Supplemental Data

GuidePath Trial Investigators

In addition to the authors, the following individuals are GuidePath trial investigators at actively

enrolling study sites.
France (site number 1000): David Taieb**, Sophie Gabriel" and Asseeva Paulina.

France (site number 1001): Thomas Penhoat*, Marc Colombel, Sebastien Crouzet, Alain
Ruffion, Isabelle Morelec, Juliet Tantot, Marc Janier, Nicolas Jacquet Francillon, Myriam

Decaussin Petrucci, and Tordo Jeremie.

France (site number 1002): Frederic Courbon*, Marie Terroir-Cassou, Thibault Cassou-

Mounat, and Vija Lavinia.

France (site number 1003): Vincent Boudousq*, Fanny Borrelly, Laurent Collombier, Melanie

Sainmont, Thibault Fidani, Benjamin Chambert, and Stephane Droupy.

France (site number 1004): Jochen Walz*, Karel Dewulf, Konstantin Richter, Clément
Mennetrey, Sophie Knipper, Thibaut Reichert, Gwenaelle Gravis, Rossi Brenot, Mathilde
Guerin, Nicolas Branger, Geraldine Pignot, Nathalie Charrier, Alban Tauty, Naji Salem, and

Cecile Vicier.

France (site number 1005): Pierre-Benoit Bonnefoy*, Elodie Guillaume, Guillaume Etievent,
Jane-Chloe Trone, Nicolas Vial, Thomas Reynaud, Agathe Deville, Anne Bareille, Gregoire

Pigne, and Nathalie Prevot

Spain (site number 1100): Joan Duch*, Albert Flotats Giralt, Ana Maria Soto Cambres, Laura

Constanza Montezuma Nifo, Arantxa Mera Errasti, Diego Alfonso Lopez Mora, Jose Pablo

THE JOURNAL OF NUCLEAR MEDICINE * VOL. 66 * NO. 8 * AUGUST 2025 Fanti et al.



Maroto Rey, and Gemma Sancho Pardo.

Spain (site number 1101): Javier Jesus Robles Barba*, Jose Francisco Suarez Novo, Juan Jose

Martin Marcuartu, and Mzuel Costeus.

Spain (site number 1102): Pilar Paredes™®, Maria Jose Ribal, Antoni Vilaseca, David Fuster
Pelfort, Meritxell Costa Grau, Mireia Musquera Felip, Nuria Sanchez Izquierdo, Laura Izquierdo

Reyes, and Joel Mases Rosines.

Spain (site number 1103): Marc Simo Perdigo*, Ignacio Navales, Jacques Planas Morin, and

Lucas Regis.

Spain (site number 1104): Begona Martinez Sanchis*, David Ramos Soleri, Manuel Martinez,

Pablo Sopena Novales, Miguel Angel Berenguer, and Stefan Prado Wohlwend.

Switzerland (site number 1200): Valentina Garibotto*, Ismini Charis Mainta, Daniel

Benamran, Thomas Zilli, Petros Tsantoulis, and David Lauffer.

USA (site number 2003): Lorenzo Nardo*, Mamta Parikh, Marc Dall Era, Christopher Evans,

Fatma Sen, Nicholas Mitsiades, Rashmi Verma, and Thenappan Chandrasekar.
*Primary investigator at each site.

tDavid Taieb was the primary investigator at the time of writing, replacing Sophie Gabriel as the

primary investigator.
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Data sets

The Full Analysis Set included all randomized patients. The ['*F]CTT1057 Safety Set included
all patients who received ['* F]CTT1057. The [*®Ga]Ga-prostate-specific membrane antigen
(PSMA)-11 Safety Set included all patients who received [**Ga]Ga-PSMA-11. The Efficacy
Analysis Set included all randomized patients who received ['*F]JCTT1057, had both an
evaluable ['8F]CTT1057 positron emission tomography/computed tomography (PET/CT) scan
and at least one evaluable composite truth standard (CTS) assessment, and did not receive any
prohibited systemic antineoplastic therapy before the completion of PET/CT scans and CTS
procedures. Prohibited systemic antineoplastic therapy was any androgen deprivation therapy
(ADT) (including luteinizing hormone-releasing hormone agonists or antagonists) as well as

anti-androgens (both first- and second-generation compounds) and 5-alpha reductase inhibitors.

Hierarchical Composite Truth Standard

['®F]CTT1057 PET/CT efficacy assessments were compared with a hierarchical CTS with levels
1, 2 and 3 of standard of truth (SoT) procedures, in descending order of priority. CTS level 1 was
based on histopathology, if available, of prospective biopsy or salvage surgery performed within
8 weeks after the ['*F]CTT1057 PET/CT scan, with tissue samples assessed by local pathologists
blinded to any PSMA-PET data. CTS level 2 imaging included at least a high-resolution CT scan
with contrast (performed + 8 weeks from the ['*F]CTT1057 PET/CT scan) and a [**Ga]Ga-
PSMA-11 PET/CT scan (and any other standard of care imaging diagnostic procedure, as
clinically indicated for each patient which must be acquired = 8 weeks following the
['®F]CTT1057 PET/CT scan), if histopathology was inconclusive, not available or negative

(biopsy only) for a lesion. Three-month follow-up imaging (from baseline) was also allowed per
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protocol, if clinically required for the diagnosis of particular lesions. Three central independent
readers, blinded to the ['®F]CTT1057 PET/CT result but not to other patient data, read by
consensus the CTS level 2 images. CTS level 3 was based on a 50% or greater decline in PSA 3
months after radiation therapy (RT; as long as no concomitant ADT was given) as per Prostate

Cancer Working Group 3 criteria (/).

