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1. Bandieri E, Romero M, Ripamonti CI, et al. Randomized Trial of Low—Dose Morphine Versus Weak Opioids in Moderate Cancer Pain. J Clin Oncol; Feb 2016.

2. Strobel E. Drug therapy in severe tumor pain. Comparative study of a new combination preparation versus diclofenac—Na. Fortschr Med. 1992.

3. Zecca, E., Brunelli, C., Bracchi, P., et al. Comparison of the Tolerability Profile of Controlled—Release Oral Morphine and Oxycodone for Cancer Pain Treatment. An Open—Label Randomized
Controlled Trial. J Pain Symptom Manage; Dec 2016.
Riley, J., Branford, R., Droney, J., et al. Morphine or oxycodone for cancer-related pain? A randomized, open—label, controlled trial. J Pain Symptom Manage; Feb 2015.

5. Corli, O, Floriani, L., Roberto, A., et al. Are strong opioids equally effective and safe in the treatment of chronic cancer pain? A multicenter randomized phase 1V 'real life’ trial on the variability of
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2. Knudsen, J., Mortensen, S. M., Eikard, B., Henriksen, H. [Morphine depot tablets compared with conventional morphine tablets in the treatment of cancer pain]. Ugeskr Laeger; Feb 25 1985.

3. Gillette, J. F. Ferme,C., Moisy, N, et al. Double—blind crossover clinical and pharmacokinetic comparison of oral morphine syrup and sustained release morphine sulfate capsules in patients with
cancer-related pain. Clinical Drug Investigation; 1997.

4. Finn, J. W.,, Walsh, T. D., MacDonald, N., Bruera, E., Krebs, L. U., Shepard, K. V. Placebo-blinded study of morphine sulfate sustained-release tablets and immediate-release morphine sulfate
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6. Klepstad, P., Kaasa, S., Jystad, A., Hval, B., Borchgrevink, P. C. Inmediate— or sustained-release morphine for dose finding during start of morphine to cancer patients: a randomized, double—blind
trial. Pain; Jan 2003.

Hanks, G. W., Twycross, R. G., Bliss, J. M. Controlled release morphine tablets: a double—blind trial in patients with advanced cancer. Anaesthesia; Aug 1987.
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3. Paulsen, O, Klepstad, P., Rosland, J. H., et al. Efficacy of methylprednisolone on pain, fatigue, and appetite loss in patients with advanced cancer using opioids: a randomized, placebo—controlled,
double-blind trial. J Clin Oncol; Oct 10 2014.

4. Bruera, E., Roca, E., Cedaro, L., Carraro, S., Chacon, R. Action of oral methylprednisolone in terminal cancer patients: a prospective randomized double—blind study. Cancer Treat Rep; Jul-Aug 1985.

5. Bruera, E., Moyano, J. R, Sala, R, et al. Dexamethasone in addition to metoclopramide for chronic nausea in patients with advanced cancer: a randomized controlled trial. J Pain Symptom Manage;
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6. Popiela, T., Lucchi, R, Giongo, F. Methylprednisolone as palliative therapy for female terminal cancer patients. The Methylprednisolone Female Preterminal Cancer Study Group. Eur J Cancer Clin
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7. Della Cuna, G. R, Pellegrini, A., Piazzi, M. Effect of methylprednisolone sodium succinate on quality of life in preterminal cancer patients: a placebo—controlled, multicenter study. The
Methylprednisolone Preterminal Cancer Study Group. Eur J Cancer Clin Oncol; Dec 1989.
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Evidence Profile 5.2.1. ERXRRRKR—b vs. TS5tk

[FESETORT BEMW S
‘ A NRATR = Z0t0 | . _ - Bt et el | =mE
HEM | 2ygge, | Uzp | EOEtE | FmE | FME | Sele |ERSRAER—M| TSR oo ool
EfREi (hTIVER), TEHE (BRRHRN:248~658)
3" RCT |EXTEAV|EXRTHEAWL| FJX |EXTEAZWL|  #HL 22/84 (27%°) 14/88(16%") (oggﬁ‘,‘f‘éa) ﬁ}g%’ggg; hEE [ERCEE
EREMGTIVES), RE (BRI 48 ~480 8, 5HfiA%:PPL._ R4 —JL:0-100[worst]®
4 ROT  |ExTmn|EXTRAL| A [ExeEmn|  sU | ezioes® | sossed) | o | TI0OMS | weg (gpnicss
E el GERRZ 50 (BRHIR : 1~96:8)
Net Diff -11.8
- e (A7 <A - (-17.6~-6.12), s
14720 RCT |EXTIEAV|EXTIEAN gXN  [EXTEGL L 1174 1196 E 2ok R — k0 PEE |ERBICEER
IF50'F %
ERENDRS
0 BT | ==
EREROHE (R 3F)
HR 1.27
12! RCT FAO N/A BATIHEV|EXTEAL| BE—FZE 283 286 (0.84~1.92) L EBICEE
34vs. 55h8
ITRTCOEEESZR ERPM: 1 ~74)
TRTOEEE
ZZ(RR) 1621/2989 RR 0.81
8-11,14.20, 1571/3569 (54%°°) (0.76~0.86)
20 RCT EA°  |EXCHAL|EATEEL|EXTEEL| AL (44%°7) WAt | s | ==
TRTOEHEE
ER(HR) 1325 AT
1604 : :
FEERR BN EREM 21 8~7208)
97111420, 386/1972 467/1561 , ; -
L s RCT A |ExcRAV|EACRAV|EXTREN|] AL 2006°" R (0'25‘3334) ;‘?_'70703)}3%8 R 5Z
SEEER BHEEEEH:21:E8~7208)
goTn 142427, g s e . 42/1464 50/1211 RR 0.74 %1000 A-11
3436 RCT EX®  |ERTEAV|EATIED(ERTEAL| &L (2,95 41675 049~ 112" Cotaa) i =
EEESER, MAHRBS BREHM 608 ~35F)
9,10,14,24,26,2 471/1944 573/1694 g = -
Thsouasirs|  ROT BX®  |ERTRAV|ERTELL(EATELL  #L (249624 oy AT fj}gg?igf i 5=
EEEER, BB SFM FRERHM  27:8 ~245)
910.14.27.30.34, e B . . 77/1744 110/1488 RR 0.62 *$1000A-22
35730 RCT EX"  |ERTREGV|EXTIEWNERTEAELL|  HL (4.45%9) (7,455 (0.44~0.89)° Ca6mt) theps Ex
WHO A4 K54
A - EEICHTDEMEE - MEHBLBIC L ZDPAEBIRIA > b 1




