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Reports Included In qualitative synthesis

Drugs
(n = 10 reports from 8 studies)

[11 on PCa risk; 3 on PCa recurrence or
survival]

Metabolic diseases
(n = 11 reports from 7 studies)

[10 on PCa risk; 1 on PCa recurrence or
survival

Food and dietary factors
(n = 12 reports from 7 studies)
|8 on PCa risk; 3 on PCa recurrence or survival)
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Antidiabetic crugs PCa risk)

Statins (PCa death)
Aspirin and NSAIDs (P risk)

1. Use of metforman may be associated with 2 modest decreased risk of PCa, particularly of localized disease and in
WWWWW%WM!M
of underlying diabetes; moreover, there & 2 risk of detection bias

2 Use of sulfomylureas might be associated with an increased risk of metastatic PCa.

3. There is no evidence of an effect of insulin (and other antidiabetic drugs) use on PCa rsk.
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1 Despce ﬁndlngs ohnduded sndmmmuﬂlﬁmbmmdmmddm being

tlusive, there is no evadence of an effect of regular aspirin use for the risk of advanced (high stage andlor N+ M+
disease PCa, while regular aspirin use may be associated with 2 shightly decreased risk of overall ICa, especially
among older men (83 yr)

2 There was no evidence of an effect of nonaspirn NSAIDs (and in particalar Suprolen and acetaminophen) on PCa
nsk.

3-alpha reductase inbibitors (PCa death) 1. Despite a reduction in the overall PG risk and 2 increased risk of disease. there was no
E%aﬁ?ﬂpaﬁ%-nmﬁ



Obesity (PCa risk, recursence, or swrvival) 1. Interpretation of available evidence on the role of obesity for PCa risk is challenging due to highly variable

Disbetes melltus (PCa risk)

Food and dhetary factors | PCa nisk)

defintions of exposure and outcomes, length of follow-up, and lack of data on dreg doses in most studies. Moreover,
detection bus due to potential PSA hemodilution among obese men cannot be ruled out entirely.

2 BMI at age 2021 might be associated with 3 modest decreased risk of overall and (potentially) more advanced
PCa, even i thes association appured attenuated when constdenng duldhood body shape.

4lhemsmmdmedancﬂmdmutmdw}lml’cuﬂafmadjmtmﬂumBMl.

3. Long-term (but not short-term ) weight gain might be associated with an increased risk of lethal PCa in selected
pabient populations (ie, never smokers, and overweight or obese men at age 21).

0. There was no evidence of an effect of BMI on esther biochemical recurrence or lethal FCa.

7. Bvidence was judged too Mao;mmtomlu&theupxtdsmmpm spmfxm
lﬁb.bl&d“ﬂlhhﬁh ations ex |
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3 The extent to which BMI, surveillance bias. and detection bias may significantly medify these associations remains

undetermined.

1. Bidence on potential assoqations between meat consumption. and risk of overall and stage-specihc G is
it

2 Intake of specific Gty acids (i, EP, DHA, EPA + DHA) may be associated with 2 reduced risk of total PCa, while

intake of other fatty acids {ALA from nonanimal sources ), saturated fats, isoflavones, and hagh doses of caloram may

be assocuted with an increased nsk of advanced PCa. However, evidence & not conclusive.
3. There was no evidence of an effect of frut, vegetable. and hish imtake on PCa risk
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Curve of Forgetting
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Studies included in qualitative
synthesis (n =111)
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Studies included in qualitative synthesis of smoking and
prostate cancer (n = 63)

LEAETNC

Included

Studies included in qualitative synthesis of sexual activity
and prostate cancer (n = 16)

Studies included in qualitative synthesis of sports/exercise
and prostate cancer(n = 32)




Association of smoking with o There is conflicting evidence about the association of smoking with overall prostate cancer

prostate cancer risk, incidence. While several cohort studies have indicated reduced risks for prostate cancer

tumor progression, treatment diagnosis in smokers, most case-control studies show an increased risk. Potential confounders including lead-time
outcome, and bias due to different time points of diagnosis and different screening patterns need to be considered.
cancer-related mortality o Available evidence indicates an increased risk of more advanced tumor stages and more aggressive baseline

disease characteristics in smokers and former smokers.

o Current epidemiological evidence suggests a robust and dose-response association between smoking and
cancer-related death, which is observed in current and former smokers. Residual confounding cannot be excluded
completely, but the association seems not to be related to publication bias.

o There is reliable evidence that smoking is associated with adverse pathological features and a higher risk of
BCR in patients undergoing RP or EBRT, which is maintained for 10 yr after smoking cessation.

o Smoking status and anamnesis should be considered an important and modifiable risk factor in prostate cancer
patients, and accordant advice to quit smoking should be given to patients to improve their individual prognosis.
Furthermore, increased competing mortality in smokers should be considered.

