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Ice
xpansion| * Time
* Number of probes
+ Temperature
* Ice ball shape
= Vascularity

‘ Apoptosis ®
| T cell

3 \
Dendritic cell

A i
* Limited blood supply-.

+
Vascular stasis

3
J8 1.1 d4sHAs X=s7[d
EX: Kwak et al., Recent progress in cryoablation cancer therapy and
nanoparticles mediated cryoablation. Theranostics 2022; 12: 2175-2204.

T cell activation

FA2Z o]-&5l= YeraE 19609t HE A AAE o] 83 HIH 0 2 ARRE|7] A5l o, o]=
2=Fdo] Qte 1 thFr| AEH AFRZZA] A& HAZE ATt 1990dH] SoletA A
AFEA719] S A 5D 5= U= FereAlago] BHstel, £-5< B3HJoul-tompson effect)®]l
713 AH7E AL E A 7IAE o-&5te] HEARE T 5= A HAHELA 5, 2009). E-E<&
BI=7EAY B B P50 = QIS AL 21 HISHE Wt W e A AE] BatAQl 24 S
o|FA 517] Yslixl= Xy F Q] HUEH, vE ¥2t w1 siE E 5235 5712 §HEo] 5a%t
a4o]cKLee et al., 2016).

AR ARgO| 7HsRE A2 AIARI O 2= of2t TEAS} AE TIAE ARGSHET|, of=t 7HAS] -
W0 2 QIsf 227} Aol MPoA B2 H= T, E 7 AU A|E S8 & WESo] A
o G YA, of 22 7hALL HE 7HAE HF AR S WE AIARIOA of 22 TEAE 5 A0
g 7t dhsol AAHET R EA5 A7 BalA, 2021).

o3t AH|= 2= 9] {9 £ 40| 7hsotal 539 Tt gFe A HA A REZ 2| 9] X =7} -gols)tt.
Z 29| AR Ao S o8t YA EE AGE 0 E ARl S5l 9lom, E5] AFPAY,
A

A 7
WS, Y, E9 59 ARl B2 A7F ARSEAL QAR obd7A] B 2= AR 7t

550 L AR=I}7Rs ot el e, ALEAL A=AGe] s TR
A=A A== 28 4 e Ho] At A FdE Solo] fIAIE mefelal Ayl wes

FHRZZ| 0] &40l A9 glow, Hu7lso 2
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of2 &L 7IAQ} F&E 7FA 7} ultrathin probe WollA] Joule-Thompson principle©]] &5t -187=2}F
67%=9] freezing/thawing cycle 580 24 AP A Z 22 9] (D Extracellular/intra-cellular
ice-crystal formation, @ cellular ischemia, 3 cellular necrosis, @ coagulative necrosis, &

activation of apoptosis, ® speed up of system in vivo immunological processE -F5sto]

APGAYG M2} 2218 ot AL E S AAIE7FI TAIGEATA, 2022.8.).

G FEAAE] Alerde S hfet & 4149 (lithotomy position) 2 I7GA]7] 1L
AR EathE Ao g ol fXAIXITE BaiRte] wEbA = ASAE o] Al
frte od: Qo 8&THEEE B3 24440)E 90l 8RS WSl
AgzSute AP A-A W Baodiet ARG 271 52 27 187A1014] w719 vha=
HAdel AAA711L, Bhe2 530 frieAl(guide wire)S AHA Hioll ARARRI. F=A2 w2t 27
(dilaton)®2 FZE ZHA7]3L 3mm YEZZH (cryoprobe)E A3ttt 3-87H(HAH 5-67H)2
Yz HE A4S, o] i FAF2SE ol-85te] Wz I eS| AR HEAIE Rlt.
YesrefHor 245 29| myshy] Hstols AR 258 -40C0lA 50T =7
Se0] ook gttt Tl 23819] ¥ (freeze) B S&(thaw) IS AR H=d ¥E2 2591, s
AA3] Algshe o] g £ 4 AL JITHHAIF, 2003).
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£X : https://prostatematters.co.uk/wp-content/uploads/2020/02/Cryotherapy—for- prostate-cancer.png
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El= 2=7|7] MX 517t

T =5
HEAZT|
S7tHS (5171 46| 09-648% (2009.7.10.)
HE'}'(EE*“}') Hs 27| (Cryo-S Classic)
MQE’“ AN —t'r1°—|01| X2 De=H2 MEo0| XXS Ii|oh= S| Al8ok= 7|+
571G (S7HY £5] 09-802% (2009.8.26.)
I‘E':':'(EE*“:':') WE4=7| (Cardioblate CryoFlex™ Surgical Ablation Console)
BEEHS(EE A36010.01 (3)
ArE=H U 220 IR DTE2EE MESI XAS I|5k= S0 Al&ok= 7|+
575 (5171 £5{ 16-69= (2016.2.16.)
EZDH(REH) HE427] (ERBECRYO 2 10420-000, 10402-000)
ERHEES) A36010.01 (3)
Ag=H UMD FXN= T=HZ MZ5I0 AAS IHot= SO0 AFZoteE 7|7
5715 (5171 £51 20-283 (2020.2.7.)
253(2dy) HE=A2T| (Freezpen, CL-FP-022] 174)
ERHE(ES) A36010.01 (3)
Ag=H UY 220| X2 I2H= MESI0 XA TH|5l=0| AFEdt= 7|+
517 1S (o7t H5| 21-695 (2021.1.28.)
Z253(2dy) H=427| (CryoVIVE, RM-DTO2W)
2E3HS(ED) A36010.01 (3)
Ng2x SIEE W2 22 R[5 %_xol et 2Z9| ZL0| Aol Y 20 =S X2
c O=HE MZ610 X283 DM ot=0| Al
7S (5171) 251 21-2425 (2021.120.18.)
EEOH(DHH) H=227| (ICEfx Cryoablation System, FPRCH8000)
2ERHS(E) A36010.01 (3)
*f%%’g. ZA0| SM2S MEotH XAIS HE M5I=0| AlZots 27|
73571 H5] 22-785 (2022.2.7.) * =& 80| 55t
EED:'(EE”EH) HE227| (TargetCool, TargetCool™, RM-DC04U)
EZHS(53) A36010.01 (3)
AREX ;“:’E H2 22 |6t ?94 3}, 239 440 AEotAL Y 20| S K=
D=HE MZol0 2&S OHok=0| Al
'E'J%—?—%ﬂ%EEE
7HHS(5171) 01 10-24% (2010.01.08.)
HED:'(EH'D:') "HE*A7|9-H§‘:‘ (F-30/300/R<| 271)
ERHS(ED) A36020.01 (2)
Af%%’g. s 27|12 &N AEol= 7IHEIY e
1S (5171 %51 09-801% (2009.8.26.)
EEE”(EH'E”) WE4a7|802H (60SF29| 371)
ERHS(ED) A36020.01 (2)
A=A 'E'J% =7|2 8 Aotz JIHEY D28
5171 S(1712) Q1 19~ 4809§ (2019.11.28.)
% H(ZEH) '-HE** I 2H (Flexible Single—use Cryoprobes 20402-4012] 374)
ERHS(E) A36020. 01 ( )
JUT=ES ds+57|2 A ASol= Lelgds+E7I8 D2E2N SX20 oot X0 Ity &
o ASHAS 0|Zo RE 0|29 HA, HAE £EF== SO0 AIE.
SIS (BI71Y) 491 22-4127% (2022.3.7.)
SEHREY) LHEAE7|QH§E (FPRPR3533%2| 1071)
2ERHs(EE A36020.01 (2)
22X ds+5719t A Akgots LIS EiS] YelE d54a/18 Z2EEM =A200| 2t
c ZA9| W0 AFEoh= 71+
EX: AZOUZUTX Q27 |7|HADIATT - HA/HSHE



1.2 LS| H3 I ARSI

rOII
Ofor

1.2.1 = S 4

APAQre] M2t st Bel 54 %L S0 # ZE=(H 1.2-1.4)7 2.

H 1.2 MUY Xz 2 4YEY 2% 50-HIZ0] HIE S5 S e1g(20221 2EH)

— A
ERHs  IC 2= EIPN

25 9l 201 22 -HU7IRIHS L AERIE
T3 GATIE 2 AR R
R4 HAHRIZE
(LA X|2]
CHOBCKINZ) HDO85 — USAMPIRIE-ZALRE, ZLIKIE (MRISSSRE, 1RET RIG3S0RAUPE)  7,966.15

CHOBCINL) HDO86 — USAMIUXZ-ZIUR|ZE, HUXIZ(DMYELSXZ ARSHAL1EY) 1,552.36
CMOBCH2D HDO87 — USAMR|Z-ZAUR|Z, BUXR(HMEERZ, LAY HEMATY) 1,675.18
CH0BCHLD HDO8S — UEAMRUX|Z-EXIHX|Z, HAKIZ(MAMZEX|Z UARMAMRIILE)  1,314.80
C}-412 S MX giAtM4=2(138]Y) Body Stereotactic Radiosurgery
HD111 7k M7157] 018 LINAC 9,318.78
HD112 . 132 X|g7t ZEHE= 420= 31,211,918 AHSHT
HD211 Lt. AFO|HHLIO|ZZ 0|2 Cyber Knife 9,318.78
HD212 F. 132 X|g7t BZ5H= 40= 31,211,918 AFstct
C-414 HZ271  MI7|#ZX YUARIXIZ[18]E] 4,870.54
C-415 HD150 MM lodine-125 FAMYUE[X|Z] 28,951.49
lodine=125 Permanent Implant for Prostate Cancer [Therapy]
HOF XX Y 28 S
M1 XX Y R
[ 447
A-395 R3950 MPMMESE Prostatectomy 13,114.12

A-395-1 RZ512  MEMet =X [REg HE M) Cryosurgical Ablation of Prostate Cancer  12,625.73
FMYITENES [HOHEAE I3 Total Prostatoseminal Vesiculectomy — 23,627.48

A-396 R3960 F2MH
H3E a9 HIZ20] =
[Hl=7|]
%511 R7s1y  LdE ZSI E4S (HENY] ]

High Intensity Focused Ultrasound [Prostate Cancer]




XM

Mo SHA=E

AGAd YaAAE et AR AR W82 o 2t Tt
H 1.3 HZESAE7HE DS HA|
BHE2HS X-395-1  HEEDIZE RZ512 20{0{E =01
22 HAZX|E 1A H2011-945(2011.8.25.) X2X} 2011-09-01
HLAB(E2) MPMY HSHAS [REE E A1) MHILE HFUS
SHRIH(AR) Cryosurgical Ablation of Prostate Cancer GH|ER3CE T2 0fLQ
o A HIE THML =Ko et YXHA x|z 3 Maps X=
argon gaset helium gas?} ultrathin probe L{OIIA Joule=Thompson principledi| 2504
-187=2} 67=2] freezing/thawing cycleg SSCZ N MEMR EAZE[9|
1) Extracellular/intracellular ice—crystal formation
2) cellular ischemia
e 3) cellular necrosis

4) coagulative necrosis

5) activation of apoptosis

6) speed up of system in vivo immunological processE S
I 2JSHCY.

te SHOIX|(IA =

MR TS EXIZ

=~

= _-|; 7127 I-E%—IAIM—J(I; §_|)

F=(current procedural terminology, CPT) 558739°]
AE AgHPHeR s T oR7]&S Q1T 4= It

H1.4=9 2 2 Al SM g
27t 28 g
e CPT 55873 glz\i/g;r?ggiZildagzt;ﬁgrci):g?e prostate (includes ultrasonic
U= teHEsFHeEH RIS

CPT, current procedural terminology

1.2.3 = 0|83
AEALT YeAIAES] Al A U F ARSF A&HH0F 7hAskal %% FAlolH, FE 3|zt
2 ZHke. 3x}= Q19it} 7| Byl Y 71320 2 7]4d uket 783,4009~2.040, 1800 2T}



E1.5=U 0|88

T2 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021
| H2IMY YERIHE(RZ512)

=) 7 21 8 4 7 12 14 - - -
SANEE(E]) 7 22 8 4 7 12 14 - - -
T2FH(HH) 5,044 16,198 6,766 4,596 8,158 14,219 16,850 - - -
HYMHSS(R3950)
SR (H) 267 207 179 174 206 133 184 250 102 86
EINE =1 )] 268 209 180 174 208 135 187 257 134 114
TEZH(HY) 86,678 67,5678 68,619 82,923 98,492 62,907 108,102 158,755 125,679 97,257

% 1 9| 02 X290l YE 291 HAS[HYNYT S U HIZ0) $202 018318 1o(0| 27151400,
£ 2912 A2 s HOIQUK| O/0F HMA OISHES SoIz + YUS

=

EXN: HUESHATEZ B0 5 B[O BV HLAIAR T2 lASA (2022.6.71F)

= Al (C] Ctol: <
%%l%;rrlz e dWiES g.%zﬂ'u'°(‘m)g(sj§ 2)
| mEMor wERAHE RZ512 12,625.73 1,162,830 1,006,270 |

HYMMES R3950 13,114.12 1,207,810 1,045,200

1T FST FaA(HMe RZ511 - - 12888388
(YR) YAMR|=

- (FX) YSA2UBRE HDO88 1,314.80 121,090 104,790

- M2 HoN gA=(138]d) HD111 9,318.78 858,260 742,710

THEMA0 lodine—125 E78Rks(Xlz] - HD150 28,951.49 2,666,430 2,307,430

)
1) AH|K24-H|504RI2H|(https://mwaw.consumer.go.kr/user/ftc/consumer/pricelnfo/91/selectPricelnfoNpayDamtList.do)
£ AZEHMUAMEE QU7 | HYFRE-2IHEE

1.3 EH 54 U ¥EsH= 927l

AL AP FRRE ARE = o SYE, 2719 AHARS Hler| T4 F44S A9
o] Zleggto] me} 8 =2 ot 8 2H|M 52] F 7t H| k7|94 £AIE oA
H =

o

“ [e]
% Slck. E3F ThE ool wla] M3t uke 5 A0 7P SU Q) H9jo] Hol2 F Ao A A2
Sk
H

1.3.1.1 9gst
AR LSl wbA] Rl o, 22 QFol2te 74| Ho] w2t dgEo] Ateol7} et 4|4
02 RIZte] o] Frietol wet M- A T 22 B Wt S7IRL e Aol vi=e]



739- APALL Ao A 7H B3t Yo, Qof] oJgt Apge] T A Ul Ao |t A5 g8t
2020).

F Sl A A9 Sk A 9] Tt A F ) Alo]dR9] HH B, JIARE AR
A5 T2 A £} As), ARAAECI kS 2R A7 &] E = QI AHAt

FEAA STkl QUK 384ets], 2020). =W 57196264 A& E1141(2019)° w=H
20199 APAHC61)2 16,8037 22, A & LA 6.6%= 69 AHAIoHL 1o, QI+ 105 HE
()Y B2 32. 77101k, F/3olAl Aok o SollAl= 49 ZFAIskAL Qat, A TE 707} 42.8%=
7P Bk, 60T 32.7%, 80 o4} 15.6% <=°]tt.

=
A (AAA) 220 Y<(transrectal ultrasonography) 5°01H, AR A0 312 2R
22 YEE o] 835t MEA v 02 o] Zo KTt AEGstS], 2020).

1.3.1.4 He| L ¥

AFAGZ 95% A Aol Higdwlet, ol T, 8% 5o] UHAIE et g4z
Aol EF 7S tigetolu J3g o A At 5ol A e & ek ela] o, 2017).
o] A=A S2]<&EF(Gleason grading system)ol| T2 225ty F2A/Jo| £7Hch. ol=F ¢

FABHA ol wet 1~53(F RS e~ F A w8k S A F50] 2~100] o] 27 Hrth
FTUHEEO 7FS =2) Fol BETA S ZAA5HA |t 1L o= 4173519
ol 3ol 2.9 XY T3t 71 Z 5 ook Sre(tiRttiats] &, 2017). 77012 735 HHpZ3d,
g J(seminal vesicle) A, FAI7FIAE] ¥4, HLEH0IE ST 4= U= Qv a3tz
FEY, B 2N A B AR R & BetekdHi(biochemical failure)2] S22t

AUAP7} =7 = FeH e a3, 2020).
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i = oj=317] 913 oto] Walat
o] Fastel, W 915 AHSFEAL 201790 APE TNM 37]
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iﬂﬂ]oll‘%‘ﬂﬁju‘ ZU5He], 2020) TNMtﬂﬂ oz PSAJ $5H Tlc ¥7], TEAR Y A Aofqt
Zekstci(distizsls] <o, 2017).

H
ol
s
oM,
o
=
WE,
_>.i
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_>L:
)
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)
ok
r_lﬁ
2,
o 7
=
(N}
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—
&
l
n°l'

78 7| S IR A =E AlYoHA| oA AP AL X5 FZ HUH
Oujst, FA| 7|23 H(watchful waiting) ¥ A=4] 7FA] @ f(active surveillance) 0.2
ULt 71 ofgo] 10 ofsto|r A o= AP Ao wetEo] QL S| Hp7F =41 2 A9
AP AL Aol A= A 7ol SHTE = S-S Hot7] Yo Ae SA] A =514 9Far S0 U
A% AR ARE M He 71 a¥E 1ET 0t v, ASA3A S 7138
HAYAEOIFY HAHprostate-specific antigen, PSA testing) H AHA RAFALS EJlol=
7idelm, o] = A8 9] 2g)o] T 739, A=4 A8 S Aot e84 5, 2018).
AR A S TG AU 270 Qlof YAFAQ1 A JHrgolot. ZA AP AEAE] 5= 54
ARG AJY] HAof| Q= OB R o] &2 & T 10 o] BE0] Al E = SAEA 550
3 7P B Alsit. 5o Es
=28 A=A} QAL ZIo AW = Dukg o] Ui So] 9lom 57| shZo gl QAL

o,

%

r

ek ”{E »

fr A A o

[e)

AR Ea= QERAL TR B9l A JE-S Ao Atk A Te GAHe] At Fejjoltt. X4l
QIR HRAR ZAPH-S 3%} A QA WhARA 2| 3of A7) 28 AR X &(intensity modulated radiation
therapy, IMRT)E Asto] MM RARES SHigelal 3 A4 24 eE2 248} 6h= Aolth 24
AR A AN A2 A Aol A3 4ok Aol dighatets] o, 2017). APAALe] 83
A5 S SPEA T ZA A e AR A /g Ale] Hars glow, A gam 71e 9 2“3194
]| 2J5f] ehEF AR RO A &= o]
Fs}3], 2020).

)
%
k1
oo
ot
15
huy
(i‘;:
%,
lo
N
_,>L
31"
)«
30,
g
jﬂ
)
r&"
uB

O

254 A 5E Jere(cryoablation), ZHIFE X E(microwave thermotherapy), 173%E A5
Z_%ﬂ}i]_‘?n(ﬁgh Intensity focused ultrasound, HIFU) §°] 8|14 Lefjof| 7iEtE=]o] Atof 285 uhis

le

ofth. & n}Hle] Y} ot 54 ARt ol Mol FE vnkasto] 92 A9
52 ARE 4 9o ThE Amol vl 4715 A REsc e et 2020)

_4_4

1.3.2.2 FAXOR TISHE HE Mt

AAFH o2 JuFoy thE A7of Hol= flou IANE7 AHAES Hold 49 oJu|shH, T3-4
NO MO, T1-4 N1 MO 719 Adg4eEo] of7]of &3t} o]t AP ALe] 7HY £ X =23 thsfiAd
o}Z] o]2o| o £&QH HAMAQH STE2EQH o] WL =0 & A|YsAE 22 115

7|thsl7] Sl=hHatelAlzaksts], 2020).



