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TEBENTAFUSP: A NEW SYSTEMIC 
TREATMENT FOR UNRESECTABLE OR 
METASTATIC UVEAL MELANOMA IN 
HLA-A*02:01-POSITIVE PATIENTS
Introduction
1Ûi>���i�>���>�­1�®��Ã�Ì�i���ÃÌ�V������
intraocular cancer in adults. It is distinct from 
cutaneous melanoma in terms of its mutations, 
�iÌ>ÃÌ>Ì�V�«>ÌÌiÀ��>�`�ÌÀi>Ì�i�Ì�ÀiÃ«��Ãi°�1��
V������Þ��iÌ>ÃÌ>Ã�âiÃ�Ì��Ì�i���ÛiÀ°�/iLi�Ì>vÕÃ«��Ã�>�
new systemic treatment approved for unresectable 
�À��iÌ>ÃÌ>Ì�V�1�������Ƃ�ƂIäÓ\ä£�«�Ã�Ì�Ûi�>`Õ�Ì�
patients.£�/iLi�Ì>vÕÃ«��Ã�>�L�Ã«iV�wV�«À�Ìi���
V��Ã�ÃÌ��}��v�>��>vw��ÌÞ�i��>�Vi`�/�Vi���ÀiVi«Ì�À�
fused to an anti-CD3 effector that can redirect T cells 
Ì��Ì>À}iÌ�}�ÞV�«À�Ìi���£ää�­}«£ää®�«�Ã�Ì�Ûi�Vi��Ã°£ 
Tebentafusp is administered intravenously weekly. For 
1�]��Ì��Ã�ÃÕ«iÀ��À�Ì�����Õ�i�V�iV�«���Ì�����L�Ì�ÀÃ�
Ü�Ì��ÃÕ«iÀ��À��ÛiÀ>���ÃÕÀÛ�Û>��­"-®�>�`�«À�}ÀiÃÃ����
vÀii�ÃÕÀÛ�Û>��­*�-®°£ Tebentafusp commonly induces 
dermatological toxicities.

Uveal Melanoma
	iÌÜii��Î°Ç¯�>�`�x¯��v��i�>���>Ã��VVÕÀ����
the eye.Ó]Î�"VÕ�>À��i�>���>Ã��À�}��>Ìi�vÀ���
melanocytes situated in various parts of the eye and 

>Ài�ÃÕL`�Û�`i`���Ì��1�]�V���Õ�VÌ�Û>���i�>���>�
­
�®]��ÀL�Ì>���i�>���>]�>�`�iÞi��`��i�>���>°�
The vast majority of ocular melanomas are primary; 
however, they can also represent an ocular metastasis 
vÀ���>�`�ÃÌ>�Ì�VÕÌ>�i�ÕÃ��i�>���>°�1���Ã�Ì�i�
most common primary ocular melanoma subtype, 
Ü�Ì��>��nÎ¯���V�`i�ViÆ����>``�Ì���]��Ì��Ã�Ì�i���ÃÌ�
common primary intraocular malignancy in adults.3 
1���À�}��>ÌiÃ�vÀ����i�>��VÞÌiÃ�Ü�Ì����Ì�i�V��À��`>��
«�iÝÕÃ�­�ä¯®]�Ì�i�V���>ÀÞ�L�`Þ�­È¯®]��À�Ì�i��À�Ã�­{¯®°4 
1���Ã�`�ÃÌ��VÌ�vÀ����ÌÃ�VÕÌ>�i�ÕÃ�V�Õ�ÌiÀ«>ÀÌ����
terms of genetic mutations, metastatic spread, 
tumour-immune microenvironment, and response 
Ì��ÌÀi>Ì�i�Ì°�1���Ã�`�ÃÌ��VÌ�vÀ���V���Õ�VÌ�Û>��
�i�>���>°�
�Ã�Ã�>Ài���Ài�Ã����>À�Ì�iÃ�Ü�Ì��
VÕÌ>�i�ÕÃ��i�>���>�Ì�>��Ü�Ì��1�°�

