SR A R AT AT I AR AT Z
7 ”{K“ A5 28 g@’i?’\ DDl

ZOWEN S TS

LA
Do St




583105 1) oll po ceodls (g5l (b5, SLa )5S degarme : jslasy ol g lsee
b)) e cadl (558 by o lol saras i ylaw 1,0 g L sles Moty wulass
QLO)Q wsl.uo Codw dﬁfu 9 O)Lbl.w‘ By eLg)gLIé

AYAY L3 ol r e 0 s Slaseine

B\ RYONIPY PRV noe VoV gl Glasin

AVA-F+ - —FAY =) -9 0 SOl

29l L o c00ly e Lo joemme (v oldsl Lo e o oleo Dl pdlge - cllilooly
Yyl fmaodle

eyl = Ol = (Kb (590955 : gg9e

-\YoY a)Lu.oJ ‘&LCO : 003}5‘ i

(S y3td b)) 8 L S (higel g yleyd wdlogy &yl5g oyl pl 1 eng 58l anlis

I /s_o.‘Hrnv YYAY/RADD : o).izf (G2 09,

FYIYAA00 : PO G 00,

YYVY Q0 ¢ o owliinlsS o Lo

bﬂol
Ly oly ol Ll ,,ﬂfg

) oIl 5> dls (558 (25 DL IS asgerme 10LS ol
550 gl by = 005 ke L domo = e gl Lol 350 gleo Dot 1enladd 9 (5591 05
&Y Fle rmadle

4l e >l 1 ylewl g

Geize duax 1 oylaxin g 2,40

> s ol LU

VEe e et iaoud

AVA-F+ £ o) - Sl

FESTA PRI PO,

\WAY - Jol iole cugs

SYV-FEOAFOAY-T Lalie 1 gy 35 o




(7) o1 2150 coodw (559U (b 3 51 Ol 51 5 45 gosxe

sdid 9 53979 55
29 b 39 — 031 ) (iuo LDy oo — i (A 91 Lo ke 3358 — (360 W
Y Ao el y59

1¥3Y L



H-R WX Uﬁ)lﬁw
RIPY' WRTSYN I R R XY
o 99 i glro o 43 425 g O yIWIluw! oy 9w ¢ 5 59Ld (b y 41 J80

2% 33 o 3907 g o 3d Culdlig) © 5159 99 Swodw (539U (U )5 (e WisoS

e FS5 (5ol 551 A8 S5 (Glsn pled 2S5 Obeds BT S eslime Lo dew 2S5
b 53 ((Floy denm 53 (Y5 (plo Gmmade S e Ul Lo nde 85 s,
Ao 53 o2y 4ebl 285 aSY (o5 55l 5 (AL dese S5 (Db 5L e 2S5 0L
B 555 om 2l e 555 sl Y e dema S5 (Nglia ol S (L e
(i 538 55 ka5 55 (5 gl e 7S5 Dk 5 105 555 alosVed (Bl

sl ko plv jf puds
Dlesl aags 25 Dlodss o alb (3] e & 058 b pl g e S (3L O SLSI
o3 e des (gl A S S

e §31 onLd Loy s ki ((§ 50 (e i i lin 0§ o5 3oman s 7S5 015 L 553
o 55 (g5 Dbyl 283 il W hilee Lo, 55 Jaals 4 gome digs 5k et
(S den (§ S13 L) desme S8 IS (p pd S5 (bbb et S5 (ole s
il ol Ui 4ab odonw (5530 (sge A5 4 o ¢ 515 o el 53 0L S O o5l S
cola S 5 Jis S S (SlE s Dbl 4l (plho Jus Slal p ST Sl 4

gode dldl (5 o5de 2al (b abl (5lgd v Ky s Sl



b anslio )0 billog o 5 (Sbgys8 leye ;o PREGABALIN) L 5, codls (5,518 b5l 03,155

B e ezl sl ls

oS ,o dmmune Tolerance Induction) el Joos Wl oy, codlo 5,568 bl o355
Y DY eteeereeeeeeeeee e A Ldsen 5 ko 4 e




9 adgl duw lbw loyo,e (Exemestane) ybuwmo ;351 coodw 5 9L 2L 5,1 o,l35
) Lrgylo b amslio )5 i piey
(6300 et 1505 o rSio 0l ol 5 LS s ¢ A AL 350

G ! asdls
ol laxs]

okt Jol5 2155

. 3 ‘
> lahy, %

> d....‘)l.s **

“ 5 %
(,:,Lm %

LHlogad 9 SL9ys oy 3o (PREGABALIN) UK 53 codlw (559L8 (2b 55! (5155
&)y srgylo b amslio 4o

(200 y2 1y 559l gy S ol yaol ¢y 495 i8S

SIS ] aodls
ol lais
ol ol 155

PESINE SR TY

lo axsl

o %

é’L..o L4



(Hifu Whole Body ) YU 35 pod o b wiguw | gl oliws Cuodlw (5,9L8 U351 (o155

o pled ¢l
OlylSe® g T8 3958 5350 (Bl b oy ;50

S ! aods

AR WELES

el oS 5155

Sl chog g dosie
RN NENIR
olanlys 9

il il anlys

60[..4.._9‘ gs’l"))‘ **

Lﬁbwe.«.’ ’:’
é,LA 0:0

;o (Immune Tolerance Induction) gws! Joxi Ul shgy cooMuw (559bd U 3,1 iy135
A hdgad (5 lons a3 M (5395
ooly yoluis asly w50 ( Jdxél > dumollone w50 (Al oy 55

S @l asds

el oS 5155

Sl chogi g dosie
g slaghy, %
el il aalys
woladl byl o

Sl s pSams W
é,LA e



:)m

3 Gl p Slegdge 4 fud mlio (39 Sgazme 9 (Sleys (il slacdlie laan e ljdl
Gl lola juolidl (le jo golai oasjlo p 4o Sy sl gl &0y drangl Sloads Loy Ceodlw ‘eLE.B
g o s ol o Slas ()18 5 @lie 3505 99290 (3Ll iz srbig slacs sl 5 25
2525 Seadlw plls Slooad plael (A 9090 (nl 45 098 o0 o 1) Saadls (slotadl o 5l (Gaion e
O o pde 50 aldb Plal Slejle DM ez alas)slod 50 Gwyd g D900 0 |,
s oo BSas (Sl (gt slahy, 9 Sloyd b (parsid wax Sliead eebs slagls ccwdles
lse ool Sle 4 b5 gyl S 650 il @l gilecdlas 5 alalST (5,5 e
3L 6l ,giS 5l (6 ke jo Cudle idn B0 S penal ¢ )laSlen (58T 0 g Sl 00y S
s o dibios jo) (RIS g walsd p (e o5 sele (B9, ()

s sl 5l eslitul gl p3¥ Ll il Glole 5 oS Gromiw @y 5o Cuadle 555k8 L)
30 8589955 5l oolatil Cllse aioy ol jo 05 oo Jolis |y sloslatul o Cdlge g 2ol 50 g Ceodlw
oyl Jlod SG (o 2 g Sl () 55 (00 18 (o) 2 9 el 3590 S0aie ladie g lanala>
ol 63 g 5 o el GBS b S candl (sl ol (o) il 55 35500 ol 8
Sl 5 (S pS peeal Sl (55900 A8 S &Bly 50 5 05lues L po vl (5NNl diged S )
2,18 oage 4 dral> 4y Ceodls jo oz sla by, g el e &l )] ey ceodl pllas o (g, I0S
et a5 5 Caodas (5,58 iyl b il Lo o gl 2] - cole (clacelad VYAS Lo g0 angs ;|
0)9> 50 d&b‘}w R (5)Af W 6)Lw g UT 4.4J9| ERV-SF LW )LCT L)‘)"‘ LSAMM" S )He=
Sy pole sollisls (Dlidad 351w aslul ) Ken g oS Ll Lo b jelaie ol 4 0 Cdlw
s Cean b a5 b5 S cedl (5,558 b5l Bl 155 cosdls Slinios Lo dunsho 5 ,5iS
Ceodhow 039> ubl.iw 9 ulwml ‘ubﬁmlo oolaiul LS‘)'.’ 9 0dl LS)LM: UL.MSJ L..a).c.s 9 (SR R

Ll 00U SO

2O edd pilie Cwdlws (5,58 b5yl sleeisn (s me wSlul g ke 4SSl SiS g pad e
y90l 9,5 0ld) &lig g g k0 gl lojlu (S Sl JS ojlol wieds )| (6, 5 dcgozme oyl
el 1 wilosg ;a8 )0 (g I8 il pl opad gl o L lles 5l a5, 0uS  claz




byl ool Logas cuadlus ddyas g o lasbiwl (ngas (g,0l8 b)) 8o ol nae 5 US pae duads )l
L el anl mled oo ;05 gy Cudilags Olhg 50 cwlow aolip opl JIAF 4l a7 (cwdle (5,58
anoles aals Coodlu pllss o) Sulow yiis Culem g 5988 (S pele slaollasls (s lon o (206

ol go 09 oF




ol (559U (30351 i1
ad of A B g (ylo 40 4 (Exemestane) cyluwo 351

TNy g 18 b awslio 4 48 pi g

:obl&o.lb 9 )iw.bg);
Srol oy p2 ) ( Sl (ool ol ¢ gLiS g yand ¢ 2SS 499

QTP
Ceodbw Olidixs Lo dwwgo




(Exemestane) .. ;51 coodl (5,5L8 oL, 5,155

szl )l aodls

1doddio

FRT PSSP IR, AU WCIRX SUUPSICRY WP ICH PRV IO IVEC S PRI GO OOt
Ol 31 10 Ll o yiwss j0 (605 sloysiS yo aS cwl Aromasin s 51 g s Aol
45 slaasl slapils o (lwy i il L pliles Gloyd slp o5 Sl s g5l G
S b 550 oy S0 g 39 g osliiul el 00903 S8 phn AT 90l b leyd jlamy plis Lo

&S bas | S0 cuaS col jelB oyl a5 a8 L
plasl ploygiS ceadls pllss )3 (s 35T daijo oo il aty o aslllas o Jl> 40 b &5 o]
e 00 Ol @l 5l smSorte 5 9yl syl anie 5 (b (il e sl Wl ons
Sy sodSigy ;o ol olle 5 5)l0 (sl caslio Cuard (a5 (Aem) Giudigy Cod Sleds (e
plxl Lo Bas aalllas (nl )3 oy o0 S 4 (5958 i) (nl )0 (Siagh bl sl S5 laslon
03098 4 ol Sliale i olb sl Glane 51 leys 5l gale Seilotnsns 5550 S (300

SO EYDR UV PR S S

o9

Al b ol i Oldllas (g9, willa jg e axdllas G lias ;31 Jase S b5yl jekaie 4
“breast oS wlalS' L google scholar 4 Scopus Pubmed Sledb! slall jslaie cpas

2 (13

neoplast or breast cancer and exemestane”, “inhibitor aromatase , “Exemestane”,
5 J93950b] (e 50l cgradly b 1) (liee 81 (ol (it 51 a8 Glalllae 28,5 3 o 550
Jolds (25,5 Gl )lxe 5 Wgdigo Cgume aslllae (599,95 (Sbo,9S s 552 oy 00,5 (o) 2 J9)9 )
oladl oLl Sldllas 9 (6,59 0 Sldllas (glodalice Olalllas walls ygu Slllas ¢ gle Olllao
2 595 5| Jed o 5 lalST ol (28,55 5 I aeeS dawgs anlllae ationl (izman iy,