NEC MOt WET| 2

1.3.2.3 THEE MY

A EAE & 2F 35%14 109 oluioll @5 PSAZ} A5ttt o]2{et PSA AH|(PSA failure,
biochemical failure) ©]%- Hi-2 B 8 o]l /432 Aol 7o) 2] F-go] yehg Z-9-of wabA=
o A AT F/F0l LA 2 ok Q. 2| 02 At Feole YA ARE S 5
lom @ X Aot 3lg we S22 2o Audth YA A & AaHAE EF PSA7H
A&A o2 settrd AdE Zle onfsi A=A ez a¥o] 2 o] G HtH(Htd IS,
2020).

o] HYAE HlojuhA 9 7] = F14, B, ¥ 50 Holxo] AX|d 4= gl= o= ZgPH

= A5 2 RS v (androgen deprivation)shs S22 QWS AJsict HAISEZEL
A GAR9] S SHAZIBE o] 3 EE0 BAS AsHAY 7|52 AARNFALEN A=
Z719i= 9F 80-90%ellA AHAUS] 2 S IAY XY S5 =5 5 Aok JA 2225 A=
A 59 0 2= 119HA&E (orchiectomy), A BT EZRH| S E2F2REA], o J2 =R, Ao =Er
5o] A9ltt, S 2R QS Q| X 7ol= FF A= T2 E =T (hormone-independent) YA Z7}
AEiz]o] 21 Hlojdof o5 &2 EE-ZAH AU hormone refractory prostate cancer, HRPC)Z
Z13g5HA| et o}t A 52] Folo oM 555 YSAIATIL 419] A2 FIA7| =S Lok o]

P

¢

1.4 23 WatM 3 =LUie] TS XIFE

o]=+9] £33} ¢ Y| E Q| (National Comprehensive Cancer Network, NCCN)2] 2022 AP AL
7holERRIoNA = F X & Tz 718 74 A= Q-2 WA T 24 AP A AAled} vl wsk=
7] "lol87t REstE R =4 g Aol thet 441 12 X 52 U X] ghom, Zol4d Zglo]
= HA A5 Aol tisf| BaA| 52}t HIFUTE =4 2|59 8o 24 Hirstal ot

0] =QJAREAFS}S](American Society of Clonial Oncology, ASCO) 7Fo]|=81R1(2017)2 &7 oA
= HEo = g0 = Qs AP AddAlEoIy AR 8ol AgdskA] eAlgt 7Idi=mgo] 101 %]
A9 2 S =4 AHAL @AIA whole gland cryosurgeryS A3 = JATHaL A A[SFAH

Y] e OISS|(EAU) B A E 48 3](European Society for Radiotherapy & Oncology,
ESTRO)-=A| = Q1&9Fs}t3](International Society of Geriatric Oncology, SIOG) 7lo|=2k1
(2017)°M= BlI-old Al oF A1 =0 thet 8 W&ol ¥58 5 % HIFU= /AR HolA gL Algst
L5 Farslal Y om(TASE 3, W5+ B), TXA AR dAlkE & Akl At 4 Hol &4t
R, 22FH 0 2 =4 o] JFH SEALOIA HIFU, $5-8A41E 9 A4 28R 5+ AP AY E=
AEH 5= 3lowH o]2f3h FHE A A UZ SAofA dej = Hrstal JtHEAS<E 3, Hil53 B).

FHH = OfStR](EAU) 7Hol=21RI(2014)91M = AEAY ¥eAAE S 24U 23 HAKIAR
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NICE 7Fo]=21R1(2012)0l141+= =4 ZA Al

A71=A] ket 23U 50l tigh ZAE FH o2 AlgtE| o] 9lom, APt drka o2 tHikA
(multifocal)Q1 = 2sfof sk, A e, 52 9 3], AFstoll ARgE 4= dckar

NICE 7}e|E21R1(2005)°l4= B A S0l 4249 et A 0 & B7 I EaA A& o
3 Jabgdol tist AR TAE A T, 52 2 ATt g

Ale9] ARE-S HRE 6L ]o] A -stirt. 12} X 524

%Q_/\E]-a _]—_," /&][—O 72’ (‘3:}/\4- é]q—g—l ;8’7] }\g%“%oﬂ q1

1.6 7|1& 2|&7|=H}
o 714 41927 14m bt £ oldo] S8 714w, S Alojer|4m e S9E4 ke

=+ AHRQ (Agency for Healthcare Research and Quality) 2l&7]&387HE 314 (2016)°41= =4
AP X 2ol et 23} B @A Al thet B3} E= F2R8o] thet 222 w719 247t
ESEACE AAJoF

iyt CADTH (Canadian Agency for Drug and Technologies) 2J&7|&H 71 114(2015) A+
WA X & 3 ARt Blo )/ AP Adol disl daAlAEe] A4 b 9 a3, Hl-E&R /gl
s HrkelRal, 1749 AAE 3@ 9 43| H|F2RY H|w A+, 9

gRl= i on, vgavtof gt A= SRI=A] ottt 199 AAM i dolss YsAAsS
TRAA R 2 AP A ES T2 SR - FARE BB 2 EES Bl oH, 4O v wAFoA=
U= R] k2 TS B rsIelh vH| L Aol SR 9 Yesars Fa ol weEk vkt
FRAEE 4 Aok A4S Barskint

BE1.7 4 HAN 20 2t

1HAHSE) HTEH Zat ZE
Guo o CHAIX} . HEMQ c SEE e S YH MEE! « WSHHES ZEISH 4719
(2021) - ZYEE : E 56T (22 HER| 7= 20.0%, HIFU 24.3%, X2 QS MMt X0 A|
HEH AL, 19 HIFU, IRE 24.2%, VTP 36.2% Q015 X 2RO 2 H|A|
8 |RE, 7H VTP) « SEE Moty 2L MER « ZAZEQHE x7|, 24,
* O|27|=7t X HlwW st HER|7HE 75.7%, HIFU 74.4% X-5 S MM tist 24
RCT 59 Yo7 O|Lst - SRE YEO| MEE  dSHH=, HHQ0IE, = 2
96.1%, HIFU 98.2%, IRE 97.9% WARIQHS 82 4 Q=
« SEHE PA MES(failure free TISHE N5 MM
survival) - YSH7E 64.7%, IRE SIKINME ZAZUAHE 2|5l
90.4%, VTP 76.7% ABE 2 US

- H DY e 22
QeI TR
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NEC MOt WET| 2

1XXHSE) HAEH Zaq ZE
Chen o DHAKRE: T1-T3 97| * RP, RP+ETE ET H=X|28} « RP+ETQH0| T1-T3 MMt
(2018) Mg Met Xt HlWotH =2 MHMESS LB, SXte| M| MEES JiMot=d|
< ISES & oM 1 9 AZZUAE K28t A0 O U2 812 EXUS
(CHARE- 20,644F) RSO & YSHHE2 1HOIA
« ZX/H|L: HEH S, HARMX|Z2 2t HWE. OR 1.13
HIAMSR|Z(RT), (95% CI 0.51-2.53)2Z X{0| QiU
LIZHIQE(ET), 2R1H « IEX3 oEREA] 21, RT, ET,
HEMEN=(RP), HEH| M, RP, RTHETRHE
RT+ET, RP+ET RP+ETQ 0] HIgH 4THEHCE Z2

HHMESS LEHH
SUCRAZ! 21}, M| 4EE2
RP+EP2# 89.5%, RPRH
84.83%, ET 57.83%, RT+ET
45%, YSH|I7= 39.83%, RT

32.32% =C% =S

Valerio CH&fAL: MY o W=EHHe 21} . WEH7Z Zoket
(2017) - ZefEe & 37H - 2R} DAX|ZERO| MEE 1 7.6%  AAXRQYR Q6HD, Hlx
(CHARRS 3,230%) - T & HHEO| MEE 1 100% MAT| 7|5E & 2ES
- WSHAZ 11, HIFU - SAEE 2.5%ZHAt0| A LAY « & ZH(cancer control) 2=
13, PDT 3H, - 7|sH0l o2 FiZ st DEMO|L, BEXZ2 H|w st
2 0IM2HQR(LITT) QXtH|(pad-free continence)= A Z2 H| DG} YAHRTL
4, 28X = 2H, IRE 100%, 47| E&2 81.5% st
3H, x|z 1M * HIFU &1t
 dSHHS0 ZetE - 2t AR gzl MetE 1 7.8%
&fAt= stage 2a 4H, - A ¥ HHEO| YES 1 100%
stage 2b 7HO|AS — SAE : 1.5% SHRIOI|IA] At
- pad-free continence 100%,
715 HE2 88.6%
* PDT &1t
- 2Rt =AR 2R Teke(1H) 1 83.3%
- T & HHEO|MES 1 100%
— SAE 1 10.62XI01| A A
-l B&:88.4%
« LITT 21t
- 22X ZAXEE29| Metg 1 0%
- T & HHEO| MEE 1 100%
- pad-free continence/A7 1522 100%
- SAE : EVE AL 8IS
* Brachytherapy
- 22X ZAXEE29| Metg 1 0%
- HES0IMEE 1 99.9%
- SAE : M1 812
- Pad-free continence 95.2%
* IRE
- 22Xt AKX |E=22 MekE 1 11.9%
- MH|/AHE0IMES 1 100%
- SAE : 0%
- pad-free continence 100%,
7 IsEE 95%
Gao o DAL TEMS * RT, RP2t H|uwot HiEFEA] s ASHHEE 7A HEHY
(2016) -« HEED: - HX| MES, HEE0| MEE BF R =0 AKX = & XA
- RT/RP2} HIu(HERZAY) RT, RP2L dSHHE7 Rt TEMEN =L ARG
= 10H X0z QU= MEANE 2= SuHH0I
- dSHHE HXAEL — SRR RPO| HioH HEMPE0| NS
AT HUFL AR 5 RO HUL, RTRR=A10| 8i%tE - dESHA ez Qlot efHE2
33H s dsHAsY YRIAED AT H oA 2UEHY ol{of &t

HAUT AL AW, primary ¥
salvage dESHHE ZF0IA

DEEARI MEZTIS Lepe
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TRRKEE) SN ZH, Z=
ET, endocrine therapy: IRE, Irreversible electroporation; HIFU, High—intensity focused ultrasound; LITT,
laser interstitial thermotherapy; PDT, photodynamic therapy; RP, radical prostatectomy; RT, radiotherapy:;
SAE, serious adverse event; SUCRA, the surface under the cumulative ranking curve; VTP,
Vascular-targeted photodynamic therapy

J

7 9] o LA HRAEIR O, 30 ¥ AT A3he RS} 2k

Chinenov 5{(2018)2] 2] dd-oll A= =4 AP A 31} i (n=84) 02 J5A| A&(n=42)7+
E3738t 2AA AYA AAE(n=42)2] A= Blusilth $e99 5% HlaAlEo] Hs)
YsAAETo] WoHEAE 0.7, Hla 1), 7HEHe 4 7% B 594(3-109),

H) W2 8LA(FH 11Y) AASHILL, Hh 1270 43 Ao A F A5t T} H5 PSA =2]+=
SOISHA AASATHEANY, 1271 A1-olA19] PSA $X(ng/ml) : SA 0.62, 0.5 / Bl <0.051,
(0.016). 2EHAY 84T TS SATCIA = f1lom, Hlww-2 21% A5kt deAAe
A9 AL Aol i Fagt I s G, 4o A2 =Y & e mAnEel
A-ZE2RA A= o= A A6,

Chin 5(2012)9] F2H] ddAolAl= =4 234 AHAX(cT2e-cT3b) T4 i n=62)2.=

WA AE(n=31)7} &5 FAIX| E(external beam radiation therapy, EBRT)(n=31)%] A& 21=
H WSl eHFA 0 98k 105.2719). A4 84 FHde Y AIAETo] 54%= Bl 1w(34%)°]
|8l -F-oloHA| H4sk3iar, 4 8 AlRlo| A A E0lA &S 9 AA| AE&2 SAIE 64, 60%,
]It 69, 62.1%2% 7 w3t -RofRt Afo] gigleH, Aoera FHAEEE YeAlrieTol 17.4%%
H W 59.1%01 s FofstA R3dth =4 2Py AHAd e E dide s o |
QFALA R = 0| H]of] Aotel FrEES Aokt E5e AR UEhoH, BesAAe Fulzt
g 2 A o 2ot A o= Agsiltt

0

)

Q

2. 8714
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1. ®MAX SeI0%

1.1 M

B rlolAE A B0 RS B9 $EAAEe) by W A7t g ojs14e)
SAAR] TS A A 7 A SISOl - SIR1ST e sch] Aol v 3
AT,

[l
;,
mlo

H 2.1 PICOTS-SD M® W&

[H4f EtxH(Patients) 24 MMt
ZXAl&(Intervention) HEH A

- S5 ZA(active surveillence): 2&2X X|2, 2
- 14T =30 H&ES(HIFU)

HIZAIS . . .
|slAI=(Comparators) - %Mw X|2: SBRT, EBRT, 2|2 (Brachytherapy), Cyberknife
- MM E K= (radical prostatectomy)
QAT Ol - BAZ 9l 0jylg
- Y8 o=z
« MES(TH MZE, & E0| MZ=8 5)/AIUE
Ol 1A o Tfet
ZaH=~(Outcomes) °° o Il 2 Z 1}
- 4o
ZHH HEg-gitd S
Ar2| A 71X ol Gle
FEXIET|ZHTime) At gl
U4 MIEl(Setting) At s

|
HAR8(Study Design)  Hlwei
EBRT, External Beam Radiation Therapy: HIFU, High-Intensity Focused Ultrasound; SBRT,
Stereotactic Body RadioTherapy
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1.3 Ecidy
1.3.1 2¢|

=9] glo|gHo| AL A AA B TFA =8 AMY o2 78 %= Ovid-MEDLINE, Ovid-Embase,

Cochrane CENTRALE 0]835}9ith AMol= Ovid-MEDLINEO|A AFR-E AMoIE 7|[Eo =2 7+

A7 Qo] EAo] UHA| 45191 0™ MeSH term, =2 HAR}, Aok AM 50| A7 52 2 d5] &85t
oA olct. A2 Q1 A U HM A= [HE 3]0 A|A5FAT

H 2.2 29| X} CIO[EH[0] A

U 29 ZMA URL &
Ovid MEDLINE® http://ovidsp.tx.ovid.com
Ovid Embase http://ovidsp.tx.ovid.com
Cochrane Central Register of Controlled Trials http://www.cochranelibrary.com

1.3.2 =L
U] glo]EH|o] AL o}fl] 57 AMARAL o]-&3}o] 45519},

H 2.3 = X} CIO[EH[0] A

= E AMA URL =&
KoreaMed http://www.koreamed.org/
O|5H=22 0|0 | E{H| 0| A ZA(KMBASE) http://kmbase.medric.or.kr/
S0 0|E{H| 0] A ZA(KISS) http://kiss.kstudy.com/
SN SSEEMEA(RISS) http://www.riss.kr/
ScienceON https://scienceon.kisti.re.kr/
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A4S gAE e RS dd F B AEAVT 5HHo R 8ottt 12} A9 -uiA|
Yo A= AlsT 252 FEst] 2 o] A9 /o] ity w s = B3-S viAlsky, 24t
A - v Ao A= B39 AES HESH AR Aot B3 A7)0 g B3 A"kt oA
EAA)7} S A9 A 3A AE Y 4913 F)olE Bl AAYUAE o|F 5 5. FAIX Q] B39
A 9 HiA 7|2 (H 2.4 At
H 2.4 2519 ME 2 HiX| 7|&E
MEHT|Z=(inclusion criteria) H{H|7|=(exclusion criteria)

o A PN SHE HYOZ 23 E A s SEAY L MAUMAIH

o MM WEHHS0| 25 ¢ « 2X47} OFH HHEA, letter, comment S)

o AH0|| FHolst I ENE St OJA H o E A * St=0LF Qo2 ETEX| 12 28

* U0 SME THE =4 WPUY Xzgot Bl A7« SMEA(ES0 LHE AT, SI/IER §)

+ CI2 S H|ws S22} Opd AHYZ H7)

1.5 HIZEHE Tt

219 BEE Y 87k A3l te AER BUHe TS EEo5to] F 1o dEAV 5H4 0 R
oAt 249 v AAATE A-HRandomized Controlled Trials, RCT)] B[ EBEAE H7H=
Cochrane9 Risk of Bias (RoB), H|FZ AL Non-randomized studies, NRS) £319] H|EHH
37H= Risk of Bias for Nonrandomized Studies (RoBANS Ver. 2.0)E &85} H7}slt,

FAL9] i A Aol ARE-E]= Cochrane®] Risk of Bias= & 77 {32 & o] Foj5 o, Z
=l sl ‘low/high/unclear’ 9] 37H4] FHiz2 H7Isiltt. 32 28% A48 &

AREFREA], B 237 A8 REA, w7Hol & EH A=A, BEA] 5 A7 AEHE=A, A
A = QIEAI 7[eh HIEE FEollAfs TIX7 4] Ae] Al E4, B8 A mH | Alo]
gt} HrFstAH.

HF2RR] 30l ARE-Eh= RoBANS ver. 2.0 & 871 AlF-Z (Tt Bl s, dvdt Ay, i,
=25, W7l =, A3 grh et Qﬂrx}i Adeia] At B0 = o]folA QUL 7} I
el R/ e/ 9] 37X FHIZ B7HET 7] B low' e W ol HIEH Ao
A2 A 02 WHIITE RoB, RoBANS ver. 2.0 =9 FA14Q] H71E2 [H-5 4]9F At

1 1% oE
o & ffo Jf

|

o
i

(‘

1.6 MHEFE

APl oA A FE A4S B8slo] T Ho HEA EPA 07 (725 $36T) 3 Ee
HEA SAA s Aars S0 uet 282 A% & o o 39 A=t 228 23E
YA 02 HEshL, F HEATL AT LS ol AEIAOA od =LAt 2 B4 22E
&3l =fste] el
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AT, AYLOS B0 AT AN A R 427

A=A ¥4 E4(quantitative analysis)O] 7Fs2 749 B4 EA(HEREA) S $5H, E71s

A% A3 HE(qualitative review) S A5ttt A5AX|+= o]EY WHrof= Odds Ratio

(OR)Z EAI519t}. o] 749 TAIARA Sk Wl -a1A B (Mantel-Haenszel method)& AF&SH
VAR Y (fixed effect model) @ HFEI T F(random effect model) 2.2 EA5F3Th.

A

HEREA A], o] A (heterogeneity)l] tgh Tk 9-A A2 0 2 &I (forest plot)= &RIskL
Cochrane Q statistic (p<0.10 ¥ A5 542 3994 Wd7|Z 02 7157 [ statisticS ARE5}H0]
37 A o] WA TSIt 1P BA 50% oY H9-5 AAH o= o]-Ao] Qlrtkal 7+
T Ao HE F AFoA= olE 7l E 1 1HEAA o|d/de TSt

EAH BH RevMan 5.4 01§31, 2 3k Holo] SAH 452 G042 5%l A Betslgic

_1

1.8 27+& Gt

E g7lof| A S5t A A1 A 23l Ake] LA 52 Grading of Recommendations Assessment,
Development and Evaluation (GRADE) F<+ B0 & 75t tHA4% 5, 2011). o] S 55
U] A A 9 A5 @RS 2R 18 AR H tiet ZASE AA R FF ﬁ:rl—@r Sy
oulE AAIsHAH

2. #1

0|n
H
Il

-{0{1
o
%
o
i
o
A,
o

o

4&71%1]]”37]—%%?4% _/J\_-ﬂ‘%]_ﬁ,]_cq 71:‘}5 -OJE% _]‘J_Eq—é-]_oq -7;;42,03 /‘\:]lg%_ ;ﬂ_aoi
A Aol et HF Fr5FS ZH5

HISE M
A& HItoHael UAA oY Sl 2H7t &6t 1 @ WiteE 52 Moz
(recommendation)  12{5IAS T U Ao J-OIM T A=7|&0| AlgS Hd
ZHE Host T Al IMA O SOl 24 2 T 9 W= SS SENOR 1125IUS If
(conditional QU AEH0|LE 7ER|0f 2t HIHChAS| UMY R840 ZatE £ X oig 2=7|29
recommendation) A2 E X716t &2 Higtxoz AN
HOBIK| 4S8 Tl Al IMA O SOl 24 2 T 9 WIS SS SENOR 1125IUS If
(not recommended) =L & SN ofiE 27|29 AFRS BHIGHK| 45
Tt Al IAX QM Sk SO CHol] TEHe AAARLIF HEGH0] 2L A4
=228 HEOIN B o= 7= A0 TSt HuSg 2HE + oS
(insufficient) X EEE0Z MOZH0| = 927|120 HoiAs EEECOR AXE AR} SAEX||

CHolME o 2ol ZHE0 7188 =+ US
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G7r&4t

O

= Q] HAHHo|EH|o]AS F5) WYEAlAE I T E 2] FMZ SFote] F 10,695HEEH
1079, =9] 10,588W)2] £¥o] AN S5 £ HiIAIRE F H-2 8,028 W= 734, =<
7,9558)re Vo= A 3l 252 4

1A o0& Adstoirt. AdE £ Y-S ARt AEAY YeAAsT AAE 5 428 £
B770 A= A8kt 2F AR 552 SBAEE0 = [F5 510 AA|5] 71esier, HHXﬂ%
=32 [Elol 71ssh3iH.

