wo 2015/143209 A1 [N 00O O A0 O

(43) International Publication Date

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Ny
Organization é
International Bureau -,

=

\

(10) International Publication Number

WO 2015/143209 A1

24 September 2015 (24.09.2015) WIPO | PCT
(51) International Patent Classification: (81) Designated States (uniess otherwise indicated, for every
CO7K 16/28 (2006.01) A61K 38/17 (2006.01) kind of national protection available): AE, AG, AL, AM,
A61K 39/395 (2006.01) CO7K 14/705 (2006.01) AO, AT, AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY,
. .. BZ, CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM,
(21) International Application Number: DO, DZ. EC, EE, EG, ES, FL, GB, GD, GE, GH, GM, GT.
PCT/US2015/021551 HN, HR, HU, ID, IL, IN, IR, IS, JP, KE, KG, KN, KP, KR,
(22) International Filing Date: KZ, LA, LC, LK, LR, LS, LU, LY, MA, MD, ME, MG,
19 March 2015 (19.03.2015) MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM,
) PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA, SC,
(25) Filing Language: English SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN,
(26) Publication Language: English TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.
(30) Priority Data: (84) Designated States (uniess otherwise indicated, for every
61/955,588 19 March 2014 (19.03.2014) Us kind Of regional protection available): ARIPO (BW, GH,
GM, KE, LR, LS, MW, MZ, NA, RW, SD, SL, ST, SZ,
(71) Applicant: BRISTOL-MYERS SQUIBB COMPANY TZ, UG, ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, RU,
[US/US]; Route 206 & Province Line Road, Princeton, TJ, TM), European (AL, AT, BE, BG, CH, CY, CZ, DE,
New Jersey 08543 (US). DK, EE, ES, FL FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
(72) Inventors: SURI, Anish; 630 Friar Drive, Yardley, LV, MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK,
Pennsylvania 19067 (US). NADLER, Steven G.; 164 Neil SM, TR), OAPL (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
yival > ’ GW, KM, ML, MR, NE, SN, TD, TG).
Court, Princeton, New Jersey 08540 (US). LARSEN, > > > > R T
Christian P.; 1170 Oakdale Road NE, Atlanta, Georgia Published:
igig;ll 6211 16 , {gg&mﬁg?{;{z’ 30A(;2d7r&v}ls)].3 » 4305 Paxton with international search report (Art. 21(3))
. . —  before the expiration of the time limit for amending the
(74) Agents: MEYER, Mercedes K. et al.; Drinker Biddle &

Reath LLP, 1500 K Street, N.W., Suite 1100, Washington,
District of Columbia 20005 (US).

claims and to be republished in the event of receipt of
amendments (Rule 48.2(h))

with sequence listing part of description (Rule 5.2(a))

(54) Title: METHODS OF TREATING TRANSPLANT REJECTION USING A DOMAIN ANTIBODY DIRECTED AGAINST
CD40L

F1G. 1B

{MW=77 884 daltons)

dAlb
Linker

EVQLLESGGGLVQPGGSLRLECAASGFTFNWELMGWARCAPGKGLEWVSGIEGPGDVTYYADSVKGRFTI
SRONSKNTLYLGMNSLRAEDTAVYYCVKVGKDAKSDYRGQGTLVTVESAS TEPKSSDHTHTSPPEPARELL
GESEVFLFPPKPKDTLMISRTPEVTCYWDVEHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVYSY
LTVLHOQDWLNGKEYKCKVYSHKALPAPIEKTISKAKGQPREPQYYTLPPSRDELTKNQVSLTCLVKGFYPS
DIAVEWESNGOPENNYKTTPPVLDSDESFFLYSKLTVDKSRWOQQGNVFSCSVMHEALHNHY TQISLILSPGK

Modified IgG1 Fo from Abatacept (Cys-»8Ser Fro.=8er)

(57) Abstract: Methods of treating renal transplant rejection using anti-CD40L domain antibodies are provided. The anti-CD40L
dAbs are less likely to cause platelet aggregation and thus cause thromboembolism. Appropriate anti-CD40L dAbs doses and admin -
istration regimens are also provided. Combination treatments for transplant rejection, particularly renal transplant rejection, using
anti-CD40L dAbs, a CTLA4 mutant molecule (e.g., belatacept) and/or anti-CD28 optionally with conventional immunosuppressive
renal transplant therapy are provided.



