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Henry's story (the view from the oncologist)

* 59 yo male presents for consultation

» Medical history:

+ Rising PSA, biopsy shows prostate cancer in 7/12 cores, Gleason score 3+4
 Past medical history:

* no other medical conditions
« Family History:

* Mother alive and well age 81, 3 sisters, no cancers

- Father died of prostate cancer age 72

+ Brother age 57 with prostate cancer and younger sister with breast cancer age 46

UCSF CONFIDENTIAL INFORMATION: Please DO NOT DISTRIBUTE, Please NO PHOTOGRAPHS
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Frequency of Prostate Cancer.
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Current Approach to Cancer Screening

Breast cancer:
Mammogram every 1 to 2 years starting age 50 up to age 70 (undefined 40-49 and older than 74)

Colon Cancer:
Colonoscopy starting age 45, every 10 years, sooner as indicated

Prostate cancer:
PSA testing and digital rectal exam: > 50 years, younger if high risk or family history, BRCA mutations

Lung cancer:
consider computer tomography in smokers

Cervical Cancer:
PAP smear, HPV testing, HPV vaccine

UCSF CONFIDENTIAL INFORMATION: Please DO NOT DISTRIBUTE, Please NO PHOTOGRAPHS



Prostate Cancer: Major Risk Factors

Table 1. Relative Risk (RR) Related to Family History of Prostate

Cancer’
A Risk Group RR for Prostate Cancer (95% CI)
ge
R Brother(s) with prostate cancer diagnosed at any age 3.14 (2.37-4.15)
ace
Father with prostate cancer diagnosed at any age 2.35(2.02-2.72)
. . One affected FDR diagnosed at any age 2.48 (2.25-2.74)
Genetic mutations
Affected FDRs diagnosed <65y 2.87(2.21-3.74)
.
D I et Affected FDRs diagnosed 265y 1.92 (1.49-2.47)
H O rm O n e S Second-degree relatives diagnosed at any age 2.52 (0.99-6.46)
Two or more affected FDRs diagnosed at any age 4,39 (2.61-7.39)

ClI = confidence interval; FDR = first-degree relative.

UCSF CONFIDENTIAL INFORMATION: Please DO NOT DISTRIBUTE, Please NO PHOTOGRAPHS S
AAdapted from Kicinski et al.[24]



Prostate Cancer: Major Risk Factors

Age
Race :
Family history S
/Genetic mutations —> :
Diet o (I
Hormones

ATM

UCSF CONFIDENTIAL INFORMATION: Please DO NOT DISTRIBUTE, Please NO PHOTOGRAPHS
https://www.color.com/learn/cancer/prostate-cancer-facts-and-causes



Major Mutations in localized prostate cancer

Fig.1

From: Pravalence of ONA 108 9008 IMULATONS 1 10N 93 BrOSTALE CANCH CSOraAng 10 TINKa and athHogs Sinures sesociation of Glemsen
arm and lumce 30eae
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Article | Published: 31 August 2018

Prevalence of DNA repair gene mutations in localized
prostate cancer according to clinical and pathologic
features: association of Gleason score and tumor stage
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Catherine Handy Marshall, Wei Fu, Hao Wang, Alexander S, Baras, Tamara L. Lotan & Emmanuel S,
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Current options for localized prostate cancer therapy

—_—m————e

Low-risk: Indolent Prostate Cancer Prostate cancer risk level High-risk: Lethal Prostate Cancer

: Remove Prostate/
Active Radiation

Surveillance

No treatment Complex treatment

¢ Includes Q 12 months PSA tests,
DREs, biopsies, MRI

Localized strategies * Procedural side effects

 Infection/inflammation

. Focal therapy - Impotence
» Psychological stress US, Lase, Cryotherapy

* Risk of cancer progression

. * Incontinence
e Increased chance of metastatic

disease

10 © 2020 Alessa Therapeutics. All rights reserved. Confidential. 3/2/22



Swedish study

Radical Prostatectomy or Watchful

Waiting

in Prostate Cancer — 29-Year Follow-up
Anna Bill-Axelson, NEJM 12 2018

Table 2. Cause of Death According to Treatment Group and Age at Diagnosis

(N=347)
<65 Yr 265 Yr
of Age  ofAge
28 27
27 84
2 4
2 10
0 3
23 66
0 1

55

Table 2. Cause of Death According to Treatment Group and Age at Diagnosis.®
Cause of Death
All
Men
Prostate cancer 55
Other cause 11
With metastases 6
Without metastases but with local progression 12
or recurrence
With unknown status regarding metastases 3
but with local progression
With no evidence of metastases or local pro- 89
gression or recurrence
Within first month after randomization 1
Any cause 166

