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% dienogest = p 2 mg o £ % & 4p v m;zé—%%fi&
RET 2RO D R AR E 0 VAS & BT 0T R
dienogest ¥ Gn-RH #g % &-(triptorelin -
AP e ¥

D52 ikerE W Bk o B b 2R D 2

i52ﬁ¢ﬁ%&i(225821£28¢ﬂ99mm)’ﬁﬂﬁﬁﬁiW%%F*°

Rk st e iR E A 45 5] dienogest £ %
L P> o £ v?“'%
TR T S R

4,51\,‘,.}% b _@Lmﬁﬁ'ﬂ v Bl de
Bipk o ol o+ g N ER g e
% ANEFA o
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bk kM2 )]?%‘}"}éﬁ@ §ZHFHMBERF I AT E TRAE % 2 F dienogest
B A gt i ko WO % [16, 17]:4 % dienogest 4 %] ¥ triptorelin[18]~buserelin
[19] ¢ leuprolide [20, 21]:& {5 i 5 121 % 1 4834 dienogest = p 2 mg o & &
52 ¥ eni % [22] - # 44 4p % 2 o buserelin P A AR T A F F PR g
enif e 5 &2 triptorelin i {7 v fenfRk S A & »z4p # % rASRM > ® 555 b
AR EEE LSRG PR g 2 e E F 5 (consolidation  therapy)
[18] : @ ¥ leuprolide fﬂ’” 2VER R g ot g S e v CADTH 384 faif > 1
T A% Mg 0 T oK dienogest Jod F F N R Bpend 2R R vkas W
FY AR A e
* Dienogest ¥ leuprolide 4p+t 2. 7 % H3#% @ % > #cdp[20]

Ef 4 H_dienogest & leuprolide &% 2L chE2 s ARRE 07 T E E o qpT
leuprolide » % dienogest jp 5 chups 4 B is MeRRe R R E 4 L o dofp
B RE A MR A o T RA S 6 A G EY 2% S L (final
visit) s 3 iR £ em 4 ¢ o dienogest k2 (n=21)¢2 leuprolide e (n=29) =" &4a ¥
%)il&a;a At i E 4w L +0.25 7-4.04 -

* Dienogest % >4+ % oz 1 L 53 & chat W A7 7 [17]

g dlenogest BE AR TRk R (R 12 S A IR E T %)
st WY * A 7o 12 3% (S S 5 8 53imF’“II“+L¢:éP (% 65
iF) 0 A dlenogest PR R BT Fh L 24% - £ 152 A A
w7y 0t dienogest 4F ok #p B R 2 vk § 3 B ¥ 0T ' (P<0.001) o

o TR B R RIS o 2 AFE X L LEERAY R A 2.4%:},%3 i3
MR o Ao it (S PP AT (N=34) > F 2R G EMDEEE A D
e EF B BER TR I DT FRAE
* Dienogest i+ F M R g e 2 E s 52 ¥ [22]

LR AP AR FSE P s AR e %~ K 3P dienogest Jp R RSk 0 por
135 =+ 7 PR e A 42X # p 2mgdienogest io B & 52 3F 0 R o A
Mec L2 BR2 AT 2 gL nfiA) - ¥ L AT gL agr g
» (metrorrhagia » 71.9%) ~ #¢ 5 (18.5%) % if 44(10.4%) > @ p A# I T % 24 %
2% 52 xR T R A W 5 -16£24%3 -1.742.2% > R G R ET
EoLom R LA PR REH mf}is Al AR 2432 % B2 AW
% 72.5% (95/131)% 90.6% (106/117) -

B. Embase 1= % &
PR HOF R0f R WY 305 G SRS ERA L eI o W
5 % 12k Ted#E%[23, 24] - # ¢ - K % dienogest & goserelin i& {7 vt i