OPN rlﬂ

22| GI0|E{#] 0] 2 (n=10,588) 9] ©|0[E{#] 0]~ (n=107)
« MEDLINE (n=3,212) . Z20BE (n=38)
« EMBASE (n=7,065) + RISS (n=23) + KMBASE (n=25)
= Cochrane Library (n=111) « KISS (n=8) + ScienceOn (n=13)
v v (17 =2 HE S HiHE 28 5 (n = 7,676)
=E2HAH = 22 2 OEHEAE 2T ¥2 HT (0= 317)
=T EEEs ETYE0| £HET| $S AT (0 = 80T)
(n=8,028) EHES YR AT EAEE ¥2 EF h=21)
P‘WI Fog AFEA T} O BT (n = 860)
-% “’”é!’*l'=J AT (n = 255)
= {n = 2,796)
=i 01; E“*EIKI 2 BT (n =522
| 1,788)
3 == 10)

AYBE SR g2 07 0~ 97

ERE0 $EET 2 B 0= 17
T8 923174 235 28 87 (0= 12

GH0 BaH R A% O B2 r e

EELE I HUNNE BR (= 3)

20 2 S BREX| 2 AT (=4

¥

= 7 MEHE] DE 2 _
S ane su s B 0L &7 (= 16)
(n=42) AR SYF20| BT HASK Y2 AT (= 24)
I BIART} HTAHX| YE BT (0 =40)
ST 2YEY B3 (n = 44)
v BETE 2okn=p)
S|AEEE =
VHY-STY AT 2 ZRY HTHE 2 2ogEe=n
(n=37) (n=6) EEET (n =3
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2% A 4209) BRL FUT A0 thE S Bdo] maElo] 9lo], 37749 A7 S FHoR

AHEALS AFAA 0] et T2l vl gAIE 270, B2l vladdt 35790,

TARQIY B LI B B HEARA 250} vl wEk A7) 19981 RE] 2022974 EuE o]
=t A7F=7E= obd|E]7t 2370, 5 97K, oFAlol 57el o | B=to 2= nj3to]

20702 78 wtar 1709 =W A5 Z9bekoith

A A = B A AP et Zetetg 0w, St 00 et A W e A A< (total,

whole gland) A7} 671, #&/=4 YsAAE(focal/partial/local/targeted) A7} 16741,

iz % Bli(multi-arms) A77F o ZFECH gido] w55 A(Active
Surveillance, Conservative management, Observation)2} B] gt A7 1271, 13 223 34
<(High Intensity Focused Ultrasound, HIFU) 971, ®ARA 2= 2070, AR &) vl w et A7
18713, 2 Bl = HiRdts =4 AHATY Ao sl e A= = Alefsta o,
=Uoll SAEA 92 Aw71&(HolA A&, s A=) = A,

A E0] W}, QFAS BG AT 1670, FIHY 3070, AAY 2E B g A7} 67 ekt
25 e 37709 AH42H9] w39 71254 E SA, diE2a BEE AAU-E-S Tt 1ol
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E e I
of A4 Z=xHeH S — LAl n
# 528 A =27} a7 Ho| (/0 e e ory B ZHY 7|2t il
oA, - Localized 179
1 Marra 2022 HZae ISE PCa (121/58) Focal Cryotherapy AS 0 O 104
= Localized 119 ; E
2 Monaco (A) 2022 0= ISE PCa 68/51) Focal Cryoablation SBRT O O 74
= Localized 208 . [
3 Monaco(B) 2022 0= IsSE PCa (60/148) Focal Cryoablation AS 0 44
Low-risk 19,062 3arms &
4 Yuan 2022 == ISE PC 451/ Focal Cryotherapy AS and Watchful Waiting 0 8071 2arms (Laser
a 18,611) ablation X|2])
. = Localized 190
gA  ASE e
5  Stabile 20217 I&H 73 PCa (/%) Focal Cryotherapy HIFU 0 3& matched
L 155 ~ HIFU
6 Enikeev 2020 A} FBE ;%W sk s/ \éVho'ilgt'?”d Brachytherapy 0 0 21 Aarms
a 35/30) ryoablation S
ISE . 7768
7 Guo 2020 o2 SR o9 (1ea/  Cryoablation RP 0 15074 matched
20042015 @ 5826)
ISE - 2060
8 Jin 2020 0= (SEER Il:_)(écahzed (1030/  Cryotherapy RP 0 150708  matched
20042015 2@ 1030)
Tourinho N == Localized 309 L5
9 ~Barbosa 2020 & ISE PCa (119/190) Focal Cryotherapy HIFU 0O O 5
. - Localized 336 Focal Cryosurgical
2tA L3
10 Bakavicius 2019 =¥ ISE PCa (1262100 ablation Focal HIFU 0 14
. - Localized 84 - : 2
11 Chinenov 2018  A|O} IsE PCa (42/42) Total Cryoablation Laparoscopic RP 0O O 1274
Garcia- _ Low and 708 , Partial HIFU
12 2018 Z¥A  ISE Intermediate  (48/188  Partial Cryotherapy : o) 467H¥  3arms
Barreras Risk PCa /472) Robot-assisted RP
13| Shah (&) 2018 2BE . 11049 0 0 114
o= (hjggii;re IEJ%(;ahzed 3051/ Cryotherapy Conservative SY AL
14| Shah (B) 2018 2000-2014) 7998) O
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8 a7ad R e
oA = XHtH o P — H| 11
# 1K} oIz 27 LA o (/0 S f obMN B ZMY 7|2t i
15 Werneburg 2018 Primary Active Holistic 0 SEAT,
& 279 Surveillance 3arms, ~
o= ISE PCa (129/68/  Primary Cryotherapy 44 Wemeourg (A=
Werneburg 82/) Focal cryo vs.
16 ®) 2018 Primary CyberKnife o) Total cryo vs.
AS Z3t HIA|
Low- 224 . RP barms &
17 Whalen 2018 0|2 ISE Intermediate  (10/27/ Plr'mjrg Wiﬁle XRT 0 104 darms
Risk PCa 45/142) 9N LIyotherapy AS (ADT H|2l)
Low and . .
= . 359 First line local Low Dose Rate 5, 10,
18 Cestaut 2017 0= a=E ::?igirnséglate (142/217)  Cryotherapy Brachytherapy O 154
19| Chiang 2016 Retropubic AP 0 34 ST,
o = Localized 492 Whole-gland High dose rate darms,
et HeE PCa (116113/19270/) Cryoablation Brachytherapy L (201'3)5
. VS.
20 Liu 2016 Whole-gland HIFU 0 23 SR
Robotic prostatectomy
;fme SBRT
riven .
21 Laviana 2016 02 activity IF_)(é(;ahzed - Cryotherapy :_,\IgﬁTbraohytherapy O (1249)  7arms
-based
costing HDR brachytherapy
AS
RP
Minimally invasive RP
JSE Brachythera
(SEER Low-Risk 3001 EBRTy = 10arms &
22 Aizer 2015 0= linked PCa (~T22) (7IHiE  Cryotherapy Image—guided /stereotactio RT O (59) 9arms
Medicare <1OL|;:|) mage gul ed /stereotactic (ADT I‘”S)_D
2004-2007) Intensity-modulated RT
Proton therapy
AS/WW/O
, | = Very low-risk 30 Focal Brachytherapy o
23 de Cerqueira 2015 EH2tH ASE PCa (10/9/17)  Cryoablation AS 0 18714 3arms
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8 a7ad R, CEETE T
(oS B8 Z=THEH ES N e B n
# 1I1II' EE 37} I_?' E71| ggl ¢(I/C) EIH = I:H __I'_l obFA ETA ZHA 7|?_|_ HlJ—
_ 100874 EBRT
A=E 2115/ BT
(SEER Nonmetasta 44318/ Barms
24  Jarosek 2015 0= linked tic PCa 14259/  Local Cryotherapy BT+EBRT 0 104 S ma"[ch
Medicare 11835; RP p
) 26790
192 2007) 1557) RP+EBRT
. = Localized 390 Primary whole—gland 12,
<] JSE .
25 Elkjaer 2014  Hiof= TSE PCa (40/350) Cryoablation RP O 6071
i Focal HIFU darms &
26 Barret 2013 DA ASE Il:_)(écahzed ?g /(2510)/ Focal Cryotherapy O O 12748 3arms
a Focal Brachytherapy (Bo= X2 HR)
27 Chin 2012 JHUCt RCT ;?j(\:/zlrlwyced 64 (Adjuvant hormone#) (Adjuvant Hormone %) O O 9d so04m
: (33/31)  + Local Cryoablation +EBRT L o=t
281 Chin 2008 PCa (T2c-T3b) O O 44
ISE
: 10928
29 Williams 2012 O= TEEES IF_)(é(;ahzed (943/ Primary Cryotherapy Brachytherapy O O 0 2¢4
Medicare) 9985)
30| Donnelly 2010 Localized 244 0O O 84 SUAL
L S=20T,
31 Robinson 2000 | MMM RCT PCa (12212) Local Cryosurgery EBRT 0 34 NCT00489060
Localized or . -
32 Ko 2010 UEISIE PSE  localyackaced OO Primary Cryosurgical  any (o ntomal RT+ADT O O 3
(33/33)  ablation + ADT
PCa (T1-T3)
. o - Localized 102 . o
33 Li 2010 &= ASE PCa 47/55) Targeted Cryoablation HIFU 0 3671&
Brachytherapy
_ Localized /8 Open RP
34 Malcolm 2010 0= ISE PC (81//122  Cryotherapy . : O 3670 darms
a 135/447) Robotic ass_lsted
Laparoscopic RP
. o - Localized 127 . o
35 Li 2009 3= ISE PCa (56/71) Targeted Cryoablation HIFU 0 O 1870
ISE Locally 69 Brachytherapy 4darms &
36 White 2008 0= (CaPSURE  advanced (12/26/  Primary Cryotherapy 0 34 3arms
~2007.6) PCa(T3orT4)  31) RP (ADT H|2)
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EE ST AL e
oM Z=THEH == — DAl HIT
# 1K} oIz 27 LA o (/0 S 2= obMN B ZMY 7|2t i
RP
_ (5153/5 RP+EBRT
2e= Localized 3,310/ BT Barms &
37 Elliott 2007 O= (CaPSURE PCa 237799/ Primary Cryotherapy BT+EBRT 0 44 7arms
1995-2006) 231/645/ SBRT (ADT H|2])
378) watchful waiting
. 452 Retropubic RP
_ Localized -
38 Mouraviev 2007 0= ISE PCa (58/197  Cryosurgical ablation Perineal RP 0 darms
/60/137) Laparo-robotic Prostatectomy
498 (E;rachxggerapy
- Localized (39/118/ . pen 2
39 Ball 2006 O]=2 ISE PCa 135/124 Cryoablation Laparoscopic AP 0 671 barms
/82) Da Vingi Robotic Prostatectomy
1,684 RP barms =
40 Smith 2000 0= k=1=4 E;ori;[r?:)ema 281,247/ Primary Cryoablation RT @) 1§7H o darms
189/120) Observation = (ADT H<l)
41 Gould 1999 o=  @se  Localized 159 p ) crvosurgery RP 0 o o7
PCa (76/83)
. = Localized 181 . .
42 Benoit 1998 0|2 IJE PCa (114/67) Cryosurgical ablation RP 0

ADT, androgen deprivation therapy: AS, active surveillance; BT, brachytherapy; EBRT, external beam radiotherapy; HIFU, high-intensity focused ultrasound; PCa, prostate
cancer; RCT, Randomized Controlled Trials; RP, radical prostatectomy; RT, radiation therapy, SBRT, stereotactic body radiotherapy; Tx, treatment
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1.3.1 FEI9{HE Hlw HSA I

270e] 59l M LA RG] )L Cochrane Risk of Bias (RoB)E o510l H1E 29/
B71E St

A HIE (TR WA A4, WA 28 9 AR BSE( AT Holxt, AR e
Avhgle] i w7k BAE ARNES FAFOE AFeka 9 Yot B (Unclean=
)31 9Jo] “AHeAA
B H]g%M g x—(Low)i umo}sau} 279) BE AT Rt oA Ei ]
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sF = =0 [ [
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F X O =~ wl s
seyx an [ 38880
o T &0 H ar 1
ozezyxz b E o mm o 5
0% 25% 50% 75%  100% chin201z,chinzo08 |2 |2 |2 |2 | @ | @ | @
B Low risk of bias [Junciearrisk ofbias [l High risk of bias ‘ Donnelly 2010, Robinson 200 | 2 |2 |@ |2 |2 | @ | @
O; o= =
J3 3.2 [RCT] HISEYE a2z 13 3.3 [RCT] HIZSE 0] CHet Btz at
Qorg

1.3.2 H|FZ3 Hw A

35709 BlRRte] Mm%, A AT Bug 4] ATE AR 31700 47 ko
ROBANS ver.2.0% 0]-8510] HE291% %715 apsiaict

Tt Bl 7 W RS = 50% o14d9] Aol HIEE I =2 A(High) 0 & Uebgttt

HE 4= 957E 2 AR 5 AFA e AREE ol8dl SRS RS L S
SIAN( e F), AlFE 9 HE Lt JS5E E7-E E-85t0] 27E oISk 22 B7F)
HEYIF L BT ([ ow) 02 Hrlelt ‘B IAe] Hr1E 2 RE QoA X F oz
Skl QUA] ghot E¥-4(Unclean) 2 B716191, TR ESS AT Aol AsE 2ax | %7t
Azto] 2 B Qlo] ‘AEd Aut By HIEYATEL AR FH(Low)2 2 H75trt.
Z7rATe] Y B EH AT F2(Low) 68%, B (Unclear) 19%, 2{(High)°| 13%2 YERIT.
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moEoE M o B oEm oE oa
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mome = | | o @2l@@l2eleele
zz = (N s 2 (@2 @7 @ 7 @]®
EHFEEIIE - . chansz0ts,Luze | @] 2 | @ @2 @2 | ©®|®
semzyzn [ | etz |2 (22 (@2 @7 @@
HELENRE _:- secomera 05| @ 9@ @2 @7 | @@
0% 25% 50% 75% 100% e | @12 @ ®]2 | © ® | ®
‘.Lowrlskofblas [unciearrisk orbias [l High risk of bias ‘ ciotznnr | @ |2 |2 @2 @2 @@
tnkewv200 | @ | @ | @ | @ |2 (@ |2 |©| O
22 3.4 [NRS] HS2Y 12T s 00 @ @[@] @ [0/ 0| 0]@
cestat2017 | @ |9 | @ | @ |2 (@2 | @O
Goug1ags | 2 |2 |2 |[@|2 |@| 2 | @2
ow220 |7 @2 @2 @7 06
Jarosek2015 | 2 [ 2 |2 (@2 @7 | @@
dn2020 | @ |9 |9 @2 @2 |9 @
k| O @ O D 2 @ 2| @2
Lun @ @0 e 2 e @ e
Lnin| @ @ O @2 | @ | @ 2
Macoma2010 | @2 |2 | @2 @7 | @@
Marra2022 | @ |2 | @ (@ |2 (@] 2 | @]
Monaco 2022 | @ | @ | @ (@ |7 |@ |7 | @7
monaco 82022 | @ | @ | @ (@ |2 | @ 2 | OO
shah (82018, 8hah B 2018 | @ |2 |2 (@ |2 @ |2 [ @@
smithzon0 [ @2 |9 | @2 |9 @O @
ctabile 2021 | @D (D | D |2 || 2 | DD
Tourinho-Barkosa 2020 | @ | @ | @ (@ |7 | @ |9 |9 | @
wiernehurg (4) 2018, wemeburg 52018 | @ |2 | @ (@ |2 (@ 2 |2 | @
whalen2018 | @ | @ | @ | @ |2 | @2 | ®|@
white 2000 [ @ |2 |2 (@ |2 |@ |2 @2
wiliams 2012 | @ |2 | @ @[22 || 2 | O @
wan2022| @ |2 | @@ |2 @2 |2 |@
72 3.5 [NRS] HISZ9IZI0) 3t 1712

QoH
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NEC MOt SR HS

% AL AL 167 A(1TH ERONA ot 2B B sl e
AR A GEF, B GEE A YIFOE WIS, GRS Tl

H 3.2 [RCT] Hx| &HE

= =a =Mz =z p
XX S 2K = T, -
s = - 22 A|™ | Events Total  Events Total | —value |2
WEHHE vs. WAIM XF
2012 Long-term 0 31 9 3 _ -
Chin adverse sequelae o
Serious <
2008 complications 0 33 0 31
Adverse events o B
Donnelly 2010 (grade 3) 3 12 117 14 114 (NS)

NS, not significant

H| SRSl Wl AT

8712 v F29ug vl AollA A FESS Harstoirt. iR el 3k YeAAES
HIFU E= AP 8AleR S A4 h8S 240 Rl Ry, sl e gS 2o

Sol5H7 © et HAM A moks 5 27 218 Aol7t et

H 3.3 [NRS] XA &HE

Cto Sz =
1M SHax i I;|-I;‘|='|" EvenzIH Total Event! Total —vaplue il
HSHHE vs. SSUA
Marra 2022 Complications g 35 121 =] - -
Shah (A) 2018 Overall side effects % {1,300 3,051 : 2,343 7,998 : <0.0001 S
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Sz

Zx=at

cto
X% BEEE  ATNE oo P Iz
MM Events Total Events Total : —value
WENH& vs. HIFU
Bakavicius 2019 In total 8 27 126 79 210 0.002 S
Treatment-related
complications _
: grade 1 (pelvic 5 50 5 21 (NS)
pain, urinary retention)
Baret 2013 (9°00 2 % 1 5 0 21 - (NS)
. grade 3b (rectal B
fistula, urethral stricture) 2 50 0 21 (NS)
- grade 4 or higher _ _
complications 0 50 0 21
WEHHE vs. HAMM X2
Monaco 2022 Treatment_—related o 15 68 10 51 0.745 NS
(A) complications
Any urinary . o (17.6%) 44,318 (S)  vs. EBRT
Jarosek 2015 adverse event (%) (19.4%) 2,115 (20.0%) 14.259 (NS) _vs. BT
Treatment-relate
d complications _
: grade 1 (pelvic g o 0 12 (NS)
pain, urinary retention)
Barret 2013 (h%ﬁjfufa) 5 1 50 0 12 - (NS)
. grade 3b (rectal _
fistula, urethral stricture) 2 50 0 12 (NS)
- grade 4 or higher ~ ~
complications 0 50 0 12
Williams 2012 Sggrpal'i'cation 3 600 943 4873 9985 (0.001 S
Perioperative _
complications 2 33 0 33 (NS)
- Transfusion 0 33 0 33 - -
H
ko 2000 Tooomlsweling. © 3 33 0 33 - (NS)
_ Siesr(lzg(rer?flort 2 33 0 33 - (NS)
HSHH= vs. MEUHENE
Any urinary propensity
Jarosek 2015 adverse event (%) (19.4%) 2,115 (27.2%) 26,790 (S) " weighted

BT, brachytherapy; EBRT, external beam radiotherapy; HIFU, high-intensity focused ultrasound; NS, not
significant; NRS, Non-randomized study; S, significant
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H. Random, 95% Cl Year M-H, Random, 95% CI
111585 &A
Shah (&) 2018 1300 3091 2343 7988 17.0% 1.79[1.64,1.95 2018 *
Subtotal (95% CI) 3051 7998  17.0% 1.79 [1.64, 1.95] +
Total events 1300 2343

Heterogeneity: Mot applicable
Testfor overall effect £=13.23 (P = 0.00001)

1.1.2 HIFU

Bakavicius 2019 27 126 79 210 13.5% 0.45([0.27,0.75] 2019 I
Barret-2 2013 3 50 3 21 5.9% 0.36[0.08,1.39] 2013 - 1
Subtotal {95% Cl) 176 231 19.4% 0.44 [0.27,0.71] -
Total events 32 a4

Heterogeneity: Tau®=0.00; Chif=0.10,df=1 (P=0.748); F= 0%
Testfor overall effect: £= 3.38 (P =0.0007)

113N A e

Monaco (&) 2022 15 63 10 51 9.4% 1.16 [0.47, 2.85] 2022 I

Jarosek-2 2015 410 2115 7800 44318 17.0% 113[1.01,1.26] 2014 ™

Barret-1 2013 g 50 a 12 1.7% 3.02[0.16,58.43] 2013 *
Williams 2012 G600 943 4873 9985 16.5% 1.84 [1.60,211] 2012 -

ko 2010 ] 33 a 33 1.7%  1293[0.69, 244.08] 2010 *
Subtotal (95% CI) 3209 54300  46.6% 1.47 [0.97, 2.25] g

Total events 1035 12683

Heterogeneity: Tau®=0.11; Chi®= 31.94, df= 4 (P < 0.00001}; F=87%
Testfor overall effect Z=1.80(FP=0.07)

114xEHNR

Jarasek-1 2015 410 2115 7287 26790 17.0% 064 [0.58 0.72] 2015 -

Subtotal (95% Cl) 2115 26790 17.0% 0.64 [0.58, 0.72] 4

Total events 410 7287

Heterogeneity: Mot applicable

Testfor overall effect: Z=7.77 (P = 0.00001)

Total (95% CI) 8551 89418 100.0% 1.06 [0.70, 1.59]

Total events 2777 22387

Heterogeneity: Tau®= 0.25; Chi®= 288.75, df= 8 (P <= 0.00001); F=97% 'D.DQ Df1 1' 1'0 50'

Testfor overall effect Z=0.27 (P=0.749)
Testfor subaroun differences: Chi®=221.44 df=3 (P = 0.00001). F= 98.6%