1

Al
Men

number
81
120
16
26

69

1
201

A
|4

Watchful Waiting

(N=348)

<65 Yr
of Age

49
42
5
8

4

24

1
9

265 Yr
of Age

32
7%
1
18

4
45

0
110

A Death from Any Cause, Total Cohort
Po0.007 by Geay's test

Years

No, at Risk
Radcal prostatectomy 347 339 311 1 2 19
Warchiul wating ME M 6 M1 W 7

B Death from Prostate Cancer, Total Cohort

087 5001 by Gray's tent
o Radical

Waschiul wastng

No. at Risk
Radhcal prostasectomny 347 339 311 21 QM
Watchiid waitng ME O34 W6 1 WM

D Death from Any Cause, Men 265 Yr of Age

€ Death from Prostate Cancer, Men 265 Yr of Age
P04 by Gray's text

L] 3 ® 9 12

15

* All events were evaluated by the independent end-point ¢ View full size

© 2020 Alessa Therapeutics. All rights reserved. Confidential.

Years
No, at Risk No. at Rigk
Radcal prostateciony 190 135 166 135 » Radicel prostasectoeny 190 135 166 105 » «
Warchul wasting 2 17« o e« Warchid waiting m o s 1, e«
G Death from Any Cause, Men <65 Yr of Age H Death from Prostate Cancer, Men <65 Yr of Age
967 <0.001 by Gray's test 067 50,008 by Gray's test
0s 05+
04 w 0.4+ Radical Watchiul
03 03+ prostatectomy  wating
02 024
ol 01+
00 00
0 ) B ’ 17 13 ] ) . ] 12 13
Years Years
No. at Risk No. at Risk
Radcal prostatectomy 157 1534 145 16 1M W Radical prostatectomny 157 154 148 16 118 @
Watchhul wating I 137 1« 18 N N Watchfd warteng W 1y 1« I ” M




ORICINAL ARTICLE

10-Year Outcomes after Monitoring, Surgery, or Radiotherapy for
Localized Prostate Cancer

Frecdie C, Mamdy, F.R.C.S (Urol ), FMed Sci., Jenny L Donovan, Ph.D., F.Med Sci, | Athene Lane, Ph.D., Malcolm Mason, M.D.,
FRCR. Chris Metcalfe, Ph.D,, Peter Holding, R.C.N., M.Sc., Michael Davis, M.Sc., Tim |. Peters, Ph D, FMed So., Emma L Turnes,
Ph.D,, Richard M, Martin, Ph.D., Jon Oxley, M.D., FR.C Path, Mary Robinson, M.B,, B.S, FR.C Path.. gt 3l for the ProtecT Study Groug

664 Patients with localzed disease
were elpble
1643 Underwent randomizabon
S45 Were assigned 10 acive 553 Weree assigned 1o radical 545 Were assigned to
moniorieg proszatectomy radcal radoihenpy
442 Started aszigred protocel 391 Usderwont surgery within 405 Started arsigned protocol
within 9 mo Imo within 9 mo
37 Underwent surgery per trial 95 Uede aeve '3 75 Und e
per triad protecol per trinl protocel
17 Received tadiatherapy per trial 33 Received radiotherapy 41 Underwen surgery per trial
prosocol per triad prosccol protocod
2 Recetved brachytherapy 11 Recowed ogher treanmen 11 Recowved other treatment
7 0vd ot staet Sreatrment 23 Did not stant treatment 13 04 not start treatment
6 Were lost 1o Sollow-up | 3 Were lost 5o follow-up 3 Were lost 3o folowup
545 Were inchaded i primary 453 Were inchuded m primary $4% Were excluded in primary
aradysis analyys analysis