9 FEad T L A5 (global improvement) : #3513 2L g #p e gL &k (lower abdominal pain, lumbago,
dyschezia, dyspareunia, and pain on vaginal examination)£2 2 i % g% % (induration involving the
pouch of Douglas and limited uterine mobility) -
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AR Foedp ks F B MR R ARG IS S DR g EA[24] 0 & *‘%i"’%fﬁi
- F Q[‘kﬁ: & 4 B RN TR SR E - ) Frad dienogest (0% > 14 [25] 5
QI‘H%J&#%’??‘TE #pi¢ * dienogest ¥ # % & R E[26]s 1 2 - | LA /w”f"’r%“

7 MR g chdienogest io o e F b fE %R A B [27] o
o jlFm X4 dienogest & goserelin sx* 4 $7[23]
&“;vﬂﬁﬁ’—w%ﬁ~%kﬁmwﬁﬁﬂﬁ&$%’“@¥:‘

g R x:fifga R A+ g ae 4 dienogest B R £ 5 1R )

goserelin s3c* o« & 70 o A L BT A % T £ i S 16 3% e dienogest

2 mg/day (n=35)#" £ 4 =t 53 goserelin /L &4(n=35) » " b B G ~ jiEe E g

ek o BRFM A M4 4 B (5 o dienogest e f B & EA 2

Kupperman index" (KI)3 %% = % > goserelin e & KI £ @ 5 B ¥ + 2 o i

Pnd o § 2 R 0 R AR R R A DR R F LR o &

Bz ik dienogest * 3tk =~ w Hpend g N SR g P AR S S LK

Be g ik 2 g 422 P AERITY o
o TMTRA RS B £ A 45 dienogest % > 14[25]

g [;k x4 B SES A PR TR RSk 0 B-is i 3R 5% e dienogest %

M2 w2 M lcdy & & 38 7 4 17(pooled analysis) b 4 iE - AR dlenogest e

2o & 447 332 s 4 S5 % Faih dienogest 2 mg A £ et X L R4 0 X

“"\'%m& PR BEIRGAHUEN T BB L L AR S5 1§

BEHEZ AR B H 225 10% 2 2F - LSRRI R ¥

e R A o pp s mk&waﬁ v R 4 Ig %&%@Mmmme

low-physiological range) » & ¥ 2t =i 3 J5 4 o1 dienogest 2 mg | & & 7 f 2x 2 %

§ Wrepo fRak Lo
e E ﬁP i¢ * dienogest ¥t ¥ ;‘rﬁ)i: s 55[26]

Fom TRMEER O HFE R B % dienogest i+ ¥ P R T R A

% %ﬁr’aé & A #fr(hlp structure analysis, HSA) g2 8o — fop 4 % LNG-IUS

(n=25) > - M« F * 3 & dienogest 2 mg/day (n=24) - F 6 ¥ P ¥ - =

i A AL L2-LA s S g o e R A - BEFRA dienogest 2 mg/day

Fger 32 - wFGgE o AFF B AETEF4 Y 5-0.98+1.65% -

-0.88+1.56%% -0.9841.32% > I E bt P BHEF R & - B & LNG-IUS AR ML

WEUFFOTFRARC F A AL aHFLE o
-‘ﬁg&ﬁ¢ﬁmmw%hmﬁ¢%kﬁﬁﬁiﬂpﬂ

g ?‘1]%.3}1\ > 2 TR EFREAITHE RAEST F PR

ek E% o A K TRk Rk v i dienogest &2 GnRH-a s sc 2 & > (1 K

£ leuprolide +* #% > i;é“ﬁ EY Ej#—l-’:}}% X 51 B £ buserelin vt $i > % fég P A~

Fr)e HEFRE VAS Adchd BRETIEETE 4 07 FREER

dienogest ¥ GnRH-a /% + § M " & or4p M % F e 24P B o Dienogest ¥+

s
s
-
= F

" Kupperman index: = ¥ A fE 5 eh 11 Rk 38 T IEA o
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WA PR RRNP P LS BR%k AR GnRH-a i > e FEH T LG B
Moo A A F REH S p AL ek TR R & dienogest &2 GnRH-a
ieH LB AN G 429 2 160 %1 B ks GNRH-a [BAT A Rt TR
RTHGREA R TP RS RAELID L SR F M bk
HARSIRRR R R
C. Cochrane 3% &% %
RS ECTEAY X RFESCE YRRV S EY N
BERZ 2o

