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: : I Human T-cell leukemia virus type 1 (HTLV-1) infection causes fatal diseases

: : ' such as adult T-cell leukemia/lymphoma (ATL). In particular, patients with acute
| ] ] ; ' and lymphoma subtypes have an extremely poor prognosis, with a 4-year overall
: in the Next Generation . (/T : ; : survival rate of less than 20%. Meanwhile, no effective vaccine is currently
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thereby inducing apoptosis.

Normal cells maintain homeostasis by alleviating physiological stress through
UPR. However, when UPR fails to function properly or excessive stress occurs,
apoptosis is induced. Activation of the PERK-ATF4-CHOP pathway represents a 1
mechanism of action distinct from existing therapeutics, and MK-2048 is expected !
to serve as a promising candidate anti-HTLV-1 agent capable of selectively !
eliminating HTLV-1-infected cells. Blood Adv. 4(9):1845-1858. (2020) !

apoptosis.

W Future Perspectives

: Although the clinical development of I\/IK 2048 as an HIV integrase inhibitor has I
, been completed, its potential for drug repositioning is currently being investigated |
; at the basic research level. !

. B Collaboration : The University of Tokyo, ; AU ; (’ - available, and many patients develop resistance to existing chemotherapies,

| Tokushi Uni it Toy < - leaving treatment options limited. Therefore, there is a strong unmet medical need
_____________________ _O_ Lis_ ”;n? ~ n_'v_erfl _y_ o mEX¥ ZELE - for the development of novel therapeutics with distinct mechanisms of action.
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' B Research Originality and Advantages ; i In HTLV-1 carrier samples e - |
' We identified a selective growth-suppressive mechanism in HTLV-1-infected cells i I analyzed in this study, expression of v e Sees HTL,:,:;Z‘,?HS ‘HTL:::,:‘:QHS I
' through induction of endoplasmic reticulum (ER) stress, revealing a novel | ' GRP78, a key regulator involved in s o - :
: therapeutic target not previously recognized. ! ! alleviating endoplasmic reticulum -ﬁ‘ e Gmpé““; T e i@;;:f !
' . . . . e ' (ER) stress, was significantl =L L e e ||
‘. Novel Antigen Design, Appropriate Animal Models, and Modalities | ' decreased in HTLVg‘l—infeCtﬁd cells, o © 3 8 !
i HIV integrase inhibitor: MK-2048 ! : suggesting increased vulnerability of . aiFza > CeiFza® !
i ) - : . infected cells to ER stress. = "T::o: —— :
. ® Major Findings : . MK-2048 selectively activated the S ¢ St :
. We demonstrated that MK-2048 selectively activates the PERK-ATF4-CHOP : . UPR/PERK-ATF4-CHOP pathway in Iz Nuckeus | Nockous | |
i pathway of the unfolded protein response (UPR) in HTLV-1-infected cells, | . HTLV-1-infected cells and induced EE ER Stress Avoidance Induction of Apoptosis ©
! . ! !
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