D9 579, S,gS L 55 aslllas
loan o Lo adlllas )3 Co 090 Slagsl il K00 5 (liee STL lojs sloanso o)y jshite 4
J=B glooglas asol fds a0 285 )18 gy 950 Graasino b &gl ey e (2901
3529 Hleyd e g S8 alBlislesl 5 maseid slacs sloas e g eolaiul e o g9
JES 5l S 3 Gl gl o dlons j5line @ wizman 5 ol ot et o Lol Sl et



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

) Ol ke 5o sezge (215 Wip (29l JIBI I oS S5on S g JBIs o S5 2l
Ju, 5 b jehaie 4y el oa EVERCRIN TS Sloyd 399 ;0 lp Cead ainy g AS (lgie

ol 00y dslons (JUy VYYF ) (635 50 SSb gz o 255 (oll Y0 &
assl

977 9 6999 SWaslre b Bl g ool plonil Gla o p 5l G Suled 50 d gt s YYVF
A5 sl 0 odnlie allie oyl 1o 00 00l ymededs eslin jIUT 4 05,5 (gl allis & anlllas
b yion g adgl aw Glb ) )l (ol 09,5 99 )0 (i 9590 lagyle o0 5 Gl ST
S5 Loy plore ar (Sloyd S 9ol Jlo ¥ JIY slamy lie ST ay lojs josd yiden (o250 5]
Ol Lawlin 0 Jlw & Sow 4y s 5TL Lo o 40 (64l Lis o jo puiored s ido 3
Coye pp Sliwlio diew (b s Glojs ;o 0,005 S99 Dae Hles )0 Hlis ST 5 RS 90l gliie
20 Geizeds (LBl 092 Jg e« 939 el b duglie ;0 (e ST izl o (5 laline oo
aalgt 4 5L 090l 40 S S el 45 S9d os Dgmne S Su Sl duge g s Sl Tesponse

Syl i

S oS A
oo e sloatyje 5 Sl 0a i (g5l paz Glallas 9,0 alig @ 45 S92 50 walyd (sl
S 90U Jlo Y1 5l Gl 55T a0 51 sl ot soloizl 9,505, L (2o slaced (bl
Ol L awlie o alu 8 gloyo lis ST uzmen § Gloyo oS g0l aslol b avglio ;o by
5 g (B Sl -an s adsl anw (Gl Gleys 50wl gad (L ;T - RS 90l gl

g wbboes il A e Jgmme g Jg59 bl b duolie ;0 ol 8T b i aiw ol oloyo
ls valgt iy Oldlae 4 5L slaie bl 4y axgi b (anS 50l b anglio ;o

‘J

AN
: C'

B0 RN
2 N
(1.

s



‘.v

& -\
: ; C‘
: }

2R,
GBI
V'ﬁ,’

@S

(Exemestane) .. ;51 coodl (5,5L8 oL, 5,155

RCT (randomized control trial)

survival rate

MBC (Metastatic Breast Cancer)

HTA ( Health Technology Assessment)
TAM (Tamoxifan)

disease free survival

overall clinical benefit

Threshold

ICER ( Incremental Cost-Effectiveness Ratio)

overall response
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Table 1. Jadad score to evaluate the quality of included studies
Double Withdrawal and Total
Randomization blinded dropout score
Kaufmann et al., 2000 2 1 1 4
Mamounas et al., 2008 2 1 0 3
Coombes et al., 2007 2 1 1 4
Paridaens et al., 2008 2 0 1 3
Campos et al., 2009 2 0 1 3
Van de velde et al.,
2011 2 0 1 3
Table 2. Summarized characteristics of included studies
Study no. Age, mean, y Dosage treatment
duration
Coombes 4724 <60 60-69 >=70) EXE25 TAM 20mg or (30 EXE TAM
R.C,2007 mg/day mg=Denmark)/day
1523(322%) | 2021(42.8%) | 1180(25%) 30 30
month | month
Mamounas 1598 <60 >=60 EXE 25 mg/day 5 years
EP.etal.,
2008 50% 50% (for cost: 4 years)
Paridaens R., 371 59.9£10.5 EXE TAM 20mg/day EXE TAM
etal,, 2008 25mg/day
37-87 7 12
month | month
Susana M. 128 EXE ANAS Exemestane Anastrozolel EXE ANA
Campos.2009 25 mg/day mg/day
614(105) 64.2(10.1)
17 185
week | week
Kaufiann 769 EXE MA EXE MA 17 weeks
2000 35-89 3091 25mg/ day 40 mg/ day
64.348.1 642482
Vandevalde | 9779 EXE TAM EXE TAM 20mg/day EXE TAM
2011 25mg/day &
<60 1681 1667 EXE
>=60) 3217 3201 5 2.5-
25),
(3-2)
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Totally 8476 potentially relevant article
were found.

Pubmed: 653
Scopus: 3113 Google scholar: 4710

8460 articles were excluded in basis
of title & abstract and duplication

A 4

16 articles retrieved

11 articles were excluded because of:
Not distinguished diseases: 2
Cognitive effect of Pregabalin: 1

—> Post operative and preoperative
treatment: 5

Other diseases: 3

\4

5 eligible reports were
included in the study

Table 1. Jadad score to evaluate the quality of included studies

Randomization | Double blined | Withdrawal and dropout | Total score
Tolle et al, 2008 1 1 1 3
Ritcher et al., 2005 2 2 1 5
Lesser et al., 2004 2 2 1 5
Rosentack et al.,2003 1 2 1 4
Satoh et al., 2010 1 1 1 3
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Table 2. Summarized characteristics of included studies
Study Patients Age, mean, y Dosage Concurrent Study
therapy duratio
Mal | Femal mg/day n
R e (week)
Tolle et 58.61 £11.5 150, 300, | Benzodiazepine 11
al, 2008 600 s, opioids,
tramadol,
memantine,
local anesthetics
Ritcheret | 46 39 57.3£10.3 150, 600 Prohibited 4
al., 2005 TDS
dosing
Lesseret | 202 135 59.9+10.5 75,300,60 SSRI, 4
al., 2004 0 TDS acetaminophen
dosing
Rosenstoc | 40 30 60.3£10.3 300 TDS | acetaminophen 8
k et al., dosing and SSRIs
2003
Satoh et 237 77 Placeb | Pre Pre 300, 600 12
al., 2010 o 300 | 600 Twice
613 | 613 | 622 | dalY
+9.6 +10. | +10.
3 3
Table 3. Summarized results for the studies with “difference in mean pain score” as outcome
Pregabalin Difference in Cost of ICER The consideration
mean pain score | treatment/da based on comparison
(CI195%) y of ICER wi00
dollars.
AE (RSnlgle- us pharmacoeconomists
ollars) th threshold
Generic Brand Generic Brand
75 -0.15 (-0.76, (3-39) x x
mg/day""” 0.46)*
150 -0.440 (-1.080, (11-91) x x
mg/day"? 0.199)*
150 -0.33 (-0.94, (2- 160) x x
mg/day"? 0.28)*
300 -1.26 (-1.86, - (11-116) 9 92 vV vV
mg/day""” 0.65)
(18-6) | (179-63)
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300 -1.47 (-2.19, - (23- 233) 16 158 4 4
mg/day"® 0.75)
(30-10) | (311-106)
300 -0.63 (-1.09, - (34- 350) 54 555 vV vV
(17)
mg/day 0.17) (200- (2059-
31) 321)
300 -0.18 (-0.79, (31- 320) x x
mg/day""? 0.43)*
600 -1.264 (-1.890, - | (54-377) 43 298 4 4
mg/day"'® 0.639)
(84- | (590-199)
28)
600 -1.45 (-2.06, - (23- 160) 16 110 a4 vV
mg/day"” 0.85)
(27-11) | (188-78)
600 -0.74 (-1.39, - (68- 480) 92 649 4 4
(17)
mg/day 0.09) (755- | (5333-345)
49)
600 -0.97 (-1.58, - (63-440) 65 453 4 4
(13)
mg/day 0.36) (174- (1221-
40) 278)

*signifies not significant results regarding 95% CI

x: Not cost effective, v': Cost effective, v'v': Highly cost effective

Table 4. Summarized results for the studies with “difference in mean pain score” as outcome

Pregabalin Difference in patient Cost of ICER (cost the consideration
dose of with 50% pain reduction | treatment in per patient b:fé%ﬁn C%Ig%arlllson
treatment (difference of 100 patients per day) ;())harmac O‘Z; onor?ﬂsiiﬁ
percentages) threshold
AE (Range- US | Min | Max Generic | Bran
Dollars) cost | cost d
150 mg/day 5 (187-16015) | 37 | 3203 vV \\;
(13)
300 mg/day 4 (3140- 785 | 80071 4 4
13 32031) v
300 mg/day 8 (3425- 428 | 4368 vV v
a7 34943) v
600 mg/day 16 (6281- 393 | 2748 4 4
3 43964) v
600 mg/day 15 (6851- 457 | 3197 vV v
a7 47961) v

x: Not cost effective, v': Cost effective, v'v': Highly cost effective
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Figure 2 .Flow of process in the selection of studies regarding the efficacy of Pregabalin in

Fibromyalgia

-

Totally 4012 potentially
relevant article were

found.
Pubmed: 169
Scopus: 183

Google scholar: 3660

\

A 4

title & abstract and duplication

6 articles
retrieved

—>[ 4006 articles were excluded in basis of }

v

—>

2 articles were excluded because
of:

4 reports were
included finally
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Table5. Jadad score to evaluate the quality of included studies

Randomization | Double-blind | Withdrawal and dropout | Total score
Crafford et al., 2005 2 1 1 4
Arnold et al. 2008 2 2 1 5
PHILIP J. MEASE et al., 2007 1 1 1 3
Paure et al. 2011 1 1 1 3
Table6.Summarized characteristics of included studies
No. of Age, mean, y Dosage | Concurre | Durati
Patients nt on of
Mal | Femal therapy study
e e
Croffar | 45 484 | Placebo | Preg.15 | Preg | Preg. | 150,300 | Prohibite | 8 week
detal, 0 . 450 and 450 | dexcept
2005 " 300 mg/day for
497+ | 480+ | 477 | 489+ | TDs | Accam
10.7 104 | £10.| 113 | dosing Ap en,
spirin
1 .
and anti
migraine
]
Arnold | 41 704 50.1+11.4 300, Prohibite 12
et al., 450 and d week
2008" 600
mg/day
Twice
daily
PHILIP | 42 706 Placebo Pregabalin 300 and | Prohibite 12
SJ 450 and | d (except | week
Mease 48.6+11.3 48.8 600 Acetami
et al., mg/day | nophen
2007" Twice
dosing
Paure | 168 | 505 | Placeb | Preg. | Preg. 450 | Preg | 300, 450 Not 14
et al. 0 300 .600 | and 600 | reported | week
16
2011 43.1 | 484 | 48.0(113) | 49.6 | Mday
(11.3) | (10.8) (11, | Twice
3) daily