/�i��i>��>}i�>Ì�`�>}��Ã�Ã�v�À�1���Ã�xn�Þi>ÀÃ���`°x 
,�Ã��v>VÌ�ÀÃ���V�Õ`i���`iÀ�>}iÆ�
>ÕV>Ã�>��«�«Õ�>Ì���Æ�
fair skin colour; inability to tan; propensity to sunburn; 
��}�Ì�iÞi�V���ÕÀÆ��VÕ��`iÀ�>���i�>��VÞÌ�Ã�Ã�­�iÛÕÃ�
�v�"Ì>®Æ�>ÌÞ«�V>��VÕÌ>�i�ÕÃ��iÛ�Æ�VÕÌ>�i�ÕÃ�vÀiV��iÃÆ�
and uveal nevus.{�È The role of solar UV exposure in 
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Þ�Ì��>���ÕÀ��iÀ��Ã�>�L�>À`�ViÀÌ�wi`�`iÀ�>Ì���}�ÃÌ����

>�>`>�Ã��Vi�ÓäÓÓ°�-�i��LÌ>��i`��iÀ��i`�V>��`i}Àii�>�`�
V��«�iÌi`��iÀ�`iÀ�>Ì���}Þ�ÀiÃ�`i�VÞ�>Ì��>Û>��1��ÛiÀÃ�ÌÞ°�-�i�
then completed a fellowship in cutaneous oncology at the 
1��ÛiÀÃ�ÌÞ��v�/�À��Ì��>�`�Ã�i�}À>`Õ>Ìi`����ÓäÓÎ°�-�i�ÌÀ>��i`�
>Ì�*À��ViÃÃ��>À}>ÀiÌ�
>�ViÀ�
i�ÌiÀ°�-�i��>Ã�iÝ«iÀÌ�Ãi�>�`�
interest in the management of skin cancer and dermatological 
toxicities of cancer treatments such as immunotherapy, 
V�i��Ì�iÀ>«Þ]�>�`�Ì>À}iÌi`�Ì�iÀ>«Þ°�-�i�Ü����ÃÌ>ÀÌ��iÀ�>V>`i��V�
«À>VÌ�Vi�>Ì�Ì�i���Ìi����iÕ�`i��jÛ�Ã�>vw��>Ìi`�Ì��Ì�i��>Û>��1��ÛiÀÃ�ÌÞ� 
���ÓäÓÎ°

#HƂNKCVKQPU����Ìi����iÕ�`i��jÛ�Ã]��jÛ�Ã]�+
�



6

Volume 4, Issue 3, September 2023

Ì�i�`iÛi��«�i�Ì��v�1���Ã�Õ�ViÀÌ>��Æ�Ì�i�V����V>��`>Ì>�
is inconclusive.x�ƂÀÌ�wV�>��16�iÝ«�ÃÕÀi�vÀ���Üi�`��}��Ã�
>�Üi������Ü��À�Ã��v>VÌ�À�v�À�1�°x�*>Ì�i�ÌÃ�Ü�Ì��	Ƃ*£�
tumour predisposition syndrome are at higher risk 
�v�1�]����>``�Ì����Ì��VÕÌ>�i�ÕÃ��i�>���>Ã]�L>Ã>��
Vi���V>ÀV����>�­	

®]��>��}�>�Ì��iÃ�Ì�i����>]�>�`�
Ài�>��Vi���V>ÀV����>�­,

®°4�*>Ì�i�ÌÃ�Ü�Ì��ÝiÀ�`iÀ�>�
«�}�i�Ì�ÃÕ��­8*®�>Ài�>�Ã��>Ì���VÀi>Ãi`�À�Ã���v��VÕ�>À�
melanoma, including melanoma originating from the 
iris and the choroid.7

1���>V�Ã�ÌÞ«�V>��VÕÌ>�i�ÕÃ��i�>���>��ÕÌ>Ì���Ã�
­	,Ƃ�]� ,Ƃ-]���/®�LÕÌ�V������Þ��>ÀL�ÀÃ�� Ƃ+�>�`�
� Ƃ££��ÕÌ>Ì���Ã]n]� such as benign blue nevi and 
�>��}�>�Ì�L�Õi��iÛ�°��ÕÌ>Ì���Ã����� Ƃ+��À�� Ƃ££�
ÀiÃÕ�Ì����V��ÃÌ�ÌÕÌ�Ûi�>VÌ�Û>Ì�����v�Ì�i��Ƃ*��«>Ì�Ü>Þ°�
��>VÌ�Û>Ì��}�Ã��>Ì�V��ÕÌ>Ì���Ã����	Ƃ*£�>�`�`iVÀi>Ãi�
�À�V��«�iÌi���ÃÃ��v�*/
 ��>Ûi�>�Ã��Lii��v�Õ�`����
1�°x�/�i�	Ƃ*£�>�`�-�Î	£��ÕÌ>Ì���Ã�>Ài�>ÃÃ�V�>Ìi`�
with a higher risk of metastatic spread.x 