(T)EmpRELTH

1 2RiE R R
AEBEBEONARFTEom s ek PP ER mg gl ¥ 2R
B RN ERLEFSAFREN F

3

EHRF A6 B R 2 pe 0 AU R 2 dienogest &% FH R TR 8% 2
Hu 0 5% > 2 f 5 dienogest & leuprolide ¥f e Tk 5% 2 # =t & frsadp 22 %
AL E LS dienogest * Atk F MR Bom el B R okt 2
MELRFEMER RS ARESY
3. FT w1

EkF #2435 %5 leuprolide ~ dydrogesterone % medroxyprogesteron
# ¢ dydrogesterone @ B~jj it %4 i 5 medroxyprogesteron B i 7 H %8 i Bk
sk craié # (off-label use) ; @ leuprolide &R ¥F i Bk 5 F 7 P R ok > &

ARERG ERRSORCT -

(=) Tofk o b 2 g sc it 5

1 ol in R b 1
() Toms =

PN ER AP MR R R e R R A EFF § 2 n A il aE ik
Tk FOLERFRFIRPY BR ARG BT Y 2T FRE
515 SOGC % 5 F R o Ak ¥ NIk e D B2 AA(F § A%
&) (€5 % - &L % GnRH-a B FIH e gtk B 10 Y SR EL 5o W
Fo TR BEARRY TR G ISR e
2 LEFRPHEFTFRRL

ST LS F S EW W ET Jz§* dienogest * WRILE G g R AP B e

Ea
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B 2UEAR VN BRI T R R R R L o
2. Frxdd &

ERFHR NG 5T w5 leuprolide > H G B A F B RN R GRS
poav & RCT i {7 dienogest & % - RF Lt o B FHEZ ENH
FHE A ARDRELH RS GNRH-a 58 5@ * 203§ MR P 01 7
EFwFAEPALRRAFRY B 2 AP 2 THE 2L
SHR AR FRFEFREFICRE CSCQE R LEEREFEF ISR S
e FARURIS I R (R

() WA ¥R e EE T 2

1. 1p$Hp oc

Tk 35 & % % I dienogest 7 7 >t leuprolide » A3t g p W8 = Ii?ffl B ¥
2R anefk £ B 5 -1.5(dienogest: -47.5 » leuprolide acetate: -46.0) ; &% 24 %
P o SF-36 4 #ic & fedp ot JL A Hp en% v o dienogest ¢ leuprolide e dﬂz i3
7+ o 4w 5 i 10.2 points (from 41.448.5 to 51.646.7 points) % L 7.0 points
(from 44.248.0 to 51.2+7.1 points) °

i e

7?7 iR g % % B dienogest ¥ leuprolide s E 4 2 F b F 4 w5 4.2%
2 0.8% 7% FE 2t F o w5 68%3% 74% (4 * CADTH #icd;)- 5% 4_dienogest
27 leuprolide & ¥ 2L en22 )5k 4p B 03 2 F 25 (2 4p#30 leuprolide # % dienogest
e eE A R R MR R 2R BT e s R e TR Mk
PR o i E 23k g L (final visit)s 7 RIE ¥ B & o £ ¢ dienogest
2 (n=21)# leuprolide 2 (n=29):" &g ¥ & % & T 397 A v i E 4 W 5 +0.25 &
-4.04 -

(2) Frbm

kR PR

B
\\‘é‘:.
ol
Ik
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(C)EREFFRINLANFLEHFEY

FRELALSHAILHAERBIAN L EFF AT -

% %% CADTH/pCODR-PBAC %2 NICE 2 ¥} # $#t7=f 3k 2 2 2
RERELFTHEARFEF AR FRPHTE ERE LS CRD
Cochrane/PubMed #p i < /};Je » IBF R R %51% FETE ,_‘sﬁ.?j%“«i LiiEZE P WA

