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. . . . "y . Baseline Characteristics PSA-related Measurements i i ini in i i issi i i
¢ Studies have shown that men with metastatic castration-sensitive prostate cancer (mCSPC) continue to be treated Figure 1. Patient Identification Flowchart | | s | | o | ¢ This study relied upon clinical data that may contain |n.accuraC|.es or om|55|on.s (.e.g., .dlagnos.|s dates, ’Freatment
with ADT alone despite evidence for next-generation androgen receptor inhibitors (ARIs), including apalutamide & Before applying IPTW, a total of 351 (unweighted) patients were identified (186 APA patients and 165 ENZ patients) ¢ Despite the pot.enjual for variation in real-world PSA testing patterns following treatment initiation, PSA testing start dates) ar.ld does not capture any diagnoses, medical services, or prescription fills obtained outside of the
(APA) and enzalutamide (ENZ), demonstrating superior outcomes when used in combination with ADT "™ [Figure 1] frequency was similar between the APA and ENZ cohorts [Table 2| urology practice
>1 medication dispensation® for apalutamide or enzalutamide (first dispensing defined as the index date) . . . _ . — Bv 6 months 73.6% of APA patients and 69.5% of ENZ patients had a post-index PSA measurement
¢ Rapid, deep, and durable reduction of prostate-specific antigen (PSA) in clinical trials of next-generation ARIs is N=5,227 ¢ After applying IPTW, the reweighted cohort sizes were 174 patients for APA and 177 patients for ENZ Y IR P = P P & Miscoding or misclassification in the clinical record may introduce selection and information biases despite efforts
associated with increased probability of achieving progression-free and/or overall survival outcomes, with patients y (total population 351) to match the study populations
o o ) ) ) . o . No more than 1 next-generation androgen inhibitor® dispensed on the index date . . o
achieving a 90% or greater reduction in PSA from baseline having the greatest probability of long-term benefit N=4,769 (91.2%) ¢ Baseline patient characteristics were generally well-balanced between the weighted cohorts, with standardized . .
7 differences <10% [Table 1] Table 2. Follow-up PSA Testing ¢ While robust methodology was applied to this analysis, this study did not address whether these findings
¢ Thereis currently no data comparing real-world PSA outcomes among patients with mCSPC using next-generation No prescription® for a next-generation androgen inhibitor other than that dispensed on the index date (looking back in all available data) = e iahted horts th 76 71% hit d th b i PSA | | represent a C“nica”y meaningful difference or whether they translate into differences in |Onger'term outcomes
ARIs, APA or ENZ, in the United States (US) N=4.298 (90.1%) N o/ weighted cohorts, the mean age was 76 years, 71% were white, and the mean baseline evel was Unweighted Population IPTW Population® A — —
Il 18 ng/mL
h — . . . . . . . . . . . . . .
SE— Treatment cohorts SE— The mean time between diagnosis of metastasis and index treatment initiation was 7 months in the APA cohort APA ENZ APA ENZ & The database represents the community urology perspective and may not be representative of the entire
palutamide nzafutamice and 8 months in the ENZ cohort N=186 N=165 Weighted N=174 | Weighted N=177 : : : : : . NIT : : :
J E TIVE N=981 (22.8%) N=3,317 (77.2%) population of patients with mCSPC in the US, which may limit the generalizability of the study in certain settings
v v
N ) £ ot th duction >90% f hasell 5 o mCSPC indication Patients with 21 PSA test, n (%) 136 (73.) N9 (72.7) 128 (73.6) 125 (70.5)
¢ To compare the proportion of patients with a PSA reduction 290% from baseline (PSA90 response) by 6 months Apalutamide Enzalutamide Table 1. Baseline Characteristics
and beyond for patients with mCSPC who are new users of apalutamide (APA) versus enzalutamide (ENZ) N=343 (35.0%) N=335 (10.1%) o |
¢ ¢ Non-weighted Population IPTW Population’ Within 3 months of observation 127 (68.3) 97 (58.8) 120 (69.0) 103 (58.2)
Index date on or after 16 December 2019¢ APA ENZ Standardized APA ENZ Standardized Co N C Lu S I o N S