Fewer than 4% of patients have detectable 
metastatic disease at the time of diagnosis; however, 
>««À�Ý��>Ìi�Þ�xä¯��v�«>Ì�i�ÌÃ�Ü�Ì��1��Ü����`iÛi��«�
metastases.x�*��À�«À�}��ÃÌ�V�v>VÌ�ÀÃ�v�À��iÌ>ÃÌ>Ì�V�
risk include increasing age; larger tumour diameter; 
}Ài>ÌiÀ�ÌÕ��ÕÀ�Ì��V��iÃÃÆ�1��>À�Ã��}�vÀ���Ì�i�V���>ÀÞ�
body; loss of chromosome 3 in the tumour; mutations 
in the BAP1 and SF3B1 }i�iÆ�>�`�1�����>�«>Ì�i�Ì�
Ü�Ì��	Ƃ*£�ÌÕ��ÕÀ�«Ài`�Ã«�Ã�Ì����ÃÞ�`À��i°x In 
>``�Ì���]�«�ÃÌiÀ��À�1���>Ã�>�Ü�ÀÃi�«À�}��Ã�Ã�ÛÃ�Ì�i�
>�ÌiÀ��À�ÌÞ«i°�*>Ì�i�ÌÃ�Ü�Ì����}��À�Ã��1���ii`�Ài}Õ�>À�
follow-up for the early detection of metastases, with a 
��ÛiÀ��,��iÛiÀÞ�Ã�Ý����Ì�Ã�>�`�V�iÃÌ�Ý�À>ÞÃ��À�>�V�iÃÌ�

/�ÃV>��iÛiÀÞ�£Ó����Ì�Ã°�

1��`�ÃÃi���>ÌiÃ��i�>Ì�}i��ÕÃ�Þ�>�`��>Ã�>�ÛiÀÞ�
ÃÌÀ��}�«À�«i�Ã�ÌÞ�Ì���iÌ>ÃÌ>Ã�âi�Ì��Ì�i���ÛiÀ°x Ninety-
Ì�Àii�«iÀVi�Ì��v�«>Ì�i�ÌÃ�Ü�Ì���iÌ>ÃÌ>Ì�V�1���>Ûi�
`�Ãi>Ãi����Ì�i���ÛiÀ]�v����Üi`�LÞ�Ó{¯����Ì�i��Õ�}Ã�>�`�
£È¯����Ì�i�L��iÃ°£ä�1��V>��>�Ã��Ã«Ài>`�Ì��Ì�i�LÀ>���
and the skin.x�1��ÌÞ«�V>��Þ�`�iÃ���Ì��iÌ>ÃÌ>Ã�âi�
to the lymph nodes due to a lack of lymphatic 
Ã«Ài>`]�iÝVi«Ì�Ü�i��1��«iÀv�À>ÌiÃ�Ì�i�ÃV�iÀ>�>�`�
��w�ÌÀ>ÌiÃ�Ì�i�V���Õ�VÌ�Û>���Þ�«�>Ì�VÃÆ���ÜiÛiÀ]�Ì��Ã�
rarely occurs.x��iÌ>ÃÌ>Ì�V�Ã«Ài>`�V��viÀÃ�>�ÛiÀÞ�«��À�
«À�}��Ã�Ã�Ü�Ì��>��i`�>���ÛiÀ>���ÃÕÀÛ�Û>��­�"-®��v�
£ä°Ó����Ì�Ã°££�1���Ã�>�`i>`�Þ�V>�ViÀ°����>�V���ÀÌ��v�
Ón��«>Ì�i�ÌÃ�Ü�Ì��1�]�1��Ài�>Ìi`���ÀÌ>��ÌÞ�Ü>Ã�Î£¯�
LÞ�wÛi�Þi>ÀÃ]�{x¯�LÞ�£x�Þi>ÀÃ]�{�¯�LÞ�Óx�Þi>ÀÃ]�>�`�
xÓ¯�LÞ�Îx�Þi>ÀÃ°£Ó