© 2020 Alessa Therapeutics. All rights reserved. Confidential.
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ORICINAL ARTICLE

10-Year Outcomes after Monitoring, Surgery, or Radiotherapy for
Localized Prostate Cancer

Freddie C, Mamdy, F.R.C.S (Urol). FMed Sci, Jenny L. Donovan, Ph.D, FMed Sci, | Athene Lane, Ph.D., Malcolm Mason, M.D,,

FRCR. Chris Metcalfe, Ph.D,, Peter Holding, R.C.N,, M.Sc., Michael Davis, M.Sc., Tim ). Peters, Ph D, FMed So., Emma L Turner,
Ph.D,, Richard M, Martin, Ph.D., Jon Oxley, M.D, FR.C Path, Mary Robinson, M.B, B.S, FR.C Path._ gt 3, for the ProtecT Study Grouj

100
Radiotherapy group
3 20 Surgery group
&
w&
£ H 60 Active-monitoring group
%? i =
t 1 i
3 g 40 -~
£
£ 2
c T T 1
6 8 10
Follow-up (yr)

Figure 2. Kaplan-Meier Estimates of the Cumulative Probability

of Undergoing Radical Intervention during the Follow-up Period,
According to Treatment Group.

Radical intervention was defined as radical prostatectomy, per-protocol
radiotherapy, nonprotocol radiotherapy (including brachytherapy), or high-
intensity focused ultrasound therapy.

© 2020 Alessa Therapeutics. All rights reserved. Confidential.
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Swedish study

ORICINAL ARTICLE

Radical Prostatectomy or Watchful Waiting in Early Prostate

Cancer

Anna BillAselson, M.D,, Ph.D., Lars Holmberg, M.D,, Ph.D., Hans Carmo, Ph.D,, Jennifer R. Rider, Sc.D., Kimmo Taari, M.D.,
Ph.D., Christer Busch, M.D,, Ph.D., Stig Nordling, M.D., Ph.D., Michael Haggman, M.D,, Ph,D., Swen-Olof Andersson, M.D.,

A Death from Any Cause, Total Cobort
P=0.007 by Geay's test

B Death from Prostate Cancer, Total Cohort

087 9001 by Gray's tent

s Radical

Waschidl wasting

No. at Risk
Radical prostasectomny 347 339 311 1 2
Watchfiud warbeg M3 O34 W6 M1 W

E Death from Prostate Cancer, Men 265 Yr of Age
Pe0.4] by Gray's tent

No. at Risk
Radicel prostasectoeny 190 135 166 105 »
Warchid waitng o1 s 1w
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AL oo, tav ma e oam e 109
" .
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carcer wih metayines with sndrogon. without sndeogon
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A Radaal A Pagerts B WM Wading M Patients
U 10
os o3
o Q
0e LR Watchbs
02 a2 waitng
o e
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08 o8 o «
04 L]
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o L]
0 s ¢ 2 [+ 13 ° 3 k] : ] n 1 it
Yoars Years //J
No. st Bak 157 154 s 1 bl "% No. ot Riak 2 157 84 11 w2 ” M
18 Age 265 Y1 1o Age 265 Yr /
os o
o0s a _.'.__‘"
0 04 1 4
02 a2
o 0
0 ) 13 2 2 13 B ] (-] 3 ‘ v n s u s @
Years Years ”
No. ¢ Risk 1 5 W6 s I n n Na. a1 Ruk momoW oW e n

H Death from Prostate Cancer, Men <65 Yr of Age

No. at Risk
Radical prostasectomy 157 154 148 136 11S
Watchhd warteg % 1Y 1« 1 ”u




ORICINAL ARTICLE

Radical Prostatectomy or Watchful Waiting in Early Prostate

Cancer
Anna BillAselson, M.D,, Ph.D., Lars Holmberg, M.D,, Ph.D., Hans Garmo, Ph.D,

Ph.D., Christer Busch, M.D,, Ph.D., Stig Nordling, M.D., Ph.D., Michael Haggma
Ph D, Anders Spingberg, M.D., Ph.D., Ove Andrén, M.D,, Ph D,

Risk by age
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ORICINAL ARTICLE