Imaging with [ F]CTT1057 and [**Ga]Ga-PSMA-11

Following administration of approximately 370 MBq (range: 266407 MBq) ['*F]CTT1057,
PET/CT was planned to be performed 90 minutes (=30 minutes) later. A CT scan was obtained
from vertex to midthighs for anatomical reference and attenuation correct purposes; this was

followed by a static PET emission scan over the same area, starting from midthigh.

Following administration of approximately 150 MBq (range: 111-185 MBq) of [**Ga]Ga-
PSMA-11, a CT was obtained from vertex to midthighs for anatomical reference and attenuation
correction purposes approximately 50—100 minutes post-injection. A static PET emission scan

over the same area followed this scan, starting from midthighs.

If clinically indicated, diuretic use was allowed before PET/CT image acquisition. Where
appropriate (e.g. intense activity in the urinary bladder precluded appropriate assessment of the
initial PET image), one delayed pelvic PET image (one bed position) was allowed 120—180

minutes post-injection.

Regions in GuidePath are defined as the prostate (comprising prostate bed/prostate gland and any
local invasion of the seminal vesicles, urinary bladder, or rectum), pelvic lymph nodes (PLN),
extra-PLN, skeletal, and visceral. The PLN region included perirectal, obturator, internal iliac,

external iliac, and presacral lymph nodes. Common iliac lymph nodes were considered part of
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the extra-PLN region.

Positive bone lesions and lymph nodes were those with PSMA uptake visually greater than
physiologic bone marrow or blood pool, respectively. Positive prostate, prostate bed, and visceral
lesions were those with PSMA uptake visually greater than physiologic background activity of
the involved organ or anatomic site. The same rules for PSMA positivity were used for both PET

scans.

PSMA true-positive patients (regions) were those who had at least one true-positive lesion, with
anatomically localized correspondence between ['*F]CTT1057 PET imaging and the CTS.
PSMA true-negative patients (regions) were those who did not show any pathological
['®F]CTT1057 uptake and were confirmed as not having any lesions with the CTS. PSMA false-
positive patients (regions) were those who showed at least one pathological ['*F]CTT1057
uptake but were verified as not having any lesions with the CTS or no lesions were correctly
localized in anatomical location by the CTS. PSMA false-negative patients (regions) were those
who do not show any pathological ['*F]CTT1057 uptake but were confirmed as having at least
one lesion with the CTS. Positive lesions on ['*FJCTT1057 PET/CT with anatomically localized
correspondence with the applicable SoT from the hierarchical CTS were considered true positive
for the efficacy co-primary endpoints. A region/patient was considered true positive if there was
at least one true-positive lesion. The next lower level of CTS was used to verify positivity or
negativity for the sensitivity analysis of the co-primary endpoints (i.e. if CTS level 1 was used as

SoT for the primary estimand, CTS level 2 was used as SoT for the sensitivity analysis).
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Secondary Endpoints

Secondary endpoints included patient-level and region-level sensitivity, specificity, accuracy,
negative predictive value, patient-level correct detection rate and detection rate, inter-reader
variability and intra-reader reproducibility, and the change in intended patient management plans
attributed to ['®F]JCTT1057 PET/CT (based on local review), as well as safety and tolerability

assessments.

Inter-reader Variability and Intra-reader Reproducibility

Inter-reader variability was defined as agreement among three readers determinations and was
assessed by Fleiss’ Kappa statistic for all patients who received ['*F]CTT1057 (['*F]CTT1057
Safety Set) (2). Intra-reader reproducibility was defined as within-reader agreement of reads at
two different time points and was assessed by Cohen’s Kappa statistic for the ['*F]CTT1057
Safety Set (3). Intra-reader reproducibility was calculated from 19 randomly selected
['®F]CTT1057 PET/CT scans which were read a second time by each of the three independent

readers.

Assessment of Patient Management Questionnaires

A patient management questionnaire was completed by the treating physician or clinical study
investigator before (questionnaire 1) and within 14 days after (questionnaire 2) receiving the
results of the ['*FJCTT1057 PET/CT imaging assessment by an independent local nuclear
medicine physician or radiologist with expertise in reading oncology PET/CT scans (who was

blinded to [**Ga]Ga-PSMA-11 PET/CT data but to no other patient data). For patients assigned
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to Sequence 1 (['®F]CTT1057 PET imaging followed by [**Ga]Ga-PSMA-11), questionnaire 2
was completed before the [**Ga]Ga-PSMA-11 PET/CT was performed. The number and
percentage of patients from the ['*F]CTT1057 Safety Set for each of the following categories of
treatment plan in each of the two questionnaires were calculated: surgery, radiation alone,
radiation alone with change in radiation treatment plan (only applicable for questionnaire 2),
radiation plus ADT, ADT alone, observation/surveillance, and other (free text box). Treatment
plan change was defined as a change in the reporting for any category between the two
questionnaires. The number and percentage of patients from the ['*F]CTT1057 Safety Set with
treatment plan change as defined above was calculated. Treatment plan changes between
questionnaire 1 and 2 are displayed in shift tables. The number (%) of patients with and without
a change in treatment plans by ['*F]CTT1057 PET/CT local read results (i.e. positive, negative,

and inconclusive) are tabulated.