Preg.: Pregabalin, t.d.s: three times daily

~

o o)
;y. @I

e et

e/ W



\

¥
I
)i

(o]

8 @

'\ 7 N7

R
;
e

o

SED

L

Y 55 ped Sl b Sges |l oliss ol (6 )5L8 (b)) )55

Table 7. Summarized results for the studies with “difference in mean pain score” as outcome

Pregabalin Difference in mean (CI Cost of treatment ICER The consideration based on
95%) comparison of ICER wi00
dollars.
- pharmacoeconomiststh
AE (Range- Rials) threshold
Min cost Max cost Generic Brand
150 mg/day'® Not sig. (14-116) x x
300 mg/day® -0.71 (-1.13, -0.29)* (34-349) 48 491 vV vV
(30-117) | (309-1203)
300 mg/day™ Not sig. (23-233) x x
300 mg/day"? -0.43 (34-349) 79 812 24 vV
300 mg/day"® Not sig. (34-349) x x
450 mg/day® -0.98 (-1.40, -0.57)* (62-550) 63 561 (44 vV
(44-109) | (393-965)
450 mg/day"® -0.93 (41-367) 44 395 vV 44
450 mg/day® -0.47 (62-550) 132 1170 44 vV
450 mg/day"® -0.56 (62-550) 111 982 24 vV
600 mg/day™® -1.00 (-1.41, -0.59)* (68-480) 68 480 vV vV
(48-115) | (340- 814)
600 mg/day"? -0.66 (68-480) 103 727 vV vV
600 mg/day"® No sig. (68-480) x x

*: Not significant results (95% CI)
x: Not cost effective, v': Cost effective, v'v': Highly cost effective

Table8. Summarized results for the studies with “percentage of patients with more than 50% in
pain reduction” as outcome

‘N

Pregabali | Difference in patient with 50% Cost of ICER 2 x GDP per capita 3 x GDP per capita
n pain reduction (difference of treatment in based on time period based on time period
percentages) 100 patients (US Dollars) (US Dollars)
AE (Range- Rials) | Min | Max
cost cost
300 8 (3426-34943) | 428 | 4368 vV v
mg/day
3)
450 8 (6166- 55029) | 771 | 6879 44 4
mg/day
(13)
600 9 (6851-47961) 761 | 5329 vV vV
mg/day
3)

x: Not cost effective, v': Cost effective, v'v': Highly cost effective
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TABLE 1 Comparative characteristics of main surgical treatment options for clinical BPE

Method of .
Hospital Energy ©10C 0 Period of NHS Cost
Procedure st source tissue Catheterizati procedures ()b
y removal atheterization (per year)a
Ablative
TUMT Day case | Microwave | Coagulative 1-2 weeks 300 1800
necrosis
TUNA Day case Radio Coagulative 3 days 100 1600
frequency necrosis
HIFU Day case | Ultrasound | Coagulative 2 weeks 100 1000
necrosis
Laser 1-2 days Laser Coagulative 3-7 days 500 750
coagulation necrosis
Minimally invasive
TUIP 1-2 days | Diathermy None 1-2 days 2500 1800
TURP 3-5 days | Diathermy Resection 1-3 days 20000 2000
Laser 1-2 days Laser Vaporisation 1-2 days 3000 2600
vaporization
TUVP 2-3 days | Diathermy | Vaporisation 1-2 days 2000 1800
HoLEP 2-3 days Laser Enucleation 1-2 days 1500 1900

HIFU, high-intensity focused ultrasound ; HoLEP, holmium laser enucleation of the prostate ;
TUIP, transurethral incision of the prostate; TUMT, transurethral microwave thermotherapys;
TUNA, transurethral needle ablation; TURP, transurethral resection of the prostate; TUVP,

transurethral vaporisation of the prostate.

a: Estimated from a total of 30,000 procedures from hospital episode statistics data (NHS Health
and Social Care Information Centre, 2006).

b: Estimated from NHS and manufacturer cost data
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the:

— individual

— policy makers and professionals

— family/carers

— wider community

10. Should policy or practice change as a result of Yes Can’t tell No
the evidence contained in this review?
Consider:

— Whether any benefit reported outweighs any
harm and/or cost. If this information is not
reported can it be filled in from elsewhere?
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Ques.1

Ques.2
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Ques.4

Ques.5

Ques.6

Ques.7

Ques.8

Ques.9

Ques.10

A systematic review
of minimally
invasive techniques
for relief of bladder
outflow obstruction

Marshall V, et
al... 2000 (87)

yes

yes

Cant
tell

yes

yes

yes

yes

A systematic review
of minimally
invasive techniques
for the relief of
bladder outflow
obstruction

Scott N A, et al
2002 (88)

yes

yes

Cant
tell

yes

yes

yes

yes

Systematic review
and economic

modelling of
effectiveness and
cost
utility of surgical
treatments for men
with benign prostatic
enlargement

T Lourenco, et al
2008

yes

yes

yes

yes

yes

yes

yes

yes

Minimally Invasive
Techniques
for Relief of Bladder

Outflow Obstruction
Review Hifu

Wheelahan j,et
al..

2000

yes

yes

Cant
tell

yes

yes

yes

Yes

Yes
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A checklist for health technology assessment reports

1. Are there appropriate contact details for provision of further informal on?

Include a contact person or position with appropriate addresses.

2. Are those who prepared the HTA report iden( Ified as authors or in other ways?
Approaches and conventions will vary, but it will be desirable to have a clear
indication of persons

who were involved in preparing the report and of their roles. These persons may
include authors,

committee members {if that has been the approach used} and persons providing
technical or

administrative support.

It may be helpful to include a statement to the effect that the assessment has drawn
on available

published material and expert comment and is intended to be current at the date of
publication.

3. Is there a statement regarding conflict of interest?

Conlflict of interest is of concern here because of the perception that it could lead to
unreasonable

bias in an HTA report. A statement on conflict of interest would refer to those who
prepared the

report. There may be a need only to indicate there is no conflict of interest. It will be
appropriate for

reports to indicate whether funding for the assessment has been provided by sources
other than

those responsible for the author agency s usual budget.

It should be noted that conflict of interest may arise in relation to non financial
matters.

4. Is there a statement on whether the report has been externally reviewed? If
External review of a report is generally regarded as a measure that improves its @
quality and
credibility. Details provided regarding the review process will vary, but it is helpful }-f 3
to include names

and affiliations of persons who have provided comment or information during
preparation of the
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report.

5. Is there a short summary that can be understood by the non technical reader?

This is a highly desirable feature of an HTA report. Many of the policy makers and
other nontechnical

recipients of the report will only read the summary. This is a major aid to getting the
message of the assessment across to a wider audience. The summary might cover the
purpose and

scope of the assessment, refer to the approach taken, give leading results and include
clear

conclusions. It should preferably not exceed two pages

— Longer summaries tend not to be read.

It is highly desirable for non English language HTA reports to include an English
version of the

summary.

Inclusion of a structured abstract can be a helpful approach to concise presentation
of essential

details.

6. Is reference made to the ques/lon that is addressed and the context of the
assessment?

The context of an HTA report is an important aspect in considering its contribution
to knowledge

about a technology.

Reports should specify why an assessment has been undertaken and, where
appropriate, who has

requested this work. It will also be important to outline the relationship of the HTA
question to the

health care system, with reference to related health services and technologies, and
the population

for whom the technology is intended.

7. Is the scope of the assessment specified?

The report should indicate which attributes of the technology are addressed and
preferably also

clearly indicate areas that are not included in the assessment.

8. Is there a descrip[on of the health technology that has been assessed?

A short description of the technology will be helpful for the general reader. Details
of what the

technology does and how it works will be useful but should be concise a text book
approach is not
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needed. Brief reference to alternative or competing technologies may also be
helpful.

9. What sources of informalon have been used?

* Details of the literature search should be provided. These should include data bases
used, years

covered, any language restrictions and key search terms.

Details of other sources of information should also be given.

* Details of the source and basis of any cost data should be given, preferably with
comment on their

accuracy.

* Information on the source of any other administrative data should be provided,
with comment on

their scope and accuracy.

* A list of references/ bibliography should be included.

Some reports will include more extensive details of the literature search. It is
suggested that full

details of the literature search should be available on request, but not necessarily
included in the

report. Quality and relevance of cost data will vary with their source and nature,
which may range

from administrative data collected for other purposes to a bottom up approach
specifically directed

towards the assessment being undertaken. If arbitrary values have been assigned to
Costs,

appropriate justification should be provided.

Usually, only references selected for inclusion in the analysis or commentary will be
cited in the

report. However, details of rejected references should be available on request.

10. Is there informal lon on the process for selecl Ing material for assessment?

* Process used by assessors

{The report should indicate who has undertaken selection and extraction of data and
how this

processing has been done.}

* Technical issues

{If these are addressed, include the source of material, and the basis for selection. }

* Safety

{For example, regulatory decisions; information on adverse effects. The basis for
selection of material

should be indicated.}
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* Efficacy/effectiveness

{Details of the basis for selection should be given — for example, consideration of
study design,

numbers of subjects. Is it made clear why the selected papers have been chosen and
not others?}

* Economic impact

{May include cost or economic studies of similar applications; the basis for
selection should be given.}

* Equity

{Material relevant to the local health care system and community, possibly also to
the disease or

condition for which the technology is to be used. Details of the basis for selection
should be given.}

* Societal and Ethical issues

{Any specific issues relevant to the technology and its use should be included.}

* Organisational issues

{Any issues specific to the local health care system that are related to the acquisition
and operation

of the technology.}

11. Is there informallon on the basis for interpretal Jon of selected data ?

* Technical issues

{If technical issues related to the technology have been assessed, they should be
addressed clearly

and appropriately. }

* Safety

{The relevance to the specific application and the local health care system should be
made clear.}

* Efficacy/effectiveness

{The report should describe results of relevant studies and consider their quality and
limitations.

There should be an indication of how these results have been synthesised; the
approach taken to any

none — quantitative synthesis should be outlined.}

* Economic impact

{The approach to any synthesis and extrapolation of results from the literature
selected should be

described. If the HTA report includes cost or economic analysis, details of methods
used and
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assumptions made are required. The quality of available studies should be
considered. There should

be adequate sensitivity analysis.}

* Equity

{There should be a description of what has been done in the analysis, including the
arguments and

approaches used. }

* Societal and ethical issues

{The basis for discussion should be clearly outlined.}

* Organisational issues

{Sources of information should be clear and analysis transparent. }

Appraisal of the quality of the available material should be an important component
of an HTA

report. Assessment of quality of life studies should consider whether wvalid
instruments have been

used. For these and other types of study attention should be paid to whether there is
good

comparison between groups.

12. Are the results of the assessment clearly presented?

There will be a synthesis from the analysis of the material selected for assessment —
quantitative or

non quantitative. Absolute values should be presented, not just relative values.
Estimates or

indications of uncertainty and potential bias should be included.

13. Is there interpretal lon of the assessment results?

There should be a clear interpretation of the results. It will be helpful to include
comment on their

likely relevance to clinical practice and to the health care system.

Tabular presentation of material is a commonly used and helpful approach.

