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HANTTmR (15RIIRRS, 2/RRCT)
ERDITERRA: MBI ATLERBEBIKAIRERRIOS (HR: 0.56, 95%Cl: 0.49-0.65, P<0.00001)
%DHEIJI‘ RSRMEAETFRACSS (HR: 0.53, 95%Cl: 0.44-0.64, P < 0.00001)

Hazard Ratio Hazard Ratio B Hazard Ratio Hazard Ratio
AI'IIWI 2014 (BTVS NLT) 48494 01842 47% 043 [U 3,0 59] - Antwi 2014 (BT v NLT) 07775 0169 60% 046 [a 33,0. 54] -
Antwi 2014 (RP ve NLT) -1.2086 01689 47%  0.27[0.20,0.38] - Antwi 2014 (RP vs NLT} -1.2755 01704 6.0% 0.28 [0.20, 0.39] -
Bianchini 2017 (BT vs NLT) 06356 02414 36%  0.53[0.33,0.85] - Culp 2014 (BT vs NLT) 0333 01635 641%  0.68([0.49,0.93] -
Boevd 2018 (EBRT + ADT vs ADT) 04071 01263 53%  1.11[087,143] T Culp 2014 (RP ve NLT) 08721 01721 60%  0.38[0.27,053] -
Cho 2016 (EBRT vs NLT) 08383 03448 25%  0.43[0.22, 0.85] — Dall'Era 2018 (RP/RT vs ADT) 02103 0.2433 50%  1.23[0.77,159] T
Culp 2014 (BT vs NLT) 05243 007 55% 050048 0.73] - Jang 2017 (RARP vs ADT) 13335 04509 28%  0.26[0.11, 0.65] B
Culp 2014 {RP va NLT) 06623 00780 59% 051043, 0.59] - Leyh-Bannurah 2017 (BT vs NLT) 07327 01618 61% 048 [0.35, 0.66] -
Ldppenberg 2016 (BT vs NLT) 0137 02043 44%  0.33[0.22,049] - Leyh-Bannurah 2017 (RP vs NLT) 10618 0.1455 63%  0.35[0.26, 0.46] -
Léppenberg 2016 (EBRT vs NLT) 03300 00385 63%  0.J2[067,077 ' Leyh-Bannurah 2017 (RP/BT vs NLT) 09163 0.1139 B6% 0.0 [0.32 0.50] -~ |
Léppenberg 2016 (RP vs NLT) 09802 0.0812 58% 0.38 [0.32, 0.44] - Moschini 2017 (RP + ADT vs ADT) 06349 05816 20% 0.53 [0.17, 1.69] T ]
Léppenberg 2016 (RPIRT vs NLT) 04977 OOM19 62% 01056, 0.66] . Parker 2018 {EBRT + ADT v& ADT) 00885 0.0789 7.0% 093 [0.80, 1.09] _
Parikh 2017 (CRT vs NLT) 00421 00089 56%  1.04]0.86, 1.27] T Pompe 2018 (T ve L) O e o oozloanas -
Parikh 2017 (IMRT vs NLT) 07498 0215 40%  0.47[031,072] - ompe 2018 (RP vs NLT) 0.634 01191 6.6% 0.53[0.42, 0.67]
. . Pompe 2018 (RP/BT vs NLT) 05703 0.0842 68% 057 [0.47,0.68] -
Parikh 2017 (RP vs NLT) 08675 00714 60% 051045 0.59] X L
. Satkunasivam 2015 (CRT vs NLT) 00289 01972 56% 097 [0.66,143]
Parker 2018 (EBRT + ADT vs ADT) 00824 00718 60%  0.92[0.80, 1.08] Sati —
. nasivam 2015 (IMRT vs NLT) 07498 0215 54% 0.47 [0.31, 0.72]
Rusthoven 2016 (EBRT + ADT vs ADT) 04702 00651 60%  0.62[0.55,0.71] Satiunasivam 2015 (RP vs NLT) 05921 03122 42%  055[0.30. 1.02) —
Rusthoven 2016 (RP + ADT vs ADT) 09655 02147 40%  0.38[0.25, 0.58] 1 Simforoosh 2018 (RP + ADT v ADT) 00228 05388 23%  0.98[0.34 281] R —
Satiamastvam 2015 (CRT va NLT) 00073 01643 47%  1.01[0.73, 1.36] Yano 2017 (CRT + ADT vs ADT) 11200 04812 28%  0.33[0.13,0.80] —
Satkunasivam 2015 (IMRT vs NLT) 05637 01273 53%  057[0.44,0.73] -
Satkunasivam 2015 (RP vs NLT) Q8778 0427 19%  0.42(0.18, 0.96] ] Total (95% CI) 100.0%  0.53[0.44, 0.64] ¢
Yano 2017 (CRT + ADT vs ADT) 14059 04524 1.8% 0.25 [0.10, 0.59] Ny Heterogeneity: Tau? = 0.13; Chi = 111.90, df = 18 {P < 0.00001}; I* = 84% '0 0 051 1 150 1DCI:
Test for qverall effect: Z = 6.4 (P < 0.00001) : :
Total (85% C1) 100.0% 056 0.49, 0.65] + Favours[LT] Favours [NLT]