XD EEW DR
grm | e | V7R | r-me | gmme | cmm | Q02 |exsama—t | Foek o o | W EER
[EEEER, e/l LI (Batim 608 ~354
S AT [ExCEAO|[EXTEAN|BEXTEEY| AL e ooz hRon | RN | agm | oEm
QOL (BIZRHARS .60 5 ~24F, SFfiii%  EORTC QLQ-C30, FACT-P, R4 —)L:0-100 [best] %)
Net Diff 8
5711202129 RCT |ExTidEmly]  sxY XY Ep N #L 3521 3005 Exﬂi_;;z?%);hw FRICEN | FBICER
IF50E%
QOL[EREREAR : 590 A, WHO/NTH—I LV RRAT—R A (PS) M1 EEIE]
RR 0.81
" (0.67~0.99)
! RCT  |EXTRAL N/A BRTIHGWERTEAL| B—#E | 79/155(51%) 98/156(63%) (0';';?&;2) hEE |FEICER
ERRRRR—ID
IE5DE %
HeEER T I b h L BRERHARE - 240 B, SH{ifi/5:% :ECOG PS, 2% —)L:0-100[best]®)
Net Diff =7.7
P RCT |ERTHEHAEL| NA  |ERTEGL| ®XF | BB 119 104 (/'\nglé; L 5E
DIFINEH
HEEM T Y AL (BREZEARE 240 B, SEfiZ5 % FACT-PD & ARy B4k AE, R4 —JL:0-100[best]®)
Diff 1.4
12 RCT X N/A XY X' | B-®x 2993 2901 /(‘355: ;i);ﬁ EEizEN| =E
DIFINEH
BEET Y h L BB 240 A, SHliA % FACT-POA SMEERIKAE, R —)L:0-100[best]®)
Diff 1.8
. RCT XS N/A o\l X' B—F% 3000 2914 /(150: éﬁ);; EEIELN| BE
DIFSIHEH
BRI T b h L (BRERHARE 240 B, SFiJ5 %  FACT-PO#EERI B ETIRAE, X4 — )L :0-100[best]®)
Diff 1.8
172 RCT Eb N/A X X | B-W%H 3000 2914 f?sﬁfﬁi);g EHITEN| BE
DIFSHEH
FEEZR - BEER(~45F)
45102434 RCT |[EXTIHAEV|EXTIHAEVEXTIEAL| LM 'f&;j;t%* 0/460 (0%) 0/450 (0%) STl A B &L BE

BREE Cl : {S#EXE, Diff : 4 IL—JRIMZE, EORTC QLQ-C30 : European Organization for Research and Treatment of Cancer Quality Of Life Questionnaire Core—30,

FACT : Functional Assessment of Cancer Therapy, HR : /\4f—KLt, N/A : 5%274:L, Net Diff : ' )L—TEDH#ZE, PPI: Present Pain Intensity,

RCT : S LELEEREHER, RR : #4851 X% (log R —IL ),

WHO AA K5+

B« BEICET ZRIFE - BEHRARICEBDAERBI XTI AV b

12




ER

PTOZErXc~"IOMMOUO®>

2

4

<c

> N < X
g N =

NAEBEEROHEN B EHEICLDFHAH DA T,

ARFEHTE,
AT —IVIEHEIZIGL T 0-100 IZE ST,
EEH,

BRIiEShTUOEL, BYFFasI—ILAVh (BRklE) AF+H, BELST+HEV MBS,

thR{E 45% (&iFH 4.6 ~ 60)

Rk {E 54% (FEEH 5.3 ~ 91)

hRE 15% (EEFE 0 ~ 45)

hR{E 21% (&EE 3.2 ~ 54)

i g{E 3.0% (FEFH 0~ 3.8)

thR{E 4.0% (FF 1.7 ~ 12)

JNSROVEEIZ RR 1.07 (060 ~ 1.90) THEERLEA, YLFOVEEIZRR052 (027 ~099) THEEEHY., LMLEADS, EHEtYrOREIZITEEEZRDLEMN o= (P=0072),
i gflE 20% (#iEH 8.8 ~ 40)

& 32% (&aFH 7.8 ~ 48)

kB 4.3% (§EFH 0~ 7.1)

R {E 6.7% (& 0.9 ~ 12)

INEROVEOHETIIHTFHNEEEHY, YVIROVEOHETIEEELLTH = (ERRIR—MELE, P=0041), 522 BEEEROGBEINTEIEMOIALANTOY
PR &

thR{E 4.4% (&EE 0 ~ 24)

hR{E 10% (#EEH 1.1 ~ 35)

3ODEFNOMEECTHEEE TGN o1=A, JYLRAVEED 3 DOMETIEMETENAEEZEIEI2=EL0D, 1D 2 DDEF|ELBELTHENAKRE Moz (P=0072), 522 BEREEZEZRNS
ALY LAMEDTAHLANTOVRER K,

FRIEBEMEICKZARENHD, —32~31 (100 " EEDIE), BELETRH—,

EORTC & FACT (F—#%JLRO7) & QOL LHEEM T I MNLDEADBEEEHETZ QOLEFREL TN, YATITAYILEaA—TIE, b—%2IRO7% QOL, BEEDHZIHYITRAOT%H
BEEEM T AL ELTHROTz, LML, BEEZRIETHLomYELTZY—ILTIFELY,

FEREICFERE, 2H450OMEIE PRELEEDOREDHICEEE>TLS,

INEER,

BRIiEShTUOELL, |ELST+HHEV>T-MER,

TI—THOELEBERMIEHRESN TV HENSEELZ, LML, AEEFBVETRE,

B2k NN

Trial

1.
2.

3
4.

oo

Siris, E. S., Hyman, G. A, Canfield, R. E.. Effects of dichloromethylene diphosphonate in women with breast carcinoma metastatic to the skeleton. Am J Med; Mar 1983.

Kylmala, T., Tammela, T., Risteli, L., Risteli, J., Taube, T., Elomaa, I.. Evaluation of the effect of oral clodronate on skeletal metastases with type 1 collagen metabolites. A controlled trial of the
Finnish Prostate Cancer Group. Eur J Cancer; 1993.

Elomaa, ., Kylmala, T., Tammela, T., Viitanen, J., Ottelin, J., Ruutu, M., Jauhiainen, K., Ala—Opas, M., Roos, L., Seppanen, J., et al., . Effect of oral clodronate on bone pain. A controlled study in
patients with metastic prostatic cancer. Int Urol Nephrol; 1992.

Vinholes, J. J., Purohit, O. P., Abbey, M. E., Eastell, R, Coleman, R. E.. Relationships between biochemical and symptomatic response in a double—blind randomised trial of pamidronate for metastatic
bone disease. Ann Oncol; Dec 1997.