2UOXETIOLLOC UE XELPOTEPN TIPOYVWON KAL TILO ETILOETIKN CUTIEPLDOPQL
Ta mopamavw mMapapeEVOLV yla TouAaylotov 10 xpovia armo TNV OLaKoTn

[MpemeL va cuotrvetal n SLakomn




Association of sexual activity ~~+ Resultsfrom availabl stuies on sewual activity and prostate cancer risk imply several limitations, and

With prostate cancer risk overall the current evidence cannot be considered authoritative.
' investigations are clearl necessary to establsh the role of STIs in the etiology of prostate cancer and
toevaluate whether the suggested associaions between prosate cancer risk and sexual behaviorarereal o spuriou,
Recent studies found either no or just a weak association between vasectomy and overall prostate cancer risk, and

no significant association with high-grade, advanced-stage, or fatal prostate cancer, finally robutting & relaionship

Detween visctony ind posle GG,
Association of physical activity ~« Despite a considerable volume of research addressing this topic, the value of regular physical activity on prostate
With prostate cancer risk, cancer risk s not unequivocally established. Many investigators have drawn conflcting inferences based upon small &5
tumor progression, treatment ~ subgroups or by reporting an impact without the accordantly needed statistical power or results
outcome, and o Studies have shown significant benefits arising from regular physical activity in terms of disease progression,
cancer-felated mortalty treatment outcome, and mortality, even though this has yet to be proved conclusively.
o While the focus of this articke was not occupational physical activity, aspects related to occupational actvity,
including exposure to chemicals, and socioeconomic and dietary differences between men with sedentary '*

versus physical work, also need to be considered.

o There remains a need for large and well-designed studies with improved and objective assessment of
habitual physical activity at various ages under consideration of important covariates,

o Long-term interventions testing possible risk modifications by exercise programs and further exploring
possible underlying mechanisms are required to answer the question why susceptibility seems to be influenced -
by tumor aggressiveness and individuals' age. '
o The majority of data suggest a favorable impact of physical activity on several health problems; besides

a potential preventive impact for cancer development might be assumed. Hence, it is certainly reasonable

to advocate an active lfestyle as a potentially useful measure for prostate cancer prevention.
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Table 3 - Reported ranges of negative predictive values for prebiopsy multiparametric MRI
Nb of Median PCa Median Nb of Median csPCa Median
studies prevalence mpMRI NPV studies prevalence mpMRI NPV
Biopsy-naive patients 3 31.4% (455-56.7) 60.9% (64.2-78) 1 35.8% (NA) 80.4% (NA)
_Repeat biopsy 14 42% (35.1-52.6) 82.6% (75.5-93.1) 3 244% (19.1-32.8) 88.2% (87.9-923)
TRUS-guided biopsy 36 49.7% (343-57.7) 84.6% (63.6-92.8) = 28.1% (21.7-36.5) 89.3% (82.9-92.4)
TIP biopsy 4 53.8% (475-57.8) 73.6% (72-78.7) 2 31.6% (30.5-328) 92% (89.9-94)
Biopsy with <16 cores 28 48.7% (392-54.8) 81.9% (66.8-89.3) 5 28.1% (21.8-36.5) 89.3% (82.9-92.4)
Biopsy with =16 cores 5 56.6% (51-613) 81.1% (73.1-92.2) 2 31.7% (30.5-32.8) 92% (89.9-93.9)
Positive DRE 1 73.9% (NA 56% (NA 0 - -
Negative DRE 6 36% (34.6-46.8) 82.7% (74.2-93.1) 0 - -
Endorectal coil 17 41.7% (306-55.9) 02.8% (79.3-95.4) 1 31.7% (NA) 91% (NA)
No endorectal coil 22 50.9% (41.7-56.1) 77.7% (69.5-86.6) 7 34% (26.9-46.1%) 87.9% (78.2-92.1)

PCa = prostate cancer; csPCa = clinically significant prostate cancer; NPV = negative predictive value: TRUS = transrectal ultrasound; TTP = template
transperineal; DRE -digital rectal examination; PSA = prostate-specific antigen; NA=-not applicable; mpMRI - multiparametric magnetic resonance
imaging; MRI = magnetic resonance imaging: Nb = number.
Intervals in parenthesis are interquartile ranges.
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Table 4 - Results of meta-regression analyses for impact of %8 Ga-PSMA PET on management

Variable Categories or cut-off Regression coefficient 95% C1 p value

Study design Prospective versus retrospective 0.0156 0.1744-0.1432 0.8474
Clinical setting BCF versus primary staging + mixed population -0.0474 -0.2210-0.1263 05928

