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Table 1| Heterobifunctional PROTAC targeted protein degraders in clinical development

Arvinas ARV-110 AR Prostate cancer CRBN Oral Phase Il NCT03888612
Arvinas/Pfizer ARV-471 ER Breast cancer CRBN Oral Phase Il NCT04072952
Accutar Biotech AC682 ER Breast cancer CRBN Oral Phase | NCT05080842
Arvinas ARV-766 AR Prostate cancer Undisclosed Oral Phase | NCT05067140
Bristol Myers Squibb ~ CC-94676 AR Prostate cancer CRBN Oral Phase | NCT04428788
Dialectic Therapeutics DT2216 BCL-x, Liquid and solid tumours VHL Lv. Phase | NCT04886622
Foghorn Therapeutics FHD-609  BRD9 Synovial sarcoma Undisclosed Lv. Phase | NCT04965753
Kymera/Sanofi KT-474 IRAK4 Autoimmune diseases Undisclosed Oral Phase | NCT04772885
(e.g..AD, HS, RA)
Kymera KT-413 IRAK4 Diffuse large B cell CRBN Lv. Phase |
lymphoma (MYD88-mutant)
Kymera KT-333 STAT3 Liquid and solid tumours Undisclosed Undisclosed Phase |
Nurix Therapeutics NX-2127  BTK B cell malignancies CRBN Oral Phase| NCT04830137
Nurix Therapeutics NX-5948  BTK B cell malignancies and CRBN Oral Phase | NCT05131022
autoimmune diseases
C4 Therapeutics CFT8634  BRD9 Synovial sarcoma CRBN Oral IND-e
C4 Therapeutics CFT8919  EGFR-L858R  Non-small-celllungcancer CRBN Oral IND-e

Cullgen CG001419  TRK Cancer and other indications CRBN Oral IND-e


https://mp.weixin.qq.com/s/M6FyDnHk3OLQm9rwhTmGbQ
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3. EXEQFAHAE

(1) 2017-2021 4F FDA El K g RIF it B &: 2021 &£, F 27T NE X GRINF LM, th 2020 FH AT, LUtH 21 NEXE —
BT, 2020 9 21 M EMEYMES I ILEAE Y: 2019 F, YEHET 20 FEHH—IREH L, 2018 EHET 19 F,

(2) 7£2021 £y 27T MR K EAIFAHEFT (WXERRWE D, 174 (63%) Z/NF, 104 (37%) ZAEE A b, 7 2021
FEW 2T AR LG F LT, F 13 45k 48%354F T FDA BTN LZh 35 =,

(3) 2017-2021 F R K FRIFAMELRE T 4 tb: 2021 FE K4 EF2h gy —F L E (54%). 7 2021 4 FDA CDER H#L/E#y 50 F#
AT, AT M EE AR KGR AY. SWEFAL, XE—IMEYAWEK, Y —REAGHE 2020 F 5 F2HHEH 40%, 2019
£l 42%, 2018 F & 32%, 2018 4 & 33%



https://www.dcatvci.org/features/the-innovation-makers-first-in-class-new-drug-approvals/

Figure 1: Number of First-in-Class New Drugs Approvals* by FDA, 2017-2021
First-in-class refers to new drug approvals with a new mechanism of action different from
existing therapies as of the time of approval by the US Food and Drug Administration’s
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Center for Drug Evaluation and Research.
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*New drug approvals refer to new molecular entities approved under new drug applications
or as new therapeutic biologics approved under biologics license applications by the US
Food and Drug Administration’s Center for Drug Evaluation and Research.

(4) FEARB A/ R naF, MEflE, BERRENTE 2021 F455% G 7 ARG MG mHE, ¥, WER/ TH, A,
A FEFEMREELH

Figure 2: First-in-Class New Drug Approvals as a Percentage of

Overall New Drug Approvals* by FDA, 2017-2021

First-in-class refers to new drug approvals with a new mechanism of action different from
existing therapies as of the time of approval by the US Food and Drug Administration’s
Center for Drug Evaluation and Research.

54% > 40% > 42% > 32% > 33% >

2021: 50 new drugs 2020: 53 new 2019: 48 new drugs 2018: 59 new drugs 2017: 46 new drugs
approved; 27 first- drugs approved; 21 approved; 20 first-in- approved; 19 first-  approved; 15 first-
in-class first-in-class class in-class in-class

*New drug approvals refer to new molecular entities approved under new drug applications or as new therapeutic biclogics approved under
biologics license applications by the US Food and Drug Administration’'s Center for Drug Evaluation and Research.