Safety Outcomes and Follow-up

Safety assessments included monitoring the incidence of adverse events, graded according to the
Common Toxicity Criteria for Adverse Event version 5.0, from informed consent up to 14 days

after the administration of each PET radiotracer.

Data Analysis

Region-level correct localization rate (CLR) is defined as the proportion of regions containing at
least one true-positive lesion out of all regions containing at least one PET-positive finding by

central assessments. Patient-level correct detection rate is defined as the proportion of true-
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positive patients among all scanned patients; patient-level detection rate is defined as the
proportion of true-positive and false-positive patients among all scanned patients.

Accuracy = (true positive + true negative) / (true positive + true negative + false positive + false
negative. CLR = true positive / (true positive + false positive). NPV = true negative / (true
negative + false negative). Positive predictive value (PPV) = true positive / (true positive + false
positive). Sensitivity = true positive / (true positive + false negative). Specificity = true negative /

(true negative + false positive).

The sample size calculation was based on the co-primary endpoints, region-level CLR, and
patient-level PPV. For region-level CLR (with a null hypothesis of HO: region-level CLR p0 =
0.50 and an alternative hypothesis of H1: p/ > 0.50), assuming a CLR of 58% for p/, a sample
size of 172 enrolled patients would achieve 90% power to detect a change in region-level CLR of
8% using a one-sided test at significance level of 2.5%. For patient-level PPV (with a null
hypothesis of HO: patient-level PPV p0 = 0.20 and an alternative hypothesis of H1: p/ > 0.20),
assuming a PPV of 33% for p1, a sample size of 190 enrolled patients (including the 152
["®F]CTT1057 scanned patients based on 80% ['®F]CTT1057 positive patient rate) would
achieve 90% power to detect a change in patient-level PPV of 13% using a one-sided binomial
test at a targeted one-sided significance level of 2.5%. A sample size of 190 patients can ensure
92.7% statistical power for region-level CLR and 90% statistical power for patient-level PPV
resulting in an overall study statistical power of at least 83.4%.

The number of true-positive and false-positive regions overall (i.e. across all five regions) and by
region across all patients in the efficacy analysis set were presented, along with region-level
CLR and two-sided 95% Cls estimated using the logistic regression model with random effects.

The 95% ClI for region-level endpoints for each region was obtained using an exact binomial
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method. For patient-level PPV, the number of true-positive and false-positive patients, as well as
number of positive and negative ['*FJCTT1057 scans were presented, along with patient-level
PPV with two-sided exact binomial 95% confidence intervals (CI).

As a sensitivity analysis of the co-primary endpoints, the next lower level of CTS was used to
verify positivity and negativity. For instance, if pathology (CTS level 1) was used for a lesion as
the SoT for the primary estimand, the imaging component of CTS (level 2) was used as true
standard for the primary estimand. Similarly, if CTS level 2 (imaging component) was used for a
lesion as the true standard for the primary estimand, the changes in PSA level component of CTS
(level 3) was used as true standard for the sensitivity analysis. However, for cases where changes
in PSA level (CTS level 3) were used as the true standard for the primary estimand, positivity
status could not be replaced by another component of CTS for sensitivity analysis; in this case
the CTS level 3 value was used.

SAS version 9.4 or later was used to perform all data analyses and to generate tables, figures, and

listings.
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SUPPLEMENTAL TABLE 1. Inclusion and Exclusion Criteria for the GuidePath Study

Inclusion criteria

e Signed informed consent was obtained prior to participation in the study.
e Biopsy-proven prostate adenocarcinoma.
e BCR following initial definitive therapy (with either RP or curative-intent RT) as defined by*

o American Urology Association criteria for patients who underwent RP: initial serum PSA of
>0.2 ng/mL measured at least 6 weeks after RP with a second confirmatory persistent PSA level
of >0.2 ng/mL, or

o American Society for Radiation Oncology-Phoenix criteria for patients who underwent curative-
intent RT: rise of serum PSA measurement of 2 or more ng/mL above the nadir PSA observed
post RT.

e Eastern Cooperative Oncology Group performance status 0-2.
e Patients must be adults >18 years of age.

Exclusion criteria

e Inability to complete the needed investigational and standard-of-care imaging examinations owing to any
reasons (e.g. severe claustrophobia, inability to lie still for the entire imaging time).

e Any additional medical condition, serious intercurrent illness, concomitant cancer, or other extenuating
circumstance that, in the opinion of the Investigator, would indicate a significant risk to safety or impair
study participation, including, but not limited to, current severe urinary incontinence, hydronephrosis,
severe voiding dysfunction, need of indwelling/condom catheters, New York Heart Association class III or
IV congestive heart failure, history of congenital prolonged QT syndrome, uncontrolled infection, active
hepatitis B or C, and coronavirus disease 2019 (COVID-19).

e  Prior major surgery undergone less than 12 weeks prior to screening (with the exception of any surgery
related to prostatic cancer).

e  Known allergy, hypersensitivity, or intolerance to ['*F]CTT1057, [*®*Ga]Ga-PSMA-11, or CT contrast.

e  Prior and current use of PSMA-targeted therapies.

e  Prior ADT (first or second generation), including luteinizing hormone-releasing hormone analogues
(agonists or antagonists) within 9 months before screening.’

e Any 5-alpha reductase inhibitors within 30 days before screening.

e Use of other investigational drugs within 30 days before screening.

o Castration-resistant patients.

e Patients with small cell or neuroendocrine prostate cancer in more than 50% of biopsy tissue.
e Prior salvage surgery or salvage radiation therapy.*

*Inclusion criterion was updated following a protocol amendment to ensure requirements for BCR after RP or
curative-intent RT were fully aligned with the definitions of BCR from the publications referred to for the American
Urology Association and American Society for Radiation Oncology-Pheonix criteria and the targeted population.

fExclusion criteria were updated following a protocol amendment to exclude patients with any prior ADT including
luteinizing hormone-releasing hormone analogues (agonists or antagonists) within 9 months before screening,
instead of excluding patients who had received any prior treatment with luteinizing hormone-releasing hormone
analogues (agonists or antagonists).