Smith, J. A.,Jr.. Palliation of painful bone metastases from prostate cancer using sodium etidronate: results of a randomized, prospective, double—blind, placebo—controlled study. J Urol; Jan 1989.
Meulenbeld, H. J., van Werkhoven, E. D., Coenen, J. L., Creemers, G. J., Loosveld, O. J., de Jong, P. C., Ten Tije, A. J., Fossa, S. D., Polee, M., Gerritsen, W., Dalesio, O., de Wit, R.. Randomised phase
I1/11l study of docetaxel with or without risedronate in patients with metastatic Castration Resistant Prostate Cancer (CRPC), the Netherlands Prostate Study (NePro). Eur J Cancer; Nov 2012.
Ernst, D. S., Tannock, 1. F., Winquist, E. W., Venner, P. M., Reyno, L., Moore, M. J., Chi, K., Ding, K., Elliott, C., Parulekar, W.. Randomized, double-blind, controlled trial of mitoxantrone/prednisone and
clodronate versus mitoxantrone/prednisone and placebo in patients with hormone-refractory prostate cancer and pain. J Clin Oncol; Sep 01 2003.

Zaghloul, M. S, Boutrus, R., EI-Hossieny, H., Kader, Y. A, El-Attar, 1, Nazmy, M.. A prospective, randomized, placebo—controlled trial of zoledronic acid in bony metastatic bladder cancer. Int J Clin
Oncol; Aug 2010.

Theriault, R. L., Lipton, A., Hortobagyi, G. N., Leff, R, Gluck, S., Stewart, J. F., Costello, S., Kennedy, L, Simeone, J., Seaman, J. J., Knight, R. D., Mellars, K., Heffernan, M., Reitsma, D. J.. Pamidronate
reduces skeletal morbidity in women with advanced breast cancer and lytic bone lesions: a randomized, placebo—controlled trial. Protocol 18 Aredia Breast Cancer Study Group. J Clin Oncol; Mar
1999.

WHO A1 RS54
BA « SEICHIT 5 EMESE - BEHRABIC LB DAREIR I A b 13



Trial
10. Small, E. J., Smith, M. R., Seaman, J. J., Petrone, S., Kowalski, M. O.. Combined analysis of two multicenter, randomized, placebo—controlled studies of pamidronate disodium for the palliation of bone

11.
12.

13.
14.

25.

26.
217.

28.
29.
30.
31.
32.
33.

34.
35.

36.

37.

pain in men with metastatic prostate cancer. J Clin Oncol; Dec 01 2003.

Robertson, A. G., Reed, N. S., Ralston, S. H.. Effect of oral clodronate on metastatic bone pain: a double—blind, placebo—controlled study. J Clin Oncol; Sep 1995.

Piga, A., Bracci, R, Ferretti, B., Sandri, P., Nortilli, R., Acito, L., Pancotti, A., Di Furia, L., Carle, F., Cellerino, R.. A double blind randomized study of oral clodronate in the treatment of bone
metastases from tumors poorly responsive to chemotherapy. J Exp Clin Cancer Res; Jun 1998.

O’'Rourke, N., McCloskey, E., Houghton, F., Huss, H., Kanis, J. A.. Double-blind, placebo—controlled, dose—response trial of oral clodronate in patients with bone metastases. J Clin Oncol; Apr 1995.
Lipton, A., Theriault, R. L., Hortobagyi, G. N., Simeone, J., Knight, R. D., Mellars, K., Reitsma, D. J., Heffernan, M., Seaman, J. J.. Pamidronate prevents skeletal complications and is effective palliative
treatment in women with breast carcinoma and osteolytic bone metastases: long term follow—up of two randomized, placebo—controlled trials. Cancer; Mar 01 2000.

. Ernst, D. S., MacDonald, R. N., Paterson, A. H., Jensen, J., Brasher, P., Bruera, E.. A double—blind, crossover trial of intravenous clodronate in metastatic bone pain. J Pain Symptom Manage; Jan

1992.

. Ernst, D. S, Brasher, P., Hagen, N., Paterson, A. H., MacDonald, R. N., Bruera, E.. A randomized, controlled trial of intravenous clodronate in patients with metastatic bone disease and pain. J Pain

Symptom Manage; Jun 1997.

. Tubiana—Hulin, M., Beuzeboc, P., Mauriac, L., Barbet, N., Frenay, M., Monnier, A., Pion, J. M., Switsers, O., Misset, J. L., Assadourian, S., Bessa, E.. [Double-blinded controlled study comparing

clodronate versus placebo in patients with breast cancer bone metastases]. Bull Cancer; Jul 2001.

. Martoni, A., Guaraldi, M., Camera, P., Biagi, R., Marri, S., Beghe, F., Pannuti, F.. Controlled clinical study on the use of dichloromethylene diphosphonate in patients with breast carcinoma

metastasizing to the skeleton. Oncology; 1991.

. Broom, R. J,, Hinder, V., Sharples, K., Proctor, J., Duffey, S., Pollard, S., Fong, P. C., Forgeson, G., Harris, D. L., Jameson, M. B., O'Donnell, A., North, R. T., Deva, S., Hanning, F. J., Grey, A.,

Findlay, M. P.. Everolimus and zoledronic acid in patients with renal cell carcinoma with bone metastases: a randomized first-line phase Il trial. Clin Genitourin Cancer; Feb 2015.

. Diel, I. J., Body, J. J., Lichinitser, M. R., Kreuser, E. D., Dornoff, W., Gorbunova, V. A., Budde, M., Bergstrom, B.. Improved quality of life after long—term treatment with the bisphosphonate

ibandronate in patients with metastatic bone disease due to breast cancer. Eur J Cancer; Jul 2004.

. Dearnaley, D. P., Sydes, M. R., Mason, M. D., Stott, M., Powell, C. S., Robinson, A. C., Thompson, P. M., Moffat, L. E., Naylor, S. L., Parmar, M. K.. A double—blind, placebo—controlled, randomized trial

of oral sodium clodronate for metastatic prostate cancer (MRC PRO5 Trial). J Natl Cancer Inst; Sep 03 2003.

. Zarogoulidis, K., Boutsikou, E., Zarogoulidis, P., Eleftheriadou, E., Kontakiotis, T., Lithoxopoulou, H., Tzanakakis, G., Kanakis, 1., Karamanos, N. K.. The impact of zoledronic acid therapy in survival of

lung cancer patients with bone metastasis. Int J Cancer; Oct 01 2009.