N u LL HYPOTH E S I s Apalutamide Enzalutamide N=186 N=165 Difference® |Weighted N=174 Weighted N=177| Difference" Within 6 months of observation 136 (73.1) 117 (70.9) 128 (73.6) 123 (69.5)
N=304 (88.6%) N=318 (94.9%)
Age, mean £ SD [median] 76.2+8.0[76.0] | 761+77]1[75.0] 1.4 761+7.8[76.0] | 76.3+8.0[75.0] 2.5 : : - . .re : :
v v Number of follow-up PSA tests per year, mean = SD [median] 45 4.6 [39] 4254 73.3] 4454408] 45+6103.3] In this real-world study of patients with mCSPC, significantly more patients attained an early and deep PSA90
. : ) : : ) L ) > hs of clinical activity prior to i d % ’ ) R o T co - :
¢ There is no difference in the proportion of patients with mCSPC achieving a rapid, deep PSA90 response poalutamide 2 e i el Ll B sy (e (o e e 2 S— Age group, n (%) response when treated with APA relative to ENZ
u | Zalu |
(290% reduction from baseline) when treated with APA or ENZ N=227 (74.7%) N=223 (70.1%) <60 3016 2(.2) 34 3015) 2(1:3) 13 Patients with PSA test on average every 3 months, n (%) 89 (47.8) 66 (40.0) 81 (46.6) 74 (41.5) o - | |
! ! 6170 49 (26.3) 38 (23.0) 77 44 (25.7) 43 (24.2) 20 PSA90 response was attained significantly earlier in patients treated with APA than with ENZ
>1 PSA test during the 13 weeks prior to and including index date _ ,
71-80 78 (41.9) 83 (50.3) 16.9 79 (45.5) 82 (46.4) 1.8 Patients with PSA test 6 months, n (% 131 (70.4 114 (69.1 124 (71.2 120 (67.8 : : . .
METHODS Apalutamide Enzalutamide e est.on average every 6 months, n (%) 704 (€9 712 €78) The proportions of patients attaining a PSA90 response by 6 and 12 months following initiation of APA are
- 9% - 0% >8] 56 (30.1 42 (25.5 10.4 49 (28.0 50 (281 0.2 . : . :
) 186i81 = e i” = S ) (280 (28 APA: apalutamide; ENZ: enzalutamide; PSA: prostate-specific antigen; SD: standard deviation. consistent with those observed in the Phase Ill study of APA in mCSPC (TITAN)’
Race, n (% :
D i S No previous treatment for radiopharmaceuticals ace. n (%) aI?’:’(:;ensity scores were generated using probability estimates from a logistic regression model using the following predictors: age group, race, index year, baseline ADT use, baseline duration of ADT o ) ) ) ) ) ) ) o )
data cource Apalutamide Enzalutamide White 135 (72.6) 106 (64.2) 18.0 123 (71.0) 125 (70.5) 1.1 >6 months, baselinc?first-generation antiandrogen use, baseline PSA level (continuous), baseline testosterone level (categorized as <50 ng/dL, 250 ng/dL and missing), categorized Gleason score, and time The clinical Impllcatlons of these observations warrant further consideration given eXIStlng evidence on the
& Clinical data from Precision Point Specialty (PPS) Analytics collected as part of routine clinical care from 69 urology N=186 (i°°'°°/°) N=165 (i°°°°°/°) Black 2 (17.2) 35(21.2) 0.9 31 (17.6) 3 (18.0) - o ane e indexdate. Each petient was stributed an Inverse-probabilly of reatment weight that was defined o= follows: propensity scorey for the AP cohort and /-propensit association between attainment of rapid, deep, and durable PSA response with survival-related endpoints in
. . . . . . . . 10
sites in the US (study period: 1 February 2017 - 5 March 2021) Apalutamide cohort Enzalutamide cohort Other 3(1.6) 1(0.6) 9.6 2(1.0) 1(0.5) 5.9 patients treated with these medications®
N=186 N=165
& Data are de-identified and Health Insurance Portability and Accountability Act (HIPAA) compliant Unknown 16 (8.6) 23 (13.9) 16.9 18 (10.3) 19 (11.0) 2.1
. PSA Outcomes
mCSPC: metastatic castration-sensitive prostate cancer; PSA: prostate-specific antigen Year of treatment initiation
Study Design Notes: o | (index date), n (%) ¢ By 6 months and beyond, significantly more APA patients attained a PSA90 response compared to ENZ patients Acknowledgments
. . . . . . . . L °Agent identified at index date was based on medication dispensation only. ) a” 50024} Fi ure 2
& A retrospective longitudinal propensity score-weighted cohort study in patients with mCSPC who were initiated o confirm tht paterts vere el s o et generstion anrogen itr 3 entfed trouoh dispenatons prescpton fomatn s examined to exclde patent it 2019-2020 140 (75.3) 135 (81.8) 16.0 134(77.2) 137 (77) O @llp gure 2) This study was sponsored by Janssen Scientific Affairs, LLC.
