( SAN ANTONIO

Newly FDA Approved Docetaxel + Albumin Formulation for Breast Cancer Treatment BREAST CANCER

San Antonio American Assoclation

“Zydus Pharmaceuticals, Pennington, NJ, USA "Syneos Health, Morrisville, NC,USA #Zhuhai Beihai Biotech Co., Ltd, Zhuhai, China Vs o G e e
Bioequivalence Trial Design® Preclinical and Bioequivalence Results Safety Results

. . ( SYMPOSIUM®
Hirak Biswas, Ph.D *"; Dhaval Desai, PharmD™; Qun Sun, MD, Ph.D* ( @urran AAGR

» Breast cancer remains the most diagnosed malignancy among women and a . - In-Vitro “» The test and reference product were well tolerated by the patients, and
. . . . Study Design . . _— R . e
leading cause of cancer-related death, despite substantial advances in _ , _ , _ = *»* BHO09 Injection (0.25 mg/mL) I W ’ : the safety profile of the test product complies with the known safety
. 1 ] Open label, randomized two-period crossover in solid tumor patients = : . .
detection and therapy. O inclusi toria: 5 did not cause hemolysis and profile of the reference product.

“* Among systemic therapies, Docetaxel, (marketed as Taxotere®) has become >n;;5|on cnferla. aggregation of rabbit RBCs in “» Atotal of 198 treatment-emergent adverse events (TEAEs) were reported of
a cornerstone for both early-stage and metastatic disease, consistently _ years.o age , , _ vitro which 94 were reported for BHO09 and 104 for Taxotere®. There were no
, . . o : . » Histologically or cytologically confirmed advanced solid tumors who . ® : .
improving disease-free and overall survival in randomized trials. , o *»* The result of Taxotere , serious AEs or deaths

. . . . are scheduled to receive treatment with single-agent docetaxel " Figure 3. Tubes # 1 to 5 were(BH009); . . . : .

*» Conventional formulation of docetaxel relies on the surfactant - ECOG performance status 0 or 1 and life exoectancy > 3months (0.3mg/mL) was weakly positive 1 pes # 6o 10 were control (Taxotere®): tubes # 11 “+ Grade 3/4 toxicities were limited to hematologic events, which occurred
polysorbate 80 for solubilization, which is linked to hypersensitivity - Ad pt h tonoicti | and liver f P ‘i Y < likely due to PS-80 and #12 are negative & positive control respectively. significantly less often with BHO09 than with Taxotere® (2.3% vs 15.9%)
reactions, fluid retention, and other formulation-related toxicities such as 'equa € NEMatopoIetic, renal and fiver L'JI’]C 'on o . “* Only one BHO09-treated patient experienced grade 3 anemia, whereas the

. » Prior chemotherapy completed 30 days prior to randomization In-vivo . .
peripheral neuropathy.?3 ac tors: BHOOO (Test product or T) vs. Taxotere ® (Winth ect . . Taxotere® group showed higher rates of grade 3/4 leukopenia (6.8%),

<» Novel albumin-based formulations have been developed that eliminate the Ro]lcnpara ors: duct R;as proauct or 1jvs. laxotere INTNTOp Injection “ The !ntraoltumoral. 10000 1 +$Lar§rc1)1ra neutropenia (4.6%), and lymphopenia (2.3%)
use of Polysorbate 80, utilizing the natural transport properties and 0 Re ec;enc.e F:IO 'ch) Ior 4 TR & R.T elimination half-life (t,,) S 31(1)83 ] N - BH009 (n=43), No.(%) Taxotere® (n=44), No.(%)
biocompatibility of human serum albumin to increase solubility and reduce 0 B(:I’(q)ogmlzi Iorf[' a®agce . 75mg/ zsequences of BHO(?9 was ® 2 10 | Any Grade  Grade3/4 Any Grade Grade3/4
hypersensitivity risk*. Albumin is a proven excipient for drug delivery O Pat tor axohereh (zse. _ mg t?: q tth g ‘ . approximately 90 hours % S 1. Anemia 3(7.0) 1(2.3) 2 (4.6) 1(2.3)
multiple formulations and nab-paclitaxel (Abraxane® for injectable 0 P?( 'ents in eact. conort receive € CTOSSOVET drlg at the second assessmen ”’Th? AUCo 4g, an-d AUG,.. :c;g, 0.1 S )
suspension) is an example of this novel formulation. 4 B?ssgssmenl. crod o v 1 2 Day 29 ratio of BHOO9 in tumor S8E 04 8 1216 ?I'?rr?; (zﬁr)gz 36 40 44 48 Leukopenia 5(11.7) 0(0) 6 (13.6) 3 (6.8)

*» This advancement in docetaxel formulation has led to the FDA approval of 00 samples COleCted pre= and post-intusion on 'ay a.n Y and plasma was S Neutropenia 4 (9.3) 0 (0) 8(18.2) 2 (4.6)