Exclusion criterion was added following a protocol amendment.

ADT = androgen deprivation therapy; BCR = biochemical recurrence; CT = computed tomography; PSA = prostate-
specific antigen; PSMA = prostate-specific membrane antigen; RP = radical prostatectomy; RT = radiation therapy.
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SUPPLEMENTAL TABLE 2. Full Baseline Clinical Characteristics, ['*F]CTT1057 Dosing

and PET Acquisition Times

Characteristic

Full Analysis Set

(N =190)

Efficacy Analysis Set

(N=161)

Age, years, median (IQR)
Race, n (%)*
White
Black or African American
Asian
Unknown
Body mass index, kg/m2, median (IQR)

Eastern Cooperative Oncology Group performance
status, n (%)

0
1
2
PSA level at initial diagnosis, ng/mL, median (IQR)
Primary tumor clinical stage, n (%)
T2c or less
T3
T3a
T3b
T4
Tx or missing
Regional lymph node clinical stage, n (%)
Nx
NO
N1
Missing
Biopsy predominant histology/cytology, n (%)
Acinar adenocarcinoma
Adenocarcinoma, unspecified
Ductal adenocarcinoma
Biopsy Gleason Score, n (%)
<6
7(3+4)
7(4+3)
8
9or10
Missing

68.0 (63.0-73.0)

180 (94.7)
4(2.1)
2(1.1)
4(2.1)

27.5 (25.0-29.7)

179 (94.2)
10 (5.3)
1(0.5)

8.0 (5.7-12.6)

122 (64.2)
7(3.7)
32 (16.8)
9 (4.7)
2(1.1)
18 (9.5)

47 (24.7)
121 (63.7)
13 (6.8)
9 (4.7)

185 (97.4)
2(1.1)
3 (1.6)

27 (14.2)
64 (33.7)
48 (25.3)
30 (15.8)
20 (10.5)
1(0.5)
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68.0 (63.0-73.0)

152 (94.4)
4(2.5)
2(1.2)
3(1.9)

27.4 (25.0-29.6)

154 (95.7)
7(4.3)
0 (0.0)
7.9 (5.7-12.3)

105 (65.2)
4(2.5)
28 (17.4)
7(4.3)

1 (0.6)
16 (9.9)

43 (26.7)

99 (61.5)
11 (6.8)
8 (5.0)

156 (96.9)
2(1.2)
3(1.9)

23 (14.3)
59 (36.6)
39 (24.2)
25 (15.5)
14 (8.7)
1 (0.6)
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Characteristic

Full Analysis Set

Efficacy Analysis Set

(N=190) (N=161)
Initial definitive therapy received, n (%)
RP 180 (94.7) 155 (96.3)
Curative-intent RT 10 (5.3) 6 (3.7)
PSA level at screening, ng/mL ¥
Overall, n 185 157
Median (IQR) 0.4 (0.3-0.9) 0.4 (0.3-0.8)
In patients who had prior RP, n 176 151
Median (IQR) 0.4 (0.3-0.8) 0.4 (0.3-0.7)
In patients who had prior curative-intent RT, n 9 6
Median (IQR) 3.4 (3.24.2) 3.3(2.94.2)
PSA level at BCR diagnosis, ng/mL, median (IQR) 0.3 (0.2-0.7) 0.3 (0.2-0.6)
Nadir PSA in patients who received RT as initial
definitive therapy, ng/mL
n 10 6
Median (IQR) 0.3 (0.04-0.9) 0.3 (0.04-0.9)
Patients who received at least one prior 10 (5.3) 7 (4.3)
antineoplastic medication, n (%)
Anti-androgens (bicalutamide) 2(1.1) 2(1.2)
Gonadotropin hormone-releasing hormone analogues 73.7) 4(2.5)
(triptorelin, leuprorelin)
Hormones 1(0.5) 1 (0.6)
Other hormone antagonists (degarelix) 3(1.6) 2(1.2)
Prior prostate cancer therapies, n (%)
RP only 162 (85.3) 144 (89.4)
RT only 10 (5.3) 6 (3.7)
RP and RT 18 (9.5) 11 (6.8)
Margin status after RP, n (%) 180 (94.7) 155 (96.3)
RO 69 (36.3) 59 (36.6)
R1 86 (45.3) 73 (45.3)
Rx 25(13.2) 23 (14.3)
Patients who received at least one prior 28 (14.7) 17 (10.6)
antineoplastic RT, n (%)
Primary tumor pathological stage, n (%)
T2c or less 73 (38.4) 64 (39.8)
T3 7(3.7) 5@3.1)
T3a 61 (32.1) 54 (33.5)
T3b 38 (20.0) 32 (19.9)
T4 1(0.5) 0
NA 10 (5.3) 6 (3.7)
RP Gleason score, n (%)
<6 4(2.1) 3(1.9)
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Characteristic Full Analysis Set Efficacy Analysis Set

