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1. Background

Randomised controlled trials (RCTs) have demonstrated that

adding docetaxel or novel androgen receptor pathway

inhibitors (ARPIs) to androgen deprivation therapy (ADT)

improved overall survival (OS) in metastatic hormone-
sensitive prostate cancer (mHSPC).}10

However, no trial has directly tested the addition of early

docetaxel in mHSPC treated with a novel ARPI and ADT.

2. Study question

To evaluate the effect of combining docetaxel with

enzalutamide versus enzalutamide alone on OS in mHSPC and

assess whether this effect varied by disease volume.

3. Methods

1. Specification of Target Trial

Hypothetical 2 X 2 Factorial Trial

Population: mHSPC
(Eligibility criteria as per ENZAMET>°)

Enzalutamide Docetaxel
Yes No
Yes v Docetaxel X Docetaxel
v Enzalutamide  Enzalutamide
No (NSAA) v Docetaxel X Docetaxel

X Enzalutamide X Enzalutamide

testosterone suppression plus nonsteroidal antiandrogen (NSAA) for those not receiving enzalutamide

Primary outcome: Overall survival
(Time from randomisation to death from any cause).

All treatment strategies include ADT i.e. testosterone suppression alone for those receiving enzalutamide and

2. Emulation of Target Trial

Calibration Process

1. Based on clinical
expertise, identify
factors associated with
planned early
docetaxel and OS

2. Use Group LASSO
method to further
select factors
associated with

planned early
docetaxel

3. Use propensity
score matching and
weighting methods to
adjust baseline
characteristics until
pre-specified criteria
for success are met

Criteria for Emulation success

Absolute standardised mean
differences for baseline
characteristics between the two
groups < 0.1

Replicate key findings of
CHAARTED trial for those not
assigned Enzalutamide

Replicate key findings of ENZAMET
3. trial (based on planned final OS
analysis)

---------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------------

4. Results

Included 987 participants with complete baseline characteristics data

Table 1: Baseline Characteristics of the unmatched and matched population

Unmatched population Matched population

71 (8) 67 (8)

Characteristic?

A: Enzalutamide
100%:-

Weighted Kaplan-Meier Curves for OS

B: No Enzalutamide

100%4 =
No enzalutamide High
67 (8) 67 (8 .
Planned early docetaxel Planned early docetaxel No enzalutamide Low
Volume of diseaset
5% 75%
m 218 (40) 317 (72) 377 (69) 317 (72) Mo planned early docetaxel Mo planned early docetaxel Enzalutamide High
330 (60) 122 (28) 171 (31) 122 (28) 1
Number of bone - = : Enzalutamide  Low
_ :Eh 5[::%- lii] Eﬂ% |
metastases @ =
202 (37) 82 (19) 115 (21) 82 (19) 3 3 No enzalutamide Al
212 (39) 310 (71) 371 (68) 310 (71) ° - Enzalulzmice; B
m 134 (25) 47 (1 1 ) 62 (11) 47 (11) &%) Flanned early docetaxel vs Mo planned early docetaxel (reference) ] Flanned early docetaxel vs No planned early docetaxel (reference)
HR: 1.18 (95% CI 0.94 —1.49) HR: 0.90 (95% CI 0.82 - 0.98) :
BMI (kg/m?) 28 (5) 28 (5) 28 (6) 28 (5) Al High
Previous LHRHA 345 (63) 373 (85) 461 (84) 373 (85) " . Al Low
Clinician estimated 4 (2) 4 (2) 4 (2) 4 (2) i ., —_—
. o 6 12 18 24 30 36 42 48 54 60 o 6 12 18 24 30 3B 42 48 54 60
the Prognosis, years Time from Randomisation (months) Time from Randomisation (months) All All
Baseline PSA (ng/mL) 78 (796) 76 (305) 75 (461) 76 (305) Number at risk Number at risk
Baseline hemoglobin 119 (50) 121 (44) 124 (44) 121 (44)
(g / |_) 278 276 269 264 235 223 209 202 196 188 169 270 269 260 235 214 197 175 163 150 149 128
Baseline ALP (U/L) 158 (326) 221 (350) 206 (332) 221 (350)
Time since distant 3(7) 2 (3) 2 (4) 2 (3) -
— 222 218 211 196 185 177 168 154 143 121 _— 215 210 204 192 179 170 159 145 135 129 105 :
metastases were first :
diagnosed (months)
Time since primary 33 (46) 17 (37) 19 (35) 17 (37)
cancer was first
diagnosed (months)
Descriptive summaries presented are mean (standard deviation), or n (%). ALP = Alkaline Phosphatase. BMI = Body Mass Index. LHRHA = Luteinizing Hormone- Releasing Hormone Agonist.

M=Metastasis. PSA = Prostate-Specific Antigen.

2Group LASSO selected baseline characteristics predictive of planned early docetaxel for propensity score analysis.

* Early use is defined as docetaxel at or close to the time of starting testosterone suppression. Among the 419 participants who received docetaxel, the median number of cycles administered was 6
t Defined as visceral metastases or four or more bone metastases with at least one beyond the vertebrae and pelvis, or both, as per CHAARTED criteria.
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Subgroup analysis for OS

Randomised group Volume of disease No planned early docetaxel Planned early docetaxel

113/184
32/ 87

89/193
17/84

145 271
106/ 277

202 377
48/171

251/548

Adding early docetaxel to
enzalutamide did not
appear to extend OS in
unselected mHSPC,
regardless of disease

HR (95% CI) Interaction P
No. of events / total no.
83/155 - 0.81(0.72, 0.91}]_ s \IOlume.
23/60 . 1.07 (0.88, 1.30)
o L Conversely, among those
i not assighed enzalutamide,
106/215 + 0.90 (0.82, D.QS}]_ s
94/ 224 e 1.18(084, 1.49) ed rIy docetaxel was
162317 ﬂiL 0.95(0.84, 1.08)]_ 0% aSSOCiatEd With |Onger
i - hikialnd survival, particularly in
200/ 439 | T:L | 1.02 (0.92, 1.12) cases Of high'VOlume
05 1 15

Favor planned early docetaxel Favor no planned early docetaxel
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disease.

These findings do not
support the routine use of
early docetaxel with
enzalutamide.
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