Hetarogeneity: Tau® = 0.08; Chi? = 209.13, df = 20 (P < 0.00001); I = 90% : ‘ y \

Test for overall effect: Z = 8.14 (P < 0.00001) 001 ?:I;vours [Lﬂ1 Favours [D]E'I] 100

A Forest plot of OS following LT and NLT
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TEDHRmEEEEREATT ( brachytherapy, BT) FOR/&MEEIZIRTIBRK (RP) oJEEXEEEOS
( Per<0.00001; Prp<0.00001) FCSS (Per<0.00001; Prr<0.00001) : MHERFREHETTAITILTEZS.,

A Hazard Ratio Hazard Ratio
% Cl IV,
- Antwi 2014 -1.2986 0.1689 14.9% 0.27 [0.20, 0.38] -
Forest plot of HR for OS following BT and NLT Cuip 2014 06823 00780 228%  0.51[0.43,059] =
Léppenberg 2016 -0.9802 0.0812 22.6% 0.38 [0.32, 0.44] -
Parikh 2017 -0.6675 0.0714 23.5% 0.51 [0.45, 0.59
Hazard Ratio Hazard Ratio Rusthovan 2018 09655 02147 11.7%  0.38 Eo.zs, o.sa% —
dv o Random. 95% Cl IV, Random, 95% Cl Satkunasivam 2015 0.8778 0427 4.4% 0.42 [0.18, 0.96] —
11187 Total (95% CI) 100.0% 0.41 [0.34, 0.50] ¢
Amwi 2014 _0'3494 0.1842 ?2% 0.43 [0.31' 0.59] - Heterogeneity: Tau? = 0.04; Chi? = 19.91, df = 5 (P = 0.001); I =75% =0.01 OE1 1 1=0 100=
Bianchini 2017 0639 02417 53%  0.53[0.33,0.485] - Test for overall effect: Z = 8.97 (P < 0.00001) Favours [RP] Favours [NLT]
Culp 2014 05243 0107 8.7% .58 [048, 0.73] -
Lppenberg 2016 41087 02017 63%  0.33[0.22,049] - B Hazard Ratio Hazard Ratio
Subtotal (95% Cl) 27.5%  0.47[0.36,0.61] 4 _Study or Subgroup _log[Hazard Ratio]  SE Weight IV, Random, 85% Cl IV, Random. 85% Cl
oy = 0 04 Chi2 = =2({P =005} [2= Antwi 2014 1.2755 01704 17.7% 0.28 [0.20, 0.39] -
Heterogenelty: Tau®= 0.04; Ch* = 7.70, df = 3 (P = 0.05); I* = 61% Culp 2014 09721 04721 17.6% 0.38 [0.27, 0.53] -
Test for overall effect: Z = 5,55 (P < 0.00001) Jang 2017 13336 04509 5.6% 0.26 [0.11, 0.65] _—
Leyh-Bannurah 2017 -1.0618 0.1455 19.6% 0.35 [0.26, 0.46] -
Moschini 2017 -0.6325 0.5904 3.7% 0.53[0.17, 1.69] -
Pompe 2(_)18 0.634 0.1191 21.5% 0.53 [0.42, 0.67] _".'_
Forest plot of HR for CSS following BT and NLT Simforoosh 2018 o022 05375 44 0sa[034. 281 —
Hazard Ratio Hazard Ratio Total (95% CI) 100.0%  0.41[0.32, 0.52] L 2
udv ¢ . QEY Het ity: Tau? = 0.06; Chi® = 16.00, df = 7 (P = 0.03); I = 56% y y y !
1 ' 1 BT c' N' Rll]ﬂi'm. 95% c' T:sf;g?i::'m“ e?f:ct: Z=17.32 I(F’ < 0.00001) 0.01 |2.a1vours [RP]1 Favours [IJI?'I'] 100
Antwi 2014 L7775 0169 13.2% 046 [0.33, 0.64] -
Cuip 2014 0393 01635 134%  068[049,083] - Forest plot of HR for (A): OS;
Leyh-Bannurah 2017 07327 01618 13.5% 0.48 [0.35, 0.66)] - B CSS fo I IOWI N R P and N LT
Pompe 2018 04723 01335 14.5% 062 [0.48,0.81] - ( ) g
Subtotal (95% Cl) b7%  0.56[0.47,0.67] ’
Heterogeneity: Tau?=0.01; Chi*=4.21, df =3 (P = 0.24); 1= 29%
Test for overall effect: Z = 6.32 (P < 0,00001)
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JMESHEIETT (EBRT) WAIERERFR (P=0.0001) , AMRCTsSEADTHRIEERBRMARE
HABLIKES (HR: 0.68, 95%Cl: 0.54-0.87, P=0.002) |,