14. Are the findings of the assessment discussed?

Discussion of the findings should include:

* The relationship of the results obtained to the question being addressed by the
assessment.

{Information from the literature may help only to a limited extent. }

« Comment on missing or uncertain information, and the reliability of the analysis
{This may perhaps be brief.}

* The basis for the opinions and conclusions in the report.

{Do the assessment findings follow from the data? Are additional assumptions or
opinions

[
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contributing to the position taken? If so, what are they? Has the report addressed all
the potential

benefits and disadvantages of the intervention? Have the objectives of the
assessment been met?}

The discussion should be bringing earlier components of the report together in the
context of the

question that has been asked.

Frequently, judgements will have to be taken in the absence of definitive data on the
performance of

a technology. The nature and basis of such judgements should be made explicit. As
in other parts of

the report, transparency should be a key feature. The reader should be given a clear
account of what

has been done, what has been assumed and what has not been done.

15. {If relevant to the assessment, are medico legal implications considered?}

16. Are the conclusions from the assessment clearly stated?

The report should reach clear conclusions, which will make reference to the question
addressed by

the assessment and, where appropriate, its context. The conclusions should flow
from the evidence

that has been reviewed. Some HTA reports will include recommendations. Not all
agencies will have

a mandate to make explicit recommendations, but the conclusions of the assessment
should be clear

to the reader.

17. {Are there sugges Jons for further ac Jon?}

It may be helpful for the HTA report to include discussion of current research/
information gaps,

directions for future research and assessment and approaches to dissemination of
findings.

It may be useful for HTA reports to address the implications of their findings for
policy, where such

analysis is within the mandate of the assessment organisation.



) oIl 5o Sadlo (5 55kd (o)l SLa 1S acgorms

> SN0 2
{ w KirOel ol gl
- cfra” S

iaodw (5581 cyd U551 Yo CodnS oy gl Jau — Y dowous Jgi>

o) o) o) o) o) o) o) o)
g B EIEIE g E515 5 5151555
—_ o (9 N (o) o N o0 o = - 5 > = s o 2
Systematic T yes | committe | yes | yes | yes | yes | yes | yes | yes | yes | yes | yes | yes | yes - yes | yes
review and | Lourenc e
economic o, et al members,
modelling of 2008 named
effectiveness
and cost
utility of
surgical
treatments for
men
with benign
prostatic
enlargement
High-intensity | Andrew | no Author no no | yes | no no | yes | no no no | No | no no yes | yes
focused Dillon
ultrasound for | Chjef
prostate Executi
cancer ve 2005
(69)
A health Lamotte | no Author yes | no | yes | yes | yes | yes | yes | no no | No | yes | yes yes | yes
economic M, et al
evaluation of 2009

\EAN



(PREGABALIN) LS 5 caodls (5,5b5 b5l 3,155

1'sand

z'sand

¢sand)

y'sand

g'sanQ)

9'sand)

Lsang)

g'sonQ)

6'sand

01°son0

11'sonQ

Z1'send

g1'senQ

y1'sand

gI'senQ

91'sanQ

JAREITS)

concomitant
surgical
ablation for
atrial
fibrillation

Systematic
review and
economic

modelling of
effectiveness
and cost
utility of
surgical
treatments for
men

with benign
prostatic
enlargement

T
Lourenc
o, etal
2008

no

Author

yes

yes

yes

yes

yes

yes

no

no

no

no

yes

yes

yes




() Olnl o cwdls 5,58 Sb s, Ols IS acgome

:&beo

1. E.Kennedy, James. #/[FU in the treatment of solid tumors. uk: Nature review
cancer online, Nature Publishing Group, 18 march 2005. doi:10.1038/nrc1591.

2. Application of ultrasound in medicine. PP., Lele. 286(24):1317-8., N Engl J Med
1972.

3. cancer thrapy with ultrasound. FW, kremakau. s.1.: j clin ultrasound, 1979, Vols.
7(4):278-300.

4. Gttty Sigaol gl gy caadls LILLTI U551 o ool oGNS (Sl loas (JUa 35 o
Ol YU o b gy dged olKiisls, 1389,

5. Extracorporeal high intensity focused ultrasound in the treatment of patients with
solid malignancy. Feng, WU. 2006, minimally invasive therapy, Vol. 15(1), pp. 26-
35.

6. Production of reversible changes in the central nervous system by ultrasound.
Fry FJ, Ades HW, Fry WJ. s.1.: Science, 1958, Vols. 127(3289):83—4.

7. Precision high intensity focusing ultrasonic machines for surgery. FJ., Fry. s.l.:
Am J Phys Med, 1958, Vols. 37(3):152- 6.

8. Ultrasonic attenuation and propagation speed in mammalian tissues as a
functionof temperature. Bamber JC, Hill CR. s.l.: Ultrasound Med Biol, 1979,
Vols. 5(2):149-57.

9. Uber Linsenueranderungen An Heraus Genommenen Rinderlinsen durch Ultra-
schallein Wirkung. Zeiss, E. s.1.: Arch F Ophth 1938, 1938, Vols. 139:301-22.

10. Effects of ultrasonic waves on the refractive media of the eye. Lavine O,
Langenstrass KH, Bowyer CM, et al. s.l.. AMA Arch Ophthalmol, 1952, Vols.
47(2):204-19.

11. MR imaging-guided foucoused ultrasound surgery of fibroadenomas in the
breast. Baum, J, Singer, S and Jolesz, FA. s.1.: Radiology, 2001, Vols. 219(1):179-
85.

12. Focal chorioretinitis produced by ultrasound. Purnell, EW, et al., et al. s.1.:
Invest Ophthalmol, 1964, Vols. 3:657-64.

13. thrapeutic ultrasound in the production of ocular lesion. Coleman, DJ, Lizzi,
FL and Jakobi, FA. s.1.: AM.J Ophthalmol, 1978, Vols. 86:185-92.

14. Thermal model for ultrasonic treatment of glocoma. Lizzi, FL, Driller, J and
Ostromogilsky, M. s.1.: Ultrasound Med Biol, 1984, Vols. 10(3):289-98.




R,
n S0y, SN :
AT U eTa

(PREGABALIN) ;U5 5 coodls (55513 bl o)l5S

15. High intensity focused ultrasound-asurgical technique for the tretment of discete
liver tumours. Ter Harger, G, Sinnett, D and Rivens, L. s.1.: Phys Med Biol, 1989,
Vols. 34(11):1743-50.

16. High-intensity focoused ultrasound in the tretment of experimental liver tumor.
Cheng, SQ, Zhou, XD and Tang, ZY. s.l.: J Cancer Res Clin Oncol, 1997, Vols.
123(4):219-23.

17. Extracorporeal higt-intensity focused ultrasound for VX2 liver tumors in the
rabbit. Part, F, Centarti, M and Sibille, A. s.l.: Hepatology , 1995, Vols.
21(3):832-6.

18. Extracorporeal ablation of liver tissue by high-intensity focused ultrasound.
Sibille, A, Prat, F and Chapelonjy. s.l.: Oncology, 1993, Vols. 50(5):375-9.

19. High-intensity focused ultrasound in the treatment of experimental liver cancer.
Yang, R, Reilly, CR and Rescorla, FJ. s.1.: Arch Surg, 1991, Vol. 126(8).

20. Extracorporeal high intensity focoused ultrasound ablation in the treatment of
1038 patient with solid carsinomas in china. Wu, F, Wang, ZB and Chen, WZ.
s.L.: Ultrason Sonochem, 2004, Vols. 11(3-4):149-54.

21. Advanced hepatocellular carsinoma:treatment with focused ultrasound ablation
combined with transcatheter arterial embolization. Wu, F, Wang, ZB and Chen,
WZ. s.1.: Radiology, 2005, Vols. 235(2):659-67.

22. High intensity foucoused ultrasound alone for malignant solid tumors. Chen, W,
et al., et al. s.1.: Zhonghua Zhong Liu Za Zhi, 2002, Vols. 24(3):278-81.

23. The safety and feasibility of extracorporeal high-intensity focused ultrasound
(HIFU) for the treatment of liver and kidney tumours in a Western population.
Illing, RO, et al., et al. England: British Journal of Cancer, 2005, Vols. 93, 890 —
895.

24. Analysis of clinical effect of high-intensity focused ultrasound on liver cancer.
Li, CX, et al., et al. China: World J Gastroenterol., 2004, Vols. 1;10(15):2201-4.

25. Navarro, Laura. HIFU, a new treatment option for liver cancer. canada:
CATALAN AGENCY FOR HEALTH TECHNOLOGY ASSESSMENT AND
RESEARCH, 2008.

26. High-intensity focused ultrasound (HIFU): effective and safe therapy for
hepatocellular carcinoma adjacent to major hepatic veins. Lian, Zhang, et al., et
al. 2, Berlin: Springer Berlin / Heidelberg, 2009, European Radiology, Vol. Volume
19, pp. 437-445.

27. Short and long term efficacy of high intensity focused ultrasound therapy for
advanced hepatocellular carcinoma. Li, y, et al., et al. Issue 12, China: s.n.,
December 2007, Journal of Gastroenterology and Hepatology, Vol. Volume 22, pp.
2148-2154.



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

~

28. High-intensity foucoused ultrasound in the treatment of prostate. Bihrle, R,
Foster, RS and Sanghvi, NT. 1994, Urology, Vol. 43(2 Suppl), pp. 21-6.

29. High intensity foucoused ultrasound in the treatment of Prostate disease. Foster,
RS, Bihrle, R and Sanghvi, NT. 1993, Eur Urol, Vol. 239(suppl 1), pp. 29-33.

30. High intensity fooucosed ultrasound experimentation on human benign proststic
hypertrophy. Gelet, A, Chapelon, JY and Margonari, J. 1993, Eur Urol, pp. 44-7.
31. High- intensity focused ultrasound(hifu) in the treatment of benign prostatic
hyperplasia. Ebert, T, Graefen, M and Miller, S. s.l.: 50. Ebert T, Graefen M,
Miller S, et al. High-intensity, 1995, Keio J Med, Vol. 44(4), pp. 146-9.

32. Treatment of benign prostatic hyperplasia with high intensity focused
ultrasound: an initial clinical trial in Japan with magnetic resonance imaging of the
treated area. Nakumura, K, Baba, S and Fukazawa, R. Japan: s.n., 1995, Int J
Urol, Vol. 2(3), pp. 176-80.

33. Hifu Energy for benign prostatic hyperplasis:clinical response at 6 months to
treatment using Sonatable 200. Nakamura, K, Baba, S and Saito, S. Japan: s.n.,
1997, J Endourol, Vol. 11(3), pp. 197-203.

34. Sanghvi, NT, Foster, RS and Bihrle, R. Noninvasive surgery of prostate tissue
by hifu: an update report. s.1.: Eur J Ultrasound, 1999. pp. 19-29.

35. Canadian experiance with high intensity foucoused ultrasound for the treatment
of BPH. Sullivan, L, Casey, RW and Pommerville, PJ. Canada: s.n., 1999, can J
Urol, Vol. 6(3), pp. 799-805.

36. Clinical outcome of hifu for treating benign prostatic hyperplasia: perliminary
report. Uchida, T, Muramoto, M and Kyunou, H. Japan: s.n., 1998, Urology, Vol.
52(1), pp. 66-71.