Local treatments for primary uveal malignant tumours 
include transpupillary thermotherapy; photodynamic 
therapy; plaque brachytherapy; proton beam 

radiotherapy; local resection; and enucleation.4���ÃÌ�
patients are treated with plaque brachytherapy or 
i�ÕV�i>Ì���°�-ÞÃÌi��V�ÌÀi>Ì�i�ÌÃ�v�À��iÌ>ÃÌ>Ì�V�
1����V�Õ`i�ÌiLi�Ì>vÕÃ«]����Õ��Ì�iÀ>«Þ�>�`�
conventional chemotherapy.£Î Immunotherapy 
�>Ã�ÀiÛ��ÕÌ����âi`�Ì�i�ÌÀi>Ì�i�Ì��v��>�Þ�V>�ViÀÃ�
��V�Õ`��}�-Ì>}iÃ�����>�`��6�VÕÌ>�i�ÕÃ��i�>���>]�
Ü�Ì��Ã�}��wV>�Ì�ÃÕÀÛ�Û>��Li�iwÌ°���ÜiÛiÀ]�ÀiÃ«��Ãi�
Ì�����Õ��Ì�iÀ>«Þ�����iÌ>ÃÌ>Ì�V�1���Ã�`�Ã>««���Ì��}]�
due to a different tumour-immune microenvironment 
>�`�1����Ü�ÌÕ��ÕÀ��ÕÌ>Ì���>��LÕÀ`i�°�-ÕÀÛ�Û>���Ã���Ì�
increased with the use of single-agent ipilimumab, 
��Û��Õ�>L��À�«i�LÀ���âÕ�>L°£Î Combination 
immunotherapy using ipilimumab plus nivolumab 
Li�iwÌÃ�«>Ì�i�ÌÃ�Ü�Ì���iÌ>ÃÌ>Ì�V�1�]�Ü�Ì����VÀi>Ãi`�
�ÛiÀ>���ÃÕÀÛ�Û>��Õ«�Ì��£nq£�����Ì�ÃÆ���ÜiÛiÀ]�Ì��Ã�
`�ÕL�i����Õ��Ì�iÀ>«Þ��Ã�Ã�}��wV>�Ì�Þ���Ài�Ì�Ý�V�Ì�>��
Ì�i�Ã��}�i�>}i�Ì�v�À�]�Ü�Ì��vÀiµÕi�Ì��À>`i�Î�>�`�
�À>`i�{����Õ�i�Ài�>Ìi`�>`ÛiÀÃi�iÛi�ÌÃ°£Î�-Ì>}i��6�
1�]����i�VÕÌ>�i�ÕÃ��i�>���>]�Ìi�`Ã�Ì��Li�V�i���
ÀiÃ�ÃÌ>�Ì°��>V>ÀL>â��i]�v�Ìi�ÕÃÌ��i�>�`�Ìi��â�����`i�
V>��Li�ÕÃi`]�LÕÌ�Ài«ÀiÃi�Ì�>��>ÃÌ��«Ì���°��iÌ>ÃÌ>ÃiÃ�
V>��>�Ã��Li�iwÌ�vÀ�����V>��ÌÀi>Ì�i�ÌÃ�ÕÃ��}�ÃÕÀ}�V>��
excision, intra-arterial liver chemotherapy, hepatic 
>ÀÌiÀ�>��V�i��i�L���â>Ì���]���ÛiÀ�À>`��i�L���â>Ì���]�
and stereotactic radiosurgery.£Î  