Source: US Food and Drug Administration's Center for Drug Evaluation and Research

Company Proprietary Name (active Indication (also specified if approved as orphan drugsk*)
ingredient); Drug type
Albireo Bylvay (odevixibat);Small Pruritus (itchy skin); orphan drug
molecule
Amgen Lumakras (sotorasib); Small | Non-small cell lung cancer with the KRAS G12C genetic mutation

molecule

called KRAS G12C; orphan drug

Apellis

Empaveli (pegcetacoplan);

Paroxysmal nocturnal hemoglobinuria, a rare blood disorder; orphan




Pharmaceuticals*** | Small molecule drug
Aurinia Lupkynis (voclosporin); Lupus nephritis
Pharmaceuticals | Small molecule
Bayer Kerendia (finerenone); Reduce the risk of kidney and heart complications in chronic kidney
Small molecule disease associated with Type 2 diabetes
BioMarin Voxzogo (vosoritide); Small | Improve growth in children five years of age and older with
Pharmaceutical molecule achondroplasia and open epiphyses; orphan drug

Cara Therapeutics

Korsuva (difelikefalin);

Small molecule

Moderate—to—severe pruritus associated with chronic kidney disease

in certain patient groups

ChemoCentryx*sk

Tavneos (avacopan); Small

molecule

Severe active anti—neutrophil cytoplasmic autoantibody—associated

vasculitis in combination with standard therapy, including

glucocorticoids; orphan drug

G1 Therapeuticskkk

Cosela (trilaciclib); Small

Chemotherapy—induced myelosuppression in adult patients with

molecule small-cell lung cancer
Merck & Co. Welireg (belzutifan); Small | Von Hippel-Lindau disease, an inherited disorder characterized by
molecule the formation of tumors and fluid-filled sacs; orphan drug
Merck & Verquvo (vericiguat); Small | Chronic heart failure

Co. /Bayer**x

molecule

Novartis

Legvio (inclisiran); Small

molecule

Heterozygous familial hypercholesterolemia or clinical

atherosclerotic cardiovascular disease as an add—on therapy




On Target Cytalux (pafolacianine); Fluorescent imaging agent to identify ovarian cancer lesions;
Laboratories Small molecule orphan drug
Sanof i%k* Rezurock (belumosudil); Chronic graft-versus—host disease after failure of at least two
Small molecule prior lines of systemic therapy; orphan drug
Scynexis Brexafemme (ibrexafungerp); |Vulvovaginal candidiasis
Small molecule
Sentynl Nulibry (fosdenopterin); To reduce the risk of death caused by Molybdenum Cofactor
Therapeutics*kk Small molecule Deficiency Type A, a rare, genetic metabolic disorder that
typically presents in the first few days of 1life, causing
intractable seizures, brain injury and death; orphan drug
Takeda Livtencity (maribavir); Post—transplant cytomegalovirus (CMV) infection/disease that does
Small molecule not respond to available antiviral treatment for CMV; ; orphan
drug

4, Pfizer FRZERT: ELAEWERR, ELIEKRZI

Pfizer 7 2010 FHIGEH M LA EEFHE, EHLEKG FHTTZEURREA LRI E (2010 F8 19%-2020 F 8 53%). *H
PREZNEHERBMVANFINFAR, BH T HEAREENETERARHFZ TR, RBETHERRFE ENENFIE T B E
N, XFEEAMEFERZ AN FBRERENEINTREZ., FARM TV R X ENESEFEIRER A, T EXEWEFENE T
R, MEEFRLARBEMBASE ERITHAR, EEEZHREZRDEFTELAREEARRRFRENBERARER, Gl
FLFEAREEENFNF AN, FHIPlizer MERETE, ETHERKOAENFHARREEMN T 7. HE X EH TR ZHIERF
EWFENFRRENTR, 2B TELTRERRENRNFEE, UHEETHESHYL TEE, RUESB/N) THHAESE TR

oY R [ -
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(a) Percentage of NMEs transitioning from Phase Il to Phase lll
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M Small molecules

I Monoclonal antibodies
Other biologics (e.g., vaccines) and innovative modalities (e.g., gene therapies)