37. Hifu for benign prostatic hyperplasia. Uchida, T, Yokoyama, E and Iwamura,
M. Japan: s.n., 1995, Int J Urol, Vol. 2(3), pp. 181-5.

38. In vivo effects of hifu on prostatic adenocarsinoma Dunning R3327. Chapelon,
JY, Margonari, J and Vernier, F. 1992, Cancer Res, Vol. 52(22), pp. 6953-7.

39. Effect of hifu on human prostate cancer in vivo. Madersbacher, S, Pedevilla, M
and Vingers, L. 1995, Canccer Tes, Vol. 55(15), pp. 3346-51.

40. High intensity focused ultrasound using the Ablatherm device in the treatment of
localized prostate carsinoma . Beerlage, HP, Pedevilla, M and Vingers, L. 1999,
Urology, Vol. 54(2), pp. 273-7. @
41. treatment of prostate cancer with transrectalfocused uktrasound,early clinical
expriance. Gelte, A, Chapelon, JY and Bouvier, R. 1996, Eur Urol, Vol. 29(2), pp. s e
174-83. EZ,-‘E
42. Transrectal hifu in the treatment of localized prostate csncer. Rebillard, X, 2
Gelet, A and Davin, JL. 2005, J Endourol, Vol. 19(6), pp. 693-701.




(PREGABALIN) ;U5 5 coodls (55513 bl o)l5S

R,
n S0y, SN :
AT U eTa

43. Hifu and localized prostate cancer:efficacy result from the European
multicentric study. Thuroff, S, Chaussy, C and Vallancien, G. 2003, J Endourol,
Vol. 17(8), pp. 673-7.

44. Transrectal focused ultrasound combined with transuretral resection of the
prostate for the treatment of localizeed prostate cancer: feasibility study .
Vallancien, G, Prapotnich, D and Cathelineau, X. 2004, J Urol, Vol. 171(6Pt!),
pp- 2265-7.

45. Sanghvi, NT, Foster, RS and Bihrle, R. Noninvasive surgery of prostate tissue
by hifu: an update report. 1999. pp. 19-29.

46. High-intensity focused ultrasound for the treatment of localized prostate cancer:
S-year experience. Blana, a, et al., et al. Germany: Elsevier, 2004, Urology, Vol.
63(2), pp. 297-300.

47. A clinical noninvasive, MR imaging-monitored ultrasound surgery method.
Hynynen, K, Freund, WR and Cline, HS. 1996, Radiographics, Vol. 16(1), pp.
185-95.

48. MR imaging-guided focused ultrasound surgury of fibroadenomas iv the breast.
Hynynen, K, Pomeroy, O and Smith, DN. 2001, Radiology, Vol. 219(1), pp. 176-
85.

49. A new noninvasive approach in brrest canser therapy using magnetic resonance
imaging-guided ultrasound surgery. Huber, PE, Jenne, JW and Rastert, R. 2001,
Canser Res, Vol. 61(23), pp. 8441-7.

50. MR imaging-guided focoused ultrasound surgery of breast cancer: correlation
of dynamic contrast-enhanced MRI eith histopathologic finiding. Gianfelince, D,
Khiat, A and Amara, M. 2003, Breast cancer Res Treat, Vol. 82(2), pp. 93-101.

51. A randomised clinical trial of high-intensity focused ultrasound ablation for the
treatment of patients with localised breast cancer. Wu, F, et al., et al. 12, China:
s.n., 2003, British journal of cancer, Vol. 89, pp. 2227-33.

52. Experssion of tumor antigen and heat-shock protein 70 in breast cancer cells
after hifu ablation. Feng, WU, et al., et al. Chaina: s.n., 2006, Annals Of Surgical
Oncology, Vol. 14(3), pp. 1237-1242.

53. “Wide Local Ablation’’ of Localized Breast Cancer using HIFU. Feng, WU, et
al., et al. Chaina: s.n., 2007, Journal of Surgical Oncology, Vol. 96, pp. 130-136.

54. High-intensity focused ultrasound ablation of rabbit kidney tumors. Adams, JB,
Moore, RG and Anderson, JH. 1996, J Endourol, Vol. 10(1), pp. 71-5.

55. Effects of Hifu on kidney tissue in the rat and the dog. Chapelon, JY,
Margonari, J and Theille re, Y. 1992, Eur Urol, Vol. 22(2), pp. 147-52.

56. In vitro and in vivo ablation of procine renal tissues Hifu. Daminanou, C. 2003,
Ultrasound Med Biol, Vol. 29(9), pp. 1321-30.



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

57. MRI monitoring of the effect of tissue interdaces in the penetration of Hifu in the
kidney in vivo. Damianou, C. 2004, Ultrasound Med Biol , Vol. 30(9), pp. 1209-15.

58. Morphology of tissue destruction induced by foused ultrasound. Susani, M,
Madersbacher, S and Kratzik, C. 1993, Vol. 23(1), pp. 34-8.

59. Hifu as noninvasive therapy for multilocal renal carsinoma:case study and
review of literature. Kohrmann, Ku, Michel, MS and Gaa, J. 2002, J Uorl, Vol.
167(6), pp. 2397-403.

60. PRELIMINARY EXPERIENCE USING HIGH INTENSITY FOCUSED
ULTRASOUND FOR THE TREATMENT OF PATIENTS WITH ADVANCED
STAGE RENAL MALIGNANCY. FENG, WU, et al., et al. China: s.n., 2003, THE
JOURNAL OF UROLOGY, Vols. 170,2237-2240, pp. 2237-2240.

61. The effects of the focused extracorporeal pyrotherapy on a human bladder tumor
cell line(647 V). Chartier-Kastler, E, Chopin, D and Vallancien, G. 1993, J Urol,
Vol. 149(3), pp. 634-7.

62. Focused extracorporeal therapy. Vallancien, G, Chartier-Kastler, E and
Bataille, N. 1993, Eur Urol, Vol. 23(1), pp. 48-52.

63. An experimental study on Hifu combined with mitomycin treatment of bladder
tumor. Wang, GM, Yang, YF and Sun, LA. 2003, ZhonghuA Wai Ke Za Zhi, Vol.
41(12), pp. 897-900.

64. A feasibility study for the non-invasive treatment of superficial bladder tumors
with focused ultrasouned. Watkin, NA, Morris, SB and Rivens, IH. 1996, Vol.
78(5), pp. 715-21.

65. Ablation of superficial bladder tumors with focused extracorporeal pyrothrapy.
Vallancien, G, Harouni, M and Guilonneau, B. 1996, Urology, Vol. 47(2), pp.
204-7.

66. High energy underwater shock wave treatment on implanted urinary bladder
cancer in rabbits. Hoshi, S, Orikasa, S and Kuwahara, M. 1991, Vols. 81(4):317-
0.

67. Nonoinvasive arterial occlusion using MRI-guided focused ultrasound.
Hyneyen, K, Colucci, V and Chung, A. 1996, Ultrasound Med Biol, Vol. 22(8),
pp. 1071-7.

68. Hifu a method of hemostasis. Vaezy, S, Martin, R and Crum, L. 2001,
Echocardiography, Vol. 18(4), pp. 309-15.

69. Dillon, Andrew. High-intensity focused ultrasound for atrial fibrillation in
association with other cardiac surgery. NHS. London: National Institute for Health
and Clinical Excellence, 2006. clinical guideline. reference number N1082.

70. Combination of high intensity focused ultrasound and Xiao Ji Zhi Tong San in
treating pancreatic carcinoma. Ge, X-G, et al., et al. Chaina: s.n., 2006, Chinese
Journal of Medical Imaging Technology, Vol. 22(8), pp. 1223-6.




(PREGABALIN) ;U5 5 coodls (55513 bl o)l5S

R,
n S0y, SN :
AT U eTa

71. Feasibility of US-guided Hifu in paitients with advanced Pancreatic
cancer:Initial Experiance. Wu, Feng, et al., et al. 2005, Radiology, pp. 1034-1036.
72. Treatment of uterine liomyosarcoma nude mouse model using hifu. Keshavarzi,
A, Vaezy, S and Noble, ML. 2002, Gynecol Oncol, Vol. 86(3), pp. 344-50.

73. Treatment using hifu. Keshavarzi, A, Vaezey, S and Noble, ML. 2003, Fertil
Steril, Vol. 80(2), pp. 61-7.

74. hifu: a new strategy to manage primary bone tumors. chen, wenzhi and zhou,
kun. 16, china: s.n., 2005, Vols. 494-500.

75. changes in circulating immunosuppressive cytokine levels of cancer after hifu
treatment. zhou, qiang, et al., et al. changqing-china: ultrasound in med. & bio,
2008, Vols. 34-no.1-pp.81-87.

76. CHANGES IN CIRCULATING IMMUNOSUPPRESSIVE CYTOKINE levels of
cancer paitint after hifu treatment. wu, f., zhou, 1. and chen, w.r. chongqing-china:
int.hypertermia, 2007, Vol. 239(2):1650171.

77. Effects of High Intensity Focused Ultrasound on Vascular Endothelial Growth
Factor in Melanoma Bearing Mice. yang, xueqin, et al., et al. chongqing-china:
ultrasonic sonochimisry, 2004, Vols. 11:149-154.

78. Extracorporeal high intensity focused ultrasound ablation. wu, feng, et al., et
al. chaina: elsevier B.V., 2004.

79. Demonastration of potential noninvasive ultrasound brain therapy through an
intact skull. Hynynen, K and Jolesz, FA. 1998, Ultrasound Med Biol, Vol. 24(2),
pp. 275-83.

80. The potential of transskull ultrasound therapy durgery using the maximum
available skull surface area. Sun, J and Hynynen, K. 1999, J Acoust Soc Am, Vol.
105(4), pp. 2519-27.

81. Focusing and steering though absorbing and aberrating layers: application to
ultrasound propagation though the skull. Tanter, M, Thomas, JL and Fink, M.
1998, J Acoust Soc Am, Vol. 103(5 pt 1), pp. 2403-10.

82. Modulation of the functional state of the brain using focused ultrasound.
Velling, VA and Shkliaruk, SP. Russian: s.n., 1987, Fiziols ZH SSSR Im I M
Sechenova, Vol. 73(6), pp. 708-14.

83. Modulation of the functional state of the brain with the aid of focoused
ultrasonic action. Velling, VA and Shklyaruk, SP. 1988, Neurosci Behav Physiol,
Vol. 18(5), pp- 369-75.

84. High intensity focused ultrasound (HIFU) therapy for local treatment of
hepatocellular carcinoma: role of partial rib resection. Zhu, H, et al., et al. Chaina:
s.n., 2009, Eur J Radiol., Vol. 72(1), pp. 160-6.



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

85. High-intensity focused ultrasound for the treatment of localized prostate cancer:
S-year experience. Bllena, A, et al., et al. Germany: Elsevier, 2004, Urology, Vol.
63(2), pp. 297-300.

86. Assessment of High Intensity Focused Ultrasound for the Treatment of Prostate
cancer. Obyn, C and Mambourg, F. Brussel: s.n., 2009, Acta Chir Belg, Vol. 109,
pp- 581-586.