On APA Or ENZ rescriptions ror next- er.me.ra IO[."I androdgen INNIDITors prior O. € Index date. 202-' 46 (247) 30 (182) -Iéo 40 (228) 4-| (229) O-I . . - . . . . .
ZEZi’cFiizgj:Sli:ircua?ic‘ltin\:ilt[:/lS\:/;astlccjjenfi(rfjgjfﬁgivei?ozn;is::;ilcierjtsthjz‘:z:;(d)rith(l:wSePSIr?i:;IédeaCs:;zelgazt?e]:;ts with no observation period after the index date were excluded. Ti bet tastasi d ¢ PSAY0 response was attalned Slgnlﬂcantly earller In patlents treated Wlth APA than for those treated Wlth ENZ (a”
® Patients were assigned to mutually exclusive treatment cohor n the first dispensation of APA or ENZ ime between metastasis an - Fi i
9 7 SIS UnsElnmEnt Geieimss based on the first d SPEnEEIdem @ © treatment initiation, months, 6.3+12.7[1.6] 8.4+14.7 [2.2] 15.5 7.4 £14.0 [1.6] 7.6 £13.9[1.9] 1.5 p=0.024; Figure 2) DISCIOSUI"eS
¢ Index date was defined as the first dispensation of APA or ENZ after 16 December 2019 (the US Food and Drug mean * SD [median] — The median time to PSA90 was 3.1 months for APA patients and 5.2 months for ENZ patients B. Lowentritt is an employee of Chesapeake Urology Associates and has received consulting fees from Janssen Scientific
Administration approval date for ENZ which followed APA approval on 17 September 2019) Study Outcomes Prior use of ADT:, n (%) 172 (92.5) 147 (89.1) 1.7 159 (91.4) 162 (91.2) 0.7 Affairs, LLC. D. Pilon, C. Rossi, F. Kinkead, and P. Lefebvre are employees of Analysis Group, Inc., a consulting company
o Baseline patient characteristics were evaluated in the 12 months preceding the index date & Proportion of patients who achieved at least a 90% reduction in PSA (PSA90) from the baseline value by 6 months Time between ADT initiation that has provided paid consulting services to Janssen Scientific Affairs, LLC. I. Khilfeh, E. Muser, D. Waters, and L. Ellis are
sesiliel: and index date, months, mean | 161+24.6[29] | 21.4=30.5[8.5] 19.4 189+259[4.2] | 19.3+30.4[5.1] 1.4 employees of Janssen Scientific Affairs, LLC.
¢ The observation period spanned from the index date to either index treatment discontinuation (using a 90-day + SD [median] Figure 2. Comparison of Time to PSA90 Response Among Patients with mCSPC?
treatment gap to define discontinuation), initiation of a different next-generation androgen inhibitor [i.e., APA, ¢ Time to PSA90 response from the date of index treatment initiation >6 months, n (%) 66 (38.4) 84 (57.) 38.3 73 (45.9) 77 (47.6) 3.6 References
ENZ, darolutamide (DARO), or abiraterone acetate (ABI)] or the use of radiopharmaceuticals, end of clinical activity Prior use of first-aeneration o _
S : 9 23 (12.4) 26 (15.8) 9.8 23 (13.3) 25 (14.2) 25 100% - - - 1. Rvan et al. J Urol. 2021:206(6):1420-1429
(including death), or end of data availability (5 March 2021), whichever occurred earliest Statistical Analysis ARI‘, n (%) ' ' ' ' ' ' 005 - O DR (S ED Exialls — Apalutamide — Enzalutamide - RV ' ' ‘ ' '
o[ : : : . . ° At 6 months: 1.56 (1.09,2.22) 0.014* : , 19
Pati Selection Criteri ¢ In.verse probablllty Pf treatmentwgghtmg (IPTW), based on the properwuslty score (PS), was used to account for Base"::;SA Ied".el » ng/mL, 19.0£451[3.4] | 189 +44.7 [2.0] 0.2 18.4%452[3.3] | 18.3=421[2.6] 0.3 a 80% | | At9months: 149 (1.05,2.11)  0.024* 2. ChiKN, etal. N Engl J Med. 2019;381(1):13-24.
atient Selection Criteria differences in baseline characteristics between the APA and ENZ cohorts mean * SD [median] g g "% Entire follow-up:  1.49 (105, 211) 0.024* 69.3% 70.4% 70.4% 3. ChiKN, et al. J Clin Oncol. 2021:39(20):2294-2303
. . o . . . 5 o . . . . . . . . ' R T d b I. (7, T, °°— b J . . J . .