Hazard Ratio Hazard Ratio
jo] SE Weight IV.Random.99%Cl V. Random Q8% Cl

1.1.2 EBRT
Boeve 2018 01071 01283 82% 1.11[0.87, 1.43] ™
Cho 2016 -0.8383 0.3448 35% 0.43[0.22, 0.85] -
L&ppenberg 2016 0.3309 0.03%5 10.1% 0.72[0.67,0.77] '
Parikh 2017 07498 0215 58% 0.47[0.31,0.72 -
Parker 2018 00834 00713 95% 0.92 [0.80, 1.06] "
Rusthoven 2016 -0.4702 0.0651 9.6% 0.62 [0.55, 0.71] -
Satkunasivam 2015 05637 01673 7.1% 0.57[0.41, 0.79] -
Subtatal {95% CI) 54.0% 0.71[0.60, 0.85] 4
Hetarogenafty: Tau? = 0.04; ChP? = 36.21, df = 6 (P <0.00001); I* = 83%
Test for overall effect; Z = 3.82 (P =0.0001)

Hazard Ratio Hazard Ratio
Study or Subgro pg[Hazard Ratio 5 Nalght I e, 95% C1 M. F Cl
Boevé 2018 01071 0.1263 24.4%  1.11[0.87, 1.43]
Parker 2018 00824 00718 T756% 0.82 [0.80, 1.06]
Total (95% CI) 100.0% 0.96 [0.85, 1.09]

Hetercgeneity: Chi* =1.70, df =1 (P = 0.18), F = 41% 0.01

Test for overall effect: Z = 0.58 (P = 0.56)

0.1 1 10 100

Favours [RT] Favours [NLT]

Test for overall effect: Z = 3.13 (P = 0.002)

Hazard Ratio Hazard Ratio
—Study or Subgroup log[Hazard Ratlo]  SE Welght [V, Fixed, 95% CI IV.F % Cl
Boevé 2018 03857 02458 245% 0.68[0.42, 1.10]
Parker 2018 0379 01399 755%  0.68[0.52, 0.90] B
Total (95% CI) 100.0%  0.68 [0.54, 0.87] L 4
. =1(P=00RY 2= b . t :
Heterogeneity: Chi* = 0.00, df = 1 (P = 0.98); I* = 0% o ; -

Favours [EBRT+ADT] Favours [ADT]

Forest plot of HR for OS following EBRT and NLT
in cohort studies

Forest plot of HR for OS following EBRT and NLT
in RCTs

Forest plot of OS in patients with oligometastatic PCa
following EBRT combined with ADT and ADT alone
in RCTs



Hazard Ratio
IV, Fi

Hazard Ratio
i % Cl
4.1.1 M1a
Antwi 2014 -1.237% 0.4039 51% 0.28[0.13, 0.64]
Culp 2014 05798 05202 3.0% 0.56[0.20, 1.58]

Subtotal (95% CI) 8.1%
Heterogeneity: Chi® =0.98, df =1 (P =0.32); F = 0%
Test for overall effect: Z = 3.10 (P = 0.002)

41.2M1b

Antwi 2014 -0.7133 01573 338%
Culp 2014 -0.3011 01785 26.3%
Subtotal (95% Cl) 60.1%

Heterogeneity: Chi® = 3.00, df =1 (P =0.08); P =87%
Test for overall effect: Z = 4.52 (P < 0.00001)

4.1.3 M1c

Antwi 2014 -1.0217 0.2069 19.6%
Culp 2014 -0.5798 0.2621 122%
Subtotal (85% CI) 31.8%