. Wang, Y., Tao, H., Yu, X., Wang, Z., Wang, M.. Clinical significance of zoledronic acid and strontium—89 in patients with asymptomatic bone metastases from non—small-cell lung cancer. Clin Lung

Cancer; May 2013.

. Rosen, L. S., Gordon, D., Tchekmedyian, S., Yanagihara, R., Hirsh, V., Krzakowski, M., Pawlicki, M., de Souza, P., Zheng, M., Urbanowitz, G., Reitsma, D., Seaman, J. J.. Zoledronic acid versus placebo

in the treatment of skeletal metastases in patients with lung cancer and other solid tumors: a phase llI, double—blind, randomized trial-—the Zoledronic Acid Lung Cancer and Other Solid Tumors
Study Group. J Clin Oncol; Aug 15 2003.

Murakami, H., Yamanaka, T., Seto, T., Sugio, K., Okamoto, I, Sawa, T., Hirashima, T., Takeda, K., Atagi, S., Fukuoka, M., Nakanishi, Y., Nakagawa, K., Yamamoto, N.. Phase II study of zoledronic

acid combined with docetaxel for non—small—cell lung cancer: West Japan Oncology Group. Cancer Sci; Aug 2014.

Kristensen, B., Ejlertsen, B., Groenvold, M., Hein, S., Loft, H., Mouridsen, H. T.. Oral clodronate in breast cancer patients with bone metastases: a randomized study. J Intern Med; Jul 1999.
Kohno, N., Aogi, K., Minami, H., Nakamura, S., Asaga, T., lino, Y., Watanabe, T., Goessl, C., Ohashi, Y., Takashima, S.. Zoledronic acid significantly reduces skeletal complications compared with
placebo in Japanese women with bone metastases from breast cancer: a randomized, placebo—controlled trial. J Clin Oncol; May 20 2005.

Kanis, J. A., Powles, T., Paterson, A. H., McCloskey, E. V., Ashley, S.. Clodronate decreases the frequency of skeletal metastases in women with breast cancer. Bone; Dec 1996.

James, N, Pirrie, S., Pope, A., Barton, D., Andronis, L., Goranitis, L, Collins, S., McLaren, D., O'Sullivan, J., Parker, C., Porfiri, E., Staffurth, J., Stanley, A., Wylie, J., Beesley, S., Birtle, A., Brown, J.,
Chakraborti, P., Russell, M., Billingham, L.. TRAPEZE: a randomised controlled trial of the clinical effectiveness and cost—effectiveness of chemotherapy with zoledronic acid, strontium—89, or both,
in men with bony metastatic castration—refractory prostate cancer. Health Technol Assess; Jul 2016.

Hortobagyi, G. N., Theriault, R. L., Porter, L., Blayney, D., Lipton, A., Sinoff, C., Wheeler, H., Simeone, J. F., Seaman, J., Knight, R. D.. Efficacy of pamidronate in reducing skeletal complications in
patients with breast cancer and lytic bone metastases. Protocol 19 Aredia Breast Cancer Study Group. N Engl J Med; Dec 12 1996.

Heras, P., Kritikos, K., Hatzopoulos, A., Georgopoulou, A. P.. Efficacy of ibandronate for the treatment of skeletal events in patients with metastatic breast cancer. Eur J Cancer Care (Engl); Nov
2009.

Body, J. J., Diel, I. J., Lichinitzer, M., Lazarev, A., Pecherstorfer, M., Bell, R., Tripathy, D., Bergstrom, B.. Oral ibandronate reduces the risk of skeletal complications in breast cancer patients with
metastatic bone disease: results from two randomised, placebo—controlled phase IIl studies. Br J Cancer; Mar 22 2004.

Body, J. J., Diel, I. J., Lichinitser, M. R., Kreuser, E. D., Dornoff, W., Gorbunova, V. A., Budde, M., Bergstrom, B.. Intravenous ibandronate reduces the incidence of skeletal complications in patients
with breast cancer and bone metastases. Ann Oncol; Sep 2003.

Pan, Y., Jin, H., Chen, W., Yu, Z.,, Ye, T., Zheng, Y., Weng, Z., Wang, F.. Docetaxel with or without zoledronic acid for castration—resistant prostate cancer. Int Urol Nephrol; Dec 2014.

van Holten—Verzantvoort, A. T., Kroon, H. M., Bijvoet, O. L., Cleton, F. J., Beex, L. V., Blijham, G., Hermans, J., Neijt, J. P., Papapoulos, S. E., Sleeboom, H. P, et al., . Palliative pamidronate treatment
in patients with bone metastases from breast cancer. J Clin Oncol; Mar 1993.

Ueno, S., Mizokami, A., Fukagai, T., Fujimoto, N., Oh—Oka, H., Kondo, Y., Arai, G., Ide, H., Horie, S., Ueki, O., Kawaguchi, K., Shimamura, M., Orito, M., Ishida, T., Ikeda, D., Namiki, M.. Efficacy of
combined androgen blockade with zoledronic acid treatment in prostate cancer with bone metastasis: the ZABTON-PC (zoledronic acid/androgen blockade trial on prostate cancer) study.
Anticancer Res; Sep 2013.

van Holten—Verzantvoort, A. T., Bijvoet, O. L., Cleton, F. J., Hermans, J., Kroon, H. M., Harinck, H. I, Vermey, P., Elte, J. W., Neijt, J. P., Beex, L. V., et al., . Reduced morbidity from skeletal
metastases in breast cancer patients during long—term bisphosphonate (APD) treatment. Lancet; Oct 31 1987.

WHO A1 RS54
BA « SEICHIT 5 EMEE - BEHRABIC L BHAREIR I A b 14



Trial

38. Paterson, A. H., Powles, T. J., Kanis, J. A., McCloskey, E., Hanson, J., Ashley, S.. Double—blind controlled trial of oral clodronate in patients with bone metastases from breast cancer. J Clin Oncol;

Jan 1993.

39. Rosen, L. S., Gordon, D. H., Dugan, W.,Jr., Major, P., Eisenberg, P. D., Provencher, L., Kaminski, M., Simeone, J., Seaman, J., Chen, B. L., Coleman, R. E.. Zoledronic acid is superior to pamidronate
for the treatment of bone metastases in breast carcinoma patients with at least one osteolytic lesion. Cancer; Jan 01 2004.

40. Smith, M. R,, Halabi, S., Ryan, C. J., Hussain, A., Vogelzang, N., Stadler, W., Hauke, R. J., Monk, J. P., Saylor, P., Bhoopalam, N., Saad, F., Sanford, B., Kelly, W. K., Morris, M., Small, E. J.. Randomized
controlled trial of early zoledronic acid in men with castration—sensitive prostate cancer and bone metastases: results of CALGB 90202 (alliance). J Clin Oncol; Apr 10 2014.