Tebentafusp Mechanism of Action, 
Indications and Dosing
/iLi�Ì>vÕÃ«��>Ã�Lii���i>�Ì��
>�>`>�>�`�1��Ìi`�
-Ì>ÌiÃ����`�>�`��ÀÕ}�Ƃ`����ÃÌÀ>Ì����­��Ƃ®�
>««À�Ûi`�Ã��Vi�ÓäÓÓ�v�À���Ƃ�ƂIäÓ\ä£�«�Ã�Ì�Ûi�
adult patients with unresectable or metastatic 
1�°���ÀÌÞ�wÛi�«iÀVi�Ì��v���`�Û�`Õ>�Ã����Ì�i�1��Ìi`�
-Ì>ÌiÃ�>�`�
ÕÀ�«i�>Ài���Ƃ�ƂIäÓ\ä£�«�Ã�Ì�Ûi�>�`�
��Ƃ�ÌiÃÌ��}��Ã�V��`ÕVÌi`�Û�>�ÃiÀ���}Þ�«À��À�Ì��
initiating tebentafusp.£���À�1�]�ÌiLi�Ì>vÕÃ«��Ã�
ÃÕ«iÀ��À�Ì�����Õ�i�V�iV�«���Ì�����L�Ì�ÀÃ�­�
�Ã®�>�`�
V�i��Ì�iÀ>«Þ�Ü�Ì��ÃÕ«iÀ��À�"-�>�`�*�-°�Ƃ�ÀiVi�Ì�
*�>Ãi�Î�ÌÀ�>��V��«>Ài`�«>Ì�i�ÌÃ�ÀiVi�Û��}�ÌiLi�Ì>vÕÃ«�
Ì��«>Ì�i�ÌÃ�ÀiVi�Û��}�Ì�i���ÛiÃÌ�}>Ì�À½Ã�V���Vi�
�v�ÌÀi>Ì�i�Ì�Ü�Ì��Ã��}�i�>}i�Ì�«i�LÀ���âÕ�>L]�
�«����Õ�>L��À�`>V>ÀL>â��i°£�/�i�iÃÌ��>Ìi`�"-�>Ì���i�
Þi>À�Ü>Ã�ÇÎ¯�­�x¯�V��w`i�Vi���ÌiÀÛ>��Q
�R]�ÈÈqÇ�®�
���Ì�i�ÌiLi�Ì>vÕÃ«�}À�Õ«�>�`�x�¯�­�x¯�
�]�{nqÈÇ®�
���Ì�i�V��ÌÀ���}À�Õ«�­(KIWTG��®°�/�iÀi�Ü>Ã�>�ÃÕÀÛ�Û>��
Li�iwÌ����«>Ì�i�ÌÃ�Ü�Ì��V>�ViÀ�«À�}ÀiÃÃ����ÀiVi�Û��}�
tebentafusp vs patients with cancer progression in the 
V��ÌÀ���}À�Õ«°�/�i�iÃÌ��>Ìi`�*�-�>Ì�Ã�Ý����Ì�Ã�Ü>Ã�
Î£¯����Ì�i�ÌiLi�Ì>vÕÃ«�}À�Õ«�ÛÃ�£�¯����Ì�i�V��ÌÀ���
}À�Õ«�­ÃÌÀ>Ì�wi`��>â>À`�À>Ì���v�À�`�Ãi>Ãi�«À�}ÀiÃÃ����
�À�`i>Ì�]�ä°ÇÎÆ��x¯�
�]�ä°xnqä°�{Æ�*rä°ä£®°���ÀÌÞ�Ã�Ý�
«iÀVi�Ì�­�x¯�
�]�Î�qxÓ®��v�«>Ì�i�ÌÃ�ÀiVi�Û��}�
ÌiLi�Ì>vÕÃ«��>`�`�Ãi>Ãi�V��ÌÀ���­V��«�iÌi�ÀiÃ«��Ãi]�
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«>ÀÌ�>��ÀiÃ«��Ãi��À�ÃÌ>L�i�`�Ãi>Ãi�v�À�Ĉ£Ó�Üii�Ã®�ÛÃ�
ÓÇ¯�­�x¯�
�]�Óä�ÎÈ®����Ì�i�V��ÌÀ���}À�Õ«°

/iLi�Ì>vÕÃ«��Ã�>�L�Ã«iV�wV�«À�Ìi���V��«À�Ãi`��v�>�
soluble T-cell receptor fused to an anti-CD3 single-
chain variable fragment-activating domain.£ The 
��}��>vw��ÌÞ]���}��Ã«iV�wV�ÌÞ�/�Vi���ÀiVi«Ì�À�Ì>À}iÌÃ�>�
nine-amino-acid peptide derived from proteasomal 
`i}À>`>Ì�����v�Ì�i���ÌÀ>Vi��Õ�>À�}«£ää�«À�Ìi��]�
«ÀiÃi�Ìi`�LÞ���Ƃ�ƂIäÓ\ä£����iVÕ�iÃ����Ì�i�
surface of target cells, including skin melanocytes 
>�`�ÌÕ��ÕÀÃ�`iÀ�Ûi`�vÀ����i�>��VÞÌiÃ�­1�®°�/�i�
anti-CD3 domain engages and activates CD3+ cells. 
	Þ�Ì>À}iÌ��}�>�Ã«iV�wV�Ã�>Ài`�ÌÕ��ÕÀ�>ÃÃ�V�>Ìi`�
>�Ì�}i�]�Ì�iÃi�/�Vi���ÀiVi«Ì�À�L�Ã«iV�wV����iVÕ�iÃ�
can recruit T cells to target tumours independent 
�v�Ì�i�«ÀiÃi�Vi��v�ÌÕ��ÕÀ�>�Ì�}i��Ã«iV�wV�/�Vi��Ã�
or of the tumour mutational status.£ In summary, 
tebentafusp redirects the immune system to target 
>�`������}«£ää�iÝ«ÀiÃÃ��}�1��ÌÕ��ÕÀ�Vi��Ã°