(N=190) (N=161)
7(3+4) 62 (32.6) 60 (37.3)
7(4+3) 62 (32.6) 53 (32.9)
8 29 (15.3) 22 (13.7)
9or 10 23 (12.1) 17 (10.6)
NA? 10 (5.3) 6 (3.7)
Time from initial diagnosis to BCR diagnosis, 33.3 (11.2-60.7) 33.3(11.8-58.6)
months, median (IQR)
Time from primary definitive therapy to BCR 28.0 (7.4-54.4) 26.6 (7.5-53.2)
diagnosis, months, median (IQR)
Time from initial diagnosis to first injection, months, 179 161
n
Median (IQR) 33.1(11.8-57.9) 34.1 (12.7-59.1)
Time from BCR diagnosis to first injection, days, n 179 161
Median (IQR) 21.0 (15.0-26.0) 20.0 (15.0-26.0)
Time from injection to whole-body ['*F]CTT1057 171 161
PET acquisition, minutes, n
Median (IQR) 90.0 (84.0-91.0) 90.0 (84.0-91.0)
Time from injection to delayed pelvic ['"*F]CTT1057 24 20
PET, minutes, n
Median (IQR) 143.5 (121.0-154.0) 146.0 (119.5-154.0)
Administered radioactivity, MBq, n 171 161
Median (IQR) 358.2(328.2-369.4) 358.7 (333.0-369.9)

*Percentages for race categories can add up to more than 100% as patients can have multiple entries of race if
applicable.

tFive patients in the Full Analysis Set and four patients in the Efficacy Analysis Set did not have evaluable PSA
levels at baseline.

iPatients who had RT as initial therapy.

BCR = biochemical recurrence; IQR = interquartile range; MBq = megabecquerel; PET = positron emission

tomography; PSA = prostate-specific antigen; RP = radical prostatectomy; RT = radiation therapy.
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SUPPLEMENTAL TABLE 3. Sensitivity Analysis of Region-level CLR of ['*F]CTT1057

PET/CT Using Next Lower Level of CTS (Efficacy Analysis Set)

Central Reader 1 Central Reader 2 Central Reader 3

(N=161) (N=161) (N=161)
n n n

Overall

True positive 42 45 47

False positive 14 22 25
Region-level CLR (95% CI) 75.0 (62.1, 84.6) 67.3 (54.2,78.2) 65.2(53.4,75.4)
Prostate region

True positive 16 14 17

False positive 7 13 14
PLN region

True positive 18 20 19

False positive 5 5 7
Extra-PLN region

True positive 5 5 5

False positive 0 1 1
Skeletal region

True positive 2 4

False positive
Visceral region

True positive 1 2

False positive 1 2

Overall = across all regions (prostate, PLN, extra-PLN, visceral, and skeletal regions). For the majority of patients
who had CTS level 2 as SoT, CTS level 2 results were retained in the sensitivity analysis because no patients had CTS

level 3 results available.

CLR = correct localization rate; CI = confidence interval; CTS = composite truth standard; PET/CT = positron

emission tomography/computed tomography; PLN = pelvic lymph nodes; SoT = standard of truth.

THE JOURNAL OF NUCLEAR MEDICINE ® VOL. 66 * NO. 8 * AUGUST 2025 Fanti et al.



SUPPLEMENTAL TABLE 4. Sensitivity Analysis of Patient-level PPV of ['8F]CTT1057

PET/CT Using Next Lower Level of CTS (Efficacy Analysis Set)

Central Reader 1 Central Reader 2 Central Reader 3

(N=161) (N=161) (N=161)
n n n
True positive 39 40 42
False positive 12 18 23
Patient-level PPV, % (95% CI) 76.5 (62.5, 87.2) 69.0 (55.5, 80.5) 64.6 (51.8,76.1)

For the majority of patients who had CTS Level 2 as SoT, CTS Level 2 results were retained in the sensitivity

analysis because no patients had CTS Level 3 results available.

CI = confidence interval; CTS = composite truth standard; PET/CT = positron emission tomography/computed

tomography; PPV = positive predictive value; SoT = standard of truth.

SUPPLEMENTAL TABLE 5. Patient-level Correct Detection Rate and Detection Rate of

['®*F]CTT1057 PET/CT (Efficacy Analysis Set)

Central Reader 1 Central Reader 2 Central Reader 3

(N=161) (N=161) (N=161)

n n n
True positive 39 40 42
False positive 12 18 23
True negative 88 83 79
False negative 22 20 17
Patient-level correct detection rate, % (95% 24.2(17.8,31.6) 24.8 (18.4,32.3) 26.1 (19.5, 33.6)
CI
Patient-level detection rate, % (95% CI) 31.7 (24.6, 39.5) 36.0 (28.6, 44.0) 40.4 (32.7,48.4)

CI = confidence interval; PET/CT = positron emission tomography/computed tomography.

THE JOURNAL OF NUCLEAR MEDICINE ® VOL. 66 * NO. 8 * AUGUST 2025 Fanti et al.