Radical Prostatectomy or Watchful Waiting in Early Prostate

Cancer
Anna BillAselson, M.D.,, Ph.D., Lars Holmberg, M.D,, Ph.D., Hans Garmo, Ph.D., Jennifi

Ph.D., Christer Busch, M.D,, Ph.D,, Stig Nordling, M.D., Ph.D., Michacl Haggman, M.D
Ph.D,, Anders Spingberg, M.D., Ph.D., Ove Andrén, M.D,, Ph.D,, Juni P

Risk by grade
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WTTparTe SRaTeRe

Patient-Reported Outcomes after Monitoring, Surgery, or Radiotherapy for

Prostate Cancer

Jenery L. Donovan, Ph.D., F.Med.Sci,, Freddie C. Hamdy, FR CS.(Urol ), F.Med Sci,, J. Athene Lane, Ph,D,, Malcolm Mason, M.D., Chris Metcalfe, Ph.D., Eleanar Walsh, M.Sc,,
Jane M. Blazeby, Ph.D., FRCS. Tim ). Peters, Ph.D., F Med.Sci., Peter Holding, R.G.N.. Susan Bonnington, RG.N., Teresa Lennon, R.G.N., Lynne Bradshaw, RGN, etal. for

the ProtecT Study Group®

~a- Radical prostatectomy -« Radical radiotherapy -~ Active monitoring
A SF-12 Physical Health Score B SF-12 Mental Health Score
1004 1004
g 67+ ! 67+
§ § r-ow
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WTTparTe SRaTeRe

Patient-Reported Outcomes after Monitoring, Surgery, or Radiotherapy for

Figure 4. Outcomes for Health-Related Quality of Life
Prostate Cancer = : :
A SF-12 Physical Health Score B SF-12 Mental Health Score
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ORICINAL ARTICLE

10-Year Outcomes after Monitoring, Surgery, or Radiotherapy for
Localized Prostate Cancer

Frecdie C, Mamdy, F.R.C.S (Urol.). FMed Sci., Jenny L Donovan, Ph.D., F.Med Sci., | Athene Lane, Ph.D., Malcolm Mason, M.O.,
FRCR. Chris Metcalfe, Ph.D,, Peter Holding, R.C.N,, M.Sc., Michael Davis, M.Sc., Tim |. Peters, Ph D, FMed So., Emma L Turner,

Ph.D,, Richard M, Martin, Ph.D., Jon Ouley, M.D,, FR.C Path, Mary Robinson, M.B, B.S,, FR.C Path.. gt 3l for the ProtecT Study Group®
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Alternatives to risk reducing surgeriesE

Localized anti cancer drug deliver

Targets and opportunities
Organ with identified cancer
1) risk for progression
2) benefits must come from treating the organ only
3) no covert metastatic disease
Organ at high risk for cancer
1) precursor lesions
2) measurable/monitor
3) surgical removal of indicator lesion difficult/debilitating

Organ with space-occupying process

1) growth amenable to reduction by drug intervention
2) measurable/monitor

UCSF CONFIDENTIAL INFORMATION: Please DO NOT DISTRIBUTE, Please NO PHOTOGRAPHS



Localized drug delivery

Principles and Preclinical data

Early Interception

Organ Preservation and Avoidance of Systemic Side Effect

UCSF CONFIDENTIAL INFORMATION: Please DO NOT DISTRIBUTE, Please NO PHOTOGRAPHS




Drug Delivery implant for Breast Cancer:

B 7efon Mambrane o Passive diffusion of approved anti-estrogen drugs through

I silicone Tubing silastic-silicone implant
|7 silicone Elastomer Casing

; o Directed diffusion - impermeable backing prevents diffusion
Front View Side View into the chest wall

o Sustained drug release at therapeutic levels for up to 5
years

Drastically reduce the risk of breast cancer
Outcomes  Avoid early-menopause effects

Eliminate the need for mastectomies

UCSF CONFIDENTIAL INFORMATION: Please DO NOT DISTRIBUTE, Please NO PHOTOGRAPHS



Sheep: Fulvestrant implant (n=2)