1% 3.6 [NRS] MA| &= forest plot

Favours [experimental] Favours [control]

2.1.2 HMALT| 35

SR W TARAE
2709) S Sl BIEAAA A Bl Al7|o) T chorst WSS Busioith WEA AR
MpALA] X\ B2} 5] ATEX oA RI3k Kol 7} glglon P X R U X3

erections, perineal/genital pain)o|A B]AJA]7] S 20| 9-9]5

H(spontaneous

H 3.4 [RCT] Hli=MA7| HE

- =a Sz E= p
XX S| Z4pK| = Tl a1
T =RasE e A|H | Events Total | Events Total = —value |2
WHWEHHE vs. WAM X|F
if&?ﬁﬂ?o“s 8 56 38 57 <0.001 S
Donnelly 2010 it st o
ntercourse-assis 14 18 " 47 - s
ed or unassisted
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= the Sz | B p
%! ALK& Tl S I
X SREE 2K A|™ : Events Total : Events Total : —value I
Adv_erse_effects: 08 3 %% 31 B NS
genitourinary
ﬁdverse effects: 27 33 2 31 _ NS
ormonal
Frequency/urgency 20 33 24 31 - NS
Chin 2008 Poor stream H 9 33 5 31 - NS
Incontinence 2 33 1 31 - NS
Hematuria 4 33 2 31 - NS
Pe_rmeal/gemtal 1 3 ' 31 0.006 S
pain
New onset ED 10 33 ? 31 - NS

ED, erectile dysfunction; NS, not significant; RCT, Randomized Controlled Trials; S, significant

B2 B T AT
11709] v E2Hjuly vlmATtofA vxAg2l7|et e thofel dHES Husiylnh. QA
(incontinence) Aol gt WlERLA 23} WSAAEL o2 X7l (554A], HIFU, BAR X &,

YA LAL)T R Aol G,

H 3.5 [NRS] HlIzt§217| SHHS

= CHel, S ==t p
1X4xt SRz gaxs A|E Events Total @ Events Total | —value 2
HEHHE vs. SSZUAl
Urethral . 121
slaughtering
Urinary retention 10 121
Marra 2022 Urethral stenosis H 1 121 AZele - -
Hematuria 6 121
Rectal fistula 1 121
UTI 8 121
Scrotal edema 28 45 0 30 - (S)
Enikeev ~ 2020  Suess urinary ¥ 2 45 0 30 - (NS)
incontinence
Radiation cystitis 0 45 0 30 - -
ED 630 3,051 961 7,998 <0.0001 S
Lower urinary 416 3051 725 7,998 {0.0001 S
tract obstruction
Shah (A) 2018 Urinary fistula o 12 3,061 0 (11 7,998 i 0.0047 S
Hydronephrosis < 85 3,051 139 7,998 | 0.0005 S
Uiy (11 3081 (11 7,998 01573 NS
Incontinence
Elliott 2007 Urethral stricture 5 199 4 378 - (NS)
WSHHE vs. HIFU
Scrotal edema 28 45 12 45 - (S)
Enikeev 2020 | Shess urinary ¥ 2 45 3 45 - (NS)
Incontinence
Radiation cystitis 0 45 0 45 - -
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- e S =zt p
Zmroy K| & Tl S =
141 SREE WA A|]™  Events Total : Events Total | —value I
Dysuria w/o
infection 1 126 8 210 | 0.097 NS
Urethral sloughing/
visible hematuria 4 126 17 210 0.054 NS
Acute urinary 9 126 36 210 & 0.009 S
retention
Urethral stricture 1 126 4 210 0.415 NS
Hematospermia 1 126 3 210 . 0.603 NS
Penis/scrotum/pe 2 126 0 210 0067 NS
Bakavicius 2019 Bneum hematoma 3
rinary tract
infection 4 126 17 210 0.071 NS
Acute infective
epididymitis 0 126 10 210 | 0.013 S
Hydronephrosis/
renal colic 1 126 0 210 | 0.196 NS
Acute renal
insufficiency 0 126 1 210 : 0.438 NS
Penis/scrotum 1 126 0 210 019 NS
Urethral stricture 9 56 15 71 0.2 NS
Stress incontinence 3 56 2 71 0.07 NS
. Developed UTI 3 56 6 71 0.4 NS
L 2009 H
' 0 ED 15 17 10 19 {0.001 S
Urethro-rectal _ _
fistula 0 56 /1
HEXHE vs. WAIM Xz
Scrotal edema 28 45 35  (0.001) (S)
: Stress urinary _
Enikeev 2020 ncontinence H 2 45 4 35 (NS)
Radiation cystitis 0 45 1 35 - (NS)
Spasm/cystitis/ (3.01 (4.61 _
hematuria (4.22%) -5.91) (4.95%) -5.31)
Incontinence 44%) G2 028%) G2 9
Ureteral stricture (1.05%) ,(992) (2.22%) ,(;.'gg) -
Urinary Fistula - - (0.11%) _(8%) - vs. EBRT
g,r\lec‘[:hral stricture/ (10.27%) 7%821915) 9.56% 71(8_(1)4) B
BPH ©5% G5 579% QfF -
(13.52 (2.7 B
Jarosek 2015 P00 9505/%/ 15.05%) 716,69 13.29% ~13.89)
Spasm/cystitis/ CI)O (4.22%) (301 4830 (4.26 3
hematuria £e0) 5 91) L O 548)
Incontinence (2.44%) ,(lé% 0.61% fgé’;?) -
Ureteral stricture (1.05%) _(?92) 1.78% _(;517) -
Urinary Fistula - - 0.14% S%%? - vs. BT

Urethral stricture/
BNC

(1027%) &%)

(11

BPH

©5% g7

(6.6
744%  g31)

BOO

(13.52
(15.03%) ‘{285

15.68% (14:83)

-16.57)
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= e S =zt p
%! ALK& Tl S I
X SREE WA A|™  Events Total : Events Total | —value I
Urinary 300 943 2217 985  {0.001 S
complication
- Cystitis 5 943 240 9,985 | <0.001 S
. - Retention 231 943 839 9,985 : <0.001 S
H
Williams 2012 - Urethral stricture ° 51 943 369 998 : 0.19 NS
- Incontinence 172 943 1,128 9,985 : <0.001 S
- Urethral fistula 8 943 30 9,985 : 0.1445 NS
ED complications 327 943 2,097 9,985  <0.001 S
Urinary 13 33 22 33 0.048 S
- Irritative voiding 1 33 20 33 _ (NS)
symptom
~ Transient 1 33 1 33 - (NS)
retention
— Urinary tract _
Ko 2010 infection 3 ! 33 2 33 (NS)
- Incontinence 0 33 2 33 - (NS)
- Bectourethral 0 33 0 33 3 (NS)
fistula
Hormonal 5 33 5 33 - (NS)
- Hot flushing 4 33 5 33 - (NS)
- Gynecomastia 2 33 1 33 - (NS)
. . 11 645 (NS)  vs. EBRT
[m]
Elliott 2007 Urethral stricture H 5 199 m 799 (NS vs. BT
WENAH= vs. MEMEN=
Stress-induced oy 0 42 9 42 - ©)
Chinenov 2018 urine mE
incontinence 1zc7’H’$J 0 42 6 42 - (NS)
Spasm/cystitis/ oy (3.01- oy (29 B
hematuria (4.22%) 5.91) (3.21%) -3.55)
Incontinence (2.44%) —(41153) (6.24%) _(ggg) -
Ureteral stricture 9(05/13/0 (1.05%) _(10 762) (1.72%) _(11 gé) -
. . ch, (0.26
Jarosek 2015 Urinary Fistula - - (0.33%) 0.42) -
Urethral stricture/  10& (8.14 (1874
BNC _x (10.27%) 12.97) (19.34%) 19.99) -
@72 (KK -
BPH (6.5%) 8.91) (1.27%) 1.46)
(1352 97 _
BOO (15.03%) 1669 (20.35%) 20.99)
Elliott 2007 Urethral stricture & 5 199 277 3,310 - S
Incontinence H 5 27 3 25 - (NS)
Subsequent o
Gould 1999 transurethral 12%1'% 12 27 - - - -
resection =

BNC, bladder neck contracture; BOO, bladder outlet obstruction; BPH, benign prostatic hypertrophy; BT,
brachytherapy; Cl, confidence interval; EBRT, external beam radiotherapy; ED, erectile dysfunction;

HIFU, high-intensity focused ultrasound; NS, not significant; NRS, Non-randomized study: S, significant;

UTI, urinary tract infection
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HEMY dSHHE

Experimental Control Odds Ratio Odds Ratio
Study or Subgrou Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
21158 &N
Enikeew-3 2020 2 45 a 30 54% 3.51[0.16, 75.63] 2020
Shah (&) 2018 5 3051 5 7998 10.4% 262 [0.76 907 2018 I
Subtotal (95% CI) 3096 8028 15.8% 2.73[0.87,8.63] e —
Total events 7 4
Heterogeneity: Taw®= 0.00; Chi®=0.03, df=1 (P =086}, F= 0%
Testfor overall effect £=1.71 (F=0.09)
2.1.2 HIFU
Enikeey-3 2020 2 45 3 45 6% 065010, 4100 2020 R
Li 2009 3 56 2 7 8.6% 1.95[0.31,1211] 2008 S
Subtotal (95% CI) 101 116 17.2% 1.13 [0.31, 4.14] —ea——
Total events b} b}
Heterogeneity: Tau?= 0.00; Chi®= 069, df=1 (P=041); F=0%
Testfor overall effect Z=0.19 (P =0.85)
213 EA s
Enikeev-1 2020 2 45 4 35 8.8% 0.36 [0.06, 2.08] 2020 - 1
Jarosek-2 2015 52 2115 124 44318 125% 8.98[6.48,12.46] 2015 -
Williams 2012 172 943 1128 9985 126% 1.75[1.47 209 2012 -
Ko 2010 1] 33 2 33 a.4% 0.19[0.01,4.07] 2010 ¢
Subtotal (95% CI) 3136 54371  30.3% 1.63 [0.42, 6.28] i
Total events 226 1258
Heterogeneity: Tau®=1.41; Chi*= 85.17, df= 3 (P = 0.00001); F= 96%
Testfor overall effect Z=0.71 (F=0.48)
214 +EH g
Chinenoy 2018 a 42 9 42 58% 004[000,074] 2018
Jarosek-1 2015 52 2115 1B7Z 26790 125% 0.38[0.28, 0.50] 2015 -
Gould 1999 ] 27 3 25 9.4% 1.67 [0.35, 7.84] 19499 — 1
Subtotal (95% CI) 2184 26857 27.8% 0.43[0.11,1.70] —li———
Total events a7 1684
Heterogeneity: Tau®=0.95; Chi®= 5.78, df= 2 (F = 0.06); F= 65%
Testfor overall effect £=1.21 (FP=0.23)
Total (95% CI) 8517 89372 100.0% 1.10 [0.43, 2.83] —ai—
Total events 245 2952

. 2 CrhiE= - . k + t

Heterogeneity: Tau®=1.84; Chi= 24910, df =10 {P = 0.00001); F= 96% 001 o 10 100

Testfor overall effect Z=0.20 (F=0.84)
Testfor subaroun differences: Chi*=4.24 df= 3 (P = 0.24). F=29.3%

12 3.7 [NRS] H| 417
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Favours [experimental]

StH=-9 A2 forest plot

Favours [control]



2.1.3 YT S
skgllg Bl IAA
17114 A ATAGAEOIA ST TR o RS Husild Avdos
FAAE S WA X 21 2 3 (Proctalgia), B, A S ST IEZ Aol S5
5ick
H 3.6 [RCT] Y& 45
= mes Sz Z=at p
=moq HIK|E ik ni
1 X%t =H3Ax dax| A|E Events Total | Events Total | —value il
HWEHHE vs. HAM X|F
Adverse effects: 15 33 31 31  <0.001 S
gastrointestinal
Proctalgia 0 33 18 31 <0.001 S
Hematochezia/
Chin 2008  melena o 0 33 7 31 0.004 S
Diarrhea 3 33 21 31 <0.001 S
Constipation 11 33 7 31 - NS
Fecal 1 33 2 3 - NS
incontinence
NS, not significant; RCT, Randomized Controlled Trials: S, significant
H| SRSl Wl AT
o7hel mEReMlY HmATolN Spmal waE ot FEEe Husigt Agars
(rectourethral fistula) 'WAYol| et wlebEA] A}, WA A& tHE A 2 ¥ (5544, HIFU, WA
A =2)7} 7-2J3t 2ol 7 Igich
H 3.7 [NRS] &2 243
- e, S ot p
=moq K| T -
X% SHdE WA Al  Events Total ' Events Total : —value 2
HEHHE vs. SSLAl
Radiation proctitis 0 45 0 30 - -
i o
Enikeev 2020 Bectourethral 3 1 45 0 30 _ (NS)
fistula
Shah (A) 2018  Bowel fistula H 13 3,051 43 7,998 | 0.4604 NS
WEHHE vs. HIFU
Radiation proctitis 0 45 0 45 - -
i o
Enikeev 2020 Rectourethral 3 1 45 0 45 - (NS)
fistula
Perineal abscess 2 126 0 210 @ 0.067
Bakavidus 2019 lestioular/perineal/ g 4 126 1 210 0.048 S
anal pain
Fistula 1 126 0 210 | 0.196 NS
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= £ Szt izt p
EX Yo | HIK|E Tl S =
141 SREE 2K A|]™  Events Total : Events Total | —value I
HEHHE vs. YA X2
Radiation proctitis 0 45 1 35 - (NS)
i o
Enikeev 2020 Bectourethral e 1 45 0 35 B (NS)
fistula
Bowel complication 114 943 | 1,897 9,985  0.001 S
- Proctitis/
Williams 2012 haemorrhage A 110 943 1.857 9,985 0.001 S
oot injury/ 8 943 200 9985 (0001 S
Gastrointestinal 11 33 23 33 0.006 S
- Diarrhea 3 33 13 33 - (NS)
- Constipation 4 33 5 33 - (NS)
Ko 2010 - Hematochezia H 0 33 1 33 - (NS)
- Proctalgia 4 33 11 33 - (NS)
- Fecal o 33 0 33 - -
incontinence
HWENHE vs. MEMENS
Rectal injury:
Gould 1999  required intraoperative H 0 27 1 83 - (NS)
suture repair

HIFU, high-intensity focused ultrasound; NS, not significant; NRS, Non-randomized study; S, significant

Experimental Control

Study or Subgroup  Events

31 ESSZA

Enikeew-3 2020 1 45 0 0 31%
Shah (&) 2018 (1) 13 3051 43 7998 871%
Subtotal {95% Cl) 3096 8028 90.3%
Total events 14 43

Heterogeneity: Tau?= 0.00; Chi*=032, df=1 (P=057), F=0%
Testfor overall effect Z=0.64 (P = 0.52)

3.1.2 HIFU

Enikeew-2 2020 1 45 0 45  3.1%
Bakavicius 20149 1 126 o 210 3.3%
Subtotal {95% Cl) 171 255 6.5%
Total events 2 1]

Heterogeneity: Tau®= 0.00; Chi*=0.05, df=1 {P=0.83); F= 0%
Testfor overall effect Z=118 (P =0.24)

3A3EARM Xs

Enikeew-1 2020 1 45 0 3\ 3%
Subtotal (95% Cl) 45 35 3.2%
Total events 1 1]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.53 (P = 0.60)
Total {95% CI) iz 8318 100.0%
Total events 17 43

Heterogeneity: Tau®*= 0.00; Chi*=2.41, df= 4 (F=0.66), F=0%
Testfor overall effect Z=0.21 (P = 0.83)

Testfor subgroup diffierences: Chi®= 204, df= 2 (P =0.36), F=1.9%

Footnotes
(1) Bowel fistula

J% 3.8 [NRS] #1%

O -
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Total Events Total Weight M-H, Random, 95% CI

Fob Sk

Odds Ratio Odds Ratio
Year M-H. Random, 95% CI
2.06 [0.08,52.17] 2020
0.79[0.42,1.47] 2018 t
0.82 [0.44, 1.51]
307 [012,77.32] 2020
5.03[0.20,124.46) 2019 +
3.93 [0.40, 38.28] —— i ———
2.38 [0.09, 60.55] 2020
2.39 [0.09, 60.55] ——ee N —
0.94 [0.53, 1.68] -
[ : : |
0.01 0.1 10 100

HO

Favours [experimental] Favours [control]

S-AAQE = forest plot



2.1.4 J|E}

H| SRSl WL AT
7|eb g E0R BT, 4B, TS Fo] Busglont, mE Ak o] 21 foIet Aot
L3l
H 3.8 [NRS] 7|E} &HS
= the Szt CH=at
1 X%t SRdx gz AI%’ Eveni : Total Event! Total —vaplue Hlal
HWEHHE vs. SSLA
Enikeev 2020 Anxiety (HADS)8) H 1 45 M 30 - (NS)
Shah 2018 Bleeding 3 187 3,061 1 547 7,998 | 0.1803 NS
WSHH= vs. HIFU
Enikeev 2020 Anxiety (HADS)8) & 1 45 3 45 - (NS)
o Hypotension 2 126 1 210 0.295 NS
Bakavicius 2019 : - A
Allergic reaction 1 126 0 210 | 0.196 NS
HWEHHE vs. LAM X5
Enikeev 2020 Anxiety (HADS)8) & 1 45 2 35 - (NS)
dSHH= vs. HEMEN=
Had fluid in the
Gould 1999 retroperitoneum = 1 27 0 83 - (NS)

(leakage of irrigant)

HADS, Hospital Anxiety and Depression Scale; HIFU, high-intensity focused ultrasound; NRS,
Non-randomized study; NS, not significant
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AYAY SEAAE] B L 307] FTGIH FRONA ot ZoAER HIE B4 AT
AINES P B, 715 AE, 49 Y2 ARAEES PRI L

)
PN
h

Ak,
fu
<
I
k)

Soretd ol Aulolie A AEE, O So] AEE, TAM ARE, THo] AEE, AL XIS
Z7to] ATE AR

2.2.1.1 Hx| MZEE(overall survival)/AlZ S (overall mortality)

R EDIRAL
AEAALT AR AES 1w 2700 AN BRG] A BERS Bttt
2749] AT BEOA WEAASL WA X0k A HEL S5t Aol7} Yot

H 3.9 [RCT] Hx| 4Zs

M Sz =+ HR
1%k Aar 24xs  AlE %slﬂ%% cl % H 95% Cl: (95%Cl) —v:Iue =
HWEHHE vs. WA X7
Chin 2012 OS 8 60% 62.1% - NS
2008 OS 44 87% 87% - NS
Donnelly 2010 OS b 1 89.7% 88.5% 0.78 NS

Cl, confidence interval; HR, Hazard Ratio; NS, not significant; OS, overall survival; RCT, Randomized
Controlled Trials; S, significant

MR BB T

67HO) IRl Y Wl AT A HES U B BB YEAASS A g SR
AR BE2o] SIS Worom, 11 9] thE AZH( A, WA A E)TH §218 Kol 7 Qe

H 3.10 [NRS] HH| HEE/TH AYE

g Sz x= HR p
HMx = HIXE  AF Ll = |
MR e EWA I % 95% Cl. % 95% Cl. (95%CI) -value I
WEHHE vs. SSZUA|
0S 53 98.1% 96.5% 005 NS
HR 3.45
Marra 2022 g 108 | 97.0% 85.3% (0.6621 0.0804 NS
~18.0605)
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3 — x4 St TS HR p S
1X{% A 2iXiE AE % 95% Cl. % 95% Cl. (95%Cl) -value 12
HR 1.27
Yuan 2022 OM (0.90-1.80) NS
Whalen 2018 OM 20% 22% - (NS)
WEH7HE vs. HAIM X2
Whalen 2018 OM 108 20% 36% - (NS)
Ko 2010 0OS 88% 91% - NS
HWEHHS vs. MBMENS
54  87.0% 93.8% - -
o 2020 OS 104 61.3% 79.9% - -
101 ref HR2.09 5 0o
= : (1.80-2.44)
0S WEES S - {0.001 S
[PSM model] HR 2.70
Jin 2020 OM I ref. (1.99-3.60) 0001 S
[Adustedmodel] HR 2.52
oM ref. (1.99-3.20) {0.001 S
oM 108 20% 7% - (NS)
Whalen 2018 ref.(2gl*) HR 1.58
oM * RP+XRT+ ADT ' (0.374, 6.6) 0.535- NS

Cl, confidence interval; HR, Hazard ratio; NS, not significant; NRS, Non-randomized study; OM, overall
mortality; OS, overall survival; PSM, Propensity score matching; S, significant

2.2.1.2 & E0| MZEE(cancer specific survival)/AlZE(cancer specific mortality)

Sy HlEL AT

2709 F21uig Bl FAl

oF So] JE20] glo] F 27 £-01% Ko7t

H3.11 [RCT] & 50| MEE

k3|
=
L.

