʥʹʠʸʢʥʱʮ ʤʮʥʰʩʶʸʷ  ʬʹ ʩʠʺ ʹʷʹʷ  (esophageal squamous 
cell carcinoma)  ʧʩʺʰ ʥʰʩʠʹ , ,ʭʣʷʺʮʸʦʥʧ ʩʺʸʥʸʢ ʥʠ  ʬʹ ʩʥʨʩʡ ʭʲ ,PD-L1  ʡ- 1%    ʤʬʲʮʥ

ʮʩʠʺ ʬʥʣʩʢʤ . 
o ʥʡʩʣפʥʠ ʡʥʬʩʹʡ ʭʲ ʡʠʮʥʮʩʬʩפʩʠ (ipilimumab )ʺʣʲʥʩʮ   ʯʨʸʱ ʭʲ ʭʩʸʢʥʡʮʡ ʯʥʹʠʸ ʥʷ ʬʥפʩʨʬ

 ʢʥʱʮ ʨʹʥʤʮʥʰʩʶʸʷ ʬʹ  ʩʠʺ ʹʷʹʷ (esophageal squamous cell carcinoma)   ʧʩʺʰ ʥʰʩʠʹ
 ,ʭʣʷʺʮʸʦʥʧ ʩʺʸʥʸʢ ʥʠʬʹ ʩʥʨʩʡ ʭʲ ,  PD-L1  ʡ- 1%   ʤʬʲʮʥ ʮ .ʬʥʣʩʢʤ ʩʠʺ 

o ʥʡʩʣפʥʠ   ʺʣʲʥʩʮ ʡ ʬʥפʩʨʬʭʩʬפʥʨʮ  ʭʩʸʢʥʡʮ ʭʲʯʨʸʱ  ʨʹʥ  ʢʥʱʮ  ʤʮʥʰʩʶʸʷ  ʬʹ ʩʠʺ ʹʷʹʷ 
(esophageal squamous cell carcinoma), ʥʰʩʠʹ ,ʧʩʺʰ  ,ʭʣʷʺʮʸʦʥʧ   ʸʧʠʬ ,ʩʺʸʥʸʢ ʥʠ

  ʤʩפʸʺʥʮʩʫʡ ʭʣʥʷ ʬʥפʩʨʺʱʱʥʡʮ ʥʬפʥʠ  ʯʩʣʩʮʩʸʩפʥʸ ʭʥʰʩʨʬפʥ . 
 

• ʤʡʩʷ ʺʮʥʶ ʯʨʸʱ ,ʤʡʩʷ ʯʨʸʱ-ʨʹʥ ʥʷʥʰʣʠ yʤ ʬʹ ʤʮʥʰʩʶʥ ʨʹʥ 
 ʭʲ ʡʥʬʩʹʡ ʥʡʩʣפʥʠʤʩפʸʺʥʮʩʫ  ʬʩʫʮʤʤ  ʥʬפ ʥʠ ʥʸ ʩפʸʩ ʭʥʰʩʨʬפʥ ʯʩʣʩʮʺʣʲʥʩʮ  ʡ ʬʥפʩʨʬʭʩʬפʥʨʮ   ʭʩʸʢʥʡʮ

ʧʩʺʰ ʠʬ ʯʨʸʱ ʭʲ ʭʣʷʺʮ ,  ʬʹ ʩʺʸʥʸʢ ʥʠʤʤ ʬʹ ʤʮʥʰʩʶʸʷʥʰʣʠ ʥʠ ʨʹʥ ʤʡʩʷ ʺʮʥʶ ,ʤʡʩʷ ʥ  .ʨʹʥ 
 

 :ʺʩʨʩʥʴʸʺ ʤʶʥʡʷʩʨʰʠ-ʰʩʩʨʱʬפʥʠ.   
 
2.   ʩʰʴʬʤ :ʤʴʥʸʺʡ ʹʥʮʩʹ 
 
... 
 

:ʭʩʸʢʡʺʮʥ ʭʩʣʬʩ 
ʥʡʩʣפʥʠ ʺʥʧʩʨʡʥ ʺʥʬʩʲʩ ʩʡʢʬ ʲʣʩʮ ʭʩʩʷ ʠʬ : 

•  ʬʩʢʬ ʺʧʺʮ ʭʩʣʬʩʡ12   ʭʲ ʥʠ ʤʮʥʰʬʮ ʩʺʸʥʸʢ ʯʨʸʱ ʺʬʥʧʬʧʤ ʥʠ ʱʢʤ ʩʲʮʤ ʬʹʠʨʡʮʤ  dMMR   ʥʠ
MSI-H,  ʥʠ 

• ʡ ʭʩʣʬʩ ʬʩʢʬ ʺʧʺʮ18   ʬʥפʩʨʬ ʸʺʩʡʯʨʸʱʤ ʩʢʥʱ   
 
... 
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