Heterogeneity: Chi? = 1.75, df =1 (P = 0.18); I =43%
Test for overall effact: Z = 5.25 (P < 0.00001)

Total (85% Cl) 100.0%
Heterogeneity: Chi? = 8.36, df =5 (P = 0.10); # = 47%
Test for overall effect: Z = 7.34 (P < 0.00001)

0.37 [0.20, 0.69]

0.49 [0.36, 0.67]
0.74 [0.52, 1.05]
0.59 [0.47, 0.74]

0.36 [0.24, 0.54]
0.56 [0.34, 0.94]
0.43 [0.31, 0.59]

0.51[0.43, 0.61]

Test for subgroup differences: Chi? = 3.63, df = 2 (P = 0.16), P = 44.9%
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DI.1 1 1IEI
Favours [BT] Favours [NLT]

100

SHIT, B TBTERRPI T BEXERERICSS.,

Hazard Ratio

Hazard Ratio
_Study or Subgroup log[Hazard Ratic]  SE Woight IV, Fixed, 85% CI
5.1.1 Mia
Antwi 2014 17148 05172  3.6% 0.18[0.07, 0.50]
Culp 2014 14271 0702  20%  0.24[0.06, 0.95]
Subtotal (95% CI) 5.6% 0.20 [0.09, 0.45]
Heterogenelty: Chiz = 0.11, df = 1 (P = 0.74); I = 0%
Test for overall effect: Z = 3,88 (P = 0,0001)
5.1.2 M1b
Antwi 2014 -1.5141 0.1625 36.8% 0.22[0.16, 0.30]
Gulp 2014 -1.0488 0.2306 18.3%  0.35[0.22, 0.55]

Subtotal (95% CI) §5.2%
Heterogeneity: Chi2 = 2.71, df =1 (P = 0.10); ? =63%
Test for overall effect: Z = 10.24 (P < 0.00001)

51.3Mic

Antwi 2014 -1.4507 0.2045 23.3%
Culp 2014 -1.1087 0.2817  12.3%
Satkunasivam 2015 -1.0788 05243 3.5%

Subtotal (95% Cl) 39.1%
Heterogeneity: Chi* = 1.18, df = 2 (P = 0.55); I* = 0%
Test for overall effect: Z = 8.30 (P < 0.00001}

Total (35% CI)
Heterogeneity: Chi* = 4.47, df = 6 (P = 0.61); I* = 0%
Test for overall effect: Z = 13.72 (P < 0.00001)

100.0%

0.26 [0.20, 0.33]

0.23 [0.16, 0.35]
0.33 [0.19, 0.57]
0.34 [0.12, 0.95]
0.27 [0.20, 0.37]

0.26 [0.21, 0.31]

Test for subgroup differences: Chi* = 0.47, df =2 (P =0.79), P= 0%
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01 1 10 100
Favours [RP] Favours [NLT]

Forest plot and subgroup analysis of CSS based on M1 substages following (A) BT and NLT; (B) RP and NLT
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Table 3: The pooled analysis of prognosis factors associated with (A) OS (B) CSS

A,
oS
Variables Comparison  Number of studies
group HR (95% CI) P value QP I!(%)
Gleason scores 7 vs =6 4 1.06(0.98-1.16) 0.15 0.30 18
=8 vs =6 3 1.65(1.31-2.08) <0.0001 0.04 69
T stage T3-4vs T1-2 2 1.14(1.09-1.19) < 0.00001 0.45 0
N stage N1 vs NO 4 1.08(1.02-1.14) 0.008 0.58 0
M stage MI1b vs Mla 4 1.40(1.19-1.66) < 0.0001 0.01 72
Mlc vs Mla 3 1.60(1.16-2.21) 0.005 0.009 79
Charlson comorbidity 1vs0 3 1.23(1.11-1.37) < 0.0001 0.006 80
index
=2vs0 2 1.52(1.41-1.63) <0.00001  0.26 21
B.
CSS
Variables Comparison group  Number of studies
HR (95% CT) P value QP I’ (%)
Gleason scores 7 vs <6 2 1.64(0.64-4.25) 0.31 0.06 72
=8 vs =7 3 1.94(1.62-2.32) <0.00001  0.04 69
T stage T3-4vsT1-2 2 1.24(0.47-3.30) 0.66 0.89 0
N stage N1 vs NO 4 1.18(1.10-1.28) <0.0001 0.74 0
M stage M1b vs Mla 6 1.74(1.58-1.92) < 0.00001 0.86 0
Mlc vs Mla 5 2.23(2.01-2.47) < 0.00001 0.88 0
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