Sl S = HR p
XX = AMX|E S s -
R e EWA Al % 95% Cl % 95% Cl  (95%CI) -value 12
WEHHE vs. HAMM X|2
2012 DSS 84 64% 69% - NS
Chin DSS 44 95% 97% - NS
2008 Died, -
related PCa 3.0% 3.2%
difference
E] 0 o) -
Donnelly 2010 DSS 54 96.4% 96.1% 0.3 (-4.8, 5.4) NS

Cl, confidence interval; DSS, disease specific survival, HR, Hazard Ratio; NS, not significant; PCa,
prostate cancer; RCT, Randomized Controlled Trials
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MRt

dSHHE

B[R B BT

WL BB 3

SAAES

@A,

tT

O dE OfsHA| W AT H(GSEA, AR A 2)ak= oA 2 -F-ofst
ko7t itk
H 3.12 [NRS] & E0| M=E/AIUE
=0t =2 X HR p
X = AMXE  AH ST = H|
ML e BN I % 9% Cl % 95% Cl (95%Cl) -value %
WENHE vs. SSZUA|
Marra 2022  PCa deaths 0% 0% - -
HR 0.73 -
Yuan 2022 CSM (0.10-5.35) NS
Shah (A) 2018 CSS 19 193.59% 95.79% {0.05 S
ASHAHE vs. YA X2
Gestaut 2017  Died of PCa 0.7% 0.9% - (NS)
Ko 2010 DSS 97% 97% - NS
SEHE vs. HENEHS
5 99.5% 99.8% - -
108 | 98.1% 99.2% - -
CSS HR 2.07
10u ref. 129-3.51 0.007 S
Guo 2020 |(-|R 1 07' )
CSS: low ref. (0.28-—4.02) 0.925 NS
CSS: HR 2.65
intermediate ref. (1.50-4.70) 0.001 S
css e mEE: SEE: - (0001 S
[PSM model] HR 2.99
CSM 150 ref. (119-7.4g) 002 S
[Adjusted =] HR 1.38
model] CSM ref. 063303 942 NS
CSM of HR 0.47 ~ NS
J 2020 :PSA (4 : (0.02-10.48
n CSM ; HR 0.86 - NS
: PSA 4-10 ret. (0.33-2.22)
CSM HR 5.02
“PSA 210 ref. (1301939 902 S
CSM HR 1.29
low ref. (0.49-3.39) NS
CSM ‘ HR 3.48 S
‘ intermediate ret. (2.00-5.84)

Cl, confidence interval; CSM, cancer specific mortality; CSS, Cancer specific survival, DSS, disease
specific survival; HR, Hazard ratio; NS, not significant; NRS, Non-randomized study; PCa, prostate

cancer; PSA, prostate—specific antigen; PSM, Propensity score matching; S, significant
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2.2.1.3 2t M=&(biochemical recurrence free survival)

F2-91e178 vl I

1709] T2 ul vl AFAT oA FA R 28-S B ST Ys Al ASS WA X7 ot At
=8o| FolsHA © Wttt
H 3.13 [RCT] Bt M=8
s N B
18X = ANXE AIH -value H|
1%t A 2| | %  95%Cl % 95%cCl © I
WEXHE vs. HIAIM X2
2012 bDFS 84 | 17.4% 59.1% 0.01 S
bDFS 44 1 13% 47% 0.0277 S
. bDFS B B
Chin 2008 - ASTRO 44 0.0277 S
bDFS ~ ~
Nedr+o 4 0.0123 S

ASTRO, American Society for Therapeutic Radiology and Oncology; bDFS, biochemical disease—free
survival; Cl, confidence interval; RCT, Randomized Controlled Trials; S, significant

B[R B BT

570 Bl v AT 5]

1}olo
N AA—

AL 4280l felA
FASH IR A
SEAAE] T A

X*‘“éﬁ%éﬁlgﬂl*ﬂ —rXH‘?zf

H 3.14 [NRS] 20 M=2

Z O O
W yEsS

| ThE s,

H st tiA| 2
HIFU)ZH=

S B gt 2709] At AT AR AEEE ik 17H A-HChiang 5, 2016)+=
ﬂﬁ% AEAERT G5k koY, vE A Elkjaer 5, 2014)°4+=
JE&o] fosHA =0t

ISAAES B A
R Aol Y9l

= N2 TEE R b
1X{% bl 22l Al %  95% Cl. %  95% Cl (95%CI) -value 12
WEHHE vs. SSUA|
Radical 53 | 70.5% 57.3% %005 NS
therapy HR 1.63
free or ADT 10 | 51.0% 39.3% (0.9464 00444 NS
free survival -2.8265)
Marra 2022 Any 53 65.0% 57.3% 5005 NS
_ HR 1.35
}[22&2% 109 40.2% 39.3% 08093 027 NS
-2.2647)
Enikeev 2020 HE@PSE  oine g5y, 6.7% - (NS)
free survival
WEXHZ vs. HIFU
Relapse - o o _
Enkeev 2020 _ree survivel  yid 15% 15.6% (NS)
bRFS = 85.0% 81.0% -
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NEC

HEMY dSHHE

o J— x4 = = HR p
R gy B Al %  95% CI. %  95% Cl (95%CI) -value 2
14 97% (91-99): 93% (88-96) - NS
(FFFS." 24 80% (72-87) 76% (69-82) - NS
o 33 73% (64-80) 62% (54-70) - NS
survival) 44 65% (55-73) 54% (44-62) - NS
= 56% (46-65) 52% (43-61) - NS
14 97% (91-99) 97% (93-99)
In—field 24 89% (82-94) 86% (79-91)
recurrence 34 85% (77-91): 74% (65-81)
—free 44 80% (71-87): 65% (b5-74)
5 71% (60-79) 60% (49-69)
Tourinho (94-99.9
~Barbosa 2020 14 99% ) 97% (93-99)
Re—treatm 24 85% (77-90) 77% (70-83)
ent-free 34 76% (67-83): 68% (59-75)
44 67% (57-75) 57% (48-606)
5 58% (48-67): 56% (47-65)
13 99% (94-)99.9 98% (95-)99.5
Radical 28 89% (82-94) 84% (77-89)
treatment-
froe 34 83% (74-89) 76% (68-82)
44 70% (60-78) 65% (55-73)
5 70% (60-78) 65% (55-73)
Chiang 2016 ZSH'QJ)BRFS 34 2639 1253 2766 13.72 - (NS)
HSHHE vs. WAK X2
~ (range 99~78%) ' (range 100~80%)
Monaco FFS 79 o350 ZtA QI 3.0% 24 0.7 NS
(A) (range 91~43%)  (range 98~77%)
BCRFFS 178 oin%) g, 20 | OIme 3.59% 260 ©.001 S
Relapse o o _
Enikeev 2020 _free survival Zin 16% 6.1% (NS)
bRFS - | 85.0% 93.9% -
bPFS 54 57.9% 89.6% <0.0001 S
—low risk 54 1 70.0% 89.4% {0.0001 S
Gostavt 2017 "r?;ekrmed'ate 54 51.4% 89.7% 0.0001 S
ADT salvage
treatment 54 77.0% 95.4% {0.0001 S
free survival
UEMH= vs. MEMEN=
PSA
biochemical
: _ oy mean (SD) mean (SD) _
Chiang 2016 recurrence 34 26.39 (12.53) 22.13 (14.85) (S)
free survival
%)
) S
o s
Elkjaer 2014 DFS Jejz Jejo 0.001 (RPYCAP)

ADT, androgen deprivation therapy; BCR, Biochemical recurrence; bPFS, biochemical progression free
survival; bRFS, Biochemical relapse—free survival, CAP, CAP, cryoablation of the prostate; Cl, confidence
interval; FFS, failure-free survival; HIFU, high-intensity focused ultrasound; HR, Hazard Ratio; NRS,
Non-randomized study: NS, not significant; PSA, prostate—specific antigen; RP, radical prostatectomy; S,

significant; SD, standard deviation
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2.2.1.4 20| M=g(metastasis free survival)

HIS A Bl AT
27he] WEE gl BT AT So] S HTsielth WEAALS e A=W
HpAR A 2)3t Al JEB 9] '

2
o F
1o
rok
ol
S
N
£Q,
20,
o)

H 3.15 [NRS] £X0| MEE

=0t =2 X HR p
X = AMXE  AH ST = H|
ML g EEA I % 95% Cl. % 95% Cl. (95%CI) -value I
HEHHE vs. SSZA|
Metastasis 72 | 99.1% 97.1% .05 NS
Marra 2022 —free HR 14
survival 104 | 93.9% 90.7% (0.2360 06814 NS
-8.3508)
WEXHE vs. HAI X2
Metastasis
free 54 97.6% 93.9% - (NS)
survival
Gestaut 2017 —— 0 ick 1000% 1000% 0.9639 NS
"r”i;elzmed'ate 93.9% 98.6% 0.0839 NS

Cl, confidence interval; HR, Hazard Ratio; NRS, Non-randomized study; NS, not significant

2.2.1.5 X2 (recurrence)

Ak ASTRO (American Society for Therapeutic Radiology and Oncology) = 841 E0|g
(Prostate Specific Antigen, PSA) 5-2] 7|50 W= AY515H4 AiH(Biochemical Recurrence, BCR)
9 A FAd AN positive biopsy), 7 A&, Z0o] 59| thFst AHA| HE EoIATT

T2 v QAT

2709] F2H9julg v L AAFAT oA At ATE B sgich A2 WEAAES WA ilﬁg}xﬁ‘ﬂ
Qlo] T 7+ Folst Zpol7t glglont, Ay} wHAE AR X Ho 0101 FoJgt xfo]& ®E Lt Chin
5(2012) AtollA Hargt S22 A7 H]E&-2 YEA|AEo] WA X 7R} o5 o] Etom,
Donnelly 5(2010) 91722] A FA vl&-2 FsAAEo] YA AZHTE-F-olsH o A Yebsttt
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NEC

HEMY dSHHE

H 3.16 [RCT] me

St S X HR p
MR ZUXE ALY a2 = 1
1% AL 2 I Event Total % Event Total % (95%Cl) -value 2
HWEHHE vs. HAMM X2
Positive EE 226 19.4 - NS
biopsy
2017 Distant 6.5 9.7 - -
metastasis
Hormonal
Chin therapy 35.5 16.1 0.002 S
PpsVuve 20 12 B NS
biopsy
2008  Biochemical
failure 44 1 21 33 64 14 31 45 - (NS)
(ASTRO)
Biochemical o difference
failure 3ehe 23.9 23.7 0.2(=10.8.11.2) NS
(Trifecta) = 2 e difference
PSA rises with 6074 31 3.7 67 (-19.4, 6) NS
a final value ° difference
Mong/mL  oMtE 332 439 Ji07 (244,29 NS
Domnelly 2010 Biocherical 3672 17.1 132 $00Ts, NS
ailure .
(rfecta) = 60 25 251 derene L, NS
PSA nadir +2 dif%erence. -
ng/mL 8471& 27 31.7 47 (-175,8) NS
E.OS'“VG 367H 7.7 28.9 0.0004 S
iopsy
ASTRO, American Society for Therapeutic Radiology and Oncology; BCR, Biochemical recurrence: Cl,
confidence interval, HR, Hazard Ratio; NS, not significant; PSA, prostate—specific antigen; RCT,
Randomized Controlled Trials; S, significant
M|l BT AT
137119 v 7291 Bla oA A AE Harskqict 2 weRtA A, JesAASS

HIFUETH Ad&o] f-olobA #kou, ohE A =24 (5544, WA A&, d9A8A41&) = 123t
Aol7} gigich
I 3.17 [NRS] xHf
o ——— x4 M= [ B HR p =

124k ol dHKE A Event Total % Event Total % (95%CI) —value I
HEHH= vs. sSZA

Enikeev 2020 BCR 24748 5 45 15 2 30 6.7 - (NS)
Whalen 2018 Metastasis 0 10 0 1 142 1 - (NS)
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S

=t

HR

= K| x HIT
124k % L= 2K A Event Total % Event Total % (95%Cl) -value I
WSHHE vs. HIFU
Any
additional 39 9% 411 29 95 305 0.2 NS
treatment
frzg'tcrﬁ'em 31 95 326 24 95 253 04 NS
Stabile 2021 Any
additional ref. HR (E'75 0.5 NS
(0.30-1.87)
treatment
Radical HR 1.04
treatment ref. 030-187 09 NS
Enikeev 2020 BCR 20944 5 45 15 8 45 182 - (NS)
Postive
Tourinho 2020 post-FT 64 174 37 54 111 49 0.04 S
—Barbosa biopsy
Recurrence 54 119 45 68 190 36 0.1 NS
PGA failure
Garcia 91 (partial 15 48 312 53 183 281 - (NS)
Barreras gland
ablation)
PSA BCR 34 1 36 114 316 29 120 24.2 - (NS)
Salvage
Chiang 2016 treatment 34 1 82 114 719 84 120 70 - (NS)
free
]’c\fi""s’tas's 33 113 114 991 119 120 99.2 - (NS)
Complete 374 43 56 77 52 71 73 - (NS)
Li 2009 ESPONSe ger 41 56 73 0 51 71 72 - (NS)
(PSA level
05ng/mb) 19 26 37 70 36 54 67 - (NS)
HEXHE vs. WAIM X2
M BCR A2 35 68 515 11 51 216 - S
M0 2002 Salvage _
(A 2% 12 68 18 9 51 18 1 NS
treatment
Enikeev 2020 BCR 24709 45 15 2 35 6.1 - (NS)
BCR 10 40 7 45 16 - (NS)
Whalen 2018 ——— 104
Metastasis 0 0 3 45 7 - (NS)
[low-risk]
Biochemic
al failure at last 34.0 12.8 N N
(PSA) PSA
lintermediate] follow—
e @ g - -
estaut 17 (PSA)
Univariate
HR for BCR ref. (;g_z;g) (0.0001 S
. Cryotherapy ) )
ADT
salvage 21.8 42 <0.0001 S
rates
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= . B e HR b
HIT
124k % L= 2K A Event Total % Event Total % (95%Cl) -value I
PSA BCR 34 {36 114 316 8 161 547 - (S
Salvage
- treatment 34 {82 114 719 75 161 46.7 - (S)
Chiang 2016
free
]'c\f:;asms's 33 113 114 99.1 146 161 90.7 -
Additional
Williams 2012 hormonal ;’éé??r;&?&) 2’2;??;22) 0.001 S
therapy P Y P Y
BCR;
ASTRO 3 3 91 12 33 366 0.008 S
BCR;
o 2010 Proeny  seme | % 3 4 38 121 0.16 NS
BCR; PSA
(05ngmL—1 11 33 333 12 33 36.6 0.76 NS
cutoff)
HWENHE vs. MEPMEN=
BCR 4 10 40 4 27 28 - (NS)
Whalen 2018 ——— 104
Metastasis 0 0 127 4 - (NS)
PSA BCR 36 114 316 47 97 485 - S
Salvage
Chiang 2016 treatment a4 82 114 71.9 89 97 608 - (NS
free
Metastasis 13 114 991 @ 97 948 - (NS
free
Flkjer 2014 S.ecu”e”t 13 40 325 63 350 18.0 - ©®
isease
Reaching
gold standard 51 76 67 @ 40 83 48 - (S)
Gould 1099 —OfOOPSA g
Procedure
success 73 76 96 61 83 73 - (S)
(PSA 0-0.2)

ADT, androgen deprivation therapy; ASTRO, American Society for Therapeutic Radiology and Oncology:
BCR, biochemical recurrence; Cl, confidence interval; HIFU, high—intensity focused ultrasound; HR, Hazard
Ratio; NRS, Non-randomized study; NS, not significant; PSA, prostate—specific antigen; S, significant

44



Experimental

Study or Subgroup Events
411 55 23A

Enikeey-2 2020 g
Whalen-4 2018 (13 o
Subtotal (95% CI)

Total events g

Total

45
10
55

Heterogeneity: Tau®= 0.00; Chi®=0.26, df=1 (P =061); F=0%
Testfor averall effect 2= 099 (P = 0.32)

4.1.2 HIFU

Stahile 2021 (2) 349
Enikeey-2 2020 4]
Tourinho-Barbosa 2020 54
Chiang-3 2016 36
Subtotal (95% CI)

Total events 134

95
45
118
114
373

Heteropeneity: Tau®= 0.00; Chi®=2.32,df= 3 (P =051, F=0%
Testfar averall effect Z=2.27 (P =0.02)

413N M=

Monaco (8) 2022 35
Enikeev-1 2020 4]
Whalen-2 2018 4
Chiang-2 2016 36
Ko 2010 1
Subtotal (95% CI)

Total events 91

68
45
10
114
33
270

Heterogeneity: Tau®=1.24; Chi®= 27.41, df
Testfor overall effect £= 0.66 {F = 0.1}

414 ESH g

Whalen-1 2018 4
Chiang-1 2016 36
Elkjaer 2014 13

Subtotal (95% CI)

Total events a3

10
114
40
164

Heterogeneity: Tau®=1.00; Chi*=13.35, df=2 (P = 0.001}); F=85%
Test for overall effect Z= 053 {P = 0.60)

Total (95% CI)

Taotal events 283

862

Heterogeneity: Tau®= 0.44; Chi®= 48.83, df= 13 (P = 0.00001); F=73%
Testfor overall effect Z=1.231 (P =019
Test for subgroup diferences: Chi*= 0.28, df= 3 (P = 0.96), F= 0%

Footnotes
(1) metastasis
(2) Any additional treatment
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Zpol7} it YEAA=

WA A=, dgAdEA )=

Ade= YsAiAs &
Symptom Score, IPSS) & =A47]7]
hnie) o]‘d I:}

AolA 7)s At A" ZIE sttty e
WEAALL IPSS Aol Qo] T2 A F (5574, HIFU, AR =, A8 4
S HIFUXET} [IEF H47t 8-9l5H
FOJRt Z}o]7} gl

Control Odds Ratio Odds Ratio
Events Total Weight M-H, Random, 95% Cl _Year M-H, Random, 95% CI
2 30 43% 1.75[0.32, 9.67] 2020 —
1 142  18%  4.48[017, 11718 2018 >
172 5.9% 2.14 [0.47, 9.75] ——e—
3
29 85 96% 1.58[0.87, 2.88) 2021 T
5 45  B3% 0.58[0.17,1.93] 2020 R
B8 180 10.3% 1.48[093,2.30] 2020 T
28120 8.7% 1.45[0.81,2.57] 2016 N
450  35.9% 1.42 [1.05, 1.91] o
124
11 51 B3% 388 [1.70,0.75] 2022
2 35 43% 2.06[0.38,11.33] 2020 —
7 45  A0% 362[0.81,16.22] 2018 —
88 161 10.1% 0.38[0.23, 0.63] 2016 —
1233 T.2% 0.88[0.32, 2.41] 2010 S —
325 35.0% 1.46 [0.47, 4.54]
120
=4 (P =0.0001) 7= 85%
4 27 44% 3.83[0.73,19.99] 2018 -
47 87 89.8% 0.48[0.28, 0.86] 2016 —
B3 350 B.9% 219 [1.07,4.49] 2014 —
474 23.2% 1.41 [0.40, 5.02] —e i ——
114
1421 100.0% 1.34 [0.86, 2.09] -
37 1 1 1 I
0.0z 0 10 50

Favours [experimental] Favours [control]

% 3.9 [NRS] L forest plot
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HEMY dSHHE

