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
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 –

 – –

 –

 –

 –
 –
 – add “

”
 –

 –

 –
function within 14 days prior to “ Day 1” rather than “study 
enrollment” 

 –




based on a ≥10% weight change from the weight used for Cycle 

discontinue treatment as a ≥20% weight change is a Grade 3 toxicity.
 –

 –


and that “the DLT period does not end until the patient is 



–

previous assessment and/or no ongoing DLT events”. 





Add x’s 

 –



–

 Expanded exclusion criteria regarding use of St John’s 

Replace “courses” with “cycles” for consistency throu

 – –

occurs outside of the window from last dose and/or patient isn’t 












 –

 –



–

 –

 –

 –
dose blood draw window to read “30 minutes” instead of “0.5 hour” to 



–

β and Cancer

Provider’s Assessment Prior to Each HCW9218 and Dose Delay



–



–

–

–

–

–

–

–



–

α

β

Investigator’s 

15RαSu 15 Receptor α



–



–

β Antagonist/IL

of two human TGFβRII domains, human 
15, and a second soluble fusion of two human TGFβRII domains and a 

15Rα. HCW9218 activates IL
and the dimeric TGFβRII functions as a “trap” for all three human TGF β isoforms.

β neutralizing activity in vitro and sequesters 
β in vivo. 















–

calculated on the patient’s weight













maximum toxicity rate of ≤25%. The MTD will be id





–


 to baseline or Grade ≤1 NCI CTCAE v5 








(or agree to their partners’ use of) 















 β antagonist, IL
 Ongoing use of St. John’s Wort and/or other herbal CYP modulators as certain cytokines, including 

β, have been foun



. Inhaled or topical steroids, and adrenal replacement steroid doses ≤ 10 












–



–

















–

β) 
*TGFβRII) and 

15 receptor α (IL15RαSu). These domains are linked 

β antagonist (i.e., dimeric TGFβRII) activity and IL 15RαSu 

15βγ receptors and 2) sequester (or trap) soluble 
β isoforms via binding to the dimeric TGFβRII domains 

(Liu et al, 2021). As detailed in the Investigator’s 
15RαSu and dimeric 

TGFβRII domains of HCW9218 using ELISA, surface plasmon resonance (SPR) 



–

β, which may represent an 
β activity and to out compete 

β binding. In contrast to the activities of 
15RαSu and dimeric TGFβRII domains, the TF scaffold of HCW9218 

β neutralizing activity in vitro and sequesters pla β isoforms 
in mice and cynomolgus monkeys. Comparative studies with a dimeric TGFβRII 

15 activity (HCW9228) indicated that both TGFβRII and 



–

or “cytokine storm” by human, cynomolgus monkey or murine immune cells. This 



–

15/IL15Rα complexes (Li

15/IL15Rα (Frutoso et al,

∞) was approxima



–

1 and decreases of TGFβ1 and TGFβ2 in the serum were observed, which may 

15Rα product candidates where the Cmax observed for 



–

15RαSu
803, nogapendekin alfa inbakicept), TGFβRII

TGFβRII β antibody 

β and Cancer
β is a multifunctional cytokine that acts in a cell

β pathway enhances cell proliferation, migratory invasion, metastatic spread within 

β signaling 

β signaling pa

β
β

β signaling 

β receptor genes in 25%–

–

β has been shown to play a major role in promoting immunosuppressive 
–

β levels have been shown to correlate with a poor prognosis in patients with 

β levels or signaling can provide clinical 

https://www.sciencedirect.com/topics/medicine-and-dentistry/endometrium-carcinoma


–

β antagonists with 

β antagonists to reduce TME i

15βγ receptors and 2) 
β isoforms via binding to the 

dimeric TGFβRII domains. As a result, HCW9218 is expected to promote antitumor

15RαSu domain) 
β antagonist (dimeric TGFβRII domain) components, the 

15RαSu and TGFβRII 



–

dependent stimulatory effects on patients’ immune system 

β exerts potent growth inhibitory activities in various cell types, and 

β 
orders, including Alzheimer’s disease, muscle 

β reportedly induces reactive oxygen species in the 

β su

β signaling can com

β signaling restored H4K20me3 (an 

β induces the expression of 

β causes senescence by 

−



–

HCW9218 will act as a senolytic by “trapping” excess TGF β

two human TGFβRII domains, human 
wo human TGFβRII 

15Rα. HCW9218 activates IL
effector immune cells and the dimeric TGFβRII functions as a “trap” for all three human 

β isoforms.