Change type Intended versus implemented 0.0507 0.2626-0.1612 0.6392
Responding entity Referring physician versus multidisciplinary 0.0176 -0.1422-0.1773 0.8294
oncology committee
DrAmico risk classification High (%) 0.0013 0.0015-0.0041 0.3529
Intermediate + high (%) 0.0038 -0.0314-0.0389 0.8332
Gleason score 7 (%) 0.0015 0.0134-0.0105 0.8098
Patients on ADT (%) -0.0013 ~0.0061-0.0035 05877
PSA level at initial diagnosis (ng/ml) 0.0036 0.0078-0.0149 0.5388
Pre-PET PSA level (ng/ml) -0.0004 ~0.0169-0.0160 0.9574
PSA doubling time (mo) 0.0303 0.0247-0.0854 0.2802
PET positivity (%) 0.0055 0.0000-0.0110 0.0436

ADT = androgen deprivation therapy: BCF = biochemical failure; Cl= confidence interval; **Ga-PSMA PET = “*Gallium prostate-specific membrane antigen
positron emission tomography; PET = positron emission tomography; PSA = prostate-specific antigen; PSMA = prostate-specific membrane antigen.
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Unadjusted, No. (%) P Value®

Clinical
tumor Prostatectomy EBRT EBRT+BT EBRTvs EBRT+BTvs EBRT+BT
(n=639) (n=734) (n=436) Prostatectomy Prostatectomy vs EBRT
stage = —
Clinical Characteristics
Ic §327(51.2)) 212(289) 148(33.9) Age, 61.0(61.2) 67.7(68) 67.5(68.0) <.001 <.001 >.52
mean  [39-77.1] [39.7-98] [48-83]
22 138 (21.8)§ 137(18.7) 63(14.9) (median)
2b 72(11.3)§ 111(15.1) 88(20.2) iti 11.26 (6.9) 21.5(9.93) 14.8 (9.6) <.001 <.001 <.001
PSA level, [0.4-378.6] [0.4-525.5] [0.1-273.5]
2 0(3.1) 52(7.1) 44(10.1) <001 <001 <.001
3a 103 (14.0) 63(14.4)
- (10 2) ( ) leason
4 ( ) ( ) score
9 613 (959 686 (93.5) 398 (91.3
<.001 <.001 >.15
10 26 (4.1) 48 (6.5) 38 (8.7)

XapnAotepo PSA, Awyotepol aoBeveic pe GS 10 kat
xapnAotepo T yia tnv opada tnc RP




EBRT+BT deixvel kaAUTEPA aOTEAECUATA OF
* Prostate Cancer Survival

C | Overall survival

3 3 q Treatment
* Distant Metastasis free survival e atectoms

EBRT
—— EBRT + brachytherapy

AN\Q OXL 600 av adopad tnv Zuvolkn EmiBiwon

Aev amodelkvuetal urtepoxn tng RP évavtl tng
EBRT akopa Kol 0€ EVTOTULOMEVN VOCO

ybability of Survival

Pro

Muwkpotepa tocootd salvage Beparmneiac otnv EBRT
koL EBRT+BT (n ADT bev enmédpaoce ota TEALKA
anoteAEopaTa)

Table 5. Competing Risks Regression Model of Prostate Cancer-Specific
Mortality, Treating Other-Cause Mortality as a Competing Risk

Subdistribution Hazard
Model and Parameter Ratio (95% CI) PValue

Unadjusted
EBRT vs radical prostatectomy 1.13 (0.98-1.30)
EBRT+BT vs radical prostatectomy 0.39 (0.20-0.76)
EBRT+BT vs EBRT 0.34 (0.18-0.67)

»f Survival

EBRT vs radical prostatectomy 1.05 (0.88-1.24)
EBRT+BT vs radical prostatectomy 0.38 (0.19-0.73)
EBRT+BT vs EBRT 0.36 (0.18-0.70)

Probability o
Probability of Survival
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Abiraterone plus Prednisone in Metastatic,

Castration-Sensitive Prostate Cancer

Karim Fizazi, M.D., Ph.D., NamPhuong Tran, M.D., Luis Fein, M.D.,
Nobuaki Matsubara, M.D., Alfredo Rodriguez-Antolin, M.D., Ph.D.,
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Susan Feyerabend, M.D., Andrew Protheroe, M.D., Ph.D., Peter De Porre, M.D.,
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A Overall Survival B Radiographic Progression-free Survival

R 5T
Sta 3 xpovia'n ouvo)\LKn emBLwon AtV 66% VLOL TO group NG aumpatspovnq
49% yia to Placebo

28% Bdvatol ané k&Be awria VLOL TO group tnc aumpatepovnq 39% VLOL TO
placebo ' > . > . : |
38% xaNAOTEPO TO PLOKO BAVATOU ‘GTO Eroup. TNG AULPATEPOVNE
No. at Risk No. at Risk
Abiraterone 397 565 529 479 388 23 93 9 Abiraterone 597 533 464 400 353 316 251 177 102
Placebo 602 564 504 432 332 172 57 2 Placebo 602 488 367 289 214 168 127 81 41