KA FRG %

&k FL P

CADTH/pCODR 2012 # 4 7 19 p CDEC ## 3% {c{" dienogest 5 + ¥ M ¥
(4 & +) Ripipb ¥ 2RA 2 EF o

PBAC (;£:) 22017 # 17 26pkHEFTA

NICE (# /) 32017 # 17 26p kB @ FAL o

P FRAHEER | SMC (BKW) 22017 # 17 26 p o B @ FoHL -
R

TFFHRE CRD/Cochrane/PubMed i & & o

EREREZTH &

:x : CRD % Centre for Reviews and Dissemination, University of York, England. m‘ﬁ’é, °

INAHTA % International Network of Agencies for Health Technology Assessment iz 8 -
1. CADTH/pCODR (4t £~ ) [14]

ok A FHERL R ¢ (The Canadian Drug Expert Committee, CDEC) **
2012 & 4 7 19 p 2 ¢ dienogest (1T @ AL R F) 2 A3k 0 Fl A SR oxigat
% & (placebo) > ¥ 22 leuprolide 4p % - ¥ #~ &# H # Health Canada +% /& 2 j7
BSREQ Y 2R S H A& o CDEC 4% & 5 THUE 2 Ttk i 28 ~ 573
BaCESE NEA-L-0F 5 - A S L

B
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R E PR R R 2R R o

AT

R M B K 2 A& & 47 (cost-minimization analysis, CMA ) -4 & =38 7375 >
HP %3 i 5 g pwl g gt 2% 2 8% - %R Health Canada * i >
A PPR* AR 4 Far i 2mg e 4345 AUL9 (1 RCT # % - i * leuprolide
Wi St &E 2 LR EF 24 - leuprolide 2 #F x-Frcg ™y 12 & * leuprolide
“rig 2k T R A4 (bone-mineral density loss) 2 i 7 % 0 4 24 0 en
EEEFRT R BRREY AT I8 B £F K6 B nfRkokE M E &% 51
i * leuprolide ¢ & % 18.9 i * ehfpk»cs - 2 f 305 » MF 2 A 17 £ "4k
CATEAE R EL T PR LR FER A R R Y B TR H R T
(RN e & A

MpHRIAE2ZEF L5 p$l96 - #& Health Canada @ ¥ 82 7 f 5 f i3
(hormonal management ) ($2.09 1 $13.86) & &% *t medroxyprogesterone ;i &
2 EpEY ($129) QF - LhSRAFLAFL F2 5 p FF (3033 250.64)

% -
2. PBAC (i)
22017 & 1% 26p 2 AEFTH
3. NICE (¥®)
32017# 10 260 LAEFH
4, His ?51%7}1#{“’ -
(1) SMC (@tafr)
32017# 10 260 LAEFH
5. TR AARM v pr
(1) #F->32
A 4p 4 * >r4& CRD/Cochrane/PubMed & + F AL B 2. = 2 3P 4o

T 5 PICOS a2 d0&F i5it » TiF S &4 A RITELHiFET 7\}’% A
¥ (population) ~ 7% > ;# (intervention ) ~ JF »< ¥ P& & (comparator ) ~ % % B
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2k (outcome) % F= 3 &+ > 2 (study design) » H & i it 12 4o

Population Management of pelvic pain associated with

endometriosis in patients

Intervention Dienogest
Comparator -
Outcome Quality of life estimates, cost estimates,

cost-effectiveness

Study design Cost-consequence analysis, cost-benefit analysis,

cost-effectiveness analysis, cost-utility analysis,

cost studies.

i pe it 2. PICOS > % i CRD/Cochrane/PubMed % = ;,;Jc?q‘i& » 3 2017 &
2% 2p - i Dienogest iz M4t & THOF 0 OF LE L e o

() & =%

ik m it 48F L vi > CRD ~ Cochrane 4 2 PubMed # 7 R i (7 40F 1 4%
WREH S - A& 3 K Dienogest (1T ffLA &) TR F F PR PURISRZ
gAaFmy o 29 1K a5 8 2 Norethindrone acetate (14T i # NETA)
BARRY2ZABFET lENFhER RLIFB L EREEATEREY > ¥
1h 73t € a3F > £ * & ﬂ“;{_ﬁ;/’v\’ﬁ'f'l' #+ &2 GnRH analogue (™™ i f
GnRH-a) 2§73 « V3[R 277 > 2% £ B8 RAFHioT !