39. Rosen, L. S., Gordon, D. H., Dugan, W.,Jr., Major, P., Eisenberg, P. D., Provencher, L., Kaminski, M., Simeone, J., Seaman, J., Chen, B. L., Coleman, R. E.. Zoledronic acid is superior to pamidronate
for the treatment of bone metastases in breast carcinoma patients with at least one osteolytic lesion. Cancer; Jan 01 2004.

40. Smith, M. R,, Halabi, S., Ryan, C. J., Hussain, A., Vogelzang, N., Stadler, W., Hauke, R. J., Monk, J. P., Saylor, P., Bhoopalam, N., Saad, F., Sanford, B., Kelly, W. K., Morris, M., Small, E. J.. Randomized
controlled trial of early zoledronic acid in men with castration—sensitive prostate cancer and bone metastases: results of CALGB 90202 (alliance). J Clin Oncol; Apr 10 2014.

Forest Plot 5.2.1.1. E&&EmHIE (A7 3VUEE)

i

Elomaa 1992 (Clodronate)
Kylmala 1993 (Clodronate)
Siris 1983 (Clodronate)

2% (2=0%, P=0.55)

B&EE Ol : {E%XFE, OCtrl:

Forest Plot 5.2.1.2. @l (A7 JUEE) EXRARR— vs.

i

Ernst 2003 (Clodronate)
Smith 1989 (IF KO E)
Vinholes 1997 (/X=X FO )

Meulenbeld 2012 (U+ RO >E)

2% (P=0%, P=041)

BXEE Cl: {S%EXFE, Ctrl :

WHO AA K5+

HEME (95%Cl)

1.95 (0.81,4.72)
1.23 (0.53,2.84)
5.00 (0.30,83.69)

1.61 (0.89,2.93)

B (7R,

HEE (95%Cl)
1.27 (0.83,1.95)
0.40 (0.02,7.82)

591 (0.75,46.86)
1.13 (0.68,1.88)

1.24 (0.90,1.71)

EBE (T7tR),

Ev/Trt

10/29
10/50
2/5

22/84

Ev/Trt

34/104
0/14
5/22

22/70

61/210

B« BEICET ZRIFE - BEHRARICEBDAERBI XTI AV b

Ev/Ctrl

6/34
8/49
0/5

14/88

Ev: ARUMREAE (BRBHEM),

Ev/Ctrl

27/105
2/29
1/26

20/72

50/232

Ev: ANVARAE (BREHE),

EXRRARR—kvs. TS5t

B
1
1
455% ; B
50.0% B
447% ; =
i
I T T : T T T T T 1
0.3 0.6 149 2.99 597 14.94 29.87 59.75 833
TS ERBKL RR ERRRARZ— FHEL
RR : %1 RY (log R —)JL), Trt: AEE (ERKRIKRR—F)
TS5t
BH
56.6%
1.16% =
2.40% =
39.8%
I T T T T T T T 1
0.02 0.04 0.1 0.2 04 4 10 20 40

RR : #A®1) R (log R —JL),

TSRAE N ERRARZ— FHEL

Trt : AEH (EXRKRRKBR—H)

15



Forest Plot 5.2.1.3.

L5

Ernst 1992 (Clodronate)
Ernst 1997 (Clodronate)

Piga 1998 (Clodronate)
O'Rourke 1995 (Clodronate)
Robertson 1995 (Clodronate)
Ernst 2003 (Clodronate)
Martoni 1991 (Clodronate)
Tubiana-Hulin 2001 (Clodronate)
Diel 2004 (1 /\> FO V)
Small 2003 (/XZ FOVE)
Lipton 2000 (/\Z FO>E)
Theriault 1999 (/N FO>E)
Broom 2015 (VL FOVEg)
Zaghloul 2010 (VL FOVE)

21F (12=83.11%, P<0.01)

B&EE CI : (E3ERM

FWHEDAATIE, 0-100 (100=worst) DR —)LIZ#E—LTEH#EINT=

WHO AA K5+

ERE GERER) EXRIRR— vs.

HEEE (95%Cl)

—8.90
—8.80
—24.00
8.00
—13.00
—10.20
—6.00
—16.30
—11.75
—1.30
—9.30
—12.22
—11.00
—36.20

—11.84

(—14.19, —3.61)
(—29.18, 11.58)
(—82.84, 34.84)
(—12.27, 28.27)
(—24.74, —1.26)
(—18.93, —1.47)
(—28.99, 16.99)
(—27.44, —5.16)
(—17.91, —5.59)
( —803, 543)
(—14.37, —4.23)
(—21.10, —3.34)
(—22.19, 0.19)
(—40.40,—32.00)

(=17,57,—6.12)

B« BEICET ZRIFE - BEHRARICEBDAERBI XTI AV b

B#

9.55%
4.49%
0.87%
451%
7.24%
8.38%
3.88%
7.46%
9.29%
9.10%
9.62%
8.32%
7.44%
9.85%

TS5t

I
—80

T
—60

—40

EXRARZ—FHELL

16

JIV—TEOME

1
20

TR EN



Forest Plot 5.2.1.4. IRTHEFEESE EXARIAKR—kvs, TSR

i HEME (95%Cl)
Kanis 1996 (Clodronate) 0.77 (0.55,1.09)
Kristensen 1999 (Clodronate) 0.69 (0.40, 1.20)
Body 2003 (f/\> FOVER) 0.91 (0.78,1.07)
Body 2004 (/\> FO>VER) 0.87 (0.73,1.03)
Heras 2009 (1 /\> FOEg) 0.75 (0.51,1.10)

Tripathy 2004 («/\> FO>E) 0.81 (0.68,0.97)
Hortobagyi 1996 (/Y= FOVE) 0.76 (0.62,0.93)

Lipton 2000 (/XZ FOVER) 0.74 (0.66,0.83)
Small 2003 (/\= RO VE) 0.98 (0.68, 1.40)
Theriault 1999 (/XX RO VER) 0.83 (0.71,0.98)
James 2016 (VL ROVER) 0.88 (0.78,0.99)
Kohno 2005 (VL KOVER) 0.59 (0.42,0.82)
Murakami 2014 (VL RO VEs) 0.75 (0.42,1.32)
Pan2014 (VL FOVER) 0.74 (0.27,1.97)
Rosen 2003 (VL KO VER) 0.78 (0.65,0.92)
Smith 2014 (VL FOVER) 0.96 (0.82,1.14)
Wang 2013 (VL FOVER) 0.61 (0.46,0.80)
Zaghloul 2010 (VL FOvE&) 0.67 (0.45,0.98)