36 40

51 21
17 7

[Tpocoyn oto median




B PSA Progression A Pain Progression
100- 100
90 90
< 80+ = 80-
g F 709 Abiraterone &£ 704
3 = 60— § = 60 Abiraterone
P —4
Z ’% 7170 I .. = S £ ’% 7 ———— . e
g 40 Placebo = 404 Placebo
= g 30 2 g 30
& K
204 204 Hazard ratio, 0.70 (95% Cl, 0.58-0.83)
104 Hazard ratio, 0.30 (95% CI, 0.26-0.35) 104 p-0.001 T T .
P<0.001 o
0 T T T T T T T T T T 1 T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 0 6 12 18 24 30 36 42
Months Months
No. at Risk No. at Risk
Abiraterone 507 520 447 379 340 285 227 162 95 48 18 0 Abiraterone 597 395 297 247 181 96 39 2
Placebo 602 393 250 172 129 102 65 33 19 8 5 0 Placebo 602 332 211 137 82 36 7 0

Table 1. Prespecified Secondary and Exploratory Efficacy End Points.* < s’m"mmaﬁclos:dda' Event
Abiraterone Group  Placebo Group Hazard Ratio 2 90 i
. ) = Abirat
End Point (N=597) (N=602) (95% CI) P Valuej z 80 Jererens
O -
. 70+
Secondary end points g' 1—:— o Placebo
Median time to pain progression (mo) NR 16.6 0.70 (0.58-0.83) <0.001 ::o: 3 0 0
Median time to PSA progression (mo) 33.2 74 030 (0.26-0.35)  <0.001 % g 40+
30+
Median time to next symptomatic skel- NR NR 0.70 (0.54-0.92) 0.009 g % 20-
etal event (mo) = Hazard ratio, 0.70 (95% Cl, 0.54-0.92)
L = 104 p-0.009
Median time to chemotherapy (mo) NR 389 0.44 (0.35-0.56) <0.001 0 . , , . . . . . . . .
Median time to subsequent prostate NR 216 042 (035-050)  <0.001 o 4 & 12 16 20 24 28 32 36 40 44
cancer therapy (mo) Months
. No. at Risk
Exploratory end point Abiraterone 597 562 531 501 465 423 355 261 159 83 29 0O
Patients with a PSA response (%) 91 67 136(128-145) <0001 Placebo 602 566 501 458 409 358 293 199 118 52 17 O




Table 2. Adverse Events.*

Abiraterone Group Placebo Group
Adverse Event (N=597)

number of patients (pe

’ Any adverse event 558 (93

’ Grade 3 or 4 adverse event 374 (63 287 (48

Any serious adverse event 165 (28) 146 (24)

Any adverse event leading to treat- 73 (12) 61 (10)
ment discontinuation

Supported by Janssen Research and Development.

Adverse event leading to death 28 (5) 24 (4) = = p
Disclosure fOrms provided Dy the authors arc avanable with

the full text of this article at NEJM.org.

Graded adverse svents{ We thank the patients who volunteered to participate in this

All Grades Grade 3 Grade 4 All Grades Grade 3 Grade 4

Hypertension 21937) 220 0 133 (22) 59 (10) 1(<1) trial and the investigators and trial staff who cared for them; Giri
Hypokalemia 122 (20) 57 (10) S0 22(4) 7(1) 1(<1) Sulur, Ph.D., Jason Martin, Ph.D., and Kris Deprince, M., for
ALT increased 98 (16) 31(5) 2(<1) 77 (13) 8(1) 0 their clinical support; Arturo Molina, M.D., and Julic Larsen,
Hyperglycemia 75 (13) 26 (4) 1(<]) 68 (11) 18 (3) 0 Pharm.D., for their overall support and intellectual guidance; Jus-
AST increased 87 (15) 25 (4) 1 (<1) 68 (11) 9 (1) 0 tin Li, Ph.D., for trial-design support; Susan Li, Ph.D., for data-
Bone pain 74 (12) 20 (3) 0 38 (15) 17 3) 0 analysis support; and Ira Mills, Ph.D., of PAREXEL, for providing
Cardiac disorder editorial assistance.

