17 May 2021
WHO Expert Committee on the Selection and Use of Essential Medicines
Email: emlsecretariat@who.int

RE: Application for Inclusion of tislelizumab injectable solution for the treatment of
relapsed/refractory (R/R) classical Hodgkin lymphoma (cHL) and locally advanced or metastatic
urothelial bladder cancer in the next WHO List of Essential Medicine

Dear WHO Expert Committee:

As an inventor of tislelizumab, | am writing to provide you the scientific point of view and the
discussions about the unique attribute of the PD-1 antibody engineered with removal of Fc
effector function.

Beside the target modulation, PD-1 antibodies of 1gG4 subtype also elicit Fcy receptor-induced
effector function. Tislelizumab was engineered to remove the effector function, therefore,
preventing macrophage-mediated phagocytosis that may negatively impact the anti-cancer
activity of CD8"* T-cells (Zhang, T., et al., 2018). Recent studies cross examined the mechanism and
impact of effector function to PD-1 antibodies. The results indicated that the effector function of
PD-1 antibodies and activation of macrophage-mediated phagocytosis exerts adverse effect on
PD-1 antibody therapeutic activity (Dahan, R., et al., 2015; Arlauckas, SP., et al., 2017; La Russo,
G., etal., 2019).

The first pivotal study of tislelizumab completed for the treatment of relapsed/refractory classical
Hodgkin lymphoma (r/r cHL) showed much better than expected clinical benefit to the late stage
cHL patients (Song, Y., et al., 2020), which may be attributed to the fact that tislelizumab is an
effector-functionless PD-1 antibody (Song, Y., et al., 2020 ASH).

In light of the unique feature and potentially better than expected clinical benefit, please make
your considerations for inclusion of tislelizumab in Essential Medicine List.

Sincerely Yours

i

Kang Li, PhD
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