® Norethindrone Acetate or Dienogest for The Treatment of Symptomatic
Endometriosis: A Before and After Study[28]

e

A = Vercellini & 42 2015 &4 2 2 7 3 > MA IR Flei g o p
BAFF F MR g A HY NETA B2 AR B R - 27 RER L
18-40 et > T 3037 24 B P P AR ETE S AP\"&—ﬁlf’_«}i\,ﬁj o -H 4 LB
o 2090 4 > s uEX NETAE A2 050 » NETA 5 v JR&H » & p — 4z
& 43.2.5mg ; %Wpﬂﬁ—f:r\’ﬁ«f:rjmg»ﬁﬁ SRR A B oo BXET
A5t 2 F1R R (overallpain) ~ wIZk i ~ M 012 ERARK 4 E ST &
NETATf 2 AR > ARmIBEF Y NETAB - a AFTHAF R 9F 9T%
m,@,‘—‘ﬁgg:}%%? NETA » msga‘&ir‘-}ﬁ;é 66% - i & & F] 5 & & & & NETA
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BRI RIGIERFHORO SRk G2 RN SR P i

252, A% -

® Modern Aspects of Treatment for Endometriosis and Their Pharmacological and
Economic Assessment in The Caucasian Region[29]

*F 5 Andguladze & 4 2 2016 #H £ 2 A7 7 U B te R b % 5 B 2N
;};r&;‘q—;‘%,_ﬂ f &7«5'\7%%? 3 ﬁ’*j\r"ﬂ"%"rg 4t? T & hF5 2 )? 3l 2 H zaqw q‘/’#l&o
72 mESPLE L F P NER R ARG LY 0 T oA e SR
% % A5 2mg 2 4mg¢$.§§24¢,y?0~4\16£ 24 ¥ P A H L KRR o
SEFROF IR 2N A F2 KR E Amg XL S22 L8 2mg & 4mg
{22 30752 LF B2 F U2 Rz S4h FP AP TG 2mg 2
AERLELLEFLET

® Cost-Utility Analysis of Dienogest Versus GnRH Analogue In The Treatment of
Endometriosis-Associated Pelvic Pain In Slovakia ( poster) [30]

* & % Lukac & 4 »* 2011 # >+ ISPOR 16th Annual International Meeting ¥ &
ZASE B P A A B H R AR A S GnRH-a ¥ 2t g p ol
R EER 2R OR 2N AE o ﬂﬂ 2 AUL9 % E&@éx 5 ¥ % #4] (Markov
model) - %% AT > A&Ff GnRH-a { & & A2cF » B ¥ 2 4p i > €506
DI R dﬁ 0.002 i QALY - ﬁ?ﬁk M ag g B 4~ 47 (probabilistic
sensitivity analysis) * - 3 69%z ?ﬁﬁﬂ ICER i &_i<*+€18,000/per QALY -

6. EHARLLI L S ANEFLTH

_{E’
i

A AR REMBEE

(< )5 b 42

Dunselman % « [1]** 2014 & 4 # n T 2 ¥ F & g 453 1 gomsppa g
PR R AR 0 AR BT E T L RH G 42 2%-10%2 FF - @ 12
¥ Sinaii % [31]2008 ENHL000 pH B2 g A7 0 9F 69%:E K gy
ZVERE 2R 0 AL hikA o {33k 2015 # Lee ¥ A [32]@ ¥ pEEF AL
Rz F7#m 3 g hE g8 2000 £ 3 2010 #1345 7 b 2 §TEE H B (7 &
E 154% (Glesgap i+ g pwRegg) 3 3080% (10 F - Ay Uy
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+ B MR AR B )o@ Yang & 4 [33]%F 2012 & & ¢ iR T AR 2 A7 ?L“;fﬂ ’
FEPER R 2R R R el :ﬁ‘ﬁtﬁ?%i--ﬂv 43% -