SUPPLEMENTAL TABLE 6. Region-level CLR, Sensitivity, Specificity, Negative

Predictive Value, and Accuracy of ['8F]CTT1057 PET/CT for the Detection of PSMA-

positive Lesions for Each Individual Region (Efficacy Analysis Set)

Central Reader 1 Central Reader 2 Central Reader 3
All regions, n 805 805 805
True positive 42 46 47
False positive 14 21 25
True negative 712 705 699
False negative 37 33 34
Prostate region, n 161 161 161
True positive 16 14 17
False positive 7 13 14
True negative 129 124 122
False negative 9 10 8

Region-level CLR, % (95% CI)
Region-level sensitivity, % (95% CI)
Region-level specificity, % (95% CI)

Region-level negative predictive
value, % (95% CI)

Region-level accuracy, % (95% CI)
PLN region, n

True positive

False positive

True negative

False negative
Region-level CLR, % (95% CI)
Region-level sensitivity, % (95% CI)
Region-level specificity, % (95% CI)

Region-level negative predictive
value, % (95% CI)

Region-level accuracy, % (95% CI)
Extra-PLN region, n

True positive

False positive

True negative

False negative
Region-level CLR, % (95% CI)
Region-level sensitivity, % (95% CI)
Region-level specificity, % (95% CI)

69.6 (47.1, 86.8)
64.0 (42.5, 82.0)
94.9 (89.7, 97.9)
93.5 (88.0, 97.0)

90.1 (84.4, 94.2)
161
18
5
130
8
78.3 (56.3, 92.5)
69.2 (48.2, 85.7)
96.3 (91.6, 98.8)
94.2 (88.9, 97.5)

91.9 (86.6, 95.6)
161
5
0
151
5
100 (47.8, 100)
50.0 (18.7, 81.3)
100 (97.6, 100)

51.9 (32.0, 71.3)
58.3 (36.6, 77.9)
90.5 (84.3, 94.9)
92.5 (86.7, 96.4)

85.7(79.3, 90.7)
161
20
5
129
7
80.0 (59.3, 93.2)
74.1 (537, 88.9)
96.3 (91.5, 98.8)
94.9 (89.7, 97.9)

92.5 (87.3, 96.1)
161
5
1
150
5
83.3(35.9, 99.6)
50.0 (18.7, 81.3)
99.3 (96.4, 100)
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54.8 (36.0, 72.7)
68.0 (46.5, 85.1)
89.7 (83.3, 94.3)
93.8 (88.2, 97.3)

86.3(80.1,91.2)
161
19
7
126
9
73.1 (522, 88.4)
67.9 (47.7, 84.1)
94.7 (89.5, 97.9)
93.3 (87.7, 96.9)

90.1 (84.4, 94.2)
161
5
1
150
5
83.3(35.9, 99.6)
50.0 (18.7, 81.3)
99.3 (96.4, 100)
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Central Reader 1

Central Reader 2

Central Reader 3

Region-level negative predictive
value, % (95% CI)

Region-level accuracy, % (95% CI)
Skeletal region, n

True positive

False positive

True negative

False negative
Region-level CLR, % (95% CI)
Region-level sensitivity, % (95% CI)
Region-level specificity, % (95% CI)

Region-level negative predictive
value, % (95% CI)

Region-level accuracy, % (95% CI)
Visceral region, n

True positive

False positive

True negative

False negative
Region-level CLR, % (95% CI)
Region-level sensitivity, % (95% CI)
Region-level specificity, % (95% CI)

Region-level negative predictive
value, % (95% CI)

Region-level accuracy, % (95% CI)

96.8 (92.7, 99.0)

96.9 (92.9, 99.0)
161
2
1
152
6
66.7 (9.4, 99.2)
25.0 (3.2, 65.1)
99.3 (96.4, 100)
96.2 (91.9, 98.6)

95.7 (91.3, 98.2)
161
1
1
150
9
50.0 (1.3, 98.7)
10.0 (0.3, 44.5)
99.3 (96.4, 100)
94.3 (89.5, 97.4)

93.8 (88.9, 97.0)

96.8 (92.6, 98.9)

96.3 (92.1, 98.6)
161
4
1
152
4
80.0 (28.4, 99.5)
50.0 (15.7, 84.3)
99.3 (96.4, 100)
97.4 (93.6, 99.3)

96.9 (92.9, 99.0)
161
3
1
150
7
75.0 (19.4, 99.4)
30.0 (6.7, 65.3)
99.3 (96.4, 100)
95.5 (91.0, 98.2)

95.0 (90.4, 97.8)

96.8 (92.6, 98.9)

96.3 (92.1, 98.6)
161
4
3
150
4
57.1 (18.4, 90.1)
50.0 (15.7, 84.3)
98.0 (94.4, 99.6)
97.4 (93.5, 99.3)

95.7 (91.3, 98.2)
161
2
0
151
8
100 (15.8, 100)
20.0 (2.5, 55.6)
100 (97.6, 100)
95.0 (90.3, 97.8)

95.0 (90.4, 97.8)

CI = confidence interval; CLR = correct localization rate; PET/CT = positron emission tomography/computed

tomography; PLN = pelvic lymph node; PSMA = prostate-specific membrane antigen.
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SUPPLEMENTAL TABLE 7. Summary of Change in Intended Treatment Plans by Local

Read Assessment of ['8F]CTT1057 PET/CT Scans (['®*F]CTT1057 Safety Set)

N=171
n (%)
Patients with no change in treatment plans 107 (62.6)
Positive 36 (21.1)
Negative 71 (41.5)
Inconclusive 0
Patients with change in treatment plans 61 (35.7)
Positive 40 (23.4)
Negative 21 (12.3)
Inconclusive 0

Positive: patient with at least one lesion that is visually positive on scan in any region. Negative: patient without any
lesion that is visually positive on scan in any region. All regions (i.e. prostate region, PLN region, extra-PLN region,

skeletal region and visceral region) were considered.