Any 74 (12) 15 (3) 47 (8) 6 (1)

Atrial fibrillation g(1) 2 (<1) 2 (<1) 1(<1)
Anemia 54 (9) 12(2) 85 (14) 26 (4)
Back pain 110 (18) 14 (2) 123 (20) 19 (3)
Fatigue 77 (13) 10 (2) 86 (14) 14 (2)
Spinal-cord compression 14 (2) 12 (2) 12 (2) 7(1)
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C Overall Survival in Patients with Metastatic Disease
1.0

0.8+

0.64

044

Probability of Overall Survival

3 l'2 l'l 2l4 3'0 ll6 4'2 IIS Sll
Months since Randomization

No. of Patients

(no. of deaths)

Combination 500 (22) 469 (50) 415 (57) 256 (18) 81

therapy
ADTalone 502 (35) 460 (80) 371 (73) 215 (23) €0

D Failure-free Survival in Patients with Metastatic Disease
1.04

0.8+

0.64

0.4+

0.2

Probability of Failure-free Survival

00

== Combination therapy by Kaplan-Meier estimates
== ADT alone by Kaplan-Meier estimates

+++ Combination therapy by flexible parametric model
w ADT alone by flexible parametric model

BREEEEER
Months since Randomization

No. of Patients

(no. of treatment-failure events)

Combination 500 (92) 3%9 (65) 326 (40) 202 (1)

therapy
ADTalone 502 (258) 236 (93) 139 (33) & (9

A Overall Survival in Al Patients
1.04

Probability of Overall Survival

T T L 1 L T LJ T 1
6 12 18 24 30 36 42 48 5
Months since Randomization

No. of Patients

[no. of deaths)
Combination 960 (26) 917 (63) 840 (67) S41 (25) 161

therapy
ADTalone 957 (37) 909 (88) B06 (92) 491 (36) 123

B Failure-free Survival in All Patients
10

0.8+

Probability of Failure-free Survival

T U 1 T 1 U

6121824303’642
Months since Randomization

No. of Patients

(no. of treatment-failure events)

Combination 960 (104) 837 (75) 737 (52) 477 (14) 141

therapy
ADTalone 957 (319) 625 (140) 476 (36) 284 (18) 62




{| A Overall Sunval Hazard Ratio with Combination Theapy
, Al St A LS | Subgroup ADT Aone - Therapy (5% Cl)
5 ,-‘t\;» ) ST e R T3 s "' . of deaths/no. of patients
g WL B T s RGO Metastatc satus
L A it PRSI  Nonmensutc s 075 (048-1.18
N - % R Metastatc 28502 150/500 0561 (043-0.75)
Nodal status
Negative 83/438 61/434 ggz ((g:::g?;’)
Positive 16448 11348 61 (048-0.
F Folurolree Indeterminate 536 R 068 029-157)
3 10 et | Gleason score
1 i sl 401223 B 0.76 (0.48-1.23)
| 8-10 216/121 144715 0.59 (0.48-0.73)
Unknown 6/13 74 047 (0.11-191)
Age at randomization
<0y 180/596  110/603 051 (0.40-0.65)
a0y npsl s 034 (069-129)
WHO performance status
0 182/744  137)745 0.69 (0.56-0.87)
lor2 80213 47)215 050 (035-0.72)
NSAID or aspirin use
No 07E 13274 059 (047-0.74)
T T T T T T T 1 Yes 7239 52/246 1 0.71 (0.50-1.02)
12 18 24 30 36 42 48 54 55| Radiotherapy planned
Months since Randomization " No 226/561 160/564 063 (0.51-0.77)
Novof P ‘ Yes W% 4% 064 (0.38-108)

(no. of treatment failure events) feas RecNuorrent disease -

B 919 171900 061 (0.50-0.74)
448 (13) 425 (10) 285 (7) &0 Co:nh:.n;;lon 460 (12) 438 (10) 411 (12) 215 (3) Yo s 1380 084 035250
449 (8) 435 (19) 276 (13) 63 ADTalone 455 (61) 389 (47) 337 (23) 201 i Time period

- — — - - k ABCEG 122/328 95/330 0.69 (0.53-0.90)
ABCEGH 17/49 10/47 060 (027-1.33)
AGH 123/580 79/583 0.59 (0.44-0.78)
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B Falre fee Sunvival Combination Hazard Ratio with Combination Therapy P Value for - S - Endocrine disorders+ 133 (14) 129 (14
Sbpwp Tk Thy L cn Table 2. Worst Adverse-Event Grade Repored during Entire Time inthe Tral. : /
IR ; ‘ i Cardiovascular disorders 41 (4) 92(10)

i WSS 380 — ‘ e H 13(1) 44(3)

etastatic 03502 210/500 - (0.26-037) [\ ypertermon

eepes s ADT  Combination
Negatve s 6a/e —— | 0%2-03) ' Myocardial infarction 9(1) 10(1)
Positive W 160484 —— 029 (0.4-036) Vamble Mone Thenp’

Sa— a1 SR on Cardiac dysrhythmia 2(<]) 14 (1)
A S —C - scloselets disord i :
- I I .- (025

AUnknawr 4};)31 19;2115 L ) Safety pOpll[itIOﬂ Musculoskeletal disorders 6(5) 68 (7)
e at randomization N .

