
CENTER FOR DRUG EVALUATION AND RESEARCH 

Approval Package for: 

APPLICATION NUMBER: 

  125554Orig1s091 

Trade Name: OPDIVO 
Generic or Proper 
Name:    

(nivolumab) 

Sponsor: Bristol-Myers Squibb Company 

Approval Date:   April 16, 2021 

Indication:   OPDIVO is a programmed death receptor-1 (PD-1)-blocking antibody indicated for 
the treatment of:  
Melanoma 
• patients with unresectable or metastatic melanoma, as a single agent or in
combination with ipilimumab. (1.1)
• patients with melanoma with lymph node involvement or metastatic disease who

have undergone complete resection, in the adjuvant setting. (1.2)

Non-Small Cell Lung Cancer (NSCLC) • adult patients with metastatic non-small cell 
lung cancer expressing PD-  FDA-approved test, with no 
EGFR or ALK genomic tumor aberrations, as first-line treatment in combination with 
ipilimumab. (1.3) 
• adult patients with metastatic or recurrent non-small cell lung cancer with no EGFR
or ALK genomic tumor aberrations as first-line treatment, in combination with
ipilimumab and 2 cycles of platinum-doublet chemotherapy. (1.3)
• patients with metastatic non-small cell lung cancer and progression on or after
platinum-based chemotherapy. Patients with EGFR or ALK genomic tumor
aberrations should have disease progression on FDA-approved therapy for these
aberrations prior to receiving OPDIVO. (1.3)

Malignant Pleural Mesothelioma  
• adult patients with unresectable malignant pleural mesothelioma, as first-line
treatment in combination with ipilimumab. (1.4)

Renal Cell Carcinoma (RCC)  
• patients with intermediate or poor risk advanced renal cell carcinoma, as a first-line
treatment in combination with ipilimumab. (1.5)
• patients with advanced renal cell carcinoma, as a first-line treatment in combination
with cabozantinib. (1.5)



• patients with advanced renal cell carcinoma who have received prior antiangiogenic 
therapy. (1.5)  
 
Classical Hodgkin Lymphoma (cHL)  
• adult patients with classical Hodgkin lymphoma that has relapsed or progressed 
aftera : (1.6)  
• 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 (SCCHN)  
• patients with recurrent or metastatic squamous cell carcinoma of the head and neck 
with disease progression on or after a platinum-based therapy. (1.7)  
 
Urothelial Carcinoma  
• 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. (1.8)  
 
Colorectal Cancer  
• adult and pediatric (12 years and older) patients with microsatellite instability-high 
(MSI-H) or mismatch repair deficient (dMMR) metastatic colorectal cancer that has 
progressed following treatment with a fluoropyrimidine, oxaliplatin, and irinotecan, as 
a single agent or in combination with ipilimumab.a (1.9)  
 
Hepatocellular Carcinoma (HCC) • patients with hepatocellular carcinoma who have 
been previously treated with sorafenib, as a single agent or in combination with 
ipilimumab. a (1.10)  
 
Esophageal Squamous Cell Carcinoma (ESCC) • patients with unresectable advanced, 
recurrent or metastatic esophageal squamous cell carcinoma after prior 
fluoropyrimidine- and platinum-based chemotherapy. (1.11) 
 
Gastric Cancer, Gastroesophageal Junction Cancer, and Esophageal Adenocarcinoma 
• patients with advanced or metastatic gastric cancer, gastroesophageal junction 
cancer, and esophageal adenocarcinoma in combination with fluoropyrimidine- and 
platinum-containing chemotherapy. (1.12) 
 