: p
BHO09 (albumin-solubilized docetaxel injection) under the 505(b)(2) » Plasma levels of Free & Total Docetaxel analyzed using validated LC-MS/MS approximately 12:1 and Figure 4. Mean plasma and tumor concentration-time
. . > Statistical analysis performed in SAS® 9.4 to confirm bioequivalence 36:1, respectively data of single dose BH009 in N87 tumor mouse model Lymphopenia 0 (0) 0 (0) 1(2.3) 1(2.3)
regulatory pathway, which allowed manufacturers to partly leverage prior ’ . .
findings of safety and efficacy for docetaxel while demonstrating Bioequivalence Study Table 2. Rate of Hematological Toxicity
bioequivalence and relatively lower severe AEs for BH009.> Endpoi d ; . ; - - -
ndpoints assesse < Of the 41 patients PK I-Darameters Geometric least 90% Confidence Conclusion and Discussion
completing both periods (Units) square means Interval . o o
Materials and Methods Primary Outcomes (assessed on Day 1 and 24): (i of the study ratio (T/R)% 2 In the in-vitro stuiy, BHOO09 demonstra'Fe_d excellent !oloc?d compatibility,
Bl £ 4 L : o Total Docetaxel whereas Taxotere® showed weakly positive hemolysis, likely related to PS-80.
qax Of docetaxel injection- Peak Plasma Concentration pharmacokinetic N T
In-Vivo C . . “* In the in-vivo study, BHO09 demonstrated a prolonged presence and
1 AUC of docetaxel injection- Area under the plasma concentration versus time assessments were 92.18% - b 1lv hieh _ _ g |

] RBC Hemolysis study: The study compared BHO09, Taxotere®, saline, and curve verformed for 41 Crax(ng/ml) — 99.78 108.00% su star;'ga y Itg 'erde)'(ptOSl:re in tl:mfir tltsjsue compared to plasma,

water on 2% rabbit RBCs. ) - : supporting sustained intratumoral retention.
patients and statistical o/ _ R : : : : :

1 Procedure: Incubated tubes at 37°C, monitored hemolysis for 3 hours, then Secondary Outcomes: analyses were AhUgO-t l 99.24 2(1)7822?;/ ‘ Thelbloequwﬁlence SﬁUdy demo.nstrated hlglh completion ra;es, .wthIe PK
centrifuged and measured absorbance on the spectrophotometer at 545 I Safety and tolerability of BHO09- performed for 40 (hr*ng/ml) S ANAlyses cor:c Inmed t. Et BI—PI]OO9 |s’b|oequwa ent to Taxotere®, with key
nm-OD values of each tube were read, with pure water used as the blank. AE assessments included lab test values, patient reports, and investigator patients AUC, . 98.29 91.10% - - $Eram§ters ° fflng V:';ngotg € FDAIS a?ceptesl ra”.g‘;' :

) Assessment: Classified hemolysis/aggregation visually and calculated observations (hr*ng/mi) 106.04% « The satety protile o Wwas also favorable with no serious events or
hemolysis rate, with >5% indicating hemolysis. — < The 90% confidence Free Docetaxel fjiaths reEc)orted.”I\lotgny, hlghjrl grad(:themz.asﬁlgﬁl(c):ot;x_lrutlis wc(a@reh q

S R ] _ infrequent overall and occurred less often wi . Taxotere® showe
] Planned (n=46) T intervals for the 85.22% - higher rates of serious leukopenia, neutropenia, and lymphopenia.
- o : C...(ng/ml 93.10 ’ ’
. . In-Vivo ) k3 geometric least square mox (16/m1) 101.70% < The combined evidence demonstrates that BHO09 is well-tolerated by blood

4 The I\!—87 gastric a.denocarcmoma mpdel used 103—week—9|d female nude . D —— BHO0S mean ratlos.were within AUC,, 89 98% - components, shows prolonged intratumoral exposure, and achieves clinical
mice implanted with tumors averaging ~400 mm® at dosing ) (Docetare 5 Bl the FDA-deflned (hr*ng/mi) 96.34 103.15% bioequivalence with superior hematological toxicity profile, all supporting its

1 A6.4 mg/kg IV bolus via t'all'veln Was adrnlnlster.ed, chosen k?ased (?n — Cohort bloeqtuvalence 0range of AUC 90.24% - FDA approval and clinical relevance.
formulation and volume |'m't~°jr with 3 mice studied at each.tlmepo.mt . Crossover 80-0.04". 125.00%, (hr*gm/ml) 96.29 102.75% * Using albumin in the formulation, BHO09 (BEIZRAY™) will avoid PS-80

d Pla§ma and tumor concentrations of the drug were determmed.usmg . V\{g;zztragg V\{g;t;:tzgg@ c?nflrmlng g 2P related toxicities in patients and theoretically can reduce or eliminate the
validated LC-MS/MS methods at 0, 1, 4-, 12-, 24-, and 48-hour timepoints injection) Injection) bioequivalence between o use of corticosteroid premedication in the treatment regimen. This is being

BHO09 and Taxotere® Table 1. Statistical results for PK parameters to . )
Fioure 1. Patient Fl i > Study Sch demonstrate bioequivalence evaluated in a real-world evidence (RWE) study.
igure 1. Patient Flow igure 2. Study Schematic
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