A — - | oxpaan . ) Gastrointestinal disorders 40 (4) 49 (5)

\V:*gg ;Lv'mmm I il \ e 035 No. OfPETIQMS %0 i Hepatic disorders 12 (1) 70(7)
(]) : w1 . ‘ 030 025-0.35) | d ALT | 4 (<]) 53 (6)
o W s - 025 (018-034) : y NCrease evel < 6

Nsrfmww - Wns e ™ | ozpzon) v Patients Wl[h an adverse event — o, ‘Qc] d |
- UL - i Increased AST leve 2 (<) 10(1)
Yes B 696 - 033 (0.25-045)

Radiotherapy planned | 002
s o Dy - | 031 (026-03) Any grade 950 (99) 543 '99) General disorders 29(3) 45 (5)

E=E— HOP%  UP il | ompu-om " »

No S99 233900 - \ 029 (025-034) ' Fatlgue = (2) s (2]
o B —— | L - Edema 0 5(1)
ime perio |
ABCEG Wps 1030 —— 033 (026-041) | R disord 23 (2 44(5
ABCEGH w ooy —— [ 02 n-04 - . espiratory disorders
AGH W58 126/58 —5— | 027 022-034) CfideSOH Y| 3(‘1) 9“' P Ty (2) (3)

o Dyspnea 7(1) 13(2)

Ovenall S 12 /

LTI Grade 3-5adverse vents — o (%) Laboratory abnormalities 21(2) 34(4)
Combination Therapy Better ADT Alone Better Hypokalemia 3(<]) 12(1)

To mooooto enpilwonc eAeVBepo vmotpornnc (ota 3 xpovia)
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Months since Progression

Months since Progression No.of s
(no. of patients reporting
No. of Patients treatment after progression)
(no. of patients reporting Ay W (16) 51 ) il (6)
treatment after progression) Docetarel U8 (83) 110 (25) 58 (5)
Abiraterone U8 3 7 (3) 122 )

Any
Enzalutamide 8 (5 " (10) 116 (8

Docetael
Abiraterone

Enzalutamide Figure 3. Time until the Initiation of Second-Line Treatment after First Event of Radiologic, Clinical, or PSA Progression.
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Value of free/total prostate-specific antigen
(f/t PSA) ratios for prostate cancer detection in
patients with total serum prostate-specific
antigen between 4 and 10ng/mL

A meta-analysis
Yan Huang, MD?, Zhen-Zhen Li, MD®, Ya-Liang Huang, MO, Hong-Jun Song, BD®, You-Juan Wang, MD*
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Table 1
Characteristics of studies included in the meta-analysis.

° 15 HE}\E’TEC Author Year  Sensifivty (%) Specificity (%) TP P PN TN fPSA% culoff PSA level, ng/ml  Diagnosis standard

Takashi Kawahara  Japan (2015) ol B M2 1m 3 1 10 Bopsy-confimed dagnoses

¢ >6500 Mikovc B ety T il H 0 8 & W 410 Bopsy-confimed dagnoses
, Bo L Ching (2014 595 b7 q 100 62 A6 16% &0 Biopsy-confimed cagnoses

a0 GEVELC Bulent ol Turkey (2014 4 bl 039 10 30 1% &0 Biopsy-confimed cagnoses
C.Borgemann ~ Gemany (2009 80 6/ 80 M 19 189 A% 0 E'f' corfimed dagnoses

A 4 . Birgeman 009 & M9 160 30 47 43 % &0 Bopsy-confimed dagnoses
.XaunAO pLOKO |.‘3Jl]tmdﬂ Gemany (2009 W N 00 JN 4 4 0 v Imed Oagn0ses
ohingo Yamamato  Japan (2008) i 0.1 1oV L N ) &0 Biopsy-confimed dagnoses

VLOL bias ChifeiYang  Tawen Q005) 675 B M 16 % 3 A &0 Biopsy-confimed cagnoses
Marcos D, Femera  Braal (2005 182 bl B % 4% 1% &0 Biopsy-confimed dagnoses

Y Nakang Japan (2005) % b1 4 N ¥ 2 5 1% 10  Biopsy-Confimed dagnosss

Ut O value Mundt A Serdar  Turkey (2002 % LI R/ &0 Biopsy-confimed cagnoses
KU OL'LV STOLL M. Craig Millr LS. (2001) 195 0§ W2 M ¥ M X% &0 Biopsy-confimed cagnoses
IJ' H Miyake Japan (2001 Gl 4] 4 % 6 4 N 10 Biopsy-confimed dagnoses