87. A systematic review of minimally invasive techniques for relief of bladder
outflow obstruction. Wheelahan , J, et al., et al. Australia: Australian Safety and
Efficacy Register of New Interventional Procedures - Surgical (ASERNIP-S), 2001,
ASERNIP-S, Vol. 132.

88. A systematic review of minimally invasive techniques for the relief of bladder
outflow obstruction. Scott, N A, Wheelahan, J and Cartmill, R. Australia:
Australian Safety and Efficacy Register of New Interventional Procedures -
Surgical, 2002, ASERNIP-S, Vol. 92.

89. Society, Canadian Cancer. High-intensity focused ultrasound (HIFU) is a
minimally invasive technology that destroys cancerous prostate tissue. Toronto:
Canadian Agency for Drugs and Technologies in Health, 2006.

90. Prevention of post-focal thermal damage by formation of bubbles at the focus
during high intensity focused ultrasound therapy. Foley, J, Luo, W and Vaezy, Sh.
2008, Medical Physics, Vol. 35(10), pp. 4292-99.

91. Leiomyoma Shrinkage After MRI-Guided Focused Ultrasound Treatment:
Report of 80 Patients. Suzanne, D LeBlang, Hoctor, Katherine and Steinberg,
Fred L. 2010, American Jornal of Roentgenology, Vol. 194, pp. 274-280.

92. Feasibility of magnetic resonance imaging-guided high intensity focused
ultrasound therapy for ablating uterine fibroids in patients with bowel lies anterior
to uterus. Zhang, L, et al., et al. China: Elsevier, 2010, Eur J Radiol., Vol. 73(2),
pp. 396-403.

93. Complications of high intensity focused ultrasound in patients with recurrent
and metastatic abdominal tumors. Jian-Jun, Li, et al., et al. 2007 May , World J
Gastroenterol , Vol. 13(19, pp. 2747-2751.

94. Sonablate® 500 System for prostate cancer. Irving , Lee. s.l.. ASERNIP-S,
March 2006.

95. Rosaria Perrini, Maria, et al., et al. HTA REPORT HIFU for the treatment of
prostate cancer. s.l.: National Health Service (NHS), July 2011.

96. A health economic evaluation of concomitant surgical ablation for atrial
fibrillation. Lamottea, M, et al., et al. Belgium: Elsevier, 2007, Eur J Cardiothorac
Surg , Vol. 32, pp. 702-710.

97. Systematic review and economic modelling of effectiveness and cost utility of
surgical treatments for men with benign prostatic enlargement. Lourenco, T, et al.,




(PREGABALIN) LS 5 caodls (5,5b5 b5l 3,155

—\
O }
ey

D)

s,
5w, [AITAS)
Pt

et al. UK: NIHR HTA Programme, 2008, Health Technology Assessment , Vol
12:35.

98. High-intensity focused ultrasound (HIFU):effective and safe therapy for
hepatocellular carcinoma adjacent to major hepatic veins. Zhang, Lian , et al., et
al. China: Eur Radiol, 2009, Vols. 19: 437-445.

99. Navarro, Laura . HIFU in the treatment of liver cancer. s.l.. CATALAN
AGENCY FOR HEALTH TECHNOLOGY ASSESSMENT AND RESEARCH,
MAY’09.



ol (559U S35 o1
(Immune Tolerance Induction ) ! Jooxi W g

A 900 (5 low 4 Wi 58S o

:&b&w 9 )'i‘“b5l"

ooly oglis asly 50 ( Axél > dumallone 250 ( Alie oy S5O




sl Jozd Gl By, codls (559l b5, 0,155

-

t ol 0,155

16291 08 Ao gl 9 Ao

Sar 08 99 4 S SlaplBl velsd a4 wlloe s )len (nl CSLD | (S oS Gladg 0 5 oen0d
55 Ll 559 5 o8 il 3l 33 s (slamt s iliz o] oo o5 53,5 e g 3Dt 5
(e S0 dles Blee (0,5 Az il asy ol asl 00,5 Ggd 40,5 as JLsw s s>
Ve o 833l53 55 33 45 ol e iy (VPN T I (ssbasll olaal (o el
3l (2 ySzsS 5150 i ien Sde 4 00lgls l (e 45 000 0 2y | Slodlgils o0
L 5,155 John otto) ¢51 , =86 pl a4y SLalodd Sij SO VALY Jlo 50 a8 ) o (o
ol ol =l 4 Sl (55 0,5y Wedlgls pae p3 3ol ier R Slaeil lgie
Shdger aalS 5L (gl 0,5 obsy B8 S 4w Bl (55le cnl ol aiS o0 2550 1) S 0l 8l 5
PL o hdgan o8y JLSOVAYA sldls 5o s olStils ;o HOPHT Lawsgs (g )loms onl edss 5o

sba o ;o GLandSl asde )5S asle oSl e ol (nl 09800 00l 3 Glald ()lecn
T o5 Lo e ol g cily (Ldgen (59 3558 eeide 5 39 5rleny JBL VALY B VAYY
aS g easde cal T Glej oal 51 J8 Biiogy (edgen cle Jliny a5 Yo ()8 50 00
0 Sl b aiadls oo (S a1 hdgen cde VAT ans ,0 ol 00iiSls  Ldgen ol 3l 5g,c
88l b1y Ldsen golinsl P! e co a5 aidl o)lg,le Sy g0 patek gTaylor VAYY Lo

(V) Woweb (Ldgan 0o 1l palS 1) sole ol LdT 5,5 Dol Lowsdly 5l (slosls
5500 jlews 50 golaml P wlg o Ldger jlows SO s5 a5 8L, pavlosky NAFF Jls o
Jlw 533,00 9929 (g £95 90 09aS L (hdgen 95 90 45 3,5 (58 WSl gl S Lol |
JolS 95 b Ldgen Lo 148+ ans Lol o050 ools g8 Jrads 4y solinl sla,e:S1 VA5F
sobiie 4 AL A LS Lo IS (e SV gamo ol 5 ailimlie Jg disdign ooy o slowdly b

Hs Slez Ol L (5955 j0 wads (dgen 4 (LDie 25T 9 s 0929 (632595 5l 6,5 ol



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

g3 RS |y St 92,5 (POOD) Jgy 253147+ ans 008050 00 Gl OS] 5o 555
hedgon Olylos oy (S 551 a5 09r (o (nl yo Cunl St S 5l (e gl S a5 8L ,0 (s
a s Vg A ,gSB gol> (6 ool VAV e ans jo 0l pdy el ke cpl jo (2lm g 0w oo

QDRI :
Sdgi o Plsl Jds a4 a5 ol Gz a4 atily ol 0le o 65 93 Silem S (hdsen
el sy bise oy Gz o o5 B (Ldsen) A LA (Ldsen) A solinil la, 55l
Ol oS o 5hi e Fe oS 0 o 055l 5w o &y W e Ve e 5l y0e S S0 50
S oy AeoAD 53> 3 5 03 s B libsan A Slibsas £30 il Jlzs (sl (ol &
3,8 (555 @y Glagleys 29275 b .((candS o 0T+ g yalis jlge duo 0T+ -Ye) 5,5 o g0 1) 0)l5e
asalz ool O, 81 1l (g yee b b ( BB slapleyd 4y s s Sjg0 p0 (Lidgen 4y M

V) asl asils

O gmar g 5yl ) 5l ol (Solgls ain S8 (ddsen (hlen pow o Sgu> 0
Sl g lo,giS 385 (6,5 05lwll Ldgen ahad asid plplo.aisS o el New motasion
sl b PTT i by an 45 sl 50 0352 sl iy ylSal 4 L A (sl 5356 5908
L)l o golisl lo)eSl o b (dson lilon ;o 0aims (65 o YN Bad (IS j5boay

(\)w‘ IRWRIK) UL""" ).s)\ c)l.o.w de? L aS el

V-oleds Jgoor
‘ solinil (gla 5516 pelans
Srpry> O S
e Colla sy (o ol 3 13)
lasaleg b faie (g, 40y 4 9>aidg3 (S 9> (1Y 51 )1 IU el S VR

JLSs 4 a0l (63 595 (69,90 (§395 4095 slas i o>

V=100 b o TU/ce Ly
Bad obypo b ol

Lol Shyo b e Jlos 4 wals gp 55 (/F+=10)awe,0 0 5 ¥+ TU/cc b

0ot

&
%

i -
¥
3 )i

S e RN
& O
o

s



sl Jozd Gl By, codls (559l b5, 0,155

-

tddgod Glhlows 5o (63 g Ol pallas

SR y9> Egrng Joxo -

SNy QoS WS Rt
1031 7eS(CNS) (535 50 (mae olKiws ® | LAY+ (55555, le) (late (45,0 552555 @
(GI) 3,155 oKz @ LN oy 2l fameale @
N o (e [l @
O e (&5zlen) 5l500 (o> @
Hbgop (5 ko (5lee

plasl la loys 51 (L6 o5l5e b las yo b g ol (6 )l 995 4 by o b (Jdgen (5 5les 5)l5e
oS g Addson auad glgil 1o ogady g 53 e> Cadle LI (5)lews (2)lse bl o ouds

(V)39 s0 0030 Ol 00isS Bagd g9 (59> s o5 o8 o5 B Légen jo
| * Q:'s &

Sy an ase Slisyi)] 5 lmie e 4 i 45 Gl b S (S35 5SS (e
slagleyd 9 S s> Dad 4 ody cnl sbml ploj aasse &) (SHj pgd 43 3 oduy (ol 35 o0
&_A-u.of)—’ ;,u_w—‘ T ] 6[-%6).’))9? g Awgd (7030 S ggiamw Aol O .b)‘é ‘;u.v.’ 03l rbl.?u‘
5 lazeale 8y 5T o5 el olal o sle au gl Ol pess 00,5 oo ol Labe g,ae 3L
J—ate contracture olx! 5 «odlae By 51 «olS > cyols caws o 10 JKb s olou) co
Hlow (function) s Slee ;0 azg5 bl alS 4 jouie Sgeme )0 a5 Wgds S pgd 5 Jol avs jo
Cl (Prnd Jmado pgygio Conl porgginw Judgen jlom ;o Jolie 55 595 slice 090 5 walss
OS> () 9 oo e &Blgye g Wi oo 1) Jolie gl a5 00k g &)k g (95 sl
Candy ok D9 o0 ;05 g )5 i ygie Jade b (93 5l Jade oyi> 4Ll anogd oo Jade
3,0 5l S ol jedaie d 900, 5 oyl ;0 Jiis )0 j9,0 4 yoxie POSItION cpl 5l Lads
Mo Jmate dy (S5 15 g 45 WS oo (2w Hlow aSGT 4 d> g5 b 0gd o obul (S  Cogaoe



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

o=l ol 5e5,Len jo loyd jl Bud g oo Sloul sl jehay 55 BlLbl EMae )0 gl s
g9 Ol e sk b & Gy Sl R 1) Sl SRS Gl S0y ax e S ol
aJgl pladl oy oge 0gei ulual 1) (@UrA) coins Jloie @Me jlow a5 Sl 2850 lon jo oy
sl Slojlaslas b ,eSB 95 e RV PRI PR O] BTV L L IRETRL VI ES E PRV S Y-S PRI
Shoslial (yloys £9,5 10 P9y oy ¥ 30 wled sl 1) S5 g @g slp comlin (S5 hanw oS
(ol oolgils ) jlow 4y aulip ol yo .0l o (home therapy program) <l o Jleys sl S