Zarogoulidis 2009 (VL FOo>E) 087 (0.20,3.76)

2% (2=27.2%, P=0.22) 0.81 (0.76, 0.86)

B&EE Ol : {ERERR, Ot : WBE (F51K), Ev:

WHO AA K5+

27

Ev/Trt Ev/Ctrl £ |
1
1
29/66 38/67 2.78% e
14/49 21/51 1.17% —
174/308 98/158 9.04% -
130/287 145/277 8.19% —im
27/75 36/75 2.29% =
144/292 87/143 7.84% ——
79/185 110/195 6.24% -
194/367 263/367 123% ——
42/169 46/181 2.53% —
102/182 127/189 8.63% — -
203/376 234/381 11.7% —m—
35/114 59/113 3.02% - =
14/48 18/46 1.10% .
6/53 8/52 038% -
190/523 117/250 7.92% —
147/323 152/322 841%  m
25/45 41/45 401% i
12/20 18/20 2.25% -—
4/87 3/57 0.17% i
1
1
1
1571/3569 1621/2989 <>
I T II T T 1
0.21 043 0.81 1.06 213
EXRZRER— FHRL RR TS5 RHBEWN

ARV (BEEZEZR), RR: H®URY (log A7 —IL), Trt: JAEE (EXRARR—F)

BA « SEICHIT 5 EMESE - BEHRABIC LB DAREIR I A b 17



Forest Plot 5.2.1.5. BEEEZR (BH1) EARARR—bkvs. 75N

5

Kristensen 1999 (Clodronate)

Robertson 1995 (Clodronate)

Diel 2004 (1/\> FOVER)

Lipton 2000 (/\X RO VE&)

Small 2003 (/X= FOVE)

Theriault 1999 (/X=X FOV#)

van Holten-Verzantvoort 1993 (/Y= FO &)
van Holten-Verzantvoort 1987 (/X=X FOVE&)
Kohno 2005 (VL FOVER)

Rosen 2003 (VL FOVER)

Ueno 2013 (VL FOVEE)

Pan2014 (VL FOVE)

2% (2=0%, P=0.14)

#EE (95%Cl)

0.24
2.07
1.10
0.75
1.22
0.82
0.59
0.22
0.65
0.64
0.36
0.33

0.75

BREE CI: {SHERM, Ctrl : MEHE (F5tR),

WHO A1 K5+

(0.07,0.79)
(0.41,10.41)
(0.46, 2.64)
(0.64,0.87)
(0.71,2.07)
(0.67,1.02)
(0.23,1.55)
(0.06,0.74)
(0.44,0.96)
(0.46,0.88)
(0.02,8.39)
(0.04,3.04)

(0.67, 0.84)

Ev: ARk (BEEERR),

B+ BEICET ZRIFTE - BEHRARICEBDAERBI R I AV b

Ev/Trt

3/49
4/27
15/308
148/367
25/169
81/182
6/81
3/70
29/114
71/523
0/29
1/53

386/1972

Ev/Ctrl 0

13/51 0.80%
2/28 0.44%
7/158 1.48%
198/367  46.5%
22/181  4.00%
102/189  26.0%
10/80 1.20%
12/61 0.80%
44/113  7.47%
53/250  10.9%
1/31 0.11%
3/52 0.23%

467/1561

_—t——

: 3
-

—
+

I
0.02

18

T
0.03

T T T 1 T
0.08 0.15 03 0.75 1.51

EXRZARR— FHEW RR

RR: #xJRY (log R7—IL), Trt: BEE (EXRIKRR—)

T 1
3.01 7.5

TR EN



Forest Plot 5.2.1.6. BEhEER (FREEE) EXARARR—F vs. TR

i

Robertson 1995 (Clodronate)
# 7% J—7 Clodronate (I2=NA, P=NA)

Lipton 2000 (/N FE )

Small 2003 (/N= RO VER)

Theriault 1999 (/XZ FOVER)

$TIIN—F NINOCE (2P=0%, P=0.64)

Kohno 2005 (VL FOvEg)
Rosen 2003 (VL KO VER)
Ueno 2013 (VL FOVER)
Pan2014 (VL FOVER)

YITTIN—=7 JLKRAVE (2=3.39%, P=0.43)

2% (2=0%, P=0.37)

WHO A1 K5+

HEME (95%Cl) Ev/Trt
0.15 (0.01,2.74) 0727
0.15 (0.01,2.74) 0727
0.85 (0.38,1.86) 11/367
1.79 (0.43,7.35) 5/169
1.21 (0.42,3.54) 7/182
1.07 (0.60, 1.90) 23/718
0.30 (0.10,0.91) 4/114
0.67 (0.30,1.49) 14/523
0.21 (0.01,4.26) 0/29
294 (0.12,70.67) 1/53
0.52 (0.27,0.99) 19/719
0.74 (049, 1.12) 42/1464

B+ BEICET ZRIFTE - BEHRARICEBDAERBI R I AV b

Ev/Ctrl

3/28
3/28

13/367
3/181
6/189

22/737

13/113
10/250
2/31
0/52
25/446

50/1211

A

2.06%

28.1%
8.73%
15.3%

14.7%
27.5%
1.95%
1.70%

. i
B ———
i
1
_I.._
H L
_i_.
e
—.
i
_
I T T T T T :I T T T T T |
001 002 004 008 016 04 074 16 4 8 16 4001 7067
ERRRKRRZ— FAEL RR TS ERBEN

19



Forest Plot 5.2.1.7. BEHEER (MEHRES) EXRARR—
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Forest Plot 5.2.1.8. BEEER (SEHBERICXTT D3FiT)

R #EME (95%Cl)
Hortobagyi 1996 (/XX FO>E) 0.39 (0.17,0.90)
Lipton 2000 (/X=X FOVER) 0.50 (0.31,0.82)
Small 2003 (/XZ RO VEs) 0.89 (0.28,2.87)
Theriault 1999 (/\X RO VE) 0.67 (0.35,1.32)
van Holten-Verzantvoort 1993 (/Y= KO @)  0.29 (0.03,2.72)
van Holten-Verzantvoort 1987 (/X KO VE) 049 (0.15,1.57)
YITIN—7 NIrOCE (2=0%, P=0.83) 0.53 (0.39,0.74)
Kohno 2005 (VL ROVEg) 0.33 (0.01,8.03)
Rosen 2003 (VL FOVEE) 1.33 (0.63,2.80)
Pan2014 (VL FOvEg) 0.98 (0.02,48.56)
7N —7 JrrOYE (2=0%, P=0.70) 1.23 (0.60,2.51)
£1F (?P=16.96%, P=0.52) 0.62 (0.44, 0.89)