H 3.18 [NRS] 7|5 X|&

e ESTE TS o
XXt o ZaX|E Al mean SD Total mean SD Total  —value =
HEHHE vs. SSZUAl
PSS xa® | 3 [0-9] 121
374 6  [3-91 121 .
Marra 2022 _ ST 10 10200 121 AEeUS - -
b 145 [5-18] 121
Monaco 2022 IPSS - 2T Jef= 0.2412 NS
(B) IIEF - 3z B 0.9523 NS
nital | 108 33 45 92 39 30 - (NS
PSS o2 125 38 45 94 33 30 = o)
1242 115 32 45 99 3 30 - S)
. 2008 105 32 45 104 36 30 — (NS)
Enikesv 2020 ntial | 117 35 45 166 39 30 !
I o2 | 28 26 45 1656 3 30 = S)
1242 41 31 45 161 33 30 = S)
2whd | 48 26 45 142 37 30 = )
de . IPsS - 700 445 10 1245 947 11 —(NS)
Cerqueira IEF-5 - 1630 445 10 1318 805 11 - (NS)
WENHE vs. HIFU
nital | 108 33 45 | 99 35 45 — (NS)
pss o2 | 125 38 45 117 33 45 — (NS)
1212 115 32 45 109 3 45 ~ (NS)
. 2008 | 105 32 45 11 365 45 ~ (NS)
Enikeev 2020 ntal | 117 35 45 164 35 45 S
I o2 | 28 26 45 84 31 45 = S)
1242 41 31 45 99 41 45 = S)
24hg | 48 26 45 104 31 45 = S)
o2 1043 65 114 726 441 120 | - )
pss 1242 954 587/ 114 625 342 120 = S)
182 915 608 114 582 375 120 = S)
. 20hg | 904 63 114 657 353 120 - )
Chiang 2016 ol2 | 402 595 114 855 841 120 - (S
s 1242 | 361 521 114 967 774 120 = S)
18%2 | 45 596 114 1016 811 120 @ - )
20hg | 418 6589 114 936 633 120 | - )
PSS 71X 9] [3-10] 50 Bl 71 2 -
Barret 2013 12704 (5] [1-11] 50 [6] [2-11] 21 - [median,
IEFE M [19] [925] 50  [20] [15-25] 21 - IQR]
1288 | 14 [825] 650 | [14] [825] 21 -
~2® 278 21 47 273 25 65 | 0735 NS
62 | 98 31 47 155 42 55 <0001 S
EFge  JPME 115 36 47 176 41 55 0021 S
8% 139 44 47 184 46 55 0016 S
2Ng | 164 49 47 223 53 55 0003 S
! 2010 M2 227 64 47 262 35 5 | 0042 S
~2d 087 009 47 08 011 5 0519 NS
ek2 083 01 47 085 008 55 0269 NS
Ejasistance 1242 . 08 015 47 082 012 55 | 0487 NS
o) 1842 082 013 47 084 014 55 | 072 NS
20hg | 081 014 47 085 007 55 0354 NS
M2 084 012 47 082 01 5 | 0116 NS
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e =2 HE= b
14t (51~ Rt Al mean SD Total mean SD  Total | —value 2
WEXHE vs. HAI X2
JM | 108 33 45 98 36 35 — (NS)
P ok 125 38 45 119 33 35 ~ (NS)
12%8 115 32 45 134 31 35 - S)
_ 248 | 105 32 45 114 39 35 — (NS)
Enikeev 2020 718 117 35 45 156 35 35 - )
IEF-8 ol 28 26 45 66 34 35 - S)
122 @ 41 31 45 96 33 35 - S)
2448 | 48 26 45 116 34 35 - S)
ohg 1043 65 114 751 581 161 - )
PSS 1202 954 58/ 114 748 556 161 - )
18%2 915 6.08 114 749 567 161 - S)
. 2448 | 904 63 114 75 543 161 - S)
Chiang 2016 eh2 | 402 595 114 48 552 161 | - (NS
IEF—s 1202 361 521 114 481 547 161 — (NS)
18%2 | 45 596 114 479 532 161 ~ (NS)
2048 | 418 589 114 476 548 161 — (NS)
de 2015 PSS 700 445 10 1711 804 9 - )
Cerqueira lIEF-5 15.30 445 10 1444 9.96 9 - (NS)
PSS 71 o] (3100 50 [B& [-71 12 =
Barret 2013 1248 ¢ [6]  [1-11] 50 71 [2-12] 12 - [median,
IEFs 715 [19] [925] 50 . [21] [10-25] 12 - IQR]
128 | [14] [825] 50 @ [14] [824] 12 =
WHEHHE vs. HEMEN=
. ohg | 12 - & - - - - -
Chinenov 2018  IPSS 12748 3 — 1 - - — — —
o 1043 65 114 9556 611 97 — (NS)
s 1212 954 58/ 114 969 601 97 - (NS)
1908 915 6.08 114 952 605 97 ~ (NS)
. 2442 | 9.04 63 114 931 583 97 ~ (NS)
Chiang 2016 oh2 | 402 595 114 608 627 97 )
IEF-E 1202 361 521 114 633 606 97 - S)
1908 45 596 114 674 607 97 - S)
2442 | 418 589 114 548 528 97 S

HIFU, high-intensity focused ultrasound

significant; SD, standard deviation

; IIEF, Index of Erectile Function Questionnaire; IPSS, International
Prostate Symptom Score; IQR, Interquartile range: NRS, Non-randomized study; NS, not significant; S,
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Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% Cl Year IV. Random, 95% CI
S11EH g
Chiang-1 2016 9.04 B3 114 531 583 97 126% -0.27 [1.81,1.37] 2016
Subtotal (95% CI) 114 97  12.6% -0.27 [-1.91,1.37]
Heterogeneity: Mot applicable
Testfor averall effect Z=0.32 (P =0.75)
512N AR
Barret-1 2013 5 74 a0 T4 12 5.9% -2.00 667, 2.67] 2013 I
de Cergueira-1 20145 T o445 1m0 1711 8.04 9 4.3% -1011 [-16.04,-4.18] 2015 -
Chiang-2 2016 9.04 B3I 114 TA 543 161 131% 1.54[011,2.97] 2016 _'_
Enikeey-1 2020 108 32 45 114 34 3|/ 127% -0.90 [-2.49, 0.69] 2020 T
Subtotal (95% CI) 219 217 36.0% -1.72 [-4.80, 1.36] -
Heterogeneity: Tau®= 6.98; Chi®=17.495, df= 3 (P = 0.0005); F=83%
Testfor averall effect Z=110{FP =027}
51.3 HIFU
Barret-2 2013 5 74 a0 B 66T hal 8.0% -1.00[-452 2.482] 2013 A
Chiang-3 2016 9.04 B3I 114 87 3483 120 13.4% 3.34[202 4.66] 2016 -
Enikeey-2 2020 108 32 45 11 34 45 13.32% -0.50 [-1.89, 0.88] 2020 L
Subtotal (95% CI) 209 186 34.6% 0.80 [-2.25, 3.84] -
Heterogeneity: Tau®= 6.04; Chi®=17.33, df= 2 (P = 0.0002); F=88%
Testfor averall effect Z=0.51 (P = 0.61)
51453 ZA
de Cergueira-2 20145 T o445 10 12,45 9.47 11 4.0%  -545[1169 079 2015 I
Enikeey-3 2020 108 32 45 104 36 0 12.8% 0.10[-1.49, 1.69] 2020 —
Subtotal (95% CI) 55 41 16.7% -1.82 [-7.00, 3.35] —~i——
Heterogeneity: Tau®=10.00; Chi®= 2.85, df=1 (P = 0.089); "= 65%
Testfor overall effect 2= 069 (P =0.49)
Total (95% CI) 597 541 100.0% -0.40 [-1.84, 1.05]
Heterogeneity: Tau®= 3.62; Chi*= 43.51, df= 9 (P < 0.00001}; F= 79% M R : s v
Testfor averall effect 2= 0.54 (P = 0.59) o . .
Testfar subaroup differences: Chi*=1.61. df= 3 (P = 0.66Y. F= 0% Favours [control] Favours [experimental]

2 3.10 [NRS] 7|5 X|E-IPSS forest plot

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subaroup Mean SD Total Mean SD Total Weight IV. Random. 95% Cl Year IV, Random. 95% Cl
61155 ZA
Enikeey-3 2020 4.8 2.6 45 142 ar a0 8.6% -302[-3.69,-2.34] 2020 -
de Cerqueira-2 2015 183 445 10 1318 805 11 T.8% 0.31 0485117 2015 1
Subtotal (95% CI) 55 41  16.5% -1.36 [4.62,1.89] e —
Heterogeneity, Tau®= 5.37; Chi®= 35.29, df= 1 (P = 0.000013; F= 97%
Testfor overall effect Z=0.82 (P =0.41)
6.1.2 HIFU
Enikeey-2 2020 4.8 2.6 45 104 31 45 9.3% -1.94[-2.45,-1.44] 2020 E—
Chiang-3 2016 418 589 114 935 B33 120 9.9% -0841.11,-0058] 2016 -
Barret-2 2013 14 1248 a0 14 12549 hal 9.3% 0.00[0481,051] 2013 T
Liz010 227 a4 47 262 345 a5 9.6% -0.78[1.18,-0037] 2010 -
Subtotal (95% CI) 256 241 38.1% -0.89 [-1.52, -0.26] -
Heterogeneity: Tau®= 0.36, Chi®=28.72, df= 3 (P = 0.00001}); F= 90%
Test for averall effect 2= 2.77 (P = 0.006)
6A3IWARM S
Enikeey-1 2020 4.8 2.6 45 1186 34 ki 9.0% -2261[-2.83,-1.69 2020 I
Chiang-2 2016 418 589 114 476 548 161 10.0% -0.10[-0.34,014] 2016 -T
de Cerqueira-1 2015 183 445 10 1444 985 9 T.T% 011078, 1.01] 2015 -
Barret-1 2013 14 1248 a0 14 11.85 12 8.8% 0.00[-063 063 2013 —
Subtotal (95% CI) 219 217 35.5% -0.58 [-1.65, 0.50] ~ii—
Heterogeneity: Tau®=1.10; Chi®=49.61, df= 3 (P = 0.00001), F= 94%
Test for averall effiect Z2=1.05 (P = 0.29)
614SH S
Chiang-1 2016 418 589 114 548 528 a7 9.9% -0.23[-0.50,0.04] 2016 ™
Subtotal (95% CI) 114 a7 9.9% -0.23 [-0.50, 0.04] ®
Heterogeneity. Mot applicable
Test for averall effiect Z=1.66 (F=010)
Total (95% CI) G644 596 100.0% -0.80 [-1.30, -0.30] >
Heterogeneity Tau?= 0.64; Chi*= 151.64, df= 10 (P < 0.00001}); F= 93% 4 2 7 2 4

Testfor overall effect Z= 315 (P = 0.002)

Testfor subaroun differences: Chi®=410. df= 3 (P = 0.25). F= 26.8%

1% 3.11 [NRS] 7|5 X|E-IIEF forest plot

48

Favours [control] Favours [experimental]



223 &9 H

CloR S8 o] g3te] 49) B2 HuBHOm, 49 W YL A 42 HFINo] B/ Lk
7%, Blkr 1A 7%, B 7%, A2 7150 Bl 4ol @ Ave AXsr gae] Ak a7t
¥5E 49 go o

%
lo
o)

22.3.1 49| & B/ 7|5
Sy HlEL AT

1709] FARelY Bl A olA UREA 753t HE 49 2 ZAoE Esioich dgAY
BsAAET AR A8+ EORTC-QLQ-C302 7%t AIA| 7I-5(physical function) H=ellA]
HAIZ T 22E 723 o7t QI o, 3671 AlollA WA AEe] FosHA H &3kt

H 3.19 [RCT] 49| &: /LA 7|5
S N [ B p
XX = AWXE AN S H| T
1%t juls 2R | mean SD Total mean SD Total -value 12
HWEMHE vs. WAM X2
6, 12,
[EORTC 18, 24, 2T ez - NS
— - 3070
Robinson 2009  _QLQ-C30] 3O
Physical
function 3670 95.9 - - 90.4 - - 0.021 S

EORTC-QLQ-C30, European Organization for Research and Treatment of Cancer Quality of life
Questionnaire 30; NS, not significant; RCT, Randomized Controlled Trials; S, significant; SD, standard
deviation

Bl SE g B E T
4700) 1A HmATONA) Qo] Z1s 3 BAE 410] d AahE Bsech, e HekA

23, WEAAET ke AR5, HIFU, B A2, 4484122 410) -2 750
9o} §olgt Aol gigict:

H 3.20 [NRS] &2 &: Z8f/LEMH 7|5

=0 EF e T b

X = AMXE  AH STE = H|Z
1X{% AL 2| | mean SD Total i mean SD  Total | —value I
HEHHE vs. SSZUA|
de SF-36:
C . 2015 Physical 85.00 15.81 10 64.54 40.83 11 - (NS)
erqueira function

unctionin
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NEC MOt SR HS

s 2K = SHZ BT P ni
1 %%t A dux|s Al mean SD Total | mean SD  Total : —value |3
[Qol]
Physical 87 - 28 85 - 113 -
. function
Smith 2000 (oL
General 72 - 26 71 - 117 -
health
WEH7HE vs. HIFU
e 275 141 114 227 133 161 -
. 1248 | 259 142 114 = 23 142 161 - (NS)
Chiang 2016 Qol e | 25 141 114 232 128 161 . - (NS)
208 247 14 114 233 147 161 - (NS)
LHEX|HE vs. A X2
Mg 275 141 114 227 133 161
. 1242 | 259 142 114 23 142 161
Chiang 2016 Qol 1908 25 141 114 232 128 161
208 247 14 114 233 147 161 -~ (NS)
e SF-36:
Corauoira 2016 Physical 85.00 1581 10 7833 2839 9 - (NS)
erquelra f L.
unctionin
14 50.00 - 12 4702 - 26 -
White 2008 SF 36 24 4776 - 12 4530 - 26 -
Physical
34 4686 - 12 4566 - 26 -
fuhggg?: &7 - 28 8 - 169 -
Smith 2000
o 72 - 26 70 - 178 -
WEHHE vs. MEMEN=
e 275 141 114 25 159 97 - (NS
. 1242 | 259 142 114 252 157 97 - (NS)
Chiang 2016 QoL 1942 | 25 141 114 245 166 97 - (NS
208 247 14 114 25 165 97 - (NS)
SF-36: e 50.00 - 12 5055 - 31 -
White 2008 5 = 24 4776 - 12 4873 - 31 -
4 34 46.86 - 12 4751 - 31 -
[Qol]
Physical 87 - 28 87 - 119 -
. function
Smith 2000 —501]
General 72 - 26 76 - 1214 -
health

HIFU, high-intensity focused ultrasound; NRS, Non-randomized study; NS, not significant; QoL, Quality of
Life; S, significant; SD, standard deviation; SF, Short Form
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Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup _ Mean _ SD Total Mean  SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
71155 &AM

de Cerqueira-2 2015 85 1581 10 6454 4083 11 2.5% 0.62[0.26,1.50] 2015 N B
Subtotal (95% CI) 10 11 2.5% 0.62[.0.26,1.50] — e ——

Heterogeneity: Mot applicahble
Testfor overall effect Z=138 (P=017)

7.4.2HIFU
Chiang-3 2016 247 14 114 233 147 161 341% 010[F014,0.34] 2016 —=—
Subtotal (95% CI) 114 161 34.1% 0.10 [-0.14, 0.34] -

Heterageneity: Mot applicable
Testfor overall effect Z=0.79 (P = 0.43)

TASHARM TR

de Cergueira-1 2015 85 15.81 10 78.33 2839 9 4% 0.28[062,1.19] 2015 ]

Chiang-2 2016 247 14 114 233 147 161 341% 010[0.14,0.34] 2016 I

Subtotal (95% CI) 124 170 36.5% 0.11[-0.12,0.34] -
Heterogeneity Tau®= 0.00; Chi*=0.15, df=1 (P =070}, F= 0%

Testfor overall effiect £=0.92 (P = 0.36)

T143EH AR

Chiang-1 2016 247 1.4 114 25 165 97 Z6.8% -0.02[-0.29,0.25] 2016 —

Subtotal {95% CI) 114 97 26.8% -0.02[-0.29,0.25] -
Heterogeneity. Mot applicable

Test for averall effiect Z=0.14 (P = 0.89)

Total (95% Cl) 362 439 100.0% 0.08 [-0.06, 0.22] ?
Heterogeneity: Tau®= 0.00; Chi®=2.20, df=4 (P = 0.70); F= 0% =_2 =1 6 1l 2?
Testfor overall efiect Z=1.16 (F = 0.24) Favours [experimental] Favours [control]

Test for subaroun differences: Chi®=2.05. df= 3 (P = 0.56). F=0%

T3 3.12 [NRS] 22| H-Y8HN 7|5 forest plot

2.2.3.2 49| E: H|'x7|H 7I'5(urinary function)

S22 v YA
1709] F2H0uig vl wQAAIRolA B 7153 BE 40 S BHusttt APAGAS:
(Prostate Cancer Index)& °]-&5to] 2743t 1|74 71584+ 370 L AlFoA BPARA X527 Al

7
ARt ookl B 9ke, 3071d Aol EeAI7 el ool B =3kt

H 3.21 [RCT] &2 &: Hx7|A 715

Eyus Sz = p
X = AWK E A= = inl
X% AL 23 I mean SD Total mean SD Total -value 12
WHWEHHE vs. HIMM X2
[Prostate Cancer 37494 9.4 - 07 - {0.007 S
Robinson 2009  Index] Urinary
function score 367HE. 93 - 886 - 0.043 S

RCT, Randomized Controlled Trials; S, significant; SD, standard deviation

RER L R
67019] 159 Bl m ATl B4 Z15T Bl se) A ATE R usielch WEAALT
£ AHEERA, T AR, APAEAL)e) He) H-
H1o] oA F 27kfol Ko7} QAL BAK $-244.8 K 151X] glo} 3ol = Felg 4
itk 22t 1] A7 Malcolm 5, 2010)004% WEAASS] 40 W-vlwr|A 715847}
APAEAE R oI5 o &9kt

o
i
N
X,
N,
olr
ol
1)
il
b
o,
8
|o
a
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NEC

HEMY dSHHE

T 3.22 [NRS] &9 &: H|'=7|H 7|5
£ T A= HEZ b
1%t AL ditx] Al mean SD Total | mean SD  Total | —value 2
WEHHE vs. SSUA|
Monaco  5ppp  EPIC Urinary SEE S 05953 NS
(B) function
19 o REE - NS
ffj'ﬁnary 24 SETES SEES - NS
\ B S W - NS
E/I\B/)emeburg 2018 function yrE| BEE: BEE: — NS
IPSS-Urinary 14 LeH= L= — NSS
function 24 Jej= Jej= <0.01 (favour O)
Smith 2000 E””a.ry B - 2 9 - 11 -
unction
WEHHE vs. HAIM X|E
12708 | [93] [82-98] - [90] [81-98] -  0.653 NS
Urinary 24742 [93] [85-96] - [90] [8598] - 0677 NS
Monaco 2022 ¢ ction  3ee | [02] [79.96] - (94 (8697 - | 0555 NS
48742 [89] [81-94] - 85] [73-911 - 0479 NS
I4Y | 85% 78% -
_ 6742 99% 94% -
Urinary 12748 106% 94% -
Malcolm 2010 Il;nt?zfls%ﬂne 18742 105% 90% =
soore) 20048 102% 90% -
30748 109% 90% -
367ME  113% 88% -
UCLA-PCI; 1 7932 - 12 9359 - 26 -
White 2008  Urinary 24 85.73 - 12 9042 - 26 -
function 34 85.75 - 12 8959 - 26 -
Urinary e 729 82% 005 O
Ball 2006 function (favour ©)
a (% baseline  37HE 89% 85% - NS
score) 671 98% 91% - NS
Smith 2000 E””a.ry % - 25 8 - 182 -
unction
WSHHE vs. MEMEH=
Y | 85% 73%
_ 6742 99% 80%
Urinary 12768 106% 79%
Malcolm 2010 ggﬂgg‘lne 18742 | 105% 82% ©  onp
s00r0) 20008 | 102% 84%
30742 109% 82%
36ME  113% 83%
UCLA-PCI; 14 7932 - 12 7506 - 31 -
White 2008  Urinary 2 8573 - 12 7458 - 31 -
functon 39 8575 - 12 7407 - 31 -
%Jrinary 171 72% 38% - .
unction 2 _ VS.
Ball 2006 gretion 37HOEJ 89% 62% oRp
score) 671 98% 75% _
Smith 2000 E””a.ry 93 - 25 75 - 1177 -
unction

C, comparator; NRS, Non-randomized study; NS, not significant; ORP, open radical prostatectomy; S,
significant; SD, standard deviation; UCLA-PCI, University of California, Los Angeles Prostate Cancer Index
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2.2.3.3 49| &!: Xt 7|5(Bowel function)

SRR EDIRAL
170] A 9Ig WA 4 75t 2l o] A Zuhe B skt ARHAA N Prostate
Cancer Index)Z 01 85t0] 2743t 410] -4 7544 WEAA L3 WA A2 7 §2lH ol

AT

H 3.23 [RCT] &2 &: ¥ 7Is

s Szt iZx=at p
XX = AMXE  AH S H|T
14K AL 2] | mean SD Total mean SD Total -value 12
WEHHE vs. WAIM X2
[Prostate
Cancer Mg ¢ 83.7 - 81.4 - 0.366 NS
Ind
Robinson 2009 E?O\jjil
function 3671 ¢ 88.1 - 84.1 - 0.092 NS
score

NS, not significant; RCT, Randomized Controlled Trials; SD, standard deviation

HIRApEY B] BT

57 BRI | m AT A 713t Helel o] A 2k Bushek. WEA A che ey
(5524, WAL N2, AYA AR 4] 2-3 15045 Busigio, fie] Aol
= 2797 Aol kAL BAH 2148 Bu5H] gfot ol Sl 4+ ek 17 A7(Ball
5, 20000 67 AEoIA S AAGe] WA A= ut ko] W3 75