¢ Patients were included in the study if they met the following inclusion criteria: & The PS was obtained from a logistic regression model for APA or ENZ treatment assignment with the following sporiec baseine o 120 (64.5) 91 (55.2) 19.2 107 (61.3) 106 (60.0) 2.7 z g 70% 62.5% 62.5% .
. o . . . testosterone tests), n (%) g @ ) 55.6% | 4. Armstrong AJ, et al. J Clin Oncol. 2019;37(32):2974-2986.
— Male sex baseline characteristics: age, race, index year, ADT use 26 months, first-generation ARl use, most recent PSA level, S £ 60% 49.3% .
. . . Testosterone <50 ng/dL, n (%) 86 (71.7) 75 (82.4) 25.8 81 (75.9) 82 (77.5) 3.7 o O , o , , o , . . .
— »] medication dispensation for APA or ENZ most recent testosterone level, Gleason score, and time between metastasis and the index date - D £ < 50%- 5. ChiKN, etal. Prostate-Specific Antigen Kinetics in Patients With Advanced Prostate Cancer Treated With Apalutamide:
Baseline Gleason score’, n (% N : : . e
— Had evidence of metastatic prostate cancer defined by the presence of bone, nodal, or visceral metastasis ¢ [Each patient was attributed a weight that was defined as follows: 1/PS for the APA cohort and 1/(1-PS) for the ENZ " 190102 1067 - 1480 13O ie g 1;';. 40% — 32.7% Results From the TITAN and SPARTAN Studies. Poster presented at ASCO20 Virtual Scientific Program, May 29-31, 2020.
5 5 5 5 ol . 5 - : * ° : : y c . . . r. .
prior to or on the index date co?ort. Weights were then normalized by using the mean weight and stabilized by truncating the weights to the , 0063 501 o 14053 15 (25.4) . 2 c 209% - o N 6. FizaziK, etal. Darolutamide (DARO) tolerability from extended follow up and treatment response in the phase 3 ARAMIS
t o o . . . . . . . . a (-] t : + : . . . .
. 95" percentile of the distribution a 9 partamie® resThameE trial. Poster presented at ASCO21 Virtual Scientific Program, June 4-8, 2021.
— 218 years of age on the index date . c e e sizes ( PTW) o , ot o e althouah 8 18 (9.7) 22 (13.3) 7.5 20 (11.7) 22 (12.5) 2.4 6 & 20%- Number of Patients. n 7a 7
onsequently, the weighted sample sizes (i.e., post- were different from the original sample sizes althou 2 L ' : - . .
— 212 months of clinical activity prior to the index date A y J " =P J P . 9 47 (25.3) 32 (19.4) 14.1 40 (22.7) 37 (21) 39 10% — Median Time to PSA Response’, months 313 >20 7. Hussain M, et al. J Clin Oncol. 2021;39(6 (Supplement)):94.
the same patients contributed to the analysis 6 Number of Patients Reaching PSA Response®, n(%)  81(463) 60 (33.8)
— »] PSA test during the 13 weeks prior to and including index date . . . L . . 10 422 9.5 17.3 6(3.3) 739 3.2 o _ 8. SaadF etal. Eur Urol. 2021.
S P d ¢ Balancing of baseline characteristics between treatment cohorts after weighting was confirmed by standardized ot suaiabl 19063 (345 o 50089 30 . 0% o 1' ; : A : . ; : . 0 i 5
& Patients were excluded from the study if they met any of the following exclusion criteria: differences <10% which indicates balance” O gvarepe ' ‘ ' ‘ ‘ ' Monthe 9. ChiKN, et al. Prostate-Specific Antigen Kinetics in Patients With Advanced Prostate Cancer Treated With Apalutamide:
ADT: androgen deprivation therapy; APA: apalutamide; ARIl: androgen receptor inhibitor; ENZ: enzalutamide; IPTW: inverse probability of treatment weight; PSA: prostate-specific antigen; . .