Cem Outen Yeniol  Turkey (2001) 875 il W 2 0 18% &0 Biopsy-confimed dagnose

Bulbul WA US4 (2000 15 31 T 1 6 &0 Biopsy-confimed dagnases

F= e negate, FP =falsa poste, 1PSA = vee prosta-spaciic antgen, TN =1rue nagate, TP =tue posie




EvailoBnoia 0.7

Eldwotnta 0.58

Noyoc Betikwy (o aoBeveic pe tnv vooo)
Tpo¢ OeTikwy (o aoBeveic xwplic tnv
vooo)=4.81

PLR =1.85 2nmAdola iBavotnta oL aoBeveic
He Pca va €xouv auvénuevo Aoyo

NLR=0.42 42% muBavotnta acbeveig pe Pca
va €£XouV XalpnAS Aoyo

0.01

100.0

0.01

100.0




AkatAAANAoc
delktnc (yLo
PSA 4-10)

Mn vmapén
standard cut
off value

Meta-regression of the diagnostic accuracy of f/t PSA.

Covariate No. of studies Coefficient RDOR (95% ClI) P
Cutoff value
0.15 43) 5392
<0.15 or>
Ethnicity
Caucasian 76) 4186
As@an
Study design
retrospectiv 93) 2514
prospective -
Publication ye:
After 2007 56) 2893
Before 2007 !

PSA =prostate-specific antigen, RDOR = relatve DOR
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DOT 10,1007/512032-017-0990-6

Potentially relevant publications and
screened for retrieval
n =2226

Duplicated excluded n =1456

4

REVIEW ARTICLE

Salvage treatment for testicular cancer with standard- or high-dose
chemotherapy: a systematic review of 9 studies

Fausto Petrel'© * Andrea Coinu® * Giovanni Rosti** Paolo Pedrazzoli’
Sandro Barni'

RCTs retrieved for more detailed
evaluation
n=434

l

Potentially appropriate studies to be
included in the meta-analysis
n=434

!

Studies included in meta-analysis
n==64

Publications excluded from meta-
analysis n = 370
List reasons: they were review, letters,
commentary, non primary gonadal
cancer studies, not English studies

A

Studies with usable information,
n=59

Studies n =5 did not reported outcome;
duplicated series; included high-dose
therapy as consolidation treatment;




70 Table 3 Clinical outcomes in tudies

°0 Outcome Standard-dose chemotherapy High-dose chemotherapy P value (Chi-square Lt
£ . Pok ORR (1 il i 00
£
£ 3 Median O (months 148 i1l 009 (T tst)
& Pooked mean year O ()~ 42 63 09
o 20 ~a—standard dose . { " :

" i dase Pooked mean 2-year 08 (%) 630 ¥ 04

Pooked mean 3-year 08 (%) £ 47 07
0
1 2 3 5 Pooled mean 3-year 08 (%) § £ 06
Years

08 averall enrvival NRR averall recnance rate

>4000 aoBevelc
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Title: Pathologic Risk Factors for Metastatic Disease in Post-Pubertal Patients
with Clinical Stage I Testicular Stromal Tumors

Author: Kyle O. Rove, Paul D. Maroni, Carrye R. Cost, Diane L. Fairclough,
Gianluca Giannarini, Anne K. Harris, Kris Ann P. Schultz, Nicholas G. Cost
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|A. Demographic and clinical variables

|Number of patients 292 (% of Total N)
|Median age (range) 37 years (Range = 12-76)
Median tumor size, largest diameter 1.5¢m (Range = 0.5-13)
Primary RPLND 2 8.6%
Positive lymph nodes at RPLND 2 8.0%
Patients with OMD 2 9.2%
Location of first site of metastasis
Retroperitoneum 2 81.5%
Lungs 4 14.8%
Inguinal lymph nodes 1 3.7%
Death 191292 8.5%
Death from disease 161292 5.1%
Overall survival in patients with OMD 1221 44.4%
|Median Follow Up 4Tmo (Range = 1-249 mo)

B. Tumor histology (when listed) % of Total
Leydig cell tumor 69.8%
Sertoli cell tumors 21.1%

Classic SCT 8.3%
Large cell calcifying 5.8%
Sclerosing 7.0%
Granulosa cell tumor 5.8%
Mixed 1.2%
Undifferentiated 2.1%

Pathologic risk factors
2 3 Mitoses per HPF 14.0%
Positive margins 3.0%
Rete testis invasion 3.5%
LVI 5.4%
Cellular atypia 13.2%
Necrosis 5.4%
Largest tumor diameter > 5 cm 8.8%