. % WHO ATC/DDD Index 2017[10]%:#% = GO3DB08 : & "G : GENITO
URINARY SYSTEM AND SEX HORMONES |~ " G03 : SEX HORMONES AND
MODULATORS OF THE GENITAL SYSTEM ; ~ " G03D : PROGESTOGENS |

"' GO3DB : Pregnadien derivatives ;| #¢ » I+ & " GO3DB : Pregnadien derivatives |
%« 3 dydrogesterone ~ megestrol ~ medrogestone ~ nomegestrol ~ demegestone -
chlormadinone - promegestone % 7 f&% 4 » i 433 2 4G {1305 # ~ Fp B4 -

ZEMBEFTE AN A1) iR & E 76 a[12] - %HB ERAE: N
megestrol p o e RERFREE AES F 0 FP > 12 ATC 75 ek

» ki
EEGEL R ES

FUASFT R RE TSR POER 73 ﬁ?@ Mats o I_ifi”f © LA &
r‘%lé B EAARTIING & f}%‘ B~ g EM B EFVELE L] 'ﬁ
&t & 3 leuprorelin acetate ~ norethindrone acetate - gestrinone goserelin aceate
progesterone ~ triptorelin acetate ~ triptorelin pamoate 14 2 danazol % 8 f& = » %
¥ A urint 24 % s[12]1 0 ¥ 8 progesterone Z if R A SF oo r.tﬂ&
3F 2 £ 24 1 leuprorelin acetate ~ norethindrone acetate ~ gestrinone ~ goserelin aceate ~
triptorelin acetate - triptorelin pamoate ™ % danazol i i % ¥ SiE 5 o

(Z )33 58

BYp s RERY RS MR RS R B EREHF R £ 4T
TR g B 2R TR E e o Bk RPN PN S gT 2015 & A v
B~ F g pnR I”-‘L’I‘???&#H 51> 308 2018 & 1 2022 & > 15 3 49 v #edm 4
/E?”,Eﬁ‘hp/ia&eiﬁ”@ Yook Ao T RER T2 BFRIFAERAKRT £
Afcow 1 E A #8400 4 3 %754%&&]134004011\% IR R R
EEFERER ’f‘;*LﬂxW%\XSE%% FlesREPN1H/T720F ~3
5#%2®7580 3 ~- F@‘Fiz'fqz’?giifﬁ Leuplin B~ x 3 # > daiz % 1 £ 7
889N FAIN5ELBTASE A~ o kel BAMEE S AP TR
BRASARSEME LS AEE $ 12582985 A1 5 5% 1601655

71.; o

BB EH* L BBEREED L 54T ¢
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1 gm0

SEHRET SR NS PR R L 2R L
HFHP-ARR R TP~ A Leuprorelin 2_ 5% o

2. Vi B ﬁﬁ:s}& R

BHRE I RIS S P g L AT TR 2 2015 R A T g
52018 # 3 2022 #2153 A9k v #drA A v e LA F P MR TR
I;T::}géu 2. 10%& 73 Et e ?éiiﬂ-’"ﬁ??fﬁ/?']#\i 54I§* 5E 85 20%3 28%
I

LR R LR A AR S P AR e D 5
wWp R R R e '\’riiiviaﬂ?gﬁ 0%%’1‘1&&*&’*%@?‘}?
;'é’}i,& Ay 1EN35F3 4 2557468 4 -