470l B i
H 3.24 [NRS] &9 &: H 7|5
= — = Sz =zt p -
1 %%t % 2R AlE mean SD Total | mean  SD Total | —value 2
HEHH=E vs. sSZA
Monaco EPIC-Bowel
®) 2022 habits = Jej= 0.3696 NS
14 2T ez - NS
Werneburg 5,0 EPIC-Bowel 2 a3z Jlej - NS
(B) habits 34 = o - NS
44 ez Jej=s - NS
HSHHE vs. WA X2
12742 ¢ [98] [92-100] - [98] [93-100] - 0.851 NS
Bowel 24748 [98] [95-98] - [96] [95-100] - 0.752 ’
Monaco 2022 function ~ sok® | [96] [01-98] - [96] 92100l - | 072 o
4800 [96] [90-98] - [96] [91-97] - 0.939
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NEC

HEMY dSHHE

s ZANX| = x Sz BT P n
X%t % L dux|s Al mean SD Total | mean  SD Total | —value 2
3748 106% 96% -
6742 | 99% 101% -
Bowel 120 110% 103% -
Malcolm 2010 E;”é?;'soerl‘me 18702 - 108% 106% -
500r6) 2474 108% 110% -
30742 112% 109% -
36742 | 108% 107% -
UCLA-PCI: 18 9006 - 12 8549 - 26 -
White 2008 Bowel 24 8953 - 12 8419 - 26 -
function 33 8950 - 12 8458 - 26 -
Bowel 170§ 103% 81% 0.006 S
Ball 2006 Etg/i”g;;%?me N 112% 98% 002 S
score) 671 | 98% 105% - NS
WEHHE vs. MEMEN S
34 106% 98% -
6742 | 99% 102% -
fBOWf,' 120 110% 102% - "
Malcolm 2010 junction 18748 | 108% 103% -
U6 Baseline 28 108% 104% - O
307 112% 102% -
36742 | 108% 101% -
UCLA-PCI: 18 9006 - 12 8865 - 31 -
White 2008 Bowel 24 8953 - 12 82098 - 31 -
function 33 8950 - 12 8351 - 31 -
fBowe| 1742 103% 89% - .
unction 2 _ VS.
Ball 2006 (Grgton 37Hf 112% 98% onp
score) 670 98% 102% -

EPIC, expanded prostate cancer index composite; IQR, Interquartile Range; NRS, Non-randomized study;
NS, not significant; S, significant; SD, standard deviation; ORP, open radical prostatectomy; UCLA-PCI,
University of California, Los Angeles Prostate Cancer Index;

2.2.3.4

AlO] X
el— 2" o~

T8 vl B

X 7|'5(Sexual function)

1719] B9 MR HOIN A T3t BiE 40 A Ao nuelslth APALAS
(Prostate Cancer Index)E ©]-851% 7% 44 7|84 JeAAEC| A 52X -F2JsH| =it
H 3.25 [RCT] &2 &: 88 7|s
=) Sz == p
X = AWK B Al S H|T
1%t ful 2| I mean SD Total mean SD Total -value e
HEXHE vs. WAIM X2
[Prostate Cancer 374 7.9 _ 32.9 _ {0.001 S
Robinson 2009  Index] Sexual
function score 36712 16 - 367 - 0.001 S

NS, not significant; RCT, Randomized Controlled Trials; S, significant; SD, standard deviation
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B[R B BT

6719] v F2RRE vl W ALol|A] AdA] 75 TAE 4F0] A A3E Hsiqit) thA| 2 FEAAES
A 2 AR X gmHo 4] A-FF 75 Tt folsH Wekoy, AdAdAE J"Jr v w3t
Ao A= F 1 -F2lgt Zfol 7} QitkAY BAIA 72482 EalsA] got Xjol& ERIgt 4= glitt.
H 3.26 [NRS] &2 &: 848 7|5
el S =z p
HMx = HZWKE A e 1
1%t AE 2K I mean SD Total mean SD Total -value |
HEHHE vs. SSLA|
EPIC_Overall
sexual 33 44 {0.001 S
Monaco function
(3)) 2022 IIEF_Overall
sexual 27 32 <0.001 S
function
(S I R =R 4 a3z 0.001 S
Wemneburg ;g EPIC-Sexual  2d  J2j& Jz 0.01 S
(B) function 3d sz = - NS
FERISTE W - NS
Smith 2000 fexu?' % - 2 60 - 9% -
unction
WEH7HE vs. HAIM X2
Sexual 120 - [55] [20-70] - [37] [18-68] - 0.768 NS
fu nction 247H$>éJ [49] [1 2767] B [40] [21765] - 0991 NS
Monaco 2022\ Gan  ae@ | [50] [1973] - [26) [1847] -~ | 0242 NS
IQR] 4842 [58] [27-64] - [24] [9.6-40] - 0.032 S
M 1 23% 66%
671 i 32% 77%
Sexual 120 30% 71%
Malcolm 2010  function — gsyer 349, 68% - S
(% Baseline hel o o
so0r0) 24748 36% 74%
3070E : 26% 67%
360 27% 73%
UCLA-PCI; = 8.65 - 12 20.40 - 26
White 2008  Sexual 24 1156 - 12 2139 - 26
function 39 i 15.74 - 12 20.59 - 26
Sexual 1748 18% 56% 0.01 S
Ball 2006  function e 18% 63% 0.007 S
(% Baseline
Score) 67H_C'>éJ 43% 72% - NS
Smith 2000 fexu?' - 2% - 22 40 - 155
unction
WEHHE vs. MEMENIS
M 1 23% 24% -
61 i 32% 37% -
fSeXUt_a' 120 30% 43% - "
Malcolm 2010 'unction 18748 34% 48% -
(% Baseline = ORP
so0r0) 24748 36% 46% -
3070 | 26% 50% -
360 27% 48% -

55



NEC

HEMY dSHHE

S St [ B p
HMA = ADKE  AF S H|T
124} AE 2| | mean SD Total mean SD Total  —value 2
UCLA-PCI; 14 8.65 - 12 13.27 - 31 -
White 2008  Sexual 24 1 11.56 - 12 17.77 - 31 -
function 38 1574 - 12 16.80 - 31 -
Sexual MY | 13% 19% -
function o o o _ Vvs.
Ball 2006 (% Baseline 3ME i 18% 24% ORP
score) 6/ = 43% 33% -
Smith 2000 Sexual - 26 - 2 26 - 12 -
function

EPIC, expanded prostate cancer index composite; IIEF, Index of Erectile Function Questionnaire; IQR,
Interquartile Range; NRS, Non-randomized study; NS, not significant: ORP, open radical prostatectomy; S,
significant; SD, standard deviation; UCLA-PCI, University of California, Los Angeles Prostate Cancer Index
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2.3 8HI8

T4 APALE o= daAIAEl it A 2445 538 67119 A7 ERI= Ut e A+
ol A 3 AGLE 5= do|E]Ql SEER (The Surveillance, Epidemiology, and End Result)
o}y Alo}(Medicare) HIolEl & 233t AR E= HY ARE HIF O =R o7 H[E-Z AA I

H3.27 [ZHN] Meied =2

4% STA: =7t Azd iz ==t

SEER ¢4
Shah (B) 2018 0|2 Medicare  Cryotherapy Conservative management
(2000-2014)

Robotic prostatectomy

SBRT
Laviana 2016 0= 1 Cryotherapy IMRT
PN = LDR brachytherapy
HDR brachytherapy
Active surveillance
Radical retropubic/perineal prostatectomy
Minimally invasive radical prostatectomy
Brachytherapy
_ SEER @174 EBRT
Aizer 2015 Oi= (2'\332_'%567) Cryotherapy Image-guided RT/stereotactic RT
Intensity-modulated RT
Proton therapy
AS/WW/O
Williams 2012 0= Sl\/llzeEc}i:?ccsrzl Primary Brachytherapy
(2001-2005) CTYotherapy
174 Cryosurgical Radical retropubic prostatectomy (RRP)

Mouraviev 2007  0O|= Hel Xf2  ablation of the  Radical perineal prostatectomy (RPP)
(2002-2005)  prostate

Laparoscopic robotic prostatectomy (LRP)

174 Cryosurgical
Benoit 1998 O= e X}Z  ablation of the  Radical prostatectomy (RP)

(1998~1999)  prostate

AS, active surveillance; EBRT, external beam radiotherapy; HDR, high-dose rate; IMRT,
intensity-modulated radiation therapy: LDR, low-dose rate; O, observation; RT, radiation therapy: SEER,
Surveillance, Epidemiology, and End Results; SBRT, stereotactic body radiotherapy: WW, watchful
waiting

Shah (B) §(2018)2 AYAL W5AAE(Cryotherapy)?t 24 X% (Conservative manageme)2]
Z v]& 9 gAE v-8-Z ERlsttt HEA A5 BE A& GA A JeAAsE T B H]-8o]
ol Bl-& A7 915 S35 Al A 02 UEHTHS A0 $aAAs $14312, HE28 A=
$13664).
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Laviana ${(2016), Aizer 5(2015)9] 04:#: AYAGo| A FEsAAESS E33H st | ZRHo] &
H-8-2 A A5t AHAY F5AAES 5T E $11,2158 ARE0FI L, 7HHofge] 10 vlwiel
Sxfol| A= FeAI AT B B]-Eo] $12,516E SRI= AT

Williams 5(2012)2 AHAY At 3 197 F Wit #Alo] Q=180 Qlo] YaA A& AN A7
(Brachytherapy)®.th F-2J5HA] RATHEBAIAE $12,629, WA A& $16,887).

Mouraviev 5(2007)2 @ AIAE AR A dA <l it 1 B vlE-Z SRl ¥asAAs

< g HEo| 7R QAR 11 9] Blga2] B Hl-Eo] ol F A H|-&total direct costs)°ll 3101
2 FH7ESoJ5k 2ol 7} Q1gl oL, & Y Hl-&(grand total hospital costs)S F5A|#A<&0] AHAAEA

SHT foloH RIS AIAE $9,195, AFAEA < $10,047~$10,704).

Benoit 5{1998)> A BsAlAET AEAEA &) FEE B vl8-S ERlsilar 71 A}, YA

9] F H]&{total cost)°] F5HA Rot A2 oA AP e A= FH 02 SRIGHITH YA

A& $4,150, AP EA= $5,660).

=

E 3.28 [ZHld] 2=HI8 24 21

18X SHAT Za}
* 5 H|8 U A HIg 29
Cryotherapy Conservative manageme  P-value

Total direct cost
Mean (95% Cl) ~ $14312 ($14107, $14516) $13664 ($13566, $13761) 0.05
’\Titial phase of cgqeg

4871
Mean (95% Cl)  $4780 ($4515, $5084) $3708 ($3509, $3907) <0.0001
SD $6.788.7 $7.085.1
Continuing phase of care
N 2760 6536
Mean (95% Cl)  $2253 ($1584, $2922) $1504 ($1280 $1728) 0.0072
SD $3.944.50 $2.346.
Terminal phase of care
N 727 1822
Mean (95% Cl)  $15532 ($13696, $17370) $13387.1 ($12509, $14266) 0.020
SD $25224.3 $19120.9
® Generalized linear regression model for cost (adjusting covariates)
Shah (B) 2018 Cryotherapy (ref) Conservative manageme
Initial phase of care
Estimate - -0.1546
Standard error - 0.041
Cost ratio - 0.86
95% Confidence limits - 0.79-0.93
P-value - 0.0002
Continuing phase of care
Estimate - -0.2092
Standard error - 0.077
Cost ratio - 0.81
95% Confidence limits - 0.70-0.94
P-value - 0.0067
Terminal phase of care
Estimate - -0.1112
Standard error - 0.05
Cost ratio - 0.89
95% Confidence limits - 0.81-0.99

P-value

0
= HEMY0AN sSHA= Be Xz HAHOIM HIE B M=o 2 Qs LY
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X% SHAE Zn
* Z HI8(5H71)
Treatment Cost (US $)
Active surveillance $7,298
Low-dose rate brachytherapy $8,978
Laviana 2016 Cryotherapy $11,215
High-dose rat brachytherapy $11,448
Stereotactic body radiotherapy (SBRT) $11,665
Robotic prostatectomy $16,946
Intensity-modulated radiation therapy (IMRT) ~ $23,565
¢ Adjusted Median Cost of Each Management Modality for Prostate Cancer
(7]CHOH 10 O| 2t 24K} CHE)
Management Modality N Cost ($) IOR
Radical retropubic/perineal prostatectomy 143 13,868 10,629-21,203
Minimally invasive radical prostatectomy 88 14,157 9849-20,188
Brachytherapy 937 16,883 11,482-28,105
Aizer 2015 External-beam radiation therapy 145 18,5692 13,105-24,713
Image-guided radiation therapy/ 116 26930  22,263-36,260
stereotactic radiation therapy
Intensity-modulated radiation therapy 445 29,616 23,664-40,271
Proton therapy 21 42,772 35,214-53,176
Cryotherapy 64 12,516 9816-16,517
Active surveillance/ watchful waiting 760 2,766 518-7806
¢ Medicare H|&
Cryotherapy Brachytherapy P
Median (interquartile range):
Baseline healthcare expenditures 1 941 1799 (0.001
12 months prior to prostate (852-4718) (736 -4 123)
Williams 2012  cancer diagnosis, $
12 Months post-diagnosis 15146 19 398 (0.001
healthcare expenditures * (11718-21031) (14336 -26 431)
Difference between post and prior 12 629 16 887 (0.001
(9163 -17 663) (11913 -23 474)
= I H|2L 2IAMX|Z (brachytherapy)OlA R2I6HA O =4S
o H7Y B P2 HIZ Q%
Surgery Nursing Pharmacy Cardiac Respir Radiology Laboratory Blood — Total Grand
Service Service atory Trans  Direct Total
-usion Costs Hospital
Costs
RRP $2,471 $1,013 $593 $10 $24 $55  $620  $409 $5,259 $10,704
RPP $2,788 $1,104 $578 $12 $30 $64 $609 $158 $5,273 $10,536
LRP  $3,441 $752  $570 $6  $20 $45  $345 $37 $5,386 $10,047
. CAP $5,702 $110  $199 $2 $0 $17  $204 $0 $5,695 $9,195
Mouraviev 2007

p <005 .05 (0.05

RRP, radical retropubic prostatectomy; RPP, radical perineal prostatectomy;
LRP, laparoscopic robotic prostatectomy; CAP, cryosurgical ablation of the prostate

- USHHE(CAP)2 Ciyst MEMEME(RRP, RPP, LRP)0| HIcH SCHXCZ
& HIO0| =/UX|C, OE H=H W HIES0] foP R0t & & HIE2
SHEAZS

— Total Direct Costse= X287t Xt0| g2
— Grand Total Hospital Costs= HSHH&0| o5t FS
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NEC/\ mzueustzis
1XX  SHAE Z1
o HAUHIE
Cryosurgical Radical
ablation of the prostatectom
Costs prostate P ®P) Y PValue
(CSAP)
Total - mean $4,150 $5,660 <0.001
- median $4.116 $5,410
-SD 374.6 1132.3
Ward - mean $682 $2,348 <0.001
- median $683 $2,119
-SD 164.4 755.4
Operating room time — mean $875 $1,326 0.001
- median $834 $1,280
-SD 177.4 198.9
Operating room equipment - mean $1,434 $0 0.001
-median  $1,434 $0
-SD 0.0009 0
Laboratory — mean $9 $502 <0.001
- median $0 $499
Benoit 1998 -SD 36.3 180
Pharmacy — mean $66 $155 0.001
- median $58 $141
-SD 35.2 81.2
Anesthesia -mean $539 $691 0.001
- median $531 $695
-SD 102.8 160.5
Same day surgery admitting - mean  $208 $208 0.036
- median  $209 $209
-SD 1 0.99
Postanesthesia care unit — mean $327 $319 0.401
- median $327 $322
-SD 66.2 54.2
Radiology — mean $4 $25 0.032
- median $0 $0
-SD 16.4 77.3
Other — mean $6 $86 <0.001
- median $5 $58
-SD 3.4 91
= A LHM LSHASE 74 HEML0M HA7ISE Xz SH8Y
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2.4 GRADE 2H H7t

GRADE &2 o]-85lo] ZASFEE B7Isloth Be 42 29 {30 wet Er = H716i37]
2o GRADE A A diRtol| wet 72+ AapHad dA5F(certainty of evidencel&
A A5k

2.4.1 GRADEE ¢let ZujHo| S AY

= AR H= O HA A (critical), @ F AR HA A 0] Z] -2(important but not critical),
® 49 %83Hof limited importance)?] 37] ¥3ol w2t 298 E(importance)® &5}
HAA QI (critical), @ S 23T A4 F 0] 2] &-2(important but not critical) 2R HE o2
GRADE ASEE &It
29 3o = olig Q=7 st TAH FAA, S AybHSE SRlskal thgart o] ZF AapH4aR9]
255 Ad4skolth

He
- g =593t SQ0o}X| Tt SHAIXOI
T (of limited SHMMOIX| Q52  (critical) ]
importance) (important but
not critical)

x| SES 12 3 4 5 6 7 8 9 critical
OtMy  HlxMAY| S T2 3 4 5 6 7 8 9 critical

A BHE 1 2 3 4 5 6 7 8 9 critcal

SUSH - MH| M= 12 3 4 5 6 7 8 9 critical

S - 2 B0 *o”’._‘% 12 3 4 5 6 7 8 9 critical

SYSHA - 2o %*—’.f—o 12 3 4 5 6 7 8 9 critical

S - ZHO0| ME 1T 2 3 4 5 6 7 8 9 important but not critical
2Y JIs KR 1 2 3 4 5 6 7 8 9 critical

MO R -Z§H/AUEM s 1 2 3 4 5 6 7 8 9  important but not critical

9 A -H=l|A 7S T2 3 4 5 6 7 8 9 important but not critical

HYH-Ys T2 3 4 5 6 7 8 9 important but not critical

#O H-HM 7S 1 2 3 4 5 6 7 8 9 important but not critical

2.4.2 GRADE 2H+&E

A7 AT} A FHE SQ1eH Y rauo] ZA53Certainty) the-2] 3} 2t} TR vl W AAFA]
04.4 TAFES 555 Moderate) =, HIFZLHIA B2 A= F2{Low) = U9 R (Very low) 2
2 Holit.
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H 3.30 GRADE ZHL%H

Certainty assessment Summary of findings Importance
=z No.of  Study Risk of Inconsis Indirect Impre Other Impact Certainty
studies design  bias tency ness cision  consider
ations
[QHE] M| S
>IN 1 NRS ol oot o ot o ot none - (17H) favour C (OR 1.79; 95% CI 1.64, 1.95) Low
_ t t t t _ .
HIFU 2 NRS  sordus serous serous serous ~ hone (27Y) favour | (OR 0.44; 95% C1 0.27, 0.71) Low
t t t T _ St Ol
- 2 RCT  ooidus sorous  serous Serious®  none = (27H) NS Moderate (Critica)
5  NRS 90 serious” Ot OU  none - (47) NS (OR 1.47; 95% Cl 0.97, 2.25) Very low
- MYMEME 1 NRS ol oot o ot - ot none - (17H) favour | (OR 0.64; 95% CI 0.58, 0.72) Low
[orH Y] HlxMAlT7| SHHS
= t t t t - [Cr¥st ZMXIH]  favour C, NS
sse 4 NAS seflous serious serious serious "M _ [a= 23] NS (OR 2.73; 95% CI 0.87, 8.63) Low
_ t t t o - [C¥st AMR|HE] NS, favour |, favour C
HIFU 3 NRS  cordls seros serdus serious’  none [RJEE.L 2] NS (OR 1.13: 95% C1 0.31. 4.41) Very low
not not not o - [CHEE9 ZMX[E] NS, Y& X|HE* favour C SHAIEIO|
_HAMM R 2 ACT  serious serious  serious Serious’  none * spontaneous erections, Perineal/genital pain Moderate  citica)
- not b not e - [Crst ZMX|H] NS, favour C, favour |
5 NRS  oofious Serious’ ggofidg serious® none (2412 471] NS (OR 1.63: 95% Cl 0.42, 6.28) Very low
- & t t t t - [CH¥s AWMX|H] NS, favour |
SeaAE N NRS sefious seious _sefious serious 19" (2413 371] NS (OR 0.43; 95% C1 0.11, 1.70) Low
[QHH] SiH2t B
. t t t t - [R™Q=2 27H] NS (OR 0.82; 95% CI0.44, 1.51)
sl 2 NRS  semious semous sefious serous ~ NONe e Low
- t t t t - [Ch¥EH ZMX)H] NS, favour C
HIFY 2 NRS sefious sefious serious serious "™ _ [Rg@EE 3] NS (OR 3.93: 95% CI 0.40, 36.26) Low ol
A A2 1 RCT ol st sais serious” none (170 HHO2 favour |, NS Moderate  (Critical
e t t — [CloksH K|
3 NRS  serious serlli%tus serous se?i(())tus none [Craset Z2XIE] NS, favour | Low
- MgdEN= 1 NRS ser;iootus serr]i%tus ser;i%tus serious® none  ~ (171) NS Very low
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Certainty assessment Summary of findings Importance
=z No.of  Study Risk of Inconsis Indirect Impre Other Impact Certainty
studies design  bias tency ness cision  consider
ations
[F2Hd] Y5 o|lg
- F‘.jﬂl MEE] (371) NS
- [ S0l ME-] (270 NS, (17H) favour C
- ssdAl 5 NRS  corious sefious sefigus Serious’  none - [FHoIyEEl (171 NS Very low
- [FAY MEE] (271) NS
- [RHed] (27H) NS (OR 2.14; 95% Cl 0.47, 9.75)
_ t t t t - [FAY gE8] GINS
HIFU 6 NRS oeflous sefious semous serious  "O"®  _ [gjap] (47H) favour C (OR 1.42; 95% CI 105, 1.19) -
- [Fx 4ZES] (271) NS
-[y S0l 4=8] (NS
2 RCT serr]i%tus serr]i%tus serr]i%tus serious’  none  _ [mxyer MES] (17H) favour C Moderate SHAIRIO
- [l (27H) CHs 20| ZAXIBE NS Citce)
M A2 * S22 X|2 H|E favour C, A7 QA HIE favour |, ZH 174
- (TR YZS] (17§) NS
-[2 S0l 4Z8] (NS
. - [= }_O
9 NRS ser;iootus se?i%tus ser;i%tus serious®  none [FH0| 4Z8] (174 NS Very low
- [P MEE] (27H) favour C, (17H) NS
- [RHe] (571) NS (OR 1.46; 95% CI 0.47, 4.54)
- [HH HES 274) f C,(1T7) N
FSEIDSES) (B not not not . _{onréla *c’E._g%] E27”; f:Y/gE;C (OIS
- HEdENE 6 NRS  serious serious serious Serious’  none Ol AR Very low
- [FAE MZEE] (174) favour I, (174) favour C
- [RH] (37) NS (OR 1.41; 95% CI 0.40, 5.02)
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Certainty assessment Summary of findings Importance