(V) Sgiim 00ls sl Loy jo ,9iS 18 g (gl oY dLmu‘L)'yJ

(o0 5955 len -
Jeaie Bl g 131 rows plod )0 peye &l (target joint) Jaie SO ,0 )56 oy s>
Slado o any by an rage gyl Glayd 5 olol 05 so 008 (5035 p90 5 Jgl 420 ;5 Vgane

Syle Kwg oyl l,8 d\ 30 sl &5 5 ke

ol L1 5950095 (53 85 b A 3l o aLdS ole 4w jo 45T Lade [Target joint

() om0 30 0 9 g —

500 (5t Lald 5 00,8 i Sl Jzs parsie (aie Sy 5,8 Slasiist Jliw
plasl b Olgiee 1) prggiom (B9 0929 oy Sl o550 oo ol 50 Jado o5 095 o0 s
o (function) o, Slee Lad> 5 Cogginw JiiS oloyo 5l Ban 0,5 SWIMRI L 85 g5ge
Hlas le o)ls 0529 ,I5 ol bl gl aS Sl g, glgil ol oo Jato

(arthroscopic and open synovectomy) ;s 3 SKugSwg il Loy, 99 4 a5 >l> 0958 ggims
5 o ey b ol S a5l Gl 4z 5 SgsSass )T (g, b az (ol (osS gt Sl ol LB
9 3950 N (P12 (09 g9 4 LS D jai 0595l 13l0 S g3k polie g Ldger canads
A o (Blion i3 S plod a4 Jy wited (cazlyg 5o 45) By ol a5 Jy5e 50 oS
Dg oo plol waiily

chemical and ) Sy 5555l00)) 5 (@l (b9, 35 4z 45 (G omsie ) JSade (o053 9570
shds—ep o poi—o Coggi—w sl o Ll s (radioisotopic  synoviorthesis

bidas 09)ls oL SyFgnlnsl) i nsew & Sl mily wibos (Pl p (oS i

~

o1

-
}
% );

B0 RN
e el Sl
(1.

s



sl Jozd Gl By, codls (559l b5, 0,155

2l (2 yeS el D920 gy p Fsarlid 9 g (Ve mpgyml b TY-5aud) o)l Ly and]
o g 0,5 odlitl Crmraliy ) 5l 09 o0 o2 )01 (612 adlga ploxl BB (Sl ok 9 9 310 1,
ae OLi 5 a5l Caggw S5 loj B (Gleord (oo g5t Ol jan IS GulSl 5 51

15 5 55T sutxie Ui )55 4 S b dgp000 S & g el 9 45 Slrasd Jule Fepmly oo 5l

D9dge Ol @Blg)o

() hedgod (yo30 (Sl 5T -
o0d ploxil slaple)s 5 S350 Dod sz g 99h Sl a5 Cenl (See (S pgd ans jl uny
5 M=l eie Saggin S slaml St al g Sde ams £ S s L 5095 el Ses
ol (fSoe 33 5 (o0 Jate By pad j3 CiF p BB s o 55 4 e oS allioe 5 o les
il 958 oo O il 9 bade 9 Ses gne leyd 5l Bus 09l sl Slgsiul jolSSl g 59
5 99750 SUSly (g Lo (51AZE) Al yo &y 3,10 (Sony (hidgan (poe Slg il 5o ploys 58 Ll

DLl L yiawd o
(Y) (pseudotumor) ;gogs 98 g —

PRIl () 0aiiS aye5 o9l Wliiign 5 1S (g S92 Sy (hlors o rammie o8l S
3 ailioe (XL aily laglgzennl )0 wiS 590 Sl (e a5 Gla oo 0 il 0l Lo
g o bl ol plgiital & jglme ;5 oS Slabae o yﬁw P Ty 3 S S pleyo
S9d Sy sle Bl ol (o 0985 Gloyps ST 098 125 )8 Cenl (Sten 55U j5kar oo gl
OloFel 33 Suelsily (Sl 59 n cum b g 035 0)lg gt JLaS jolme (oras ((Bgye polic 4 g
05 ILS P HlS 5 atly (amme anls Slogdh ordyinsd jslome Cungy 5l Caml Son (prizan 39

(Y’)Lb S’ . s S

o g o505 Bl bl o e T la e (il g Cans il (Ldgen oo jo  SnS
30 60 g ailes ) S oy IS > Cudgae 4S5 lolae Gl bl o SlSll g Jles ! o i



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

D)5 ) 5 (NSl £55 dn 9,10 (S (eSS 50 sl cenlio (lo)d 3903 B2y )5S Lo

Sediss plnl (Hz Joo cslio ol )95 g b ol oo (2 Jos 4 093]
(Inhibitor) b suios ;Lo

ol S e e [, TX S S b et (53515 odlad Lolatsl a8 st oolagsols Ty
Obbos )0 oz as)le SO ol 0550 e 3l S 00l B S AT Cenl pre
e ol Sn 5 0 (537 5 Ay i S e b edgan oLt ol rdgen
18G4 518G 5l bslne L 18G4 baae 518G g5 51 oasiS o lsnsl simsl ansles D98 (62 35>
e oAy LSyl Uy ol T i S e 51 VITT 55516 Cy olSale 1A, caand ade s
(F) o5 oo o Jlud VITT 5256 | i 52516
¢ T o d92g oasS g |z o
slowr SG el gm0 e S5 590 50 3951 ek S L uled s (Tt (Sl 4
Sedgon jlow ;00 Bkl dwd co JSCiS 0aiS e Dy Senl 00,55 2L 0 5 &S Lidgen
Culd ,eSBj0 attin S5 BA> 0jle co 00ilS e O Gl 0ol (yloyd A 10 YO 5l o A
Ol 9018 rten £ Loy gemline (pdm ;3 00T o WIS o0 Yo | 0aiiST o Wy il
ool i3S el HLA L asie blo )l .cwsl A Ldgen 5| 5 oo L B Légen jo aliuee
Lo 0339 oo L damlio o 00t Jlgs sl olyloss ,o [,HLA —A; HLABg, gouds . o
Ay A 00 iS L S5 50 Sl Stee 0al Lalad (gla 1S phm o (50 yeS 00S
(Frazsl
Jedgon Gllany ;0 00l Lo gonds

bogel e A Légen Lao V0 ;2 5l a0 g A wuals Ldsen olylews 51 7Y 0 onisS Lo
gl e e P s jla 095 (JSI VL jeS16 asly )15 VIIL 1956 Ls & g aiS o0 59
59500 399> 53 m olayd el Jolhe j0 358 00 0y Ll 40 0aiiS Jlee &5 Sl yitin
el A Gae B,k ;0 00iiS lpo 8)lge 780 j0 AiliBuligrigh oo jlao Sl 4 le o s
S B (didgen )0 woaisS jle. wilogo (SL I3 JSie SO (lgimy 0l50 1F 0 0 g 09500
5 o 4dle ol Lot 51 6 ylemms 50 - A28l o 55T B i Ldgen ol o yd 1=Y 4o 5 0l
ik ol e (65,01 2 )lse b sl (Sl el (g0 adle 5 S o0 59,2 IX 5551 (glas, 5 (]

329 Lo g 035 ;A 505) Cawl S oaisS ) lpe (o O 5l 2aS) ol o s 0929 g0 (0.




sl Jozd Gl By, codls (559l b5, 0,155

A ls oS e YL slo s oS Jllew (S s aig p les 3l o,y giSE 0501 Loy dslol
30 el o=l 5o eaisS ) lpe 1 05,10 00 e adgi dnlol 4 Jled (lowis O (goluo b yiin)
Sl a5, V-0 galols jo ,euSB o,bgs 5,5 L Ll s\_\ﬁ.“sn Ol a0 aid le o O s

(F)og, 00 YU oS ) lgo 25 loly ! gy ol

B3 08 wlio Frwly (9350 (ylo o Ay (Lidged Hlows 45 Cuwl (9] 00sdS H oo D92 g AL (g
g2 egla, d S e VoY 5l Lole Y-V jo 5055 o Sgi g0 dpogi 00S g olwlil Iy
35S oo bl Sl 5l el VLS )5 50 0sh plodil 0uisS Ly J;.,”LA)'T a8 F, 5055 a5 K

9 = 5l G S 0590 0 15 e plimil 0aiiS e olulid lp 6,558 55 K08 8590 g0y

ool Clotting assay el (andei . col (L3 slale,s a4 canlio feuly pas pgs 5,90
5 023 o ] s 3 bgline | ebed Lot (slonidh 5 morls (sloidly 3] 5lns i 35
Ao yovie aS Cewl do 0 O Lu).cu bolso slowdl 10 09250 i ,guS1 00 Hlpo L jo 050
Syzge it ,gS 1 aS ol ol g0l ST euisS Yl jgax 40 00,5 o b PTT iolejl Glg>
b2 ) ool Salbshin sladly 55 cu j5iST6 s 4545k wles (255 1, preels (slowsdly o
Shlew (mam ;0 byl sl ;o SYsb PTT . el 3Ysb PTT iolosl Gl g (aoys g0
Coip HeSL8 00 iiS Lo o 0uiS Jlhe ple B> s Lol 09l o oumlie 00iiS oo LA Ldsen

00iS Jloe ptee Caogar ol led oo s cel ¥ Do 4y (50wlisSSl az 0 YV (glos ;o Laid
Bethesda o>y G . ol Bethesda ooisS Lo oy .l o] ioiw gl a5 sl cutn g2
Celw ¥V ooae ;o ol leady o) (Lo SO o |y citn (9556 Cral a5 cewl 00isS Lo 31 Silie

(Fajle Jbd e o 5 ol ax 0 YV o
0doS )LQ.O )L:-C Qm

ki on Lo ss,0 0+ Ly i cwl(Bethesda unit)SBu i zeS (el ,Le)Low Titer -\
el £55 55 a5 LT .5 )5 1,38 00iiS lges Lyl 51 sous 5 0t (LT3l 15 b 00sS Jloe LA

Mg s
ool e oyl Al boaisS g 1) oyl e 51 oam LR/LT () Low Responde/ Low Titer s
Sleled (2 ym0 y0 ST (o g aily sa(lony 9219) & BUj a8 Ll 0aiiS g gelans s ol 5o

(,5l0b ) anamnestic zwl ol lows ool el o (ial33l ol 5T s w3 5 1,8 VI s, S



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

High Responder gss an ol San S 310 10 sz o). aiws cod lid ,exSB 5,5 5l s |,
(F) ol s

50 il oo YU slageuly b ovsS Lo 1) ;550 05,5 «( HR/LT) High Responder / low titerss
2 551 5 Sl BU| oS VI 2515 55 ) 5 oaiiSlgo ads) el iz 5 4w 0
FYL 5 auloe Gl Ty 53518 o 55, VB 0 e 5 5 108 VIIT j3iS8 b ol (12300
Gl ol meise Ohlom ol 5o HeSB Ga 3 5l am 1) slol ks Koo &le 4y 0 a0 BU |
(D)asl 9o o b S5z Sl oo