Tebentafusp is an intravenous infusion administered 
Üii��Þ°���ÃiÃ�>Ài�iÃV>�>Ìi`��ÛiÀ�Ì�i�wÀÃÌ�Ì�Àii�
Üii�Ã�Ì��Ài`ÕVi�Ì�Ý�V�ivviVÌÃ\�Óä�ù}�����>Þ�£]�
Îä�ù}�����>Þ�n]�Èn�ù}�����>Þ�£x]�>�`�Èn�ù}�Üii��Þ�
Ì�iÀi>vÌiÀ°�*>Ì�i�ÌÃ�>Ài�>`��ÌÌi`�Ì����Ã«�Ì>��v�À�
�ÛiÀ��}�Ì�����Ì�À��}�v����Ü��}�Ì�i�À�wÀÃÌ���vÕÃ���Ã°�
Following several weeks of treatment, if treatment 
is well-tolerated, patients are transitioned to weekly 
infusions administered in an outpatient setting.

-��Vi��ÌÃ�>««À�Û>��ÌiLi�Ì>vÕÃ«��>Ã�Lii��ÕÃi`�>Ã�
>�wÀÃÌ����i�ÌÀi>Ì�i�Ì�v�À���Ƃ�ƂIäÓ\ä£�«�Ã�Ì�Ûi�
«>Ì�i�ÌÃ�Ü�Ì��Õ�ÀiÃiVÌ>L�i��À��iÌ>ÃÌ>Ì�V�1�°����
«>Ì�i�ÌÃ�Ü���>Ài���Ƃ�ƂIäÓ\ä£��i}>Ì�Ûi]�V��L��>Ì����
immunotherapy using ipilimumab and nivolumab 
remains the treatment of choice. If patients progress 
on tebentafusp, the typical subsequent treatment 
phase is the use of combined ipilimumab and 
nivolumab. As discussed previously, conventional 
chemotherapy remains a last option as melanomas 
are refractory to chemotherapy.

Figure 1. Estimated 1-year survival in tebentafusp group vs control group; adapted from Nathan, P et al, 2021.
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Tebentafusp-related Adverse Events

Tebentafusp-related adverse events are subdivided 
��Ì��ÌÜ���>���V>Ìi}�À�iÃ\�VÞÌ����i��i`�>Ìi`�>�`�
skin-related adverse events. In the majority of 
patients, toxicities occur in the initial four weeks 
of treatment during inpatient dose escalation. The 
incidence and severity of acute adverse events 
`iVÀi>Ãi�Ü�Ì��Ài«i>Ìi`�`�Ã��}°�"��Þ�Ó¯��v�«>Ì�i�ÌÃ�
permanently discontinue tebentafusp due to 
treatment-related adverse events.£

�>�Þ�«>Ì�i�ÌÃ�`iÛi��«�VÞÌ����i��i`�>Ìi`�>`ÛiÀÃi�
iÛi�ÌÃ����Ì�i����Ì�>��Üii�Ã��v�ÌÀi>Ì�i�ÌÆ�ÇÈ¯�
�>Ûi�«ÞÀiÝ�>]�{Ç¯�iÝ«iÀ�i�Vi�V����Ã�>�`�În¯�
�>Ûi��Þ«�Ìi�Ã����­6CDNG��®°£ A cytokine release 
syndrome, described by the combination of pyrexia, 
hypotension and hypoxia, commonly occurs within 
a few hours following the initial three infusions of 
ÌiLi�Ì>vÕÃ«°�*>Ì�i�ÌÃ�>Ài�ÌÀi>Ìi`�Ü�Ì��>�Ì�«ÞÀiÌ�VÃ]�
��ÌÀ>Ûi��ÕÃ�yÕ�`Ã�>�`�ÃÞÃÌi��V�ÃÌiÀ��`Ã°