=z No.of  Study Risk of Inconsis Indirect Impre Other Impact Certainty
studies design  bias tency ness cision  consider
ations

[22HY] 7S XIE

- [IPSS 27H] NS (MD -1.82; 95% CI -7.00, 3.35)

- ssgA 2 NRS soius serious serious SCMOUS’  MONS [’ 50 NS (SMD -1 36+ 95% CI -4.62. 1.89) Very low
. - [IPSS 374] NS (MD 0.80; 95% Cl -2.25, 3.84)
~HIFU 4 NS sofus Serous” seidus sefious ™" _[jIEF 494] favour C (SMD -0.89; 95% CI-1.52, ~0.26) Verylow 1 ixiol
_ . - [IPSS 47] NS (MD -1.72, 95% CI -4.80, 1.36) (Critical)
— HIAIM X2 4 NRS ser;iootus serious® ser;i%tus Serlli%tus none [IIEF 47H] NS (SMD -0.58: 950/2 Cl-1.65. 0.50) Very low
N o - [IPSS 178] NS (MD -0.27; 95% CI -1.91, 1.37)
- HeashE | NAS sefous sefous sefus SO 1S g 34 NS (SWID -0.23: 95% CI -0.50. 0.04) Very low
[S2Hd] a2l &=
- [/ 7Is] (170) NS
C - [Hi=71A 7I5] (271) NS
- SSEA 4 NRS  ooidus serious sefous serous NOMe  _ [& 715] o (270) NS Low
- [845 715] (27}) favour C
- HIFU 1 NRS (%o oMot o MO0 serious® none - [EE/YHA 715] (17H) NS Very low
- [BE/L8FN 7151 (17H) 367HE AIE favour |, 1 2| AIE NS
- - [H=71A 7I5] (17H) 372 A& favour C, 36742 A favour | ZQ5}K|Tt
1 RCT ot ot MOt serious® none _ X 71=] ° (178 NS Moderate syxixo|x| oo
i - (85 715 (174) favour C (important
- HIARM |2 - but not
- Fgﬂ/%t.'_w. 7]|%] (270) NS critical)
- [H=71A 7|5 (271) NS
7 NRS  soidus sefious sefous semous NOMe  _ (= 715] ° (17§) NS, (17§) ©7|Z1} favour | Low
- [958 715] (27}) favour C, (17H) &7|Z3t favour |
- E—’S—EV%F'J@. 7]%] (170) NS
2 - [Hx21A 7Is. (17H) favour |
- MEdEMsE 5 NRS ser;iootus serr]i%tus ser;i%tus serr]ict))tus none - _ = 715] ° (EAE RAY 20I1E71 Low
- [958 715] (BAN A 20I1E71
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Certainty assessment Summary of findings Importance

=z No.of  Study Risk of Inconsis Indirect Impre Other Impact Certainty
studies design  bias tency ness cision  consider
ations

C, comparision; Cl: Confidence interval; HIFU, High—Intensity Focused Ultrasound: I, intervention; IIEF, International index of erectile function; IPSS, International Prostate
Symptom Score; MD, mean difference; NRS, non-randomized controlled study; NS, not significant; OR, odds ratio; RCT, randomized controlled trial; SMD: Standardised
mean difference

Explanations

a. 24714009 0|22 iR Mg
b. I* )80%, O|2H0| =&

c. MEFZH0| ZE0| FA| 41 H2

[GRADE: Certainty of evidence]

High: Further research is very unlikely to change our confidence in the estimate of effect.

Moderate: Further research is likely to have an important impact on our confidence in the estimate of effect and may change the estimate.
Low: Further research is very likely to have an important impact on our confidence in the estimate of effect and is likely to change the estimate.
Very low: Any estimate of effect is very uncertain.
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YL PEAAL S Ao e A A7 D g RS BA O of2 T kAl AR
Fhag meno] Al 54/8E 3718 B9 gEAe mulsk ourlolt felds
10|27 1B M=t 8E7] o9l 20059 HlFel2 SAE o], 20119 AZRY WA s
o] whe} ol AHgkelo] BRAHA] AME Folct

g =27 le I 71 FRRARIA A7HA] Zle= A71E vk Ao, ThA] YR U EES
530 A7 AR L2 U AT AV E S fet dIRRES] Qe Al A oS AA 20221
A8 =71 B7HH9I(22.8.12.)9014 A7 tdez 2 A=A

2 37e =4 AgAd A deA7e] P, a3d H AAdE gRlsh] flste] A1A1A
VS RS, F 37709 A4 £)7F A E A

AHAL F5AIAE P32 16709 A-HF2H1E17E vl AGAIA 270, B]15F2E9] Bla A+t 1471)0
A ToFst A HER Bl om, o A HEL A THF, vei4)7] TS, P shgsos
HEsloto] ERlstct.

AA $EES Eug AFE 1070RCT 271, NRS 879t WA A4S HIFUNRS 271) 2
AHABAE(NRS 17)ET AA| 5ol FolotA @ A st o, S 5HAINRS 17])Er=
o] o wWol HAYSHI AL, AR A =L} BIWA|(RCT 270, NRS 470) 5 2t -7-2Jgt 2o 7} gliet.
QAT G, 93 F2h B, W 22 Tkl v e Y47 S-S B A= 137H(RCT
270, NRS 117D et thi-29] AFpR]| oA FeA A& ohE A2 H (551, HIFU, HAR A=,
X%EWXWE) Hh*"“ﬂﬂl%i%%‘ H3 2o «L }017}%;‘10*001 7V Eo] B g ﬁ*éloﬂ

Ol

AYRER, A4 B, B, A4, A £ LS ThRE SR IS B A TAIRCT
171, NRS G/, A4S A A1 et Ae o 2 Sp ol fololl 8 e
= 32 9218 ol QIS0 PRCT 170, NRS 370), 1 9] HFE =52, HIFU, A A8A1):
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oAl el ol7t Qigich. 714 Bl BiE 1R E o] et ke Az} A, o)
Rl Aol7} g3l

=S

”

1.2 34N

AP FEAAL] LIL 30709] ATENE B TAGAR 27, HIAS] w7 287)e
A Bustent. auge 37 P oz s AX, 419 Az Yol Slstect
YEAAL] FYH ATk AHststel 4R £, o So] AEE, TAY g, o] H2
£, Ao] IS B3 Slstoict

AA 28-S B E AT 8IRCT 270, NRS /) 2ck. Al WEAASL Agaas&s 47
801 RIS SSLAITHNRS 2/370), 7 9] che A2 0= 5, A A2k el 9l

i)
o2

Eo
—/

_

o Eo] &2 Hjt A= 97H(RCT 270, NRS 77Nt WsAlAeS AHAdAlER
AYEE0] TS RUAITHNRS 271), 71 9 B A= (55A, ‘:‘V\}d A=)} v WA 2Rt 2fo) 7}

1

FA 28-S HA1gk A= 67HRCT 170, NRS 57D At thAZ F5AAESS AN 21t
S AJEgo] F2loHA WL WHRCT 270, NRS 2/37H), ABAdA&T} v et 27) A-HNRS)A =
ALAL7} 2P e A Uelst e 1 9] e A=W (58], HIFU)H} gt Ao 4 =(ZF NRS
371, NRS 271) FA &g F-2fet 2fol7} gliet.

FAo] BEES HIgt A= 27H(NRS 270t H5AAES s5aAl, AR A&t F4o]l
&0 Slo] FoJet Apol7t Qi A= YERTh

AH(recurrence)& X 113F A= 157H(RCT 270, NRS 137H) St Wkt d A} WsAAESS HIFU
B} Aol 3-9]51A B Wol HAYSIF O WKOR 1.42; 95% CI 1.05, 1.19), 71 &) th2 A2 (5524,

WA A&, AEAEAE) T Folg A7t gl]lt.

BSAAE T ABA9] 754 A= FAIAE AT -4 (International Prostate Symptom Score,
IPSS) 9 Z2AHE7] 7] 5 A5 (International Index of Frectile Function, [IFF)E o]-&-5}o] 2151
ARG ASF ol ohet wieREA] 23t YsAAE tE X]i‘ﬂ—(o &4Al, HIFU, HAR 2=
APAEAE)E 75 2pol7} Yt AL 71715 A15=2] HlEHEA] Aol A= @5A|#&e] HIFUR
ohfrolskA Rkom(OR -0.89; 95% CI-1.52, -0.26), 71 & the xli‘ﬂ*(o A, A A&, A
AAle)T= 28t Afo] 7} igith

FAAS] T2 39 2L FW/QNA 715, vlwslA 71, B /b5, HE 7102 WRstste]
a1sisict

a0 BT/ 71558 WA A SAARCT 174, NRS 47D} AR WEAASL e A=
ME(SE0A, HIFU, WAM X2, 29484189 58/ 24 71%59] o] §9iat ol 7} glgtont,
WAL X Bt Bt 170e) RS B YA E] 7] A HolA WA AL S8/ 2 715
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7F o5 o =94t

4H0] A-vie7|A 7158 BusE A7 77H(RCT 170, NRS 67Dtk 95 AHNRS 1/47))oAl=

BB AIAE] AEAZ8A R} ¥ |4 7153857 2ot w3kou, A A= #7 5A41A

93-S HaslA] glot 2ol & ERIeh 4= QISitt. 11 & U AR (G5 4Al, WA A 8)d= f-olst

Ato] 7} glit.

40] - 7152 Hsk A= 67HRCT 170, NRS 57t A2 WsAAES T2 A aHE(s5
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oA o =9kt
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e E FAL7) 71 5AFE o&oto] ERIg AP AL 7|6 Aiks tiFE o A5G EAA,
HIFU, ¥AM A &, A9 8A%) /203 2le)7t glgl o, AL 7] 7] 5 A14= HIFUOIA YA A%
Bt 3906H o 94 419 A2 =7 gdo] A gl ot ARkE o =2 A 5 Rt Z}o] 7t
sioict.

wbA A9 ABloA = B B IS vl 2 oA AR S| A5 HA 0 & ARgEl= HYAY
YeAAE o] TFHH ATto] QlojA APAEAEE = 5RO, 5544, A A5 ¢
HIFUSt &3F7F 3-AbstaL QFst o5 7|42 7 sttt
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3.1 =2| HO|E{H|0]A

3.1.1 Ovid MEDLINE® 1946 to S{X{7X]|

(BAY: 2022. 10. 5))

1= G M0 AMZATK)

1 exp Lung Neoplasms/ or Lung Neoplasms.mp. 266,166
2 omer O matgmamanp. Tt O 253,467
3  OR/1-2 354,110
® Tt 4 exp Neoplasm Metastasis/ 219,482
= 5  (metasta* or advanced).mp. 1.113.724
6 OR/4-5 1,122,225
7 (lung or pulmonary).mp. 1,375,150
8 6AND7 155,972
9 30R8 397,617
10 exp Kidney Neoplasms/ or Kidney Neoplasms.mp. 82,388
11 exp Carcinoma, Renal Cell/ or Carcinoma, Renal Cell.mp. 38,757
19 (Ok'i%dney_OR rinal) adj3 (cance_,r* OR*tumo?r* gR carcinoma* 91.189

ChAL} malignan* OR adenocarcinoma* or mass*).mp.
13 OR/10-12 115,597
@ AEfot 14 exp Neoplasm Metastasis/ 219,482
15 (metasta* or advanced).mp. 1.113.724
16  OR/4-5 1,122,225
17 (kidney or renal).mp. 1,183,086
18 16 AND17 66,712
19 130R 18 146,435
20  exp Prostatic Neoplasms/ or Prostatic Neoplasms.mp. 145,107
271 |e><p Prqstatjc Intraepithelial Neoplasia/ or Prostatic 2485

® FMot ntraepﬁhel@l Neoplasia.mp. .
29 (pro.stat*) adj3 (cancer* QR tumo?r* QR car_cmor_na* OR 166.756
malignan* OR adenocarcinoma* OR intraepithelial).mp. ’

23  OR/20-22 190,163
CHMALESg 24 90R190R 23 703,043
25 exp Cryosurgery/ or Cryosurgery.mp. 14,833
=7y 26 cryoablation.mp. 4,461
27  exp Cryotherapy/ or Cryotherapy.mp. 32,945
28  cryosurgical ablation.mp 196
=M =&t 29 OR/25-28 46,572
CHARE A & SH 30 24 AND 29 3412
O M & S 31  9AND?29 749
@ MY & B 32  19AND 29 1,359
@ MBMA &SN 33 23AND29 1.452
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3.1.2 Ovid-Embase 1974 to 2022 September 14

(B 2022. 10. 5.)

7 o ZMof AMZIH)
1 exp lung cancer/ 392,739
2 exp lung tumor/ 447,884
3 ((lung OR pulmonary) adj3 (cancer* OR tumo?r* OR neoplas* 484 338
OR carcinoma* OR malignan*)).mp. ’
4  OR/1-3 549,166
© MY :
5  exp lung metastasis/ 60,667
6  (metasta* or advanced).mp. 1,691,894
7 (lung OR pulmonary).mp 2,072,361
8 B6AND7 302,267
9 40R50R8 632,532
10 exp kidney tumor/ 155,093
11 exp kidney carcinoma/ 87,701
12 exp kidney cancer/ 132,756
(kidney OR renal) adj3 (cancer* OR tumo?r* OR neoplas* OR
CHdRE 13 carcinoma* OR malignan* OR adenocarcinoma* or 170,675
mass*).mp.
@ dEe 14 OR/10-13 189,641
15 exp kidney metastasis/ 10,357
16 (metasta* or advanced).mp. 1,691,894
17 (kidney or renal).mp. 1,644,543
18 16 AND 17 128,709
19 14 OR 15 0R 18 253,605
20  exp prostate cancer/ 278,480
21 exp prostate tumor/ 277,470
2ot prostat*) adj3 (cancer tumo?r neoplas
@ MMl ( *) adj3 ( * OR r* OR las* OR
22 carcinoma* OR malignan* OR adenocarcinoma* OR 309,814
intraepithelial).mp.
23 OR/20-22 310,705
CHALRE =8 24 90R 190R 23 1,102,541
25 cryosurgery.mp. or exp cryosurgery/ 10,334
=7 26 cryoablation.mp. or exp cryoablation/ 11,824
® 27  cryotherapy.mp. or exp cryotherapy/ 39,775
28  cryosurgical ablation.mp. 226
N S 29  OR/25-28 41,872
DA B8t & B 30 24AND29 7,065
O M & S 31 9AND29 1,832
@ LIEY & EH 32 19AND29 2,915
@ MMt & S 33 23 AND 29 2898
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(HAY: 2022. 10. 5.)
e ot ZMof HMZIN)
1 MeSH descriptor: [Lung Neoplasms] explode all trees 8,679
9 ((lung Of pulmon‘ary) niar/S (cancer*PR tumo?r* OR 26.340
neoplas* OR carcinoma* OR malignan*))
3  OR/1-2 26,587
© Het 4 MeSH descriptor: [Neoplasm Metastasis] explode all trees 5,497
= 5  (metasta* OR advanced) 102,561
6 #4OR#5 102,681
7 (lung OR pulmonary) 117,196
8  #6 AND #7 17,858
9 #30R#8 31,316
10 MeSH descriptor: [Kidney Neoplasms] explode all trees 1,334
11 MeSH descriptor: [Carcinoma, Renal Cell] explode all trees 1,058
((kidney OR renal) near/3 (cancer* OR tumo?r* OR
12 carcinoma* OR neoplas* OR malignan* OR 5,740
ARt adenocarcinoma* OR mass®*))
13  OR/4-6 5,761
@ g 14 MeSH descriptor: [Neoplasm Metastasis] explode all trees 5,497
156 (metasta* OR advanced) 102,561
16 #14 OR #15 102,681
17  (kidney OR renal) 99,015
18 #16 AND #17 9,126
19 #130R #18 11,731
20 MeSH descriptor: [Prostatic Neoplasms] explode all trees 6,216
271 MeSH descriptor: [Prostatic Intraepithelial Neoplasia] 47
explode all trees
@ MM ((prostat*) near/3 (cancer* OR tumo?r* OR neoplas* OR
22 carcinoma* OR malignan* OR adenocarcinoma* OR 17,039
intraepithelial))
23  #8OR#9 OR #10 17,039
MR S8 24 #9 OR #19 OR #23 56,399
25 MeSH descriptor: [Cryosurgery] explode all trees 388
=7y 26  cryoablation 520
27  MeSH descriptor: [Cryotherapy] explode all trees 1,761
28  cryosurgical ablation 12
=X =t 29  #25OR #26 OR #27 OR #28 2,563
T 30  #24 AND #29 134
HERSRASH s 111
@ Mot & ZX 32 #9 AND #29 55
33  Trials 40
@ Azt & Z7 34 #19 AND #29 46
35  Trials 34
36 #23 AND #29 43
©Hadx &Sy 37  Trials 42
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(AAY: 2022. 10. 07.)

Cl| O] E{ O] A i ZAMof HMESE ]
("prostate cancer"[ALL]) OR
1 ("prostate tumor'[ALL]) OR 1,681
("prostatic neoplasms"[ALL])
(("cryoablation"[ALL]) OR advanced
("cryosurgery'[ALL]) OR search
KoreaMed 2 ("cryotherapy'[ALL]) OR 394
("cryosurgical ablation"[ALL]))
3 1 AND 2 9
Y | 9
ALL=MEM] OR
I Oyt 788
((ALL=45] OR
[ALL=cryoablation]) OR AR frdy el
S120|5H= S HI0[E{H|O|A 2 [ALL=cryosurgery]) OR 1,414  HHE O
ot=|Sh=20|0|E{H| 0| A(KMbase) [ALL=cryotherapy]) OR
[ALL=cryosurgical ablation])
3 1 AND 2 5
A 5
1 HYMLt OR MMt 172
4E OR cryoablation OR AMZA0|12
o 2 cryosurgery OR cryotherapy 3679 ©° (3‘?:;‘(”0
St=stEHHE(KISS) OR cryosurgical ablation o=
3 1 AND 2 0
Y | 0
1 MU OR MMt 1,083
&S OR cryoablation OR ALK|ZA 0|2
SIS NHSY 2 cryosurgery OR cryotherapy 7,155 c(’j?l_ﬁ'é?éxﬁ’
(RISS) OR cryosurgical ablation -
3 1AND 2 8
Y | 8
1 HA=(HZML | HZM) 480
MH=(4Z | cryoablation | EEny
N Pl ) 2 cryotherapy | cryosurgery | 2,541 (:?LHE-‘;;)
(Scien;eON) = cryosurgical ablation) ==
3 1 AND 2 3
A 3
A A 25
X HF, A (FHA) WasAlAs bt skl AAE Zdstglon, AR AAW-ELS sig H
IAE S GV
- AAERAS WY 529, A 30H HIEE Y B W AR RS G
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