 This indication is approved under accelerated approval based on overall response rate 
and duration of response. Continued approval for this indication may be contingent 
upon verification and description of clinical benefit in confirmatory trials 
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]̂u�� jbefcefekd�vìwxlfhh�ybhh�zq̀{�yf̀dba�
]̂|�� jfhk{̀f̀e�}hbqafh�jbcie~bhkilf�
]̂��� norf̀dbo��b̀fh�ybhh�yfadk̀ilf�
]̂��� yhfcckdfh��io{�k̀�z�l�~ilf�
]̂��� x�qfliqc�ybhh�yfadk̀ilf�it�e~b��bfo�f̀o�vbd��
]̂��� _aie~bhkfh�yfadk̀ilf�
]̂��� jkdaicfebhhkeb��̀cefgkhke�w�k{~�ia�jkclfed~��b�fka�

�btkdkb̀e�jbefcefekd�yihiabdefh�yf̀dba�
]̂]��� �b�feidbhhqhfa�yfadk̀ilf�
]̂]]�� �ci�~f{bfh�x�qfliqc�ybhh�yfadk̀ilf�
]̂]m�� �fceakd�yf̀dba���fceaibci�~f{bfh��q̀dekì�yf̀dba��f̀o�
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]ûm�� ǹklfh�si�kdihi{��f̀oÆia�}~falfdihi{��

Q��UÃRSRUVÃ�YWZTR\Y�
]|̂]�� _̀ abcbdefghb�ia�jbefcefekd�jbhf̀ilf�
]|̂m�� nopqrf̀e�sabfelb̀e�it�jbhf̀ilf�
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G��
dDWbPYEB�YABCDEFi�YABCDEF�FZ�XEBZi�FDY�EfEXZGODFb�YABCDEFJ�

S�
dDWbPYEB�WOPQRi�CXOYPWZGhE�WOPQRi�FDY�PCCEXgFGXkFA�WOPQR�BADYXÔ EJ�
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â�



���������	
�����
������	������	�
��������	���	����������	��	��������	������	��	���	����������	
��������	

�		� !"#�	$	��%&�	������������	�������������	����	$'	�������	�����	(	���&�	��	�����������	
����	����������	)	��%&�	������������	�������������	����	$'	�������	�����	*	���&�+	��	

�		 ���������������	������������	

,�����������	��������	���������	��	�������-��	
.''	��%�(�	���	���������	
/.	��%�(�	��	

�������-��	
.''	��%�(�	���	�����������	
01,	.	��	*�	���	�����
������	23,4,	��	

�����������	
)'''	��	)(.'	��%�(�	���	���������	
/.	��%�(�	��	�����������	
)'''	��%�(�	���	
�����������	
01,	.�	
�����������	���	������������	��	!���	)	���	5	��	����	������	���	
�
������	23,4,�	

3����	���������	���������	�����	�������	�����������6	������������	��-�����6	��	���	��	��	(7	
�������	���������	���������	������	�������	�����������	��	�	�������	���	����������	������	���	
���	����������	��	��	��������	��������	�������	��	���	�������������	 �������	���	������������	
�����������	�������	�������	��	��	�������	�����	����������	��	����������	����	���������	��	
��������	� !"#�	��	�	������	������	�����	�����������	����	���������	�����	*	���&�	����	
���	�����	����	��	�����	���������	���	���	�����	)(	������6	����	�����	)(	���&�	�����	�������	
�����������	��	�����	���������	���	�������������	���	�������	��������	�������	�������	���	
�3�	0���������	��������	�������	��������	��������	 836	�996	���	��������	��	��������	��	
��������	��	:",9�	

"�	 ���	)�6	�	�����	��	/;$	��������	����	�������<��	��	�������	������	� !"#�	��	�����������	
����	����������	
�=$;*�	��	����������������	������������	
�=$;/��	���	������	���	���	*7	

�����	
������	(*	��	5/�	����	7;>	��	��������	?*.	�����	���	)'>	��	��������	?/.	�����6	/*>	
@����6	���	*.>	�����	:�������	A,�B	�����������	������	���	'	
$7>�	��	)	
*.>�6	.'>	����	

 !�4)	?.'>6	(;>	����	�
������	���	/)>	����	�����
������	���������6	)'>	���	�����	
����������6	���	5.>	����	������%�������	���&����	