— Index date prior to the US Food and Drug Administration approval for ENZ on 16 December 2019 (APA approved ¢ Weighted Kaplan-Meier analysis was used to assess the proportion of patients achieving PSA90 by 3-, 6-, 9-, and SD: standard deviation. Results from the TITAN and SPARTAN Studies. Presented at AUA 2021 Meeting, September 11, 2021,
by us FOOd and Drug Administration on 17 September 2019) 12—months POSt'indeX, ds We” ds the median time to PSA90 !‘I!‘r);;:;sity scores were generated using probability estimates from a logistic regression model using the following predictors: age group, race, index year, previous ADT use, baseline duration of ADT *CSI;gc:igEs:tn;:teti;;esr;)allé\l/—élll: hazard ratio; mCSPC: metastatic castration-sensitive prostate cancer; PSA: prostate-specific antigen. 10. MatSUba rd N; et al- Eur UFO/. 2020;77(4)494_500
. . . . . . i ) . ) ) >6 months, baseline first-generation ARI, baseline PSA level (continuous), baseline testosterone level (categorized as <50 ng/dL, 250 ng/dL and missing), categorized Gleason score, and time between '
— Prior use of a neXt‘generathn andrOgen inhibitor before the index date or the use of 22 neXt‘generat|On L 2 Welghted Cox proportlonal hazards models were used to evaluate the causal relatlonShlp between index treatment metastasis and the index?ﬂate. Each patient was attributed an inverse-probabilityoftreatmentweightthatsvas defined as fgllows: 1/(p?opensityscore)gforthegAPA cohort and 1/(1-propensity score) for $§Zesz defired as the first decline for & fol b value of 0% - t A value within 13 weeks of the indey dat 1. Freedland SJ et al. Curr Med Res O,DIFI 202]37(4)609_622
. . . o cohor response was defined as the first decline for a follow-up value o 6 or more from the most recen value within 13 weeks of the index date. 4 ) ) ) ) )
androgen InhlbltOrS on the |ndeX date aﬂd the |i|(e|ihOOd Of aChieVing PSA90O EztaizlazrdiZZd ;}fferences 0% indicate that the variable was balanced between the APA and ENZ cohorts. "Propensity scores were generated using probability estimates from a logistic regression models using the following predictors: age group, race, index year, baseline androgen deprivation . . .
. . . “Prior use of ADT medication was defined as any ADT administration at any time prior to (and excluding) the index date. thera.py, androgen deprivation therépy use (categorized as 26 months', <.6 months or missing), baseline ﬁrst—ggneration androgen rec.eptor inhipitor use, baseline ESA level (corjtinuous), 12. AUStln PC /\/IU/tlva['Iate Behav ReS, 2011,46<3)399-424
- Prior use of radiopharmaceuticals ¢ Standard errors were estimated from a conventional variance estimator whose empirical coverage rates result in s Gl v e rcton o o, g, i, o oy i o co) s nes i st et e oty it s |
_ _ _ _ . . o i o . ) ) ) . “Baseline PSA was evaluated as the most recent value from 13 weeks pre-index up to, and including, the index date. P v U 9_ ' - I/\Propensity P . propensity 13. Austin PC. Stat Med. 2009}28(25)3083-3] O/,
— Evidence of castration resistance (CR) prior to or on the index date’ based on an algorlthm Ut|I|Z|ng presence non-nominal 95% confidence intervals (ClS) and D'Values. The conventional variance estimator does not account Testosterone testing was evaluated during the 12-month baseline period and included the index date, with the most recent value reported. EZO;trOEOh:rt?: ngrnlallztid;r;\éerse Fl)r?bat_)('jl'ty o;tria;n:jen’ﬁ]yvilghtstwerfePtSr:ncated at tf;z‘iSth percer:jtltleséh utarmide cohort
.. . . . . IGleason score was evaluated at anv time prior to and includin e index date wi e most recent value reported. azard ratio >1 Indicates tha € apalutamide conort had a higner rate o response 2 % compared to the enzalutamide conort. .
of ADT and PSA levels" or an indicator for CR as reported in the clinical data for the additional variability when estimating the IPTW™ ° luated at any time priorto and including the index date, with the most recent value reported 14. Austin PC. Stat Med. 2016;35(30):5642-5655.
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