BXEE Cl: SRR, Ctrl : XBE (I5thR),

WHO A1 K5+

Ev: AUk (BEERR),

B+ BEICET ZRIFTE - BEHRARICEBDAERBI R I AV b

Ev/Trt

7/185
22/367
5/169
13/182
1/70
4/81
52/1054

0/114
25/523
0/53
25/690

77/1744

Ev/Ctrl B#

19/195 13.9%
44/367  29.2%
6/181 8.00%
20/189  19.7%
3/61 2.39%
8/80 8.11%
100/1073

17113 1.20%
9/250 16.7%
0/52 0.80%
10/415

110/1488

EXRARR—K vs. TS5tk

0.01

2775

i
— -
——
L
= T
1
L
<|>
i
- 1
—
1
—_—
T T T T T : T T T : ; .
0.03 0.07 0.14 0.28 0.62 139 2.78 6.95 13.9
ERRRKRR— FHR&L RR TSR EN

21

RR: 3t RY (log R7—IL), Trt: BE#H (EXRRAERR—R)



Forest Plot 5.2.1.9. BfEEZ (BANYILME) ERRIAKRERZR—Kvs. TSR

ik HEE (95%Cl) Ev/Trt Ev/Ctrl B# i
1
1
Kanis 1996 (Clodronate) 059 (0.25,1.41) 7/66 12/67 7.98% : —
Kristensen 1999 (Clodronate) 0.78 (0.18,3.31) 3/49 4/51 2.88% i -
Paterson 1993 (Clodronate) 0.67 (0.41,1.08) 20/85 31/88 26.5% i
Robertson 1995 (Clodronate) 0.21 (0.01,4.13) 0/27 2/28 0.67% :
%7 IJV—7 Clodronate (1’=0%, P=0.88) 0.65 (0.43,0.96) 30/227 49/234 4I<>
1
1
Hortobagyi 1996 (/X=X FOVE) 0.48 (0.24,0.96) 11/185 24/195 12.8% _|-_
Lipton 2000 (/XZ FOVER) 0.43 (0.26,0.70) 21/367 49/367 25.0% ——
Small 2003 (/N= FOVEE) 0.54 (0.05,5.85) 1/169 2/181 1.05% :'
Theriault 1999 (/= RO VER) 0.44 (0.20,0.97) 8/182 19/189 9.38% - =
van Holten-Verzantvoort 1993 (/Y= FR>E) 023 (0.08,0.66) 4/81 17/80 5.51% —
van Holten-Verzantvoort 1987 (J\= KO &) 0.05 (0.00,0.87) 0/70 8/61 0.75% :
YI7IN—7 NIFOVE (2=0%, P=0.62) 041 (0.29,0.57) 45/1054 119/1073 o
Kohno 2005 (VL FO>VER) 0.30 (0.08,1.05) 3/114 10/113 3.76% ' | E
Murakami 2014 (VL FOVER) 0.26 (0.06,1.14) 2/49 8/50 2.68% = !
Pan2014 (VL FOvEk) 049 (0.05,5.25) 1/53 2/52 1.07% E.
YI5I—7 JLRROVE (2=0%, P=0.90) 0.30 (0.12,0.74) 6/216 20/215 _—
1
1
21 (P=0%, P=0.74) 047 (037,060)  81/1497  188/1522 >
I T T T T T T : T T T 1
0 0.01 002 003 006 015 03 047 151 303 585
EXRRARR— FHELW RR TSHERALN

B&EE CI: {E3EKEM, Ctrl : }BE (F51R), Ev: AU+ (BEEER), RR: #BxURY (log R —IL), Trt: jAEE (ERKRRERR—R)

WHO A1 RS54
BA « SEICHIT 5 EMESE - BEHRABIC LB DAREIR I A b 22
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Trial

1.

von Au, A., Milloth, E., Diel, I, et al. Intravenous pamidronate versus oral and intravenous clodronate in bone metastatic breast cancer: a randomized, open—label, non—inferiority Phase Il trial.
Onco Targets Ther; 2016.

Choudhury, K. B., Mallik, C., Sharma, S., Choudhury, D. B., Maiti, S., Roy, C. A randomized controlled trial to compare the efficacy of bisphosphonates in the management of painful bone
metastasis. Indian J Palliat Care; Sep 2011.

Wang, F., Chen, W., Chen, H., et al. Comparison between zoledronic acid and clodronate in the treatment of prostate cancer patients with bone metastases. Med Oncol; 2013.

Barrett—Lee, P., Casbard, A., Abraham, J., et al. Oral ibandronic acid versus intravenous zoledronic acid in treatment of bone metastases from breast cancer: a randomised, open label, non—
inferiority phase 3 trial. Lancet Oncol; Jan 2014,

Rosen, L. S., Gordon, D. H., Dugan, W.,Jr., et al. Zoledronic acid is superior to pamidronate for the treatment of bone metastases in breast carcinoma patients with at least one osteolytic lesion.
Cancer; Jan 01 2004.

Francini, F., Pascucci, A., Bargagli, G., et al. Effects of intravenous zoledronic acid and oral ibandronate on early changes in markers of bone turnover in patients with bone metastases from
non—small cell lung cancer. Int J Clin Oncol; Jun 2011.

Body, J. J., Lichinitser, M., Tjulandin, S., Garnero, P., Bergstrom, B. Oral ibandronate is as active as intravenous zoledronic acid for reducing bone turnover markers in women with breast
cancer and bone metastases. Ann Oncol; Jul 2007.
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Evidence Profile 5.2.3. ./ 20O—F LUK vs. TStk
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1. Sopata, M., Katz, N., Carey, W., Smith, M. D., Keller, D., Verburg, K. M., West, C. R., Wolfram, G., Brown, M. T.. Efficacy and safety of tanezumab in the treatment of pain from bone metastases. Pain;
Sep 2015.
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Evidence Profile 5.2.5. E/ 20O0—FILHK vs. ERXRRKRR—b
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58 Cl: {S%EXM, ECOG : Eastern Cooperative Oncology Group scale, FACT-G : Functional Assessment of Cancer Therapy-General, HR : /\Y'—FLtb, nd : T—47%L,

RCT : SUA LALELEREAER, RR : XU R (log R —)L )

ER

A, RZBEDBITSNTUVEL,

B. 10 BXBEEHET 2 RAU MU EERARENET,

C. LDOMDT—AHIL, Fizazi 2011 (PMID 21353695), Henry 2011 (PMID 21343556), Stopeck 2010 (PMID 21060033) %% &1z Lipton 2012 (PMID 22975218) DR SHRELT=,
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Trial

1. Cleeland, C. S., Body, J. J., Stopeck, A, et al. Pain outcomes in patients with advanced breast cancer and bone metastases: results from a randomized, double—blind study of denosumab and
zoledronic acid. Cancer; Feb 15 2013.