PET/CT = positron emission tomography/computed tomography; PLN = pelvic lymph node.
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SUPPLEMENTAL TABLE 8. Shift Table on Responses to Questionnaires on Change in

Intended Treatment Plan After the ['*F]CTT1057 PET/CT Scan (['®F]CTT1057 Safety Set)

Radiation
alone with
change in
radiation
treatment

plan, n (%)

Other, Missing,
n (%) n(%)

Questionnaire 1 Questionnaire 2
(N=171) (N=171)
n (%) Surgery,Radiation Radiation ADT Observation/
n (%) alone, plus ADT,alone,gyrveillance,
n(%) n(%) n(%) (%)
Surgery 5 |1(20.0) 1(20.0) 2(40.0) O 1 (20.0)
(2.9)
Radiation alone 62 | 1(1.6) 40(64.5) 14(22.6) 2 3(4.8)
(36.3) (3.2)
Radiation plus ADT 67 |3(4.5 575 49(73.1) 2 3(4.5)
(39.2) (3.0)
ADT alone 6 0 0 3(50.00 2 1(16.7)
(3.5 (33.3)
Observation/surveillance 24 0 4(16.7) 4(16.7) 1 12 (50.0)
(14.0) (4.2)
Other 7 0 1(14.3) 2(28.6) 1 0
4.1 (14.3)
Missing 0 0 0 0 0 0

0

1(1.6)

0

0

0 1(1.6)

3(45) 2(3.0)

0 0

3 0
(12.5)

3 0
(42.9)

0 0

Percentages for questionnaire 1 are based on N. Percentages for questionnaire 2 value are based on Questionnaire 1

n.

ADT = androgen deprivation therapy; PET/CT = positron emission tomography/computed tomography.

THE JOURNAL OF NUCLEAR MEDICINE ® VOL. 66 * NO. 8 * AUGUST 2025

Fanti et al.



SUPPLEMENTAL TABLE 9. Adverse Events Experienced By Patients Who Received

[SF]CTT1057 (['*F]CTT1057 Safety Set)

['®F]CTT1057 Safety Set

N=171
All grades Grade >3

n (%) n (%)
Number of participants with at least one event 20 (11.7) 2(1.2)
Asthenia 5(2.9) 0
Lipase increased 3(L.8) 1 (0.6)
Amylase increased 2(1.2) 0
Coronavirus disease 2019 (COVID-19) 2(1.2) 0
Blood creatine phosphokinase increased 1 (0.6) 0
Diarrhea 1 (0.6) 0
Dizziness 1 (0.6) 0
Dyspnea 1 (0.6) 1(0.6)
Eosinophilia 1 (0.6) 0
Fatigue 1(0.6) 0
Hematuria 1 (0.6) 0
Headache 1 (0.6) 0
Injection site warmth 1(0.6) 0
Muscle spasms 1 (0.6) 0
Paresthesia 1(0.6) 0
Paresthesia oral 1 (0.6) 0
Renal pain 1 (0.6) 0
Thirst 1(0.6) 0

Adverse events that occurred within 14 days after ['*F]CTT1057 scan as long as prior to [*®*Ga]Ga-PSMA-11 dose
(if applicable), and for events related to ['8F]CTT1057 irrespective of time of onset, are summarized. Numbers (1)

represent counts of patients.

PET/CT = positron emission tomography/computed tomography.
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SUPPLEMENTAL TABLE 10. Adverse Events Experienced by Patients Who Received

['8F]CTT1057 Suspected to be Related to ['F]CTT1057 (['|F]CTT1057 Safety Set)

['®F]CTT1057 Safety Set

N=171)
All grades Grade >3
n (%) n (%)
Number of participants with at least one event 6 (3.5) 0
Amylase increased 1(0.6) 0
Dizziness 1 (0.6) 0
Eosinophilia 1(0.6) 0
Headache 1 (0.6) 0
Injection site warmth 1 (0.6) 0
Lipase increased 1 (0.6) 0
Paresthesia 1 (0.6) 0
Paresthesia oral 1 (0.6) 0
Thirst 1(0.6) 0

Adverse events that occurred within 14 days after ['®F]CTT1057 scan as long as prior to [®*Ga]Ga-PSMA-11 dose
(if applicable), and events that are related to ['®F]CTT1057 irrespective of time of onset, are summarized. Numbers

(n) represent counts of patients.
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| Screened: 202 ot enrolled: 12 (5.9%)

N !
Screen failure: 6 (3.0%) |

L

Patient decision: 4 (2.0%)
Technical problems: 2 (1.0%)"

Y

I Randomized (Full Analysis Set): 190 | _____________________________________ i
| Sequence 1: 96 (100%) ‘ | Sequence 2: 94 (100%) ‘
' Dii":“ti“dl;eg {5;“3‘1}] (before Day 1, | ! Discontinued study (before Day 1, !
! not dosed): 3% ' ! . o i
! A : ! notdosed): 4 (4.3%) )
1 Protocol deviation: 3 (3.1%) * ! Protocol deviation: 2 (2.1%) i
! Physician decision: 2 (2.1%) | | Patient decision: 2 (2.1%) i
i Patient decision: 2 (2.1%)t ! T i
v A4

iscontinued study (after 1st PET,
no 2nd PET): 8 (8.5%)
Technical problems: 5 (5.3%)*
Patient decision: 3 (3.2%)