–

–

Resolved acute effects of any prior therapy to baseline or Grade ≤1 NCI 

 hemoglobin ≥9 g/dL (may be transfused not more than 2 units of pRBCs 

 absolute neutrophil count (ANC) ≥1500/ul
 platelets ≥100 x 10^9/L (may be transfused not more than 1 unit of 


≤1.5 x upper limit of institutional normal (ULN) 

 ≤ 2.5 x ULN or ≤ 5 x ULN if liver metastases 



–

(or agree to their partners’ use 










≥470 



–

or on a stable or decreasing dose of ≤ 10 mg daily 

β antagonist, IL
Ongoing use of St. John’s 

β, have been found to suppress 

steroid doses ≤ 10 mg daily prednisone equivalent, are permitted in the 



–

treatment, the patient’s record is updated in OnCore as a sc

checklist based on the eligibility assessment documented in the patient’s medical 

the physician’s discretion. The Study Coordinator or designee will update OnCore 
of the patient’s non

HCW9218 dose calculation is based on patient’s assigned dose level and 

cycle’s “Day 1” weight 

≥



–


–

 ≥20% 

Provider’s Assessment Prior to Each 














–



Investigator’s discretion and/or Institution’s standard of care related to 



–







–









level strategies corresponding to the desired maximum toxicity rate of ≤25%. 



–

Hy’s Law case (i.e., alanine aminotransferase/ 

Excessive DLT’s 



–

“standard of care” 

β, have been found to suppress the 



–

 –



In the situation where a patient’s EOT visit falls outside of the visit window due to 







–

15 domain, which is a common γ 

15RαSu
et al, 2018; Romee et al, 2018), TGFβRII
Mascarenhas et al, 2020; Yap et al, 2020) and TGFβRII

β antibody therapy (Lacouture et al, 2015; Morris et al, 
action as the HCW9218 TGFβRII 



–

containing the TGFβRII domain were also well

β inhibition. The combination of IL
β antagonist activities in HCW9218 may result in 

TGFβRII β antibody. 

–

•

•

•

•
•
•
•
•
•
•
•
•
•
•

•
•
•
•
•
•
•
•
•
•
•
•
•
•

•
•
•
•
•
•
•

•

•



–

–

•
•

•

•
•
•
•
•
•
•

For flexibility “windows” are built into the 

–







–



–





the change as a study deviation. Contact the study’s Regulatory Specialist or Program 



–

–



–

HCW9218 dose calculation is based on patient’s dose level a



–

, collect prior to day’s dose if applicable



–



–

nfluence a patient’s 

–

β isoforms, IL1α, IL 1β, IL γ, TNF
α, MCP

Results will not influence a patient’s 



–

Biopsies will be performed according to the institution’s standard 



–

–

patient’



–

15, TGFβRII β antibody. 



–

“life threatening” if, in the view of either the 

ted adverse reaction is considered “serious” if, in the view of either 









or suspected adverse reaction is considered “unexpected” if it is not 



–

All ≥Grade 2 AEs regardless of attribution (see 

–



–









–

–

–

CTSI’s instance of OnCore® (Online Enterprise Research Management 



–

The study’s Data and Safety Monito


review the study’s progress 



will be held to facilitate communication regarding the study’s 

https://z.umn.edu/dsmp


–

meeting’s agenda.








–

O’Quigley, 1996



–





 –

maximum toxicity rate of ≤25%. The MTD 

same dose. The function ‘crm’ from the R package ‘dfcrm’ will calculate posterior 



–

A maximum of 24 patients will be enrolled with a target DLT rate of ≤25%. Based 

SAE’s without a DLT trigger step 2 in stage 1, DLT’s regardless of SAE’s trigger stage 2

hypothesized “true” probabilities 

The following definitions are from the Masonic Cancer Center’s Standard 

affect a subject’s willingness to participate in the research. Deviations that pla

compromise the integrity of research data and/or affect a subject’s willingness to 



–

protocol are intended to be targeted timeframes unless “must” is specified



–

–



–

β in Human Cancer. 
–

β. Oncogene volume 25, pages1030–

Iasonos A and O’Quigley. 

TGFβ

Fusion Protein Targeting TGFβ and PD

β and PD

carcinomas associated with neutralization of transforming growth factor β by the monoclonal 



–

β signaling alters H4K20me3 status via miR29 and 

β 1/3 Inhibitor AVID200 in Subjects with Myelofibrosis: MPN

Massagué J. TGFβ in Cancer. Cell. 2008 July 25; 134(2): 215–

β
–

beta (TGFβ) monoclonal antibody in patients with advanced 

—



–

–
–

β Pathway for Cancer 

β and PD

β 



–



–

–



–

–

15 mutein/IL15RαSu
βRII

(AVID200) (Lafyatis et al, 2020; Mascarenhas et al, 2020; Yap et al, 2020), TGFβRII
β antibody 

β antagonist



–

β antagonist



–

β antagonist



–

β antagonist



–

–



≥ ≥







–















–

Baseline documentation of “Target” and “Non Target” lesions









Although a clear progression of “non target” lesions only is exceptional, in such circumstances, the opinion of the 



–


evidence of disease progression at that time should be classified as having “symptomatic deterioration”. Every 

















–


e study at the study’s completion.  Simultaneous review of the patients’ 












–

–

………………………

………………………

39.0◦ C (100.4 
102.2◦ F)

40.0◦C (102.3 104.0◦F) > 40.0 ◦ C (>104.0◦ F) for ≤ 24 hrs > 40.0 ◦ C (>104.0◦ F) for > 24 

………………………

……………………… ………………………

………………………

–



–

–



–



–

–

–

☐ ☐

☐ ☐

☐ ☐