���	�����	������������	�	�������������	�����������	�����������	��	�3	���	 !�CD	EDF	��������	
�������<��	��	���	� !"#�	���	����������	���	��������	����	���	����������������	
������������	����	���	�3	�������	���	���������	��	�����	7(	���	8�����	.�	

GHIJK	LMN	 OPPQRHRS	TKUVJWU	XYZ[\]	̂]_ 	̀[abOacdeGO[MMf	YHgW	hH	

iYZjki	Hlm	jnQJQoVoHI	
Xlpqrst	

YJHWQlVo[ZuVIJKW	avKouWvKgHnS	
Xlpqrft	

iwKgHJJ	xVgwQwHJ	

A�����	
>�	 (.5	
*.>�	 (;5	
/.>�	

y�����	
�������
�	


;.>	,"�	

)/�)	


).6	('�)�	

)7�;	


)(�/6	)*�/�	

z�<���	�����	
;.>	,"�
�	 '�/;	
'�*/6	'�;7�	

3���������	�������&	�������	 '�''**	

�	{������y����	���������	
�	:����	��	�	����������	,�-	������������	��<���	������	

|}~}�}��}	���	�������	

/;	



��������	� 
����

��������
�������������������������� �

!"#$%&''(''()�*+,�'-./()�&�0$�.1�2345�6789�#":�23;7<�237=><�/?@-�&�A()?&B�*+,�.1�83C�A.B@-'�
6789�#":�D3C<�;3E>�?B�@-(�F*G"HF�&B)�?I?J?AKA&L�&MA�&B)�83;�A.B@-'�6789�#":�D3;<�834>�?B�@-(�
IJ&@?BKA%).KLJ(@�N-(A.@-(M&IO�&MA3�P-(�!"#$%&''(''()�N.B1?MA()�F$$�/&'�E;9�6789�#":�
EC<�DC>�?B�@-(�F*G"HF�&B)�?I?J?AKA&L�&MA�&B)�E29�6789�#":�5;<�E8>�?B�@-(�IJ&@?BKA%).KLJ(@�
N-(A.@-(M&IO�&MA3�Q()?&B�)KM&@?.B�.1�M('I.B'(�.L'(MR()�?B�@-(�F*G"HF�&B)�?I?J?AKA&L�&MA�
/&'�5E35�A.B@-'�&B)�;35�A.B@-'�?B�@-(�IJ&@?BKA%).KLJ(@�N-(A.@-(M&IO�&MA3�

+?M'@%J?B(�PM(&@A(B@�.1�Q(@&'@&@?N�.M�$(NKMM(B@�S,#T#:�"B�#.AL?B&@?.B�/?@-�"I?J?AKA&L�&B)�
*J&@?BKA%G.KLJ(@�#-(A.@-(M&IO�

#0U#VQWPU%7TW�6S#P2E5C8=2;>�/&'�&�M&B).A?X()<�.I(B%J&L(J�@M?&J�?B�I&@?(B@'�/?@-�

A(@&'@&@?N�.M�M(NKMM(B@�S,#T#3�P-(�@M?&J�?BNJK)()�I&@?(B@'�6C4�O(&M'�.1�&Y(�.M�.J)(M>�/?@-�

-?'@.J.Y?N&JJO�N.B1?MA()�,@&Y(�"H�.M�M(NKMM(B@�S,#T#�6I(M�@-(�=@-�"B@(MB&@?.B&J�W''.N?&@?.B�1.M�

@-(�,@K)O�.1�TKBY�#&BN(M�NJ&''?1?N&@?.B�Z"W,T#[><�U#F\�I(M1.MA&BN(�'@&@K'�2�.M�C<�&B)�B.�

IM?.M�&B@?N&BN(M�@-(M&IO�6?BNJK)?BY�U\+$�&B)�WTV�?B-?L?@.M'>�1.M�A(@&'@&@?N�)?'(&'(3�*&@?(B@'�
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