Discontinued study (after 1st PET, i E
no 2nd PET): 1 (1.0%) e —pi

Patient decision: 1 (1.0%) :

h 4 h 4
Completed [#Ga]Ga-PSMA-11 PET: 88 (91.7%) ‘ | Completed ["®F]CTT1057 PET: 82 (87.2%)

[®F]CTT1057
Safety Set: 171 (90.0%) Foommm- TTTTmmTmmmmsemsssesmeseoeeoy
[®Ga]Ga-PSMA-11 i Discontinued study (after 2nd PET)
Safety Set 178 (93?%) H Patient decision: 1 (10%}

Efficacy Analysis Set: | | T TTTTTTTTTToTTTTITTomITTImII
161 (84.7%)*

v v
Completed study: 88 (91.7%) ‘ | Completed study: 81 (86.2%)

SUPPLEMENTAL FIGURE 1. Flow Diagram of Study Participants.
*['*F]CTT1057 manufacturing issue or batch failure.
fOne patient was not dosed on Day 1 owing to a technical problem and, discontinued the study (patient decision).

129 patients who were randomized were excluded from the Efficacy Analysis Set: 19 did not receive ['*F]CTT1057,
nine due to use of prohibited concomitant medications before completion of all CTS procedures, and one due to lack

of evaluable CTS assessment.

CTS = composite truth standard; PET = positron emission tomography.
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A Region-level CLR according to prior initial definitive therapy
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SUPPLEMENTAL FIGURE 2. Region-level CLR of ['*F]CTT1057 PET/CT According to
Prior Initial Definitive Therapy (A) and Baseline PSA Concentration (B) (Efficacy Analysis
Set).

Error bars represent 95% Cls.

*Point estimate and 95% CI could only be estimated for one reader in this subgroup because of a lack of

convergence in the model (number of false-positive regions was equal to zero).

Four patients in the efficacy analysis set did not have evaluable PSA levels at baseline; therefore, 157 patients were

included in the analysis.

CI = confidence interval; CLR = correct localization rate; PET/CT = positron emission tomography/computed

tomography; PSA = prostate-specific antigen; RP = radical prostatectomy; RT = radiation therapy.
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A Patient-level PPV according to prior initial definitive therapy
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SUPPLEMENTAL FIGURE 3. Patient-level PPV of ['8F]|CTT1057 PET/CT According to

Prior Initial Definitive therapy (A) and Baseline PSA Concentration (B) (Efficacy Analysis

Set).

Error bars represent 95% Cls.

*Four patients in the efficacy analysis set did not have evaluable PSA levels at baseline; therefore, 157 patients were

included in the analysis.

CI = confidence interval; PET/CT = positron emission tomography/computed tomography; PPV = positive

predictive value; PSA = prostate-specific antigen; RP = radical prostatectomy; RT = radiation therapy.

THE JOURNAL OF NUCLEAR MEDICINE ® VOL. 66 * NO. 8 « AUGUST 2025 Fanti et al.



B Reader1 M Reader 2 M Reader 3
A Region-level CLR for each individual region

100 833 833 66.7 80.0 50.0 75.0 100
1007 696 783 800 444 57.1

E 80 519 548
22X 60
8 é 40
E° 2

0

Prostate region PLN region Extra-PLN region Skeletal region Visceral region
(n=161) {n=161) {n = 161) {n = 161) {n=161)

B Region-level sensitivity for each individual region

640 g3 680 692 T4.1 g79

Prostate region PLN region Extra-PLN region Skeletal region Visceral region
(n=161) (n=1861) (n=1861) (n=161) (n=161)

C  Region-level specificity for each individual region

100 94.9 905 897 963 96.3 947 100 993 993 99.3 993 98.0 993 99.3 100
-
L eﬂ
B3 4
g 20
0

Prostate region PLN region Extra-PLN region Skeletal region Visceral region

(n=161) (n=161) (n=161) (n=161) (n=161)

D Region-level NPV for each individual region
935 925 93.8 942 949 933 968 968 96.8 962 974 974 943 955 950

100

] 80
% 2 60
g ; 40
g% =
0

Prostate region PLN region Extra-PLN region Skeletal region Visceral region
(n=161) (n=161) (n=161) (n=161) (n=1861)

E Region-level accuracy for each individual region
919 925 gp1 969 963 96.3 957 969 957 938 95.0 950

100 90.1 857 863

g 80
> 60

g
&5 40
£§
0

Prostate region PLN region Extra-PLN region Skeletal region Visceral region
(n=161) (n=161) (n=161) (n=161) (n=1861)

SUPPLEMENTAL FIGURE 4. Region-level CLR (A), Sensitivity (B), Specificity (C),
Negative Predictive Value (D) and Accuracy (E) of ['8F|CTT1057 PET/CT for the Detection
of PSMA-positive Lesions for Each Individual Region (Efficacy Analysis Set).

Error bars represent 95% Cls.

CI = confidence interval; CLR = correct localization rate; PET/CT = positron emission tomography/computed
tomography; PLN = pelvic lymph node; PSMA = prostate-specific membrane antigen.
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