2. Stopeck, A. T., Lipton, A., Body, J. J., et al. Denosumab compared with zoledronic acid for the treatment of bone metastases in patients with advanced breast cancer: a randomized, double—blind
study. J Clin Oncol; Dec 10 2010.

3. Martin, M., Bell, R., Bourgeois, H., et al. Bone—related complications and quality of life in advanced breast cancer: results from a randomized phase Il trial of denosumab versus zoledronic acid. Clin
Cancer Res; Sep 01 2012.

4. Lipton, A, Steger, G. G, Figueroa, J., et al. Extended efficacy and safety of denosumab in breast cancer patients with bone metastases not receiving prior bisphosphonate therapy. Clin Cancer Res;
Oct 15 2008.

5. Lipton, A, Fizazi, K., Stopeck, A. T., et al. Superiority of denosumab to zoledronic acid for prevention of skeletal-related events: a combined analysis of 3 pivotal, randomised, phase 3 trials. Eur J
Cancer; Nov 2012.

6. Henry, D. H., Costa, L., Goldwasser, F., et al. Randomized, double—blind study of denosumab versus zoledronic acid in the treatment of bone metastases in patients with advanced cancer (excluding
breast and prostate cancer) or multiple myeloma. J Clin Oncol; Mar 20 2011.

7. Fizazi, K., Carducci, M., Smith, M., et al. Denosumab versus zoledronic acid for treatment of bone metastases in men with castration-resistant prostate cancer: a randomised, double—blind study.
Lancet; Mar 05 2011.

8. Fizazi, K, Lipton, A., Mariette, X., et al. Randomized phase II trial of denosumab in patients with bone metastases from prostate cancer, breast cancer, or other neoplasms after intravenous
bisphosphonates. J Clin Oncol; Apr 01 2009.
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1. Mishra, S., Bhatnagar, S., Goyal, G. N., Rana, S. P., Upadhya, S. P. A comparative efficacy of amitriptyline, gabapentin, and pregabalin in neuropathic cancer pain: a prospective randomized
double—blind placebo—controlled study. Am J Hosp Palliat Care; May 2012.
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Group. J Clin Oncol; 2004

Dou, Z., Jiang, Z., Zhong, J. Efficacy and safety of pregabalin in patients with neuropathic cancer pain undergoing morphine therapy. Asia Pac J Clin Oncol; Apr 2017.

(Chen, D. L)., Li, Y. H.,, Wang, Z. J., Zhu, Y. K. The research on long—term clinical effects and patients’ satisfaction of gabapentin combined with oxycontin in treatment of severe cancer pain. Medicine
Baltimore); Oct 2016.
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Forest Plot 6.1.1. =EEM (E2HE, H7TVEE) BEOEEG vs. 23RS

R HE[E (95%Cl) Ev/Trt Ev/Ctrl i
Altundag 2002 0.641 (0.321,1.276) 717 9/14 " E
AmouzegarHashemi 2008 0.626 (0.268, 1.466) 6/27 11/31 " E
Anter 2015 0.800 (0.349, 1.836) 8/44 10/44 " i
Badzio 2003 0.928 (0.590, 1.460) 23/64 24/62 =
BPTWP 1999 0.974 (0.856, 1.109) 199/351 192/330 _,-_
Chow 2014 1.230 (0.776,1.951) 35/258 29/263 .
Foro Arnalot 2008 1.168 (0.502,2.721) 10/78 9/82 : =
Gaze 1997 0.915 (0.673,1.244) 50/129 47/111 —.'E'_
Gutierrez Bayard 2014 0.857 (0.312,2.351) 6/45 7/45 = :
Hamouda 2007 0.957 (0.634,1.445) 23/50 25/52 !.
Hartsell 2005 0.803 (0.488,1.321) 25/256 31/255 = '
Kagei 1990 1.857 (0.730,4.722) 8/14 4/13 | =
Koswig 1999 0.940 (0.539, 1.640) 16/52 18/55 ‘.
Nielsen 1998 0.749 (0.357,1.571) 11/106 14/101 & :
Price 1986 1.609 (0.908, 2.850) 22/49 12/43 : =
Roos 2005 0.940 (0.637,1.385) 35/119 36/115 —-,'—
Sarkar 2002 0.838 (0.365,1.926) 6/17 8/19 = i
van der Linden 2004 1.002 (0.748,1.343) 78/556 76/543 _I._
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Forest Plot 6.1.2. @B (RETLIEEROHIE, HT7TVZEE) BEOIFES vs. DEIRE

b #EME (95%Cl) Ev/Trt Ev/Ctrl i

1

1
Altundag 2002 0.892 (0.635,1.253) 1317 1214 :
AmouzegarHashemi 2008  1.206 (0.867,1.677) 21/27 20/31 :
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Kagei 1990 0.929 (0.712,1.211) 12/14 12/13 -t
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Forest Plot 6.1.3. BEEER (BIREMUDETT) BEIIES vs. DEIRE

i #EE (95%Cl)
BPTWP 1999 3454 (0.722,16.521)
Chow 2014 1.500 (0.866, 2.599)
Cole 1989 0.275 (0.012, 6.226)
Gutierrez Bayard 2014 3.500 (0.768,15.942)
Hamouda 2007 0.520 (0.137, 1.967)
Hartsell 2005 1.259 (0.582, 2.727)
Nielsen 1998 0.975 (0.324, 2.939)
Price 1986 0.352 (0.014, 8.575)
Roos 2005 1.182 (0.370, 3.783)
van der Linden 2004 2.396 (1.156, 4.965)
21 (2=0%, P=0.421) 1.478 (1.078, 2.027)

Forest Plot 6.1.4. BFEEEZR

L5 HEEE (95%Cl)
Altundag 2002 2.368 (0.104,54.078)
BPTWP 1999 1.480 (0.421, 5.204)
Chow 2014 3.500 (0.731,16.751)
Gutierrez Bayard 2014 1.000 (0.020,49.332)
Ozsaran 2001 2.000 (0.040,98.806)
Price 1986 2.114 (0.194, 23.058)
Roos 2005 1.109 (0.441, 2.788)
van der Linden 2004 1.298 (0.574, 2.936)
21 (?P=0%, P=0.967) 1.451 (0.887, 2.374)
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