,i}>À`��}�`iÀ�>Ì���}�V>��>`ÛiÀÃi�iÛi�ÌÃ]�È�¯��v�
patients receiving tebentafusp experience pruritus 
>�`�nÎ¯��v�«>Ì�i�ÌÃ�`iÛi��«�>�ºÀ>Ã�»]£]£{]£x likely 
`Õi�Ì��VÞÌ�Ì�Ý�V�/�Vi��Ã�>ÌÌ>V���}�}«£ää�iÝ«ÀiÃÃ��}�
normal melanocytes.£x�*>Ì�i�ÌÃ�ÌÞ«�V>��Þ�`iÛi��«�
the characteristic eruption in the initial four weeks 
of treatment in association with tebentafusp dose 
escalation. The eruption is clinically morbilliform to 
iÀÞÌ�À�`iÀ��V°�-��i�«>Ì�i�ÌÃ�`iÛi��«���«iÌ�}�����i�
ÃÕ«iÀwV�>��LÕ��>i�>�`�ÃÕ«iÀwV�>��iÀ�Ã���Ã°£x Two 
patients with a photo-distributed eruption were 
also described with erythema and edema in sun-
iÝ«�Ãi`�>Ài>Ã�­v>Vi]��iV�]�i>ÀÃ�>�`�`�ÀÃÕ���v�
Ì�i��>�`Ã®�v����Ü��}�Ì�i�v�ÕÀÌ��ÌÀi>Ì�i�Ì�VÞV�i°£Ç 
The typical acute eruption and pruritus occur in 
Ì�i����Ì�>��Ó{���ÕÀÃ�v����Ü��}�Ì�i���vÕÃ���]��>ÃÌ�v�À�
Ó{qÇÓ���ÕÀÃ�v����Ü��}�i>V����vÕÃ���]�>�`��i>`�Ì��
ÃÕ«iÀwV�>��iÝv���>Ì�Ûi�`iÃµÕ>�>Ì�������Ì�i�v����Ü��}�
Üii�°�-Õ«iÀwV�>��`iÃµÕ>�>Ì����V>����Û��Ûi�Ã�ÌiÃ�
�v�ÀiÃ��Û��}���y>��>Ì���]�>Ã�Üi���>Ã�«ÀiÛ��ÕÃ�Þ�
uninvolved skin. The eruption tends to increase in 
severity following each dose up to the second to 
forth infusions. After the third infusion, tebentafusp 
doses remain stable and the acute skin toxicities 
diminish in incidence and severity following each 
ÃÕLÃiµÕi�Ì���vÕÃ���]�«�ÃÃ�L�Þ�`Õi�Ì��}«£ää�
expressing normal melanocytes being destroyed. 
Acute cutaneous adverse events eventually  
Vi>Ãi�LiÞ��`�Ì�i�wÀÃÌ�Ì�Àii�Ì��Ã�Ý���vÕÃ���Ã°� 
The early cutaneous eruption is associated with 
longer survival.£{]£x 

The treatment of tebentafusp-associated acute skin 
Ì�Ý�V�Ì�iÃ��Ã�ÃÞ�«Ì��>Ì�V°�*ÀÕÀ�ÌÕÃ��Ã��>�>}i`�Ü�Ì��
V��`�V��«ÀiÃÃiÃ]��À>���À���ÌÀ>Ûi��ÕÃ�wÀÃÌ�}i�iÀ>Ì����
>�Ì���ÃÌ>���iÃ�­`�«�i��Þ`À>���i®]�>�`��À>��ÃiV��`�
generation antihistamines. Typical eruptions are 
managed using emollients, topical steroids and 
topical steroid wet wraps. 

Tebentafusp is a new treatment and there is no 
guideline for the treatment of acute cutaneous 
adverse events. Treatment interruption is typically 
not indicated for cutaneous toxicities. The expert 
opinion is that treatment interruption may lead to 
a recurrence of the same skin toxicity with a similar 
severity when tebentafusp is re-introduced.

Fifty-seven percent of patients also develop late 
dermatological adverse events occurring after a 
�i`�>���v�Ó°Ç����Ì�Ã\�Û�Ì���}�����i��Þ«�«�}�i�Ì>Ì����
and depigmentation, hyperpigmentation, and 
leukotrichia.£{]£n�*>Ì�i�ÌÃ�Ü���iÝ«iÀ�i�Vi`��>Ìi�
«�}�i�Ì>ÀÞ�>`ÛiÀÃi�iÛi�ÌÃ��>Ûi�ÇÓ¯���ÜiÀ��``Ã��v�
mortality vs those who did not.£n 

Conclusion
Tebentafusp is approved for unresectable or 
�iÌ>ÃÌ>Ì�V�1��>�`�>VÌÃ�LÞ�Ài`�ÀiVÌ��}�/�Vi��Ã�Ì��
Ì>À}iÌ�}«£ää�«�Ã�Ì�Ûi�Vi��Ã°��Ì�V������Þ���`ÕViÃ�
i>À�Þ�­À>Ã�É«ÀÕÀ�ÌÕÃ®�>�`��>Ìi�­«�}�i�Ì>ÀÞ�V�>�}iÃ�
��Û��Û��}�Ì�i�Ã����>�`��>�À®�VÕÌ>�i�ÕÃ�Ì�Ý�V�Ì�iÃ°�
Dermatologists have most likely been diagnosing and 
managing a greater number of tebentafusp-induced 
VÕÌ>�i�ÕÃ�Ì�Ý�V�Ì�iÃ�Ã��Vi��ÌÃ�>««À�Û>��LÞ��i>�Ì��

>�>`>�>�`�Ì�i���Ƃ����ÓäÓÓ°
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Event

Ƃ�Þ��À>`i �À>`i�ĈÎ Ƃ�Þ��À>`i �À>`i�ĈÎ

Any treatment-related 
adverse event

Ó{Î�­��® £ä��­{{® �£�­nÓ® £��­£Ç®

Cytokine release syndrome>> Ó£Ç�­n�® Ó­£® Î�­Î® 0

,>Ã�<< ÓäÎ�­nÎ® {x�­£n® ÓÇ�­Ó{® 0

*ÞÀiÝ�> £nx�­ÇÈ® ��­{® Î�­Î® 0

*ÀÕÀ�ÌÕÃ £È��­È�® ££�­{® ÓÎ�­Ó£® 0

Chills ££{�­{Ç® £�­�£® Î�­Î® 0

Nausea £äx�­{Î® Ó�­£® Ó£�­£�® 0

Fatigue £ä£�­{£® Ç�­Î® Ó��­ÓÈ® £�­£®

�Þ«�Ìi�Ã��� �Î�­În® n�­Î® 0 0

�ÀÞ�-��� ÇÓ�­Ó�® 0 {�­{® 0

Vomiting È{�­ÓÈ® £�­�£® Ç�­È® 0

Erythema xÈ�­ÓÎ® 0 £�­£® 0

�i>`>V�i xÎ�­ÓÓ® £�­�£® Î�­Î® £�­£®

Aspatate aminotransferase 
increased

{Ç�­£�® ££�­{® ��­n® 0

Alanine aminotransferase 
increased

{Î�­£n® Ç�­Î® n�­Ç® Ó�­Ó®

Lipase increased ÎÓ�­£Î® ��­{® Ç�­È® È�­x®

Diarrhea Î£�­£Î® Ó�­£® £È�­£{® Î�­Î®

Lymphopenia ÓÓ�­�® È�­Ó® Ó�­Ó® 0

�Þ«iÀL���ÀÕL��i��> Ó£�­�® x�­Ó® Ó�­Ó® 0

�Þ«�«��Ã«�>Ìi��> £��­n® Ç�­Î® £�­£® 0

�Þ«iÀÌi�Ã��� £x�­È® ��­{® Ó�­Ó® £�­£®

Treatment-Related Adverse Events (Safety Population).*

Tebentafusp Group
(N=245)

Control Group
(N=111)

number of patients (percent)

* Shown are treatment-related adverse events that were reported in at least 20% of patients (any grade) or in at least 2% of 
patients (grade >3) in either group.

 » Cytokine release syndrome was graded according to the 2019 recommendations of the Americain Society for 
Transplantation and Cellular Therapy for consensus grading for cytokine release syndrome.21

 « Rash is a composite term for a list of skin-related adverse events of any grade.

Table 1. Treatment-Related Adverse Events (Saftey Population); courtesy of Dr. Cynthia Fournier. 
I�-��Ü��>Ài�ÌÀi>Ì�i�Ì�Ài�>Ìi`�>`ÛiÀÃi�iÛi�ÌÃ�Ì�>Ì�ÜiÀi�Ài«�ÀÌi`����>Ì��i>ÃÌ�Óä¯��v�«>Ì�i�ÌÃ�­>�Þ�}À>`i®��À����>Ì��i>ÃÌ�Ó¯�
�v�«>Ì�i�ÌÃ�­}À>`i��Î®����i�Ì�iÀ�}À�Õ«°
��
ÞÌ����i�Ài�i>Ãi�ÃÞ�`À��i�Ü>Ã�}À>`i`�>VV�À`��}�Ì��Ì�i�Óä£��ÀiV���i�`>Ì���Ã��v�Ì�i�Ƃ�iÀ�V>���-�V�iÌÞ�v�À�
Transplantation and Cellular Therapy for consensus grading for cytokine release syndrome.Ó£

��,>Ã���Ã�>�V��«�Ã�Ìi�ÌiÀ��v�À�>���ÃÌ��v�Ã����Ài�>Ìi`�>`ÛiÀÃi�iÛi�ÌÃ��v�>�Þ�}À>`i°
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