Pafhologierisk factors | | C,Palints vt  ofis factrs  Patients with n o morerisk actors
msespertFF 029026 000 - | <o’ , \_[hotfoa] N hofToa
o . o ; Zerorisk factors | 216 | 74.0% (Zero risk factors 26 | T40%
Posie Targs il '0/0) ) (25'0/0) L { risk factor 3| 127 (Tormoreriskfactor | 76 | 260%
Refe st mvason | 42A0(190) 4D 00| - | ¢ [k 2rskfactors | 15| 0% Qormoreriskfactors | 39 | 134
T o driskfactors | 14 | 48% Qormoreriskfactors | 20 | 86%
. i '4/0) Wi (43'5/0) - | <ot driskfactors | & | 1T dormoreriskfaciors | 10 | 34%
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Patients with n risk factors

Number of patients

Patients
without OMD

265 (N/265)

Patients with
OMD

27 (N/27)

Zero risk factors
1 risk factor

2 risk factors

3 risk factors

4 risk factors

214 (80.8%)
34 (12.8%)
8 (3.0%)
6 (2.3%)
3 (1.1%)

2 (7.4%)
3 (11.1%)
7 (25.9%)
8 (29.6%)

2 (7.4%)

2/216 (0.9%)
3/37 (8.1%)
7/15 (46.7%)
8/14 (57.1%)
2/5 (40.0%)

5 risk factors

0 (0.0%)

3 (11.1%)

3/3 (100.0%)

6 risk factors

0 (0.0%)

2 (7.4%)

2/2 (100.0%)

Patients with n or more risk factors

Patients
without OMD

Patients with
OMD

Patients with
# of
pathologic
RFs who
have OMD

Number of patients
1 or more risk factor
2 or more risk factors
3 or more risk factors
4 or more risk factors
5 or more risk factors

265 (N/265)
51 (19.2%)
17 (6.4%)
10 (3.8%)
3 (1.1%)
0 (0.0%)

27 (N/27)
25 (92.6%)
22 (81.5%)
15 (565.6%)
7 (25.9%)
5 (18.5%)

25/76 (32.9%)

22/39 (56.4%)
15/25 (60.0%)
7/10 (70.0%)
5/5 (100.0%)




Multivariate HR (95%

5-year OMDFS (95% Cl) | P-value | Univariate HR (95% CI, P-value) Cl, P-value)
< 40 vs. 2 40 years age 9733‘73.5/?%'7%‘;9320?2%)" S 1<0.001%| 6.897 (2.326-20.447, p < 0.001) NS
< 50 vs. 2 50 years age 9"'7-3"\,/;’,,/(09%239_%5"2’,2/0‘;5- <0.001*| 5.762 (2.523-13.162, p < 0.001) NS
Tumor Histology
Leydig cell tumor 92.1% (87.4-96.8%) 1 (reference) NS
Sertoli cell tumors
Classic SCT 79.3% (60.7-97.9%) 3.035 (1.073-8.588, p = 0.036) NS
Large cell calcifying 92.3% (77.8-100.0%) 0.008 * NS -
Sclerosing 100.0% NS -
Granulosa cell tumor 90.0% (71.4-100.0%) NS —
Mixed 100.0% NS -
Undifferentiated 71.1% (35.8-100.0%) 6.762 (1.885-24.254, p = 0.003) NS
Pathologic risk factors
= 3 mitoses per HPF 46.6% (26.0-67.2%) < 0.001 ¥| 20.374 (8.338—49.781, p < 0.001) NS
Positive margins 42.9% (6.2—-79.6%) < 0.001 ¥| 15.555 (5.425-44.958, p < 0.001) NS

Rete testis invasion

LVI
Cellular atypia
Necrosis

Largest tumor size > 5 cm

Patients with n or more ris

Not Reached
21.1% (0—46.4%)
58.9% (36.6—81.2%)

49.2% (19.0-79.4%)

68.9% (41.1-89.7%)

k factors

< 0.001 *

<0.001*%

<0.0017%

<0.001*

19.457 (5.924-63.907, p < 0.001)
23.541 (10.075-55.004, p < 0.001)

9.131 (3.945-21.134, p < 0.001)
17.234 (7.218—41.149, p < 0.001)

17.898 (7.262—44.107, p < 0.001)

0 or 1 risk factors

98.3% (95% CI 96.3%—
100.0%)

2 or more risk factors

48.1% (95% Cl 29.9—
66.3%)

<0.001*

-

0001




v 10% twv aoOevwyv pe
OTPWHUATLKO OYKO KALVIKOU
otadiov 1 Ba avamntuéouy
LETAOTATLKH) VOOO

v H avayvwplon autwy vwpic
Ba pmopouoe SUVUTLKA va
aAAA€eL TNV mopeia TNG
VOoOU HECW aAAaynG NG
OVTLUETWTILONC TOUG

v' To 8Uo otolyeia tou
daivetal va anoteAovv
TIPOYVWOTLKOUC TIOPAYOVTEC
glval n Aspdayyelokn
dBnon kot to pEyebog Tou
Oykou >5 cm
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