3. & AR

Lipi: TRH A E O RIS sA KRS BB EFGL 24%3 29%,*3‘??",1
j‘r‘t“@f"/r"}%f”‘glj)"gi—ﬂlj_:fip"i% ,}E %.ﬂzﬁt% 1. ]8400/\ 55 &
% 13,400 ~ -

&

rERE

‘4?*&

?F‘« :

@ﬁﬁ&ﬁﬁf*%%&uaéﬁﬁﬁ%aiQWJﬁﬁ%&ﬁ&@ﬁ&a
ER R R ARAAKRGEZ ERFEY S 121 RT205 A1 %5 #
X2 %7580 F ~ -

‘4?:?

o

A B

‘+§Er’€

%”: :

* ;iz—‘ﬁ 2 leuprorelin acetate 7 2 & &2 B~ N & 5. » v ¥ § leuprorelin acetate
gl iE* 3 ,&—‘ﬁﬁi}ii’ " IER AR D EBRRLFGA 42%F 51%RF 5 Bk
s 1#% 350043 % 5&% 7000 4wt AARGERREY L RE
% 1725899228 ~3%5291Rk74158 ~ -

6. MARE:

gyt At Tlpﬁxﬂ‘r‘?rﬁ}iﬁg’"*grﬁ"*%@ i A SRELHIEAKR
BENZHBEE $LENH 48298 F ~ 1 $ 5 & R4 1R 1655 ~ -

B s BB T R A AT

1 Z2RFrRIMBEFESA TR ARG LA REDER S SR P AR
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B D R F RN FH A LTI RATOTOR > xRy A P REACE 4R
M T s ARGIMTEME MIAFLNHREFIALZE GIMBEE
AR E G AR o

2. A i

R E WA B g A 5P leuprorelin acetate - 3 3§ P~ it
R FEPNER P LY 2R 2 E W EAR R TRA R aE R ARSI
FF o F R EERED PR ﬂé%w“$%§¢ﬁ&iﬁ«w%1°

3. TaAEHG

(1) ERFAP G2 5 d A v S T3]0 - FRERF R AT TR
Elmlﬁh ’E‘,a?#\éhﬂg&rgt7#¢ff%“o
2 *FFREsFFPERREEELF2RPRF I SRR
ZRFEF P 2R &#-‘*ﬁ HOR A FAREFFLES
e REH fié’ﬁ p 2R R 2 EERG i e
@) ! +8W%1Wﬁﬁﬁ#i%*?%ri*wﬁﬂ%ﬁﬁ&ﬁ

BRI A K az*’i?f“r#t o2 10%°
(4) Z2HFTARP ol g PR o LD IR AR
o zlxztﬁ%éﬁ*’}?’@%?ﬁ*%éﬁiﬁé% e EREF R
_E x
A

¢
i
i
=3
{w
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Strowitzki | * Randomized 252 11 Main inclusion criteria:
/2010 * Multicentre 1. Women aged 18-45 years experienced pain associated with histologically proven
[20] * Open-label Dienogest 2 mg/day endometriosis (stages 1-1V, using revised-AFS scoring)
* 24-week (n=124) 2. Endometriosis had to be confirmed by diagnostic laparoscopy within 3 months or by
* Non-inferiority trial therapeutic laparoscopy within 12 months with a recurrence of pain.
Leuprolide 3.75 mg Main exclusion criteria:
every 4 weeks 1. pregnancy or breast feeding, amenorrhoea within 3 months
(n=128) 2. a primary need for surgical treatment of endometriosis
3. previous use of hormonal agents (dependent on the class of agent)
4. abnormal findings at gynaecological examination
5. risk factors for decreased BMD
Strowitzki | *Randomized 198 1:1 Main inclusion criteria:
/2010 *Double-blind 1. Women aged 18-45 years with histologically proven endometriosis (stages 1-1V, using
[16] * Placebo-controlled Dienogest 2 mg/day r-ASRM scoring), determined at diagnostic laparoscopy within 12months

¢ 12-week

(n = 102)

Placebo
(n =96)

Main exclusion criteria:

1. amenorrhea for three or more months
2. a primary need for surgical treatment of endometriosis

3. previous use of hormonal agents within 1-6 months (dependent on the class of agent)
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Strowitzki
/2010
[20]

Primary efficacy endpoint: endometriosis-associated pelvic pain

Adverse events

The absolute reduction in VAS score was 47.5 mm with dienogest
and 46.0 mm with LA (95% CI, —-9.26 to 6.25). (prespecified

non-inferiority margin: 15 mm)

Quality of life: SF-36 Health Survey

The mean SF-36 physical health summary scale score improved
by 10.2 points in the dienogest group and by 7.0 points in the LA
group. The mean SF-36 mental health summary scale score
improved by 3.3 points in the dienogest group and by 1.9 points
in the LA group.

Headache was the most common treatment-related adverse event in both groups (12.5%,
dienogest; 19.5%, LA). Women in the dienogest group less frequently experienced
events representing other hypoestrogenic symptoms (such as hot flushes, vaginal
dryness, decreased libido and sleep disorder) than women in the LA group.

Bone mineral density (BMD)

Mean lumbar BMD percentage changes of +0.25 (£2.77) in the dienogest subgroup (n =
21) and mean (+SD) percentage changes of —4.04 (+4.84) in the LA subgroup (n = 29) (P
= 0.0003 for superiority of dienogest).

Bleeding patterns

During the first 90-day reference period, infrequent bleeding was the predominant
pattern (80.6%) in the LA group, while the highest incidences in the dienogest group
were prolonged bleeding (45.1%) and irregular bleeding (44.2%). During the second
90-day reference period, there was a shift from infrequent bleeding to amenorrhoea
(75.9%) in the LA group. Continued use of dienogest was also associated with shift in
incidence toward amenorrhoea (from 1.8% to 38.9%), with reductions in irregular
(16.7%) and prolonged bleeding (7.4%).
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Strowitzki | Primary efficacy endpoint: endometriosis-associated pelvic pain Adverse events were predominantly mild-to-moderate in intensity in both groups.

/2010 VAS score reductions were significantly greater in the dienogest | Adverse events considered potentially drug-related occurred in 14.7% patients in the
[16] than placebo groupn(27.4 mm and 15.1 mm; P < 0.0001). dienogest group and 7.3% patients in the placebo group, and included headache, breast
discomfort, nausea, asthenia, and depression.

Bleeding patterns according to the WHO 90-day reference period method:

infrequent bleeding: 18.4%, 0%; frequent bleeding: 19.4%, 9.8%; irregular bleeding:
37.8%, 28.3%; prolonged bleeding: 24.5%, 5.4%; amenorrhea: 1%, 0%; normal

bleeding: 23.5%, 60.9% (dienogest versus placebo).
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Pubmed 2017.02.21 | #1 endometriosis 118 8
#2 dienogest
#1 AND #2
EMBASE | 2017.02.21 | #1 endometriosis 355 5
#2 dienogest
#1 AND #2
Cochrane | 2017.02.21 | #1 endometriosis 40 0
Library
#2 dienogest
#1 AND #2

35/36



106CDR01008_Visanne 2mg tablet

T~ AEANER ¢ 0F & b

TR P8 4 F S
PubMed | 2017.02.06 | 1 | "dienogest"[Supplementary Concept] OR 411
"dienogest"[All Fields]
2 | "endometriosis"[MeSH Terms] OR 23,656
"endometriosis"[All Fields]
3 | "economics”[Subheading] OR 698,481

"economics"[All Fields] OR "cost"[All Fields]
OR "costs and cost analysis"[MeSH Terms]
OR ("costs"[All Fields] AND "cost"[All
Fields] AND "analysis"[All Fields]) OR "costs
and cost analysis"[All Fields]

4 | #1 and #2 and #3

Cochrane | 2017.02.06 | 1 | dienogest and endometriosis and cost
Library

CRD 2017.02.06 | 1 | dienogest and endometriosis and cost 0
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