Cranial

Caudal
Sample
Sample# conc (ng/g) Tissue Type Sample Type
1 107 Capsule Biopsy
2 341 Capsule Biopsy
3 35.7 Gland Biopsy
4 24.4 Gland Biopsy
23 © 2020 Alessa Therapeutics. All rights reserved. Confidential. 5 24.3 Gland Biopsy




2014-2017: UCSF development

Milestones:
sustainable drug delivery for treatment and prevention
of breast cancer in vitro and in vivo with a silicon-based implant

Large Animal models:
PK and toxicity studies: Goat and sheep

Human Breast Cancer Device Design:
second generation models

Major Pivot to prostate cancer

Formation of company

© 2020 Alessa Therapeutics. All rights reserved. Confidential.
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Low-risk: Indolent Prostate Cancer Prostate cancer risk level High-risk: Lethal Prostate Cancer

Remove Prostate/ e

Active Radiation o=y

Surveillance

Intermediate strategy Complex treatment

. ggéde;Q 12 mi/rl]lt'\’r:s PSA tests, Implantable drug delivery « Procedural side effects
S, biopsies, system for sustained

« Risk of cancer progression localized drug administration
of anti-androgens

No treatment

 Infection/inflammation

* Impotence
» Psychological stress P

. * Incontinence
e Increased chance of metastatic

disease Localized hormonal therapy

Approved agents:
Bicalutamide

25 © 2020 Alessa Therapeutics. All rights reserved. Confidential. 3/1/22



Drugs to choose from

Hormone Se _Castrate resistant
Loco-
Regional
Oisease
Active
Surveillance
4—
Radiation +/- ADT ﬂmﬂ" IMSRCT. 2010 COU-34 2013
e e paosrer wss) | | Abistecone || Enzalutamide
COu- o AR 2912
Darolutamide
ADT= w19 Enzalutamide m}
i i ALSYMPCA - 2012
LHRH + bicalutamide e o B8 el | B
r.p..;_..-.grnpq.._.q..q,..,.
© 2020 Alessa Therapeutics. All rights reserved. Confidential. m ' mm
TITAN (r5.0%) :,___-;-m_‘m-____-'__' GU ASCO 2020




Options of therapy for prostate cancer

© 2020 Alessa Therapeutics. All rights reserved. Confidential.



Prostate Cancer
LOca| |Zed Features:
H O 'Mm O N a I € Localized delivery to the prostate

T h e ra py o Sustained delivery for a

minimum of 2 years

Minimally-invasive procedure
9 similar to prostate biopsy

Implant material and
0 anti-androgens with previous
FDA approval

28 © 2021 Alessa Therapeutics. CONFIDENTIAL MATERIAL
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Pre Clinical Studies:

Duration of drug elution from implant and stability of drug

first generation device
Bicalutamide through Silicone
Reservoir:

500000

100000 / * accumulation

10000

10001
—=— daily release

L]
jug .
ZSOM T kTR — .

12 6 12 18 24 30

time (months)
© 2020 Alessa Therapeutics. All rights reserved. Confidential.

PSA mRNA (fold change)

S
N=3 - 0 uMBicalutamide
10- - 10 uM Bicalutamide
. Tubing elution
84
0.1 nMR1881
3 6 91215 18 2124 2730 3336 39 4245 48 5154 57 606366 69 727578 8184 8790 3 2 y

Time (weeks)

Pawlowska: manuscript in preparation



Alessa Therapeutics: Gen 2 Mode of Action:

Drug uniformly distributed through Polymer Matrix

Concentration Gradient Driven
Molecular Diffusion

31 © 2020 Alessa Therapeutics. All rights reserved. Confidential. 3/1/22

2nd Generation Prototype

OD 1 mm



Study Design: Canine model

3 sexually mature

canines(~11-18 months)

. Bladder  Prostate Urethra
- 2 implants per prostate rostate

* Prostate size (3cm) ye

+ 55-day study

* 60% bicalutamide w/w
silicone l

Rostral/Cranial Caudal

3/1/22
32 © 2020 Alessa Therapeutics. All rights reserved. Confidential.



Gen 2 device: In vivo canine study oral vs implant

Expected human plasma level:

8800 ng/ml
24,950
10000 7007913 8800 10000
3,608
1579
1000 1000
100
IR RN & & © OB P& S IR C RN
& @ TP FLF S @ O & 8 7 ¥ & F L E LSS &
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Biolen-PC: First-in-Man

© Safety and feasibility of localized delivery in men planning radical prostatectomy

© 2° Objectives — effect on PSA, prostate and tumor size and local histopathology
» Exploratory objectives — effect on LUTS, androgen gene expression

© 6 to 12-week implant period followed by surgery
© N=20 @ 4 sites in Australia and New Zealand
© First Patient enrolled in New Zealand — October 2020...Data in December.

MRI followed by 8 6 to 12 weeks PSA, pk and
Biolens into prostate LUTS serially measured

MRI pre-RP for prostate and
tumor size assessment

35 © 2020 Alessa Therapeutics. All rights reserved. Confidential. 3/1/22



Representative Plot for Subject
ng/g

4498 81153 2980

O Represents a 5mm punch biopsy on tissue slice
O- Represents an implant in the biopsy



Feasibility Study

37 © 2020 Alessa Therapeutics. All rights reserved. Confidential.




Proposed NCI Feasibility Study

Patient Population

Men with biopsy proven localized prostate cancer in whom
prostate radiation and Androgen Deprivation Therapy
(ADT) is appropriate

At least 1 prostate lesion measurable by mpMRI > 0.5 cm

ECOG status < 2 and estimated life expectancy > 5 years

1 to 2 Clinical Sites
NCI + Walter Reed (?)

~ 8 weeks
MRI Guided Bx PSA and QoL
PMSA PET/CT measured monthly
QoL >
€ BI.OIenS implanted SpaceOar and RT planning
into prostate @ ~ 6 weeks

38 © 2020 Alessa Therapeutics. All rights reserved. Confidential. 3/1/22

MRI @ 6, 18, 24 months

PSMA PET/CT
@ 6 months post RT

PSA, QoL @ 3, 6, 19, 24 months

Radiation Tx

Tumor size, PMSA PET/CT
response, PSA parameters

and QoL — comparison to
historical controls



Biolen + RT Study, CP-002

Collaboration with Radiation Oncology Branch of NCI

* To evaluate the feasibility of replacing systemic androgen deprivation therapy
(ADT) with targeted local delivery of an anti-androgen agent alone in patients
indicated for hormonal + radiation therapy for the treatment of localized prostate
cancer.

- Bioanalytic (bicalutamide level) testing — plasma, seminal fluid, tissue
+ 8 to 16 Biolens to be implanted dependent on TUMOR VOLUME
* MRI / Al modeling planned pre-procedure
» Goal to implant in ‘center’ of tumor(s) with 5mm spacing to cover tumor(s)
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Summary clinical trials to date: CP-001 and CP-002

CP-001 - March 2020: pre-prostatectomy feasibility study initiated with 8 implants:

* no safety concerns
+ Jan 2022: Approved for up to 16 (CP-001 (AUS+NZ)
* In progress consider lactose formulation
» Goal: complete feasibility with 20 patients

CP-002 . oct 2021: Biolen implant pre radiation therapy (US IND))
* Up to 16 implants
* First 2 patients started in Jan 2022,
* Goal: complete feasibility with 20 patients
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Pilot Phase 2 The BASIC Trial: Biolen + AS vs AS

alone

~ 25 Clinical
Sites
US, AUS, NZ,
Canada

MRI

MRI guided
biopsy
PSA, QoL

Standard of
Care Active

Surveillance

Randomized N =47
2:1

A 4

AS + 8 Biolen

implants
N =94
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Progression status v/v active treatment + Biopsy status annually;
progression = > 50% positive cores or active tx

A 4



What is on the horizon?

Other anti-androgens (apalutamide, enzalutamide, darolutamide others __
Implants with PARP inhibitors for BRCA or ATM mutation carriers
Breast implants

Benign Prostate Hyperplasia
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UGCSF Helen Diller Family
Comprehensive
Cancer Center

BRCA: the family curse

3/1/22

LA ONLLSLALL

My Father’s Fight Against the
Breast-Cancer Gene

iy grandmother and | both survived the disease, and knowing our genetic legacy

turned out to be crucial in saving him