HTLT VL by 53 (s 995000 2 31 005 len cplays bl b (LR) Gl ol b ollow 251 59
axlg A 5l G B lowi 0l 5 VL SO il b wlgs oo ol (] a5 el ol o jgTol el
55, Y U F a5 ol Bethesda asly Yoo B Y+ - oy e a gy il 391 Jgono johay Jg il peicie
Mo 3585 B)5 50 )l ST aiboo 28l e 9 (il 89,0 et (9IS g 5l o
0uisS o Gl Judgen il can ;o o) dales adsl e 4y (g0l ‘_,’_’;.;] She oo aw JI S

Sloge (B (2VL haw )0 039551 )8 By e S
S a yley CundS L g cwsl(Bethesda unit) SBU 51 io b s5bee (YU ,Le) High Titer -Y

(Flaws, i SBU

oS ) leeo b Jdgod olslows o oy
el Lo I (ITD) )

035 lee el Jle s oo Gly (el Jod ST leys 4 A (Ldgen (e wopo Fe-AD
D)1 00 Jlos a5 A (idgen b lles 5o el Bloyd Culifge Sz (ol yiw Gl £5,5 5
iy oLSel (Immune Tolerance Induction) el Jeos sl L Ygons 00S Lo (25 4y
Coin g1 YL 590 oyl a5 woges @l US54, Gormsen ¢ Brackmann VaYY Jls ;o ool
&l 555 00 b 99 Ve Vg b pleyd 350 95 G905 5 beaiiS e Bl el (GVsb e o
5515 5255 40131 o s al38 sl sl 55 00 g e 95 0n 52525 JLu ¥ b 5,
(ITD) ) Jozs Wl yloyo a2 aus j oo (6505 03l BB e mlaw 4 g Wb co ralS i
Ay gy Ngd o (6 150 45 00iS g b edgan Loy 5o Sl e S5 sl )5 s

SS9 S s (0 Sl Jooi Ll (gl g by 9 590 o)Ly 51,8 88lg5 all 4d e




sl Jozd Gl By, codls (559l b5, 0,155

L ohlom el 595 50 Yoo Vi 59205 b asam jo )b 4w 0+ Vi ammlia J> 5o (ol o ciole]
2 sl ez Ll oo YU Jle @ cod (6 in (999ut il (loyd 950 50 b jle
el e S IX 50 S 5 5 305 (e oS g b B bpes ol s
(IVIG) 5y 35S 355 iy 5 Mo Sy i 1 i 5 355 S (s Ty
Cpdibge a0 )d Lo S50 005 Hle b (didgen ;o (Jg all g lucST (Ldgen )0 conl S
Co oS Slilen (o el jldoy 0S o0 Z8L o ot 9SGV 590 a5 Siljlen j0 9 (50T 40
&,ls by passing slag,lo b leyo 4y 5Lo leyo Cadige 5 3aos b aiine Sl Joos sl jlo o

(H)

rFVIla] Bypassing Agent) sl slag,ls b oS loo b A Ldgan o)l lows olo,o-Y
PCC.APCC(FEIBA)

215 D55 25 3l5e 53 Bro ilis 03,5138 52955 adls jsby

L yidon 25 ablo Syl 4) 0l HR jlos oSl by e basgio 5 canis log i g jo- )
23Sl S 59 (ad 5 ST s> (il adls 1) SBU (s5buwe

2l 422l SBU (gglune b joS (Jad 25 aSil o bogpiee Slizn 5 wad slas i o> 0 - ¥

Yyl (Hy o)l SBU 5l 1S (sd ;05 wiz o a5 Jlow 53 Slom 5 2ad slagsinyigs o= ¥
LoSLE YL 590 L le,s 4 Lol (wzes HR 5 e a) 050 |, SBU (ggbane b iy 125 aiilos
Aloslas Zewly Jol o5 (lgie 4 i

S8 S b Cad s ;o1 (Jad 25T Sl g wad Sl ps 3)l9e 10 &S (9o 50)
G 1) less g 00 plomil il 31 g ool slitwl andS olo ¥y 5 op 3| 4 eoiS lge yiS
(09 il o lislejl azmis b oS loyo g a3 )5 ks 0 SBU (oW 15 lgie

il 4 HR lilass 55 (55 b S259) (12 oo 5| g JAS 55 5 Joe 51 i3 (Sobel - F
(Fas,lo SBU 31 sV =5

hcal hd o 65! ze25 o (.ol ool V JSE o681 53 0aiiS jles w2ly Lo oleys aodls
139 g0 0, L] 4SS Wiz 4y

S e 45 950 (o BBl (55003 4 Lawgie 5 i G e> JSen Cnl ey o)

Olow (oge Sl (Sl @De [0S g liw )l 10 Gym & (Fy9p0 slew bl g Koy



() Olnl o cwdls 5,58 Sb s, Ols IS acgome

i Lok sl 425005 3925 oo (sl0jslin 3 cannts (gl oo plol 5 9 S g pglie (slao
23,5 g0 GBI Sz b ol (55 595 5550 Lyl azly slas s s>
E RSP PR By FRWHICAIN [ ICPRCEL S ORI RNUP ) PSS PSPV SOV
5 b slasi i )0 (Js wS (oo culiS ol F LY jo o S jE Bilsw 4 g9z (Jawgie) apis
S b s s Jad 115 398 w5l bz (255 4z 5 5,5 42) (2 Joe (Solal b
(F)ogs

oy Laplis uSLaS yneg iy, (PCC)
s55se T 5 5 X VIL j5iS s Jlab el 5 05,000 1S5 0iiS oo b A Libgan olibon 5o
bl ao 0 0+ Lol celw VY JIA ;2 VO Yigadsl 595 05500 590 ) Coir 3356 one
$rSes ooy 085 Jolo il 3,5 ¥ Yl 15 s sl loys ol 4 008 g L
S 5 DIC J15 51 by oy o a5 oSS pnnos i 31 5o solitiol S50 53 95,000 1S,
(Fasl cdlye 5 S8 coo L8

Activated Prothrombin Complex ) : Jlad so_i Lo las uSLesS (pog g APCC

( Concentrate

o855I X s Xq o VI, ol g5l e ial3dl el ol FEIBA 105 15 o)1 ol 9750 diged
VO Yigadsl 590 - ol 5o Bethesda axlg 8+ 51 s Jlee LA (idgen (hlon o (o 5 05500
o) 4 00 S Jlge LA hidgan ollon oo VO Loyl S5 6 el VY JIA o a8
Ll sl S FEIBA 15 sy50 i 15356 32 i olibomt (o 58 im0 s0 guly oy
5y ail cudlye cond (o8 Sl s DIC JLs 5l sl 39S (slajen 5o 093 jsloly gy (2l

(F)asl200Iu/kg 51 ool ailyg, B pae iSTosogh wlin! Setdgn sl loren yleyo

(rF.Vlla) VIl Recombinant activated Factor c.s ;o cin ,ou506 %

Ve e 5,55 SiolKE  Jooro 900 098 oo Bpan YU jle b onisS Jloo LA Ldgen oyloyo jo
9l oyl e SadS Condg 4 (S loyo anlol g 590 ST (5,3 Y JIY Gl el ¥ o

ol o )0 el iy gloyo by ol Ced S

(F) 255 o0 55Tol uly o 5 05 3525 Jgams (nl b (gws g JWilhas o350 5as e gous

-
A}
=t

B0 RN
e el Sl
(1.

s



x N\
kQ :t",‘

o
0 *T+ )
5 |

NP S

sl Jozd Gl By, codls (559l b5, 0,155

Porcine Factor VIl Concentratesois buds | Ses i o5
Fwl (So3 cuip HeiS 4 cowl S a3 laBethesda a1y 0+ 5l S g0l T e a5 Sl jlew

g i (eS8 yioniw g gloyo Fuwl 4 S loyo dslol g cenl Ve e \a~“/kg 4,,J9|£> Qe

O 9 Ghgmalionl (955595 9 Jomel oy 5 B ol (Se5 cutie 351w ol (K
A(F)osd 2925 Gl o
o=l =yls I o Porcine Factor VIIT g45 .ol loys cpl as)le oo gimsgan 55 (55,01 s



-

“Low-responder”
Inhibitor<5 BU

v

Human factor VIII is Enough to
raise plasma Factor VIII level to
30% or more :

100 U/Kg bolus 1

10U/Kg/hr continious infusion %
5 days
OR
50-100 U/Kg q8-12 hr x 5 days

“High-responder”

N\

Non — critical Hemorrhage

Critical
Hemorrhage

A

Bypassing agent
to avoid
anamnesis

Anti-human-
factor VIII
<5BU

/

Human factor VIII is Enough to

~

Anti-human-
factor VIII
5 or more BU

/

raise plasma Factor VIII level

to 30% or more :

100 U/Kg bolus +

10U/Kg/hr continious infusion X

5 days
OR

50-100 U/Kg g8-12 hr x 5 days

A 4

Bypassing agent

¢

i -
¥
3 )i

SIS
{t:&(p Sy
e N

e

&
%



sl Jozd Gl By, codls (559l b5, 0,155

-

O ITI ‘sleSJ‘gﬁ:

V-Jdou=

Table 4. Primary therapeutic regimens used for ITI.

Bonn protocol {high-dose regimen) [41]
FVIIL 150 IU kg™’ b.i.d.
FEIBA 50 U kg ! b.i.d. for patients at high risk of bleeding
Comments
Intensive for patients and families
Very costly due to high FVIII consumption
van Creveld (Dutch} Protocol (low-dose regimen) [45]
FVIILI 25 1U kg™ ' g.o.d.
Decrease dose each time absolute FVIII recovery 1s >30%
Continue unril a prophvlactic dose (10-15 TU kg™ ' g.o.” ' is
reached
Comments
Less demanding for patients and families than the Bonn
regimen
More economical
Malméo Protocol {(immunomodulation plus high-dose FVIII) [40]
Immunoadsorprtion followed by
Immunosuppression with cyclophosphamide followed by IVIG
replacement
FVIII
Comments
Requires hospitalization
May allow quick completion of I'TI, resulting in cost savings
No longer used
Other Protocols
Gruppo: 5S0-100 IU kg ! week™! plus IM [49]
Rocino: 100 IU kg™ ! day™!' [44]
Smith: 100 TU kg ' b.i.d., then 100 IU kg ' day™"' [42]

b.i.d., twice daily; IVI(G, intravenous immune globulin; IM,
immunomodulation; q.o.d., every other day.
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Table 2 Published cohort analyses of product type and purity and ITI
outcome

Study Product Dose Success rate

VW F-containing factor VIII (F VIII)
Brackmann 1996 [2] Haemate P® High 71-88%
Orsini 2005 [26] Factane® Various 87%

High purity plasma-derived{recombinant F VIII

Smith 1999 [4] Monoclonal/ High 100%
recombinant

Rocino 2006 [5] Monoclonal/ Intermediate 83%
recombinant

Recombinant F VIII

Lusher 1994 [2§] Kogenate® High 63%

Bray 1994 [29] Recombinate®  High 50%

Batlle 1999 [30] Kogenate® High T7%

Courter 2001 [31] Refacto® High 81%

Barnes 2006 [27] Kogenate® Various 76%

Rocino 2006 [22] Various